Supplementary File 2:  Reversal summaries identified in the top medical journals, by journal
	
	Article and Author 
	Primary Medical Discipline
	Date and Journal
	Summary
	Systematic Review
	Search terms

	1
	Effectiveness of household lockable pesticide storage to reduce pesticide self-poisoning in rural Asia: a community-based, cluster-randomised controlled trial                   Pearson et al.
	Public Health and General Preventive Medicine 
	10/21/2017
Lancet
	In rural Asia, pesticide self-poisoning is a common health issue. Restricting access to pesticides has been previously shown to reduce both method-specific and all-cause suicide rates in certain Asian countries. 1 2 The WHO advocates the use of locked boxes for storing pesticides in farming areas.3  In this study, lockable storage containers for pesticides were compared to usual practice in households (27,091 households to lockable storage containers and 26,291 households without) in rural areas of Sri Lanka. Lockable storage containers did not reduce the risk of pesticide self-poisoning (293/100,000 vs. 318/100,000 for intervention and control groups, respectively; p=0.33).  This is a reversal of lockable storage containers to reduce self-poisoning. 
	None found
	lock box self-poisoning (with and without "preventing")

	2
	Family-led rehabilitation after stroke in India (ATTEND): a randomised controlled trial ATTEND Collaborative Group; Lindley et al.
	Neurology/Neurosurgery
	8/5/2017
Lancet
	In low- to middle-income countries, community rehabilitation is thought of as a viable health-care delivery method to reduce disability. Results from multiple studies, included systematic reviews of early supported discharge (ESD) stroke services, have concluded that this type of rehabilitation can reduce death or dependency without placing adverse burden on family caregivers.4 The ATTEND trial found that family-led stroke rehabilitation in addition to routine rehabilitation did not reduce rates of death or dependency at six months, compared to routine rehabilitation, among patients (n=623 for the intervention group and 627 for the control group) who had a stroke within the past month and residual disability. The proportion of death or dependence was 47% (p=0.87) in both groups, suggesting that extra time and resources to implement a family-led rehabilitation program after stroke is not beneficial, and thus this practice is a reversal. 
	2014. Cochrane review. “There is very low- to moderate-quality evidence that CME [caregiver-mediated exercises] may be a valuable intervention to augment the pallet of therapeutic options for stroke rehabilitation.”4 This review did not include this RCT, and “included studies were small, heterogeneous, and some trials had an unclear or high risk of bias.”
	family led stroke rehabilitation

	3
	Intraoperative ketamine for prevention of postoperative delirium or pain after major surgery in older adults: an international, multicentre, double-blind, randomised clinical trial                          Avidan et al.
	Anesthesiology 
	7/15/2017
Lancet
	Delirium and pain can often be co-occurring conditions in elderly people who have recently undergone surgery. Low-dose intraoperative ketamine has been associated with improved cognition after cardiac surgery and reduced pain, and it has been used by anesthesiologists around the world for over 50 years.5 In this study, ketamine did not decrease delirium in older adults after major surgery (19.4%; n=223 high-dose; n=227 in low-dose group), compared to placebo (19.8%; p=0.92; n=222), and even increased negative experiences such as hallucinations (p=0.01) and nightmares (p=0.03).  This is a reversal of the practice of intraoperative ketamine for postoperative delirium or pain.
	2015. “Moderate to high-quality evidence supports the use of pharmacologic agents for the prevention of delirium, but results are based largely on one randomized controlled trial. The evidence for treating postcardiac surgery delirium with pharmacologic agents is inconclusive.”6 The study that carried most of the weight used dexamethasone in the intervention group.  Only one included study in the meta-analysis had a ketamine intervention, and this study only included 58 men, which is far less than the 672 patients included in the Lancet study.
	ketamine post-operative delirium

	4
	Prophylactic platelet transfusion plus supportive care versus supportive care alone in adults with dengue and thrombocytopenia: a multicentre, open-label, randomised, superiority trial   Lye et al.
	Infectious Disease 
	4/22/2017
Lancet
	Dengue is the most common vector-borne infection worldwide and is often associated with thrombocytopenia.7  Because of this, prophylactic platelet transfusion is often used, even though there has been no research investigating its efficacy and is sometimes not recommended.8 9 Results from this trial found that prophylactic platelet transfusion was no better than supportive care in preventing bleeding in those with dengue and thrombocytopenia (21% in platelet group vs. 26% in control group; RR=0.82; 95% CI=0.56-1.17; p=0.16; n=188 for transfusion and n=184 for the control group) and may even lead to adverse events, such as urticaria, other types of rashes, pruritus, chest pain, and anaphylaxis.  This is a reversal of the practice of prophylactic platelet transfusion in patients with dengue and thrombocytopenia.
	None found
	Prophylactic platelet transfusion dengue

	5
	Post-deployment screening for mental disorders and tailored advice about help-seeking in the UK military: a cluster randomised controlled trial Rona et al.
	Psychiatry 
	4/8/2017
Lancet
	 A higher prevalence of mental health problems, including psychological distress and alcohol misuse, has been observed in personnel in direct combat roles deployed to Iraq and Afghanistan. To help in monitoring personnel, the US Armed Forces has implemented a post-deployment screening program for mental disorders.10  Canada, Australia, and the Netherlands also have post-deployment screening procedures for mental disorders.11 12 However, in this study, post-deployment screening with tailored help-seeking advice for mental disorders was no more effective at reducing prevalence of mental health disorders than receiving screening with general mental health advice (post-traumatic stress disorder OR=0.92; 95% CI=0.75-1.14; depression or anxiety OR=0.91; 95% CI=0.71-1.16; n=6350 in the screening group and n=3840 in the control group), nor did it increase help seeking for mental disorders (OR=0.92; 95% CI=0.78-1.08). This is a reversal of the practice of post-deployment screening for mental disorders. 
	None found
	Post-deployment screening for mental disorders

	6
	Prophylactic hydration to protect renal function from intravascular iodinated contrast material in patients at high risk of contrast-induced nephropathy (AMACING): a prospective, randomised, phase 3, controlled, open-label, non-inferiority trial                    Nijssen et al.
	Nephrology 
	
	Intravenous isotonic saline is recommended as prophylaxis for patients undergoing iodinated contrast procedures because contrast-induced nephropathy can often occur with this procedure and the infusion of isotonic saline is thought to prevent some of complications of nephropathy.13 14  In the present study of high-risk patients, it was found that contrast-induced nephropathy was no more common in those with no prophylaxis (2.6%; n=332) as compared to those with intravenous hydration (2.7%; p=0.47; n=328), and the cost savings was greater with no prophylaxis.  This is a reversal of the practice of prophylactic hydration to protect renal function in high-risk patients undergoing iodinated contrast.
	None found
	Prophylactic saline hydration  iodinated contrast material, no age restriction

	7
	High-flow warm humidified oxygen versus standard low-flow nasal cannula oxygen for moderate bronchiolitis (HFWHO RCT): an open, phase 4, randomised controlled trial Kepreotes et al.
	Pulmonary disease 
	3/4/2017
Lancet
	High-flow warm humidified oxygen (HFWHO) is increasingly used for the treatment of respiratory infections in the pediatric population,15-17 but its efficacy has not been established in clinical trials. In this large randomized controlled trial, HFWHO did not reduce time on oxygen compared with cold wall oxygen (100%) therapy in children with moderate bronchiolitis. Median time to weaning was 24 hours for standard therapy (n=101) and 20 hours for HFWHO (HR=0.9; 95% CI=0.7-1.2; p=0.61; n=101).  This is a reversal of the practice of HFWHO in children with moderate bronchiolitis.
	2017.  “No difference in mortality or intubation was detected in patients with acute respiratory failure treated with high-flow nasal cannulae compared with usual care.” 18  This review did not include the RCT.
	High-flow warm humidified oxygen and respiratory infection children

	8
	Comparison of an everolimus-eluting bioresorbable scaffold with an everolimus-eluting metallic stent for the treatment of coronary artery stenosis (ABSORB II): a 3 year, randomised, controlled, single-blind, multicentre clinical trial Serruys et al.
	Cardiovascular Disease 
	11/19/2016
Lancet
	Bioresorbable scaffolds were developed as a way to promote revascularization to an area affected by obstructed coronary disease.  These devices are thought to prevent restenosis after balloon angioplasty by delivering medications, but then will bioresorb after a time when the medications are no longer needed. These devices have received a CE mark and are widely used.19 20 In the ABSORB II Trial (335 patients in the scaffold group and 166 in the stent group), bioresorbable scaffolds were not superior to metallic stents, in regards to vasomotor reactivity (0.047 mm for scaffold vs. 0.056 mm for stent; p=0.49) and had larger late luminal loss (0.37 mm for scaffold vs. 0.25 mm for stent; p=0.78).  This is a reversal of bioresorbable scaffolds for the treatment of coronary artery stenosis.
	2017. “Compared with everolimus-eluting stents, [bioresorbable vascular scaffolds] BVS is associated with increased risk of target lesion failure driven by the increased rates of target vessel myocardial infarction and ischemia-driven target lesion revascularization in these studies (mean follow-up, 25 months). The risk of definite or probable stent/scaffold thrombosis and very late stent/scaffold thrombosis seems to be higher with BVS. Further information from randomized trials is critical to evaluate clinical outcomes with BVS on complete resolution of the scaffold.”21  
	GoogleScholar cited RCT

	9
	Comparison of stapled haemorrhoidopexy with traditional excisional surgery for haemorrhoidal disease (eTHoS): a pragmatic, multicentre, randomised controlled trial  Watson et al.
	Surgery
	11/12/2016
Lancet
	Stapled hemorrhoidopexy and hemorrhoidal artery ligation are two newer, but commonly used, surgical interventions for severe hemorrhoids, although traditional excisional surgery is still used. A supposed advantage of the newer treatments is that they have less postoperative pain with similar symptom control.22 Numerous studies have been done, including 50 randomized controlled trials and several meta-analyses, comparing outcomes between stapled hemorrhoidopexy and traditional excisional surgery but these have had variable sample size and quality.23-25   To further examine and compare these outcomes, the eTHoS trial (389 received stapled haemorrhoidopexy and 388 received traditional excisional surgery) found that traditional excisional surgery led to more favorable pain scores, as measured by the EuroQol5 dimensions 3 level score, than stapled hemorrhoidopexy (1.62 vs. 1.56, respectively; p=0.03). This is a reversal of stapled hemorrhoidopexy for hemorrhoid disease.
	None found
	stapled hemorrhoidopexy with traditional excisional surgery

	10
	Efficacy of infant simulator programmes to prevent teenage pregnancy: a school-based cluster randomised controlled trial in Western Australia                            Brinkman et al.
	Public Health and General Preventive Medicine 
	11/5/2016
Lancet
	The infant simulator is an example of persuasion technology or captology, where the use is intended to prevent teenage pregnancy.26 Their use is widespread in developed countries27 and is expanding into low-income and middle-income countries.28 However, in this study done in Australia, the infant simulator-based VIP program did not reduce teenage pregnancy.  In fact, girls in the intervention group (n=1,267) were more likely to experience a birth (8% vs. 4%; HR=1.35; 95% CI=1.06-1.73; p=0.016) or an induced abortion (9% vs. 6%; HR=1.33 (1.00-1.78; p=0.049) than those in the control group (n=1,567) before they reached 20 years of age.  This is a reversal of the practice of infant simulator programs to prevent teenage pregnancy.
	None found
	infant simulator program and teenage pregnancy

	11
	Platelet function monitoring to adjust antiplatelet therapy in elderly patients stented for an acute coronary syndrome (ANTARCTIC): an open-label, blinded-endpoint, randomised controlled superiority trial     Cayla et al.
	Cardiovascular Disease 
	10/22/2016
Lancet
	Platelet function monitoring may be one way to measure the platelet reactivity and adjust antiplatelet therapy to potentially improve clinical outcomes in patients with coronary artery disease, and was being used more frequently prior to this study.29 One example of this method of monitoring is the VerifyNow P2Y12 test, which measures aggregation with light transmittance to measure a patient’s response to antiplatelet therapy.30  Even though platelet function testing is still commonly used and international guidelines recommend platelet function testing in high-risk situations,31 32 this randomized controlled study (442 assigned to the monitoring group and 435 to the conventional group) does not support this practice in older adults with acute coronary syndrome.   Rate of the composite outcome (cardiovascular death, myocardial infarction, stroke, stent thrombosis, urgent revascularization, and bleeding complications) was no better in the platelet testing group than in the control group ( HR=1.00; 95% CI=0.78-1.29).  This is a reversal of the practice of platelet function monitoring to adjust antiplatelet therapy in elderly patients stented for acute coronary syndrome.
	2017. “Compared with traditional antiplatelet treatment, tailoring antiplatelet therapy according to
platelet reactivity testing failed to reduce all-cause mortality, MACE, and major bleeding events
in patients undergoing PCI..”33  
	GoogleScholar cited RCT

	12
	Dexamethasone and supportive care with or without whole brain radiotherapy in treating patients with non-small cell lung cancer with brain metastases unsuitable for resection or stereotactic radiotherapy (QUARTZ): results from a phase 3, non-inferiority, randomised trial                                    Mulvenna et al.
	Oncology 
	10/22/2016
Lancet
	Whole brain radiotherapy (WBRT) in combination with steroids is a widely used approach in the management of patients with brain metastases, even though there is little evidence that it improves the quality of life or overall survival for the patient.34 35  With a sample size much bigger than other studies to date (N=538; 269 to each group), the QUARTZ Trial found that WBRT treatment did not result in better overall survival (HR=1.06; 95% CI=0.90-1.26) or quality of life (46.4 days for WBRT vs. 41.7 days for control) for patients with non-small cell lung cancer, and can be omitted from standard treatment.  This is a reversal for WBRT in patients with NSCLC and brain metastases.
	2018. Cochrane review. There were only two studies, including the Mulvenna study, reporting on steroids alone versus steroids and WBRT. They were not able to pool the data because the other study did not include sufficient detail.36  
	PubMed suggestion

	13
	Robot-assisted laparoscopic prostatectomy versus open radical retropubic prostatectomy: early outcomes from a randomised controlled phase 3 study                          Yaxley et al.
	Oncology 
	9/10/2016
Lancet
	Surgery has traditionally been the main treatment of localized prostate cancer. However, complications with open radical retropubic prostatectomy has led to the search for less invasive treatments. Robot-assisted laparoscopic prostatectomy was introduced in 200137 and has been rapidly adopted, increasing from 1.8% to 85% between 2003-2013.  Robot-assisted laparoscopic prostatectomy is becoming the dominant surgical approach for prostatectomy in many countries.38 In this randomized trial, urinary and sexual function scores were no better in the robot-assisted laparoscopic prostatectomy group (83.8 and 35.0, respectively; n=163) than the radical retropubic prostatectomy group (82.5 and 38.9, respectively; n=163; p-values are 0.48 and 0.18). This is a reversal of the practice of robot-assisted laparoscopic prostatectomy for localized prostate cancer.
	2017. Cochrane review. “There is no high-quality evidence to inform the comparative effectiveness of LRP [laparoscopic prostatectomy] or RARP [radical retropubic prostatectomy] compared to ORP for oncological outcomes. Urinary and sexual quality of life-related outcomes appear similar.”39 
	GoogleScholar cited RCT

	14
	Immediate total-body CT scanning versus conventional imaging and selective CT scanning in patients with severe trauma (REACT-2): a randomised controlled trial Sierink et al.
	Critical Care Medicine 
	8/13/2016
Lancet
	Total-body CT scanning is increasingly used in the primary assessment of patients with trauma because it can provide a complete overview of life-threatening injuries faster than standard work-up and is sometimes advocated as the method of choice for injury screening.40 41 This study found that the use of an immediate total-body CT scan as part of trauma work-up did not reduce in-hospital mortality compared with the standard radiological work-up (total-body CT= 16% vs. standard work up 16%; p=0.92; 702 to immediate total-body CT and 701 to standard work-up). This is a reversal of the practice of total body scanning in patients with trauma, as standard radiological work-up was just as good.
	2017. A recent MA found that this was the only RCT on this topic, whereas other studies on this topic were observational.42  
	total body ct scan vs. selective in trauma (selected the most recent

	15
	Platelet transfusion versus standard care after acute stroke due to spontaneous cerebral haemorrhage associated with antiplatelet therapy (PATCH): a randomised, open-label, phase 3 trial                                        Baharoglu et al.
	Neurology/ Neurosurgery 
	6/25/2016
Lancet
	Platelet transfusion is often given to patients in the emergency department, stroke units, and neurosurgical settings who have had a hemorrhagic stroke because, often, it is these patients who are also taking antiplatelet therapy.43 44  Additionally, multiple retrospective studies have been done in multiple locations, showing that this is a used practice45.  In the PATCH Trial, the odds of death or dependence was actually higher, not lower, among patients receiving platelet transfusion treatment, compared to standard care. Survival was 68% in the platelet transfusion group (n=97) vs. 77% for the standard care group (n=93; OR=2.05; 95% CI=1.18-3.56; p=0.01).  This is a reversal of the practice of platelet transfusion to patients with hemorrhagic stroke, especially since it leads to worse outcomes.
	None found
	platelet transfusion after stroke

	16
	Hysteroscopy in recurrent in-vitro fertilisation failure (TROPHY): a multicentre, randomised controlled trial       El-Toukhy et al.
	Obstetrics and Gynecology 
	6/25/2016
Lancet
	Up to 25% of women with infertility have abnormal intrauterine pathology.46 Outpatient hysteroscopy before starting in-vitro fertilization (IVF) may help to diagnose and treat abnormalities of the cervix and uterine cavity and possibly improve IVF outcomes, and is sometimes considered part of the initial evaluation for infertility. 47 48 However, in this randomized controlled trial of 350 women in the hysteroscopy group and 352 women in the control group, outpatient hysteroscopy before IVF did not improve the livebirth rate, compared to no hysteroscopy in women with a history of unsuccessful IVF cycles (29% in both groups; risk ratio 1.0; 95% CI=0.79-1.25; p=0.96). This is a reversal of the practice of hysteroscopy in women with in-vitro fertilization, as it does not lead to better patient outcomes.
	2015. Cochrane review. “More studies are needed before hysteroscopy can be proposed as a fertility-enhancing procedure in the general population of women having difficulty becoming pregnant.”49  The review did not include the RCT.
	Hysteroscopy in  "in-vitro fertilization"

	17
	Hysteroscopy before in-vitro fertilisation (inSIGHT): a multicentre, randomised controlled trial                        Smit et al.
	Obstetrics and Gynecology 
	6/25/2016
Lancet
	Outpatient hysteroscopy before starting in-vitro fertilization (IVF) is a procedure commonly used, which may help to diagnose and treat abnormalities of the cervix and uterine cavity and possibly improve IVF outcomes.47  Similar to results of the TROPHY trial, routine hysteroscopy did not improve livebirth rates in infertile women with a normal transvaginal ultrasound of the uterine cavity, compared to immediately starting IVF treatment without hysteroscopy, in the inSIGHT trial (57% for hysteroscopy vs. 54% for immediate IVF; RR=1.06; 95% CI=0.93-1.20; p=0.41; n=373 in hysteroscopy group and n=377 in the immediate IVF group). This is a reversal of the practice of hysteroscopy in women with in-vitro fertilization, as it does not lead to better patient outcomes.
	2015. Cochrane review. “More studies are needed before hysteroscopy can be proposed as a fertility-enhancing procedure in the general population of women having difficulty becoming pregnant.”49  
	Hysteroscopy in  "in-vitro fertilization"

	18
	Immediate delivery compared with expectant management after preterm pre-labour rupture of the membranes close to term (PPROMT trial): a randomised controlled trial       Morris et al.
	Obstetrics and Gynecology 
	1/30/2016
Lancet
	Both the American College of Obstetricians and Gynecologists and Royal College of Obstetrics and Gynaecology support and/or recommend immediate delivery for women with ruptured membranes who are 34 weeks or greater.50  Neonatal infection is a major concern in when there has been a ruptured membrane, especially in premature infants.51  In this trial, participants assigned to the expectant management group did not have any worse outcomes regarding the primary outcomes of neonatal sepsis (2%; n=924 in the immediate birth arm vs. 3%; n=915 in the expectant management arm; RR=0.8; 95% CI=0.5-1.3; p=0.37) or neonatal morbidity and mortality (8% vs. 7%; p=0.32) than those assigned to immediate delivery, and had less respiratory distress (p=0.008) and need for mechanical ventilation (p=0.02). This is a reversal of the practice of immediate delivery in women with preterm, pre-labor rupture of the membranes, as it does not lead to less neonatal sepsis.
	2017. Cochrane review. “We found no clinically important difference in the incidence of neonatal sepsis between women who birth immediately and those managed expectantly in PPROM prior to 37 weeks' gestation. Early planned birth was associated with an increase in the incidence of neonatal RDS, need for ventilation, neonatal mortality, endometritis, admission to neonatal intensive care, and the likelihood of birth by caesarean section, but a decreased incidence of chorioamnionitis.”52  
	GoogleScholar cited RCT

	19
	Effectiveness of a nurse-led intensive home-visitation programme for first-time teenage mothers (Building Blocks): a pragmatic randomised controlled trial     Robling et al.
	Public Health and General Preventive Medicine 
	1/9/2016
Lancet
	Children born to young mothers or into impoverished circumtances are at higher risk for numerous adverse health outcomes.  Programs such as the Family Nurse Partnership (FNP) have been designed to address maternal and birth outcomes, and improve cognitive and socioeconomic development.53 FNP has been offered outside of research settings since 1996.54 After several randomized trials showed this program to be successful in US cities, the UK implemented this program into a few selected areas.53 After implementation to a selected number of partnerships, the number of partnerships in the UK was expanded and a randomized trial, in pregnant women less than 20 years of age, testing the effectiveness of the program began (823 women assigned to FNP plus usual care and 822 received usual care only). This trial reported no differences in number of mothers who smoked (56% vs 56%; p=0.51) or in mean birthweight (3217 grams vs. 3198 grams; p=0.50). The practice of FNP in addition to usual care provided no key benefits and should be reversed.
	None found
	

	20
	Outcomes after thrombus aspiration for ST elevation myocardial infarction: 1-year follow-up of the prospective randomised TOTAL trial            Jolly et al.
	Cardiovascular Disease 
	1/9/2016
Lancet
	In treating patients with ST elevation myocardial infarction, thrombus aspiration during percutaneous coronary intervention (PCI) is thought to reduce distal embolization and improve microvascular perfusion. Multiple studies show that this is an established practice,55-58  and the 2009 American College of Cardiology Foundation/American Heart Association Task Force on Practice Guidelines had recently included this as part of their recommendations.59  A dozen devices have been developed for manual thrombectomy.60  However, in this study, routine thrombus aspiration did not reduce the composite of cardiovascular death, myocardial infarction, shock, or heart failure compared with PCI alone. The primary outcome (a composite of CV death, MI, cardiogenic shock, or heart failure) occurred 8% in both groups (HR=1.00; 95%CI=0.87-1.15; thrombectomy followed by PCI n=5,371 and PCI alone n=5,360). This is a reversal of  the practice of thrombus aspiration for ST elevation myocardial infarction.
	2017. “Routine aspiration thrombectomy prior to primary PCI was not associated with a reduction in long-term mortality or clinical outcomes.”61 
	GoogleScholar cited RCT

	21
	Prophylactic antibiotics after acute stroke for reducing pneumonia in patients with dysphagia (STROKE-INF): a prospective, cluster-randomised, open-label, masked endpoint, controlled clinical trial                              Kalra et al.
	Neurology/Neurosurgery 
	11/7/2015
Lancet
	Post-stroke pneumonia can occur after an acute stroke. Prophylactic antibiotics might decrease the risk of post-stroke pneumonia, mortality, and disability in these patients.  Prophylactic antibiotics was standard of care in the 1990s and is still commonly used, even though current guidelines recommend against using them.62 63   Antibiotic prophylaxis (n=615) did not lead to lower rates of pneumonia in stroke patients, compared to standard stroke unit care (n=602; 13% vs. 10%, respectively; OR=1.21; 95% CI=0.71-2.08; p=0.49). This is a reversal of prophylactic antibiotics for pneumonia after acute stroke.
	2018. Cochrane review. “Preventive antibiotics had no effect on functional outcome or mortality, but significantly reduced the risk of 'overall' infections. This reduction was driven mainly by prevention of urinary tract infection; no effect for pneumonia was found.”64  
	PubMed suggestion

	22
	Early combined immunosuppression for the management of Crohn's disease (REACT): a cluster randomised controlled trial                   Khanna et al.
	Gastroenterology/Hepatology 
	11/7/2015
Lancet
	Early combined immunosuppression (ECI) emerged as a treatment strategy for Crohn's disease in an attempt to overcome issues of traditional step-care approach, such as delaying in effective therapy for those who do not respond to therapy initially.  Several studies have already reported on the benefits of this type of approach.65 66 The European Crohn's and Colitis Organization recommend treatment with azathioprine or methotrexate for any patient who relapses early (<3 months) and supports the use of early therapy for patients with moderately active disease67 68 However, in this study, ECI (n=1084) was not more effective than conventional management (n=806) for inducing corticosteroid-free remission in patients with Crohn’s disease (66% vs. 61.9%; p=0.52).  This is a practice of ECI for the management of Crohn’s disease.
	None found
	early immunosuppression in crohn's disease

	23
	Percutaneous tibial nerve stimulation versus sham electrical stimulation for the treatment of faecal incontinence in adults (CONFIDeNT): a double-blind, multicentre, pragmatic, parallel-group, randomised controlled trial                                             Knowles et al.
	Gastroenterology/Hepatology 
	10/24/2015
Lancet
	Stimulation of the sacral nerve is the first-line surgical intervention for those who do not respond to non-surgical treatments for fecal incontinence.  Stimulation of the tibial nerve is non-invasive and may produce similar results because of the shared sacral segmental innervation. Several studies, including observational studies, have been done to evaluate this intervention.69 70  Stimulation of the tibial nerve has been proposed as a second line treatment for this condition.71 In this study, percutaneous tibial nerve stimulation (PTNS) did not lead to fewer episodes of fecal incontinence, compared to sham electrical stimulation (38% vs. 31% with 50% or greater reduction in the number of episodes of fecal incontinence per week; aOR=1.28; 95% CI=0.72-2.28; p=0.40; 115 assigned to PTNS and 112 to sham stimulation). This is a reversal fo percutaneous tibial nerve stimulation for fecal incontinence in adults.
	Only one SR/MA was found on this specific topic. The authors conclude that percutaneous tibial nerve stimulation are associated with improvement in fecal incontinence, however, all but one of the studies used in their review were prospective case series.72 
	Percutaneous tibial nerve stimulation and fecal incontinence

	24
	Methylprednisolone in patients undergoing cardiopulmonary bypass (SIRS): a randomised, double-blind, placebo-controlled trial                               Whitlock et al.
	Cardiovascular disease 
	9/26/2015
Lancet
	Steroids suppress inflammatory responses that often occur in patients with cardiopulmonary bypass, and, therefore, might improve outcomes in patients at high risk of morbidity and mortality.73  This practice has been used routinely since the 1970s/1980s.74  In the SIRS study that included 3,655 patients in the methylprednisolone group and 3,752 to the placebo group, methylprednisolone did not lead to reductions in mortality (4% vs. 5%; RR=0.87; 95% CI=0.70-1.07; p=0.19) or major morbidity (24% vs. 24%; RR=1.03; 95% CI=0.95-1.11; p=0.52) after cardiopulmonary bypass. This is a reversal of methylprednisolone in patients undergoing cardiopulmonary bypass surgery.  
	A 2015 SR/MA that did not include this study, concluded that while corticosteroids decreased atrial fibrillation and length of hospital stay, they did not reduce mortality, and increased length of time spent on ventillation.75  
	steroids for cardiopulmonary bypass

	25
	Medical expulsive therapy in adults with ureteric colic: a multicentre, randomised, placebo-controlled trial             Pickard et al.
	Urology 
	7/25/2015
Lancet
	Smooth muscle relaxant drugs are used for the treatment of ureteric colic as a kidney stone passes down the ureter, because they are thought to relax the ureteric smooth muscle. Guidelines by European Association of Urology (EAU) and the American Urologic Association (AUA) joint Guideline for the Management of Ureteral Calculi suggest this as a treatment option.76 77 Despite recommendations supporting their use, this study found that neither tamsulosin (81%; p=0.73; n=378) or nifedipine (80%; p=0.88; n=379) were more effective than placebo (80%; n=379) at decreasing the need for further treatment to achieve stone clearance (size 10mm or less) for patients with expectantly managed ureteric colic.  This is a reversal of the practice of using either tamsulosin or nifedipine for expulsive therapy in patients with ureteric colic (stone size 10mm or less).
	One recent SR/MA comparing only tamsulosin and nifedipine (the two active interventions in the study) found that nifedipine was better than tamsulosin but this SR/MA did not compare these interventions to a control arm.78 In another SR/MA of alpha blockers (tamsulosin) compared with placebo or other control, alpha blockers were associated with a higher likelihood of stone passage than placebo or other type of control, but this association was mainly for larger stones.79 
	GoogleScholar cited RCT

	26
	Efficacy and safety of very early mobilisation within 24 h of stroke onset (AVERT): a randomised controlled trial            AVERT Trail Collaboration Group; Bernhardt et al.
	Neurology/Neurosurgery 
	7/4/2015
Lancet
	Early mobilization after stroke is recommended in many guidelines because of potential benefits to the musculoskeletal, cardiovascular, and respiratory systems during a window of brain plasticity and repair following stroke, with most recommending rehabilitation beginning as soon as the diagnosis of stroke is established and life threatening issues are under control or within 24 hours.80 Previous studies have generally found positive findings with this type of intervention, but in this randomized controlled trial, very early mobilization protocol (within 24 hours) led to fewer people achieving a high score on the modified Rankin Scale (46% [n=480] vs. 50% [n=525]; aOR=0.73; 95%CI=0.59-0.90; p=0.004), which is used to measure disability after a stroke, compared to usual care.  This is a reversal of the practice of very early mobilization after a stroke.
	2017. Pooled data from RCTs concluded that VEM [very early mobilization] is not associated with beneficial effects when carried out in patients 24 or 48 hours after the onset of a stroke.”81  
	GoogleScholar cited RCT

	27
	Automated, electronic alerts for acute kidney injury: a single-blind, parallel-group, randomised controlled trial        Wilson et al.
	Nephrology 
	5/16/2015
Lancet
	Automated alerts are used for a wide range of clinical settings, and may be especially helpful for monitoring kidney injury, which can be complex and time sensitive to treat.82-85 Because of this, consensus statements have been made recommending the use of tailored early treatment, and clinician notification has been rapidly adopted as a way to tailor the patient’s treatment86-88  However, in this trial, the use of an electronic alert system did not improve clinical outcomes (creatinine, dialysis, and death) in patients with acute kidney injury (11.1% [n=1207] vs. 11.6% [n=1192]; p=0.88). This is a reversal of the practice of automated, electronic alerts for acute kidney injury in hospitalized patients.
	2017. “The benefit of electronic alerting systems for acute kidney injury has this far not been supported by randomized studies..”89  This review only found and included two randomized studies.
	GoogleScholar cited RCT

	28
	Efficacy of indoor residual spraying with dichlorodiphenyltrichloroethane against malaria in Gambian communities with high usage of long-lasting insecticidal mosquito nets: a cluster-randomised controlled trial         Pinder et al.
	Public Health and General Preventive Medicine 
	4/11/2015
Lancet
	Insecticidal nets, indoor residual spraying, and artemisinin-based therapies have helped in reducing malaria in sub-Saharan Africa.  Survey data from 17 African countries showed that the combination use of long-lasting insecticidal nets and indoor residual spraying has been used and could be an effective combination to prevent even more cases and deaths from malaria.90-92  In this study, the use of indoor residual spraying in addition to insecticidal nets did not result in any improvement in clinical malaria or vector density than insecticidal nets only in Gambian village homes.  The incidence rate was 0.047 per child-month in the control arm (nets; n=3,622) and 0.044 per child-month in the group with residual spraying, in addition to nets (n=3,777; rate ratio=1.08; 95% CI=0.80-1.46).  This is a reversal of the practice of indoor residual spraying to prevent malaria.
	No MA were found since the publication of this study.  There was only was SR in the gray literature (BA thesis) that found positive results for this intervention but most of the studies were observational and not randomized.93  
	GoogleScholar cited RCT

	29
	Effect of early neonatal vitamin A supplementation on mortality during infancy in Ghana (Neovita): a randomised, double-blind, placebo-controlled trial                         Edmond et al.
	Pediatrics 
	4/4/2015
Lancet
	Vitamin A deficiency is a public health issue in low-income countries.  While multiple trials have been performed, in addition to a Cochrane review, on the effectiveness of vitamin A supplementation in infants in low-income countries, the WHO stated that there was insufficient evidence to make a recommendation on its usage.94-96   The International Vitamin A Consultative Group (IVACG) supports the use of 50,000 IUs for infants <6 months of age.97 In this trial based in Ghana, vitamin A supplementation did not lead to a lower mortality rate compared to placebo (24.5/1,000 [n=11,474] vs. 21.8/1,000 [n=11,481] supplemented infants; RR1.12; 95% CI=0.95-1.33; p=0.18), in newborn infants.  This is a reversal of the practice of vitamin A supplementation during the early neonatal period in Africa, as it does not improve mortality.
	2017. Cochrane review. “Evidence provided in this review does not indicate a potential beneficial effect of vitamin A supplementation among neonates at birth in reducing mortality during the first six months or 12 months of life.”98  
	"vitamin A" supplementation infant mortality (in Cochrane reviews)/ Pubmed suggestion

	30
	Effect of neonatal vitamin A supplementation on mortality in infants in Tanzania (Neovita): a randomised, double-blind, placebo-controlled trial            Masanja et al.
	Pediatrics
	4/4/2015
Lancet
	Vitamin A deficiency is a public health issue in low-income countries.  While multiple trials, including a Cochrane review, have been performed on the effectiveness of vitamin A supplementation in infants in low-income countries, the WHO stated that there was insufficient evidence to make a recommendation on its usage.94-96    The International Vitamin A Consultative Group (IVACG) supports the use of 50,000 IUs for infants <6 months of age.97  In this trial based in Tanzania, vitamin A supplementation did not lead to a lower mortality rate (26/1,000 [n=15,995] vs. 24/1,000 [n=16,004] livebirths; risk ratio=1.10; 95%CI=0.95-1.26) compared to placebo, in newborn infants.  This is a reversal of the practice of neonatal vitamin A supplementation to reduce mortality in infants in Africa.
	2017. Cochrane review. “Evidence provided in this review does not indicate a potential beneficial effect of vitamin A supplementation among neonates at birth in reducing mortality during the first six months or 12 months of life.”98 
	"vitamin A" supplementation infant mortality (in Cochrane reviews)/ Pubmed suggestion

	31
	A population-based, multifaceted strategy to implement antenatal corticosteroid treatment versus standard care for the reduction of neonatal mortality due to preterm birth in low-income and middle-income countries: the ACT cluster-randomised trial Althabe et al.
	Obstetrics and Gynecology 
	2/14/2015
Lancet
	Antenatal corticosteroids are effective at reducing preterm birth among women at risk.  Even though it is recommended for high-risk women by the WHO,99 many women in low-income countries may not receive this potentially beneficial intervention.  Multiple groups have studied and promoted the use of antenatal corticosteroid scale-up programs.100 101 When an antenatal scale-up program was implemented in low-income countries (dexamethasone administered from 24-36 weeks gestation) 28-day neonatal mortality in preterm infants did not decrease.  Conversely, a higher mortality rate was seen in babies born 37 weeks gestation, compared to standard care (27.4/1,000 [n=48,219] vs. 23.9/1,000 [51,523 livebirths]; RR=1.12; 95% CI=1.02-1.22; p=0.013).  While corticosteroids are beneficial for preventing preterm births in women with access to adequate health care, in low to middle income countries, this practice did not reduce neonatal mortality. This is a reversal of the practice of using corticosteroids for the reduction of neonatal mortality due to preterm births in women residing in low-income and middle-income countries.
	None found
	"corticosteroid at risk of preterm birth low income"; "scale up programs for corticosteroid"

	32
	Antepartum dalteparin versus no antepartum dalteparin for the prevention of pregnancy complications in pregnant women with thrombophilia (TIPPS): a multinational open-label randomised trial                Rodger et al.
	Obstetrics and Gynecology 
	11/28/2014
Lancet
	Women with genetic thrombophilias are at higher risk of adverse pregnancy outcomes.102 This observation, combined with results from small trials showing a benefit of low-molecular-weight heparin on pregnancy outcomes in women with thrombophilias, led to the adoption of this therapy by clinicians and guideline committees.103-105  However, in this study, antepartum prophylactic heparin did not reduce the occurrence of thromboembolism, pregnancy loss, or placenta-mediated pregnancy complications in pregnant women with thrombophilia (17.1% [n=146] vs. 18.9% [n=143] for the composite outcome; p=0.70).  This is a reversal of the practice of antepartum prophylactic heparin administration in pregnant women with thrombophilia. 

	2016. “We found no difference in preventing future pregnancy loss with LMWH [low-molecular-weight heparin] when compared with no LMWH in women with inherited thrombophilia and prior late or recurrent early pregnancy loss.”106 The study was published only a few months after the SR/MA was conducted, and therefore not included in the SR/MA.  
	GoogleScholar-cited RCT

	33
	Efficacy of paracetamol for acute low-back pain: a double-blind, randomised controlled trial                                         Williams et al.
	Orthopedic 
	11/1/2014
Lancet
	Paracetamol is the recommended first-line analgesic for acute low-back pain, despite the lack of high-quality evidence to support this recommendation.  107 108  In this study, time to recovery for patients with acute low-back pain was no different between regular or as-needed paracetamol, compared to placebo, with 85% [n=550], 83% [n=549],  and 84% [547] of participants in the regular, as-needed, and placebo (control arm), respectively, reaching sustained recovery (p=0.79).  Paracetamol is ineffective for acute low-back pain. This is a reversal of using paracetamol for acute low-back pain.
	2015. “Paracetamol is ineffective in the treatment of low back pain 109  The conclusions were based mainly on the results of this one study.
	GoogleScholar cited RCT

	34
	Efficacy and cost of video-assisted thoracoscopic partial pleurectomy versus talc pleurodesis in patients with malignant pleural mesothelioma (MesoVATS): an open-label, randomised, controlled trial Rintoul et al.
	Oncology 
	9/20/2014
Lancet
	Standard treatment for pleural effusion in patients with mesothelioma was once talc pleurodesis.  .110-112 Video-assisted thoracic surgery was “supported with fervor” in the early 1990’s by pulmonologists and oncologists.113 In this study, video-assisted thoracoscopic partial pleurectomy, which is a more invasive intervention, did not lead to better survival in patients with mesothelioma (52% [n=87] vs. 57% [n=88] in the VATS and talc pleurodesis groups, respectively), and surgical complications were more common, when compared to the standard talc pleurodesis.  This is  a reversal of the practice of VATS in patients with malignant pleural mesothelioma.
	2016. Cochrane review. Using network analysis, the authors concluded that talc was a better method of pleurodesis than other used methods.  While this review did cite this study, it was the only one included in the review that compared talc with partial pleurectomy.114  
	suggested SR by PubMed.  

	35
	High versus low positive end-expiratory pressure during general anaesthesia for open abdominal surgery (PROVHILO trial): a multicentre randomised controlled trial                    PROVE Network Investigators, Hemmes et al.
	Anesthesiology 
	8/9/2014
Lancet
	Mechanical ventilation can help to minimize post-operative pulmonary complications, but this procedure can lead to its own set of complications. Positive end-expiratory pressure (PEEP) is commonly used in mechanical ventilation, and studies have shown that high-levels of PEEP can be safely applied.115-117 High PEEP was used frequently in the 1970’s and is now sometimes part of open lung and protective lung ventilation strategies.118 Postoperative complications in this study were no different between those with high and lower PEEP (40% [n=447] vs. 39% [n=453]; RR=1.01; 95%=0.86-1.20; p=0.86), and high PEEP led to more intraoperative hypotension and needed more vasoactive drugs. This is a reversal of high PEEP for patients receiving open abdominal surgery.
	2014. Cochrane review. “Evidence is currently insufficient to permit conclusions about whether intraoperative PEEP alters risks of postoperative mortality and respiratory complications among undifferentiated surgical patients.”119  The Cochrane review did not include this RCT.


	GoogleScholar cited RCT

	36
	Effect of gravity on volume of placental transfusion: a multicentre, randomised, non-inferiority trial                              Vain et al.
	Obstetrics and Gynecology 
	7/19/2014
Lancet
	It is believed that delaying cord clamping after a baby is delivered and holding the baby at or below the level of the vagina increases the beneficial passage of blood from the placenta to the baby.  Because of this belief, recommendations have been made supporting this practice, even though it can be cumbersome and interferes with the mother/baby bonding.120-122 The authors of a Cochrane review advocate that mothers should be supported in their decision of baby placement after birth.123  A survey of nurse-midwives reported that the majority of respondents placed the baby on the mother's abdomen and not at a lower level.  124  This study showed that keeping the baby below the level of the vagina, as compared to placing the baby on the abdomen, did not lead to better weight gain (as a proxy for placental transfusion volume; 56 g [n=274] vs. 53 g [272]; p=0.45), and babies can be safely placed in the arms of their mothers immediately after birth without affecting weight gain.  This is a reversal of the practice of keeping the baby at or below the level of the mother’s vagina immediately after birth.
	A Cochrane review from 2010 was not able to make a conclusion because of the lack of studies evaluating practice (no RCTs). 123 
	gravity and cord clamping (Cochrane.org - no SR/MA were found using GoogleScholar)

	37
	Comprehensive physiotherapy exercise programme or advice for chronic whiplash (PROMISE): a pragmatic randomised controlled trial                                  Michaleff et al.
	Orthopedic 
	7/12/2014
Lancet
	Clinical practice guidelines support the use of conservative treatment approaches such as physiotherapy exercise programs for whiplash-associated disorders but acknowledge that there has been little research on the effectiveness of this type of intervention.125-127 This study shows that a comprehensive exercise program (n=86) was no better in reducing pain for patients with chronic whiplash-associated disorder than was a one-time 30-minute consultation with a physiotherapist (n=86). Differences in pain at 14 weeks, 6 months, and 12 months were 0.0, 0.2, and -0.1 on a scale, where 2 is a clinically worthwhile effect.  This is a reversal of the practice of a comprehensive physiotherapy exercise program for patients who have experienced whiplash.
	A SR/MA that was presented (conference brief only) a few months before this study, concluded that conservative treatment (physiotherapy, behavioral approaches) was effective at reducing pain in patients with whiplash associated disorder.128  This RCT was not included in the review.
	GoogleScholar cited RCT

	38
	Compression stockings to prevent post-thrombotic syndrome: a randomised placebo-controlled trial            Kahn et al.
	Cardiovascular Disease 
	3/8/2014
Lancet
	Post-thrombotic syndrome can often develop after deep venous thrombosis.  Elastic compression stockings are often used and recommended because of their potential to reduce venous hypertension and reflux.129-131  In one survey of university-based physicians in Canada, 68% reported prescribing compression stockings if the patients had venous symptoms.132   In the SOX trial, elastic compression stockings did not prevent post-thrombotic syndrome in patients with an initial deep vein thrombosis (14.2% in the compression stocking group [n=410] and 12.7% in the placebo group [n=396]; HR=1.13; 95% CI=0.73-1.76; p=0.58).  This is a reversal of using compression stocking to prevent post-thrombotic syndrome in patients who experienced deep venous thrombosis.
	2017. Cochrane review.  “Low-quality evidence suggests that elastic compression stockings may reduce the occurrence of PTS after DVT. We downgraded the quality of evidence owing to considerable heterogeneity between studies and lack of or unclear risk of blinding due to clinical assessment scores... Large randomised controlled trials are needed to confirm these findings because of current lack of high-quality evidence and considerable heterogeneity.” 133 
	PubMed suggestion

	39
	Medical management with or without interventional therapy for unruptured brain arteriovenous malformations (ARUBA): a multicentre, non-blinded, randomised trial                Mohr et al.
	Neurology/Neurosurgery 
	2/15/2014
Lancet
	Brain arteriovenous malformations in patients confer a small but higher risk of brain hemorrhage. There is debate about whether to treat these malformations before they rupture.  Currently, a conservative approach is recommended but microsurgical resection, stereotactic radiotherapy, and endovascular embolization are commonly used.134-136  The Stroke Council of the American Heart Association guidelines at the time of this study strongly recommended the consideration of interventional therapy for larger aneurysms (>9mm).137   In this study, medical management alone led to less death or stroke than did medical management with interventional therapy (10.1% vs. 30.7%, respectively) in patients with unruptured brain arteriovenous malformations of various sizes.  This is a reversal of the practice of interventional therapy in patients with unruptured brain arteriovenous malformations and who receive medical management.
	None found
	"unruptured brain arteriovenous malformations medical management:, "unruptured brain arteriovenous malformations treatment" (no date restriction)

	40
	Liverpool Care Pathway for patients with cancer in hospital: a cluster randomised trial                  Constantini et al.
	Oncology 
	1/18/2014
Lancet
	The Liverpool Care Pathway (LCP) program for dying patients was developed in the late 1990s in an attempt to improve end-of life care by transferring hospice practices of end-of-life care to hospitals. Broad uptake of this program occurred before its effectiveness could be thoroughly studied.138-141 Results from this study show that scores measuring the quality of end-of-life care were no different between hospitals who implemented LCP and those with standard health-care practice (score 70.5/100 [n=147] vs. 63.0/100 [161]; p=0.19).  This is a reversal of using the LCP in hospitalized cancer patients.
	2017. Cochrane review. “There is limited available evidence concerning the clinical, physical, psychological or emotional effectiveness of end-of-life care pathways.”142  
	PubMed suggestion

	41
	A structured training programme for caregivers of inpatients after stroke (TRACS): a cluster randomised controlled trial and cost-effectiveness analysis                                               Forster et al.
	Neurology/Neurosurgery
	12/21/2013
Lancet
	Stroke can lead to disability, which can place added burden on family members who care for these patients on a daily basis.  Interventions have been developed and implemented to reduce the burden on caregivers.143 144   In this study, caregivers who received training for how to care for stroke patients did not have better scores on the caregiver burden scale (45.5 [n=450] vs. 45.0 [n=478]; p=0.67), nor did patients have any better functional scores (27.4 vs. 27.6; p=0.87) than did caregivers or patients who received usual care.  This is a reversal of training programs for caregivers immediately after stroke.  
	On recent SR/MA found that transitional care interventions were generally effective at reducing mortality, but when looking only at educational interventions, which this study was considered, there was no beneficial effect on mortality.145 This RCT was the only multi-center study with a primary education intervention and had the largest sample size. 
	GoogleScholar cited RCT

	42
	Intra-aortic balloon counterpulsation in acute myocardial infarction complicated by cardiogenic shock (IABP-SHOCK II): final 12 month results of a randomised, open-label trial                                    Thiele et al.
	Cardiovascular Disease 
	11/16/2013
Lancet
	Mortality in acute myocardial infarction is high even though beneficial treatment strategies have been developed. The Intra-aortic balloon pump (IABP) has been the most frequently used mechanical cardiac assist device for almost 50 years.146 However, IABP did not lead to lower mortality in this study of patients undergoing early revascularization for myocardial infarction (52% [n=301] vs. 51% [n=299]; RR=1.01; 95% CI=0.86-1.18; p=0.91). This is a reversal of IABP in acute myocardial infarction complicated by cardiogenic shock.
	2016. “In patients undergoing high-risk coronary revascularization, IABP did not significantly decrease mortality. But high-risk CABG patients may be benefit from IABP. Rigorous criteria should be applied to the use of IABPs.”147
 
	GoogleScholar cited RCT

	43
	Effect of household and community interventions on the burden of tuberculosis in southern Africa: the ZAMSTAR community-randomised trial                Ayles et al.
	Pulmonary Disease 
	10/5/2013
Lancet
	Enhanced case finding of tuberculosis has been done with various methods since the 1960s.148  Recommendations current to the time of this study recommended the use of media campaigns and outreach at schools and workplaces, in addition to active case finding.148 In the ZAMSTAR trial, neither enhanced case finding (adjusted prevalence ratio=1.04; 95% CI=0.72-1.51; p=0.81) nor household interventions (adjusted prevalence ratio=0.78; 95% CI=0.54-1.12; p=0.16) led to reductions in tuberculosis, compared to standard community clinic practices.  This is a reversal of the practice of enhanced case findings and household interventions in Africa to reduce tuberculosis incidence.
	2017. Cochrane review. “The available evidence demonstrates that when used in appropriate settings, active case-finding approaches may result in increase in tuberculosis case detection in the short term. The effect of active case finding on treatment outcome needs to be further evaluated in sufficiently powered studies.”149 While the case detection was better in this review, there did not appear to be an improvement in treatment success, mortality, or TB prevalence in the community with these interventions.
	

	44
	Screening and counselling in the primary care setting for women who have experienced intimate partner violence (WEAVE): a cluster randomised controlled trial                                                       Hegarty et al.
	Public Health and General Preventive Medicine 
	7/20/2013
Lancet
	The World Health Organization endorses early intervention in the primary care setting for intimate partner violence (IPV),150 but there is often a lack of structured interventions for physicians to use for the issue of IPV. Evidence for the effectiveness of IPV screening instruments has guided recommendations by the United States Preventive Service Task Force (USPSTF) in use of this intervention, but do not make specific recommendations on types of counseling for those who screen positive.151  The WEAVE study randomized physicians to provide patients care with either the Healthy Relationships Training Program in addition to basic IPV education or routine care with basic IPV education.   In this study, there were no differences in quality of life (63.5 [n=96] vs. 62.2 [n=100]; p=0.50), or mental health SF-12 (47% vs. 52%; p=0.52) between those assigned to the intervention group and those assigned to the control group in women who screened positive for fear of a partner.  This is a reversal of the practice of counselling with the use of the Healthy Relationships Training Program in the primary care setting for women who have experience intimate partner violence.
	None found  
	

	45
	Exercise for depression in elderly residents of care homes: a cluster-randomised controlled trial                                                        Underwood et al.
	Psychiatry 
	7/6/2013
Lancet
	Depression is common among residents of care homes.  Many studies have evaluated different types of exercise interventions in different older adult populations, with varying degrees of efficacy in treating depression.152-155   The 2008 Physical Activity Guidelines for Americans has found strong evidence that physical activity helps with depression in adults and older adults, but these guidelines were for the older adult population, in general, and not for specific subgroups of older adults.156  In this study, the addition of a moderately intense exercise program to adults 65 years and older did not reduce depressive symptoms in residents of care homes compared to a depression awareness training alone.  While exercise may be beneficial for other reasons, this is a reversal of the practice of exercise for alleviating depression in older adults residing in resident care homes.
	None found.  Because of the results of this trial, updates to the Cochrane review will include strata-specific results to account for heterogeneity in the older adult population.157 
	exercise and depression in older adults

	46
	Community treatment orders for patients with psychosis (OCTET): a randomised controlled trial                                      Burns et al.
	Psychiatry 
	5/11/2013
Lancet
	Community treatment orders (CTOs) are legal orders that are part of 17A of the Mental Health Act.  They were introduced in England and Wales in 2008, and require patients to accept clinical monitoring and treatment while living in the community.158 159   In this study, the imposition of compulsory supervision did not reduce the number of readmission of psychotic patients (36% [n=166] vs. 36% [n=167]; RR=1.0; 95% CI=0.75-1.33).  This is a reversal of the practice of community treatment orders for patients with psychosis.
	2017. Cochrane review. “Compulsory community treatment results in no significant difference in service use, social functioning or quality of life compared with standard care.”160 
	PubMed suggestion

	47
	Population deworming every 6 months with albendazole in 1 million pre-school children in north India: DEVTA, a cluster-randomised trial                                  Awasthi et al.
	Public Health and General Preventive Medicine 
	4/27/2013
Lancet
	Worm infection in children can lead to various health conditions, including vitamin deficiencies and cognitive impairment. Results from a Cochrane review on whether deworming is an effective intervention are mixed.161-163  The World Health Organization recommends deworming strategies in the pre-school and school-age populations.164 Community deworming in this trial did not lead to lower mortality rates in India (deaths per child-care center: 3.00 [albendazole] vs. 3.16 [control]).  This is a reversal of the practice of population deworming every 6 months with albendazole for pre-school children in India.
	2017. “Deworming did not show consistent benefits for indicators of mortality, anemia, or growth in children younger than five or women of reproductive age. We do not recommend including the effect of deworming in the LiST model.”165  
	GoogleScholar cited RCT

	48
	Biolimus-eluting biodegradable polymer-coated stent versus durable polymer-coated sirolimus-eluting stent in unselected patients receiving percutaneous coronary intervention (SORT OUT V): a randomised non-inferiority trial        Christiansen et al.
	Cardiovascular Disease 
	2/23/2013
Lancet
	The biolimus-eluting stent (Nobori) was developed to reduce the risk of restenosis with a controlled release of antiproliferative drugs with a degradation of the polymer.  They were approved by the European Economic Area in 2008.166 167 Not only was the biolimus-eluting stent found to not be non-inferior compared to a sirolimus-eluting stent in this trial, there were more incidences of stent thrombosis among those with biolimus-eluting stents (4.1% [n=1,229] vs. 3.8% [n=1,239]; p(non-inferiority)=0.06). Further, these stents did not improve rates of cardiac death, myocardial infarction, or definite stent thrombosis.  This is a reversal of the practice of biolimus-eluting stents in patients receiving percutaneous coronary intervention.
	A SR/MA of RCTs concluded that biolimus-eluting stents were not better than sirolimus-eluting stents at reducing mortality, myocardial infarction, or major adverse cardiac events.168  The RCT was not included in this review.
	GoogleScholar cited RCT

	49
	Emergency department treatments and physiotherapy for acute whiplash: a pragmatic, two-step, randomised controlled trial                                        Lamb et al.
	Orthopedic 
	2/16/2013
Lancet
	The chronic symptoms that can result from whiplash can be economically burdensome in terms of treatment and loss of work productivity.  Guidelines recommend physiotherapy even though this intervention is not supported by evidence.169-171 The Whiplash Book was developed to educate patients on managing whiplash.171 This book, published in 2004, has been studied in multiple populations and can now be found on Amazon.com.172-174 In this two-step trial, neck disability scores were no different between patients who received the Whiplash Book (n=2,253) and those who did not receive the book (n=1,598; difference at 12 months 0.5, 95% CI=-1.5 to 2.5).   This is a reversal of active management with the use of the Whiplash Book in patients who present at the emergency department for acute whiplash.
	In one SR/MA of RCTs  that did not include this study, the authors conclude that therapeutic exercise was beneficial in improving short-term and intermediate-term pain and disablilty.175  A Cochrane review concluded that there was insufficient high quality evidence to make a conclusion about the effectiveness of exercise for neck pain.176  However, this review also did not include this study since the intervention was a "multimodal treatment".  
	GoogleScholar cited RCT

	50
	Antimicrobial catheters for reduction of symptomatic urinary tract infection in adults requiring short-term catheterisation in hospital: a multicentre randomised controlled trial                                        Pickard et al.
	Urology 
	12/1/2012
Lancet
	Urinary tract infections are common among patients with catheters. Several antimicrobial catheters are widely available, with the intent of reducing catheter-associated infections. These include silver alloy-coated and nitrofural-impregnated ones, silver agents being the most commonly used for catheters.177 A Cochrane Review has reported that while multiple studies have examined the effectiveness of these devices, the results are equivocal.178 Compared with traditional polytetrafluoroethylene catheters, silver alloy-coated catheters did not reduce symptomatic urinary tract infections in this trial (12.5% [n=2,097] vs. 12.6% [n=2,144]).  This is a reversal of the practice of silver alloy-coated catheters for preventing urinary tract infection in patients requiring short-term catheterization.
	None found 
	antimicrobial catheters and urinary tract infection

	51
	Screening for type 2 diabetes and population mortality over 10 years (ADDITION-Cambridge): a cluster-randomised controlled trial              Simmons et al.
	Public Health and General Preventive Medicine 
	11/17/2012 
Lancet
	Thirty-five percent of people in England have prediabetes179 and many of these individuals will progress to type 2 diabetes. The current UK National Health Service (NHS) Health Checks program includes an assessment of diabetes risk for all individuals 40–74 years of age.180 181 All-cause, cardiovascular, or diabetes-related mortality was not decreased with the implementation of diabetes screening programs in this study.  The mortality hazard ratio was 1.06 (95% CI=0.90-1.25).  This is a reversal of the practice of screening all individuals 40-74 years of age for diabetes.
	2015. United States Preventive Services Task Force. “Screening for diabetes did not improve mortality rates after 10 years of follow-up.”182 
	PubMed suggestion

	52
	Comparison of annual versus twice-yearly mass azithromycin treatment for hyperendemic trachoma in Ethiopia: a cluster-randomised trial                                Gebre et al.
	Infectious Disease 
	1/14/2012
Lancet
	Azithromycin is the standard treatment for people with Chlamydia trachomatis of the eye.  The WHO supports an annual mass treatment of chlamydia infection with azithromycin but for children in hyperendemic areas (>10% of children 1-9 years of age infected), three treatment cycles should before reassessment.183-186  Some have recommended and used biannual treatment of trachoma in hyperendemic areas.187-189  In this trial, ocular chlamydia infection was no different in those treated once yearly as compared to those who received treatment twice yearly (p>0.99).  This is a reversal of the practice of the additional mass azithromycin treatment for trachoma, as a once-yearly treatment is adequate.
	None found
	azithromycin for endemic trachoma

	53
	Sertraline or mirtazapine for depression in dementia (HTA-SADD): a randomised, multicentre, double-blind, placebo-controlled trial                      Banerjee et al.
	Psychiatry 
	7/30/2011
Lancet
	Sertraline and mirtazapine are commonly prescribed for depression in older adults, and mirtazapine is recommended as a first-line treatment for depression in clinical guidelines, regardless of age.190-193  The results from this trial show that neither sertraline (n=107; mean difference=1.17; 95% CI=-0.23 to 2.58; p=0.10) nor mirtazapine (n=108; mean difference=0.01; 95% CI=-1.37 to 1.38; p=0.99) improved rates of depression over placebo (n=111) in those with Alzheimer's disease.  This is a reversal of the practice of using traditional treatments for depression, such as sertraline or mirtazapine, in patients with Alzheimer’s, as depression in this population may have different mechanisms than that of the general population.  

	2017. “We found no significant drug-placebo difference for depressive symptoms. Overall quality of the evidence was moderate because of methodological limitations in studies and the small number of trials.”194  
	GoogleScholar - cited this RCT

	54
	Prednisone versus tamoxifen in patients with idiopathic retroperitoneal fibrosis: an open-label randomised controlled trial                                     Vaglio et al.
	Nephrology 
	7/23/2011
Lancet
	Idiopathic retroperitoneal fibrosis is a rare disease with no established treatment.  Several treatments, including glucocorticoids, immunosuppressive drugs, and tamoxifen, have been used anecdotally, but none of these treatments have been tested for efficacy.  The most commonly used treatment at the time of the study was glucocorticoid therapy but tamoxifen therapy had also become a generally accepted treatment.195-197  In this RCT, relapse in idiopathic retroperitoneal fibrosis was more common in the tamoxifen compared to prednisone in this trial (39% vs. 6%; p=0.04; n=20 in each group), even though an equal amount of patients in each group achieved remission initially. This is a reversal of tamoxifen treatment for idiopathic retroperitoneal fibrosis.
	None found
	treatment for idiopathic retroperitoneal fibrosis

	55
	Urinary incontinence in men after formal one-to-one pelvic-floor muscle training following radical prostatectomy or transurethral resection of the prostate (MAPS): two parallel randomised controlled trials                 Glazener et al.
	Urology 
	7/23/2011
Lancet
	Urinary incontinence is a common side effect of radical prostatectomy for the treatment of localized prostate cancer.  Pelvic-floor muscle training is effective for urinary incontinence in women and is well established.  Although less established in men, this type of therapy is also recommended for men with urinary incontinence.198 199  In this trial, pelvic floor exercises, compared to standard care, did not improve urinary incontinence in men who had been treated for prostate cancer or benign prostatic enlargement (radical prostatectomy trial; 76% [n=196] vs. 77% [n=195]; p=0.64; transurethral resection of the prostate trial: 65% [n=194] vs. 62% [n=203]; p=0.47). This is a reversal of the practice of pelvic floor muscle training to prevent urinary incontinence in men who have undergone radical prostatectomy.
	2015. Cochrane review. “There was no evidence from eight trials that pelvic floor muscle training with or without biofeedback was better than control for men who had urinary incontinence up to 12 months after radical prostatectomy.”200 
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	58
	Early versus delayed treatment of relapsed ovarian cancer (MRC OV05/EORTC 55955): a randomised trial Rustin et al.


	Oncology 
	10/2/2010
LANCET
	The serum tumor marker CA125 is often used for initial diagnosis of ovarian cancer and for the monitoring of response to chemotherapy for epithelial ovarian cancer. CA125 often rises before the recurrence of ovarian cancer, and as such, guidelines recommend the testing for CA125 as part of follow-up care.1 The 1442 subjects in this trial were women with complete ovarian cancer remission after first-line platinum-based chemotherapy and a normal CA125 concentration. If the CA125 concentration exceeded twice the upper limit of normal (n=436), patients were randomly assigned to early (n=265) or delayed (n=264) chemotherapy. They found no difference in overall survival between the early (186 deaths) and delayed (184 deaths). This is a reversal of the use of CA125 as a tool for determining timing of chemotherapy in women with ovarian cancer who have been in remission.    
	2016. Cochrane review. “Limited evidence from a single trial suggests that routine surveillance with CA125 in asymptomatic patients and treatment at CA125 relapse does not seem to offer survival advantage when compared to treatment at symptomatic relapse. RCTs are needed to compare different types of follow-up, looking at survival, QoL [quality of life], cost and psychological effects as outcomes.”2 
	pubMed suggestion

	59
	Effect of palliative oxygen versus room air in relief of breathlessness in patients with refractory dyspnoea: a double-blind, randomised controlled trial Abernethy et al.

	Pulmonary Disease
	9/4/2010
LANCET
	Patients with various neurological conditions can sometimes become breathless.3 4 Oxygen therapy is often used to manage breathlessness. However, although there is accepted evidence for using oxygen in patients with COPD and hypoxemia,5 palliative oxygen is often used in patients with advanced life-limiting illness, irrespective of the partial pressure of oxygen in arterial blood (PaO2). This study randomized 239 subjects that had life-limiting illness, refractory dyspnea, and partial pressure of oxygen in arterial blood more than 7.3 kPa to either receive oxygen (n=120) or room air (n=119) via a concentrator through a nasal cannula at 2 L per minutes for 7 days. They found that oxygen delivered by cannula provides no additional symptomatic benefit for relief of refractory dyspnea. From baseline to day 6, mean morning breathlessness change by -0.9 points (95% CI: -1.3 to -0.5) in the oxygen group and -0.7 points (-1.2 to -0.2) in the room air group (p = 0.504). This is a reversal of the use of palliative oxygen as a way to relieve breathlessness in patients with refractory dyspnea. 
	2016. Cochrane review. “Most evidence pertains to acute effects during exercise tests, and no evidence indicates that oxygen decreases breathlessness in the daily life setting. Findings show that oxygen does not affect health-related quality of life.”6  
	pubMed suggestion

	60
	Misoprostol as an adjunct to standard uterotonics for treatment of post-partum haemorrhage: a multicentre, double-blind randomised trial Widmer et al.


	Obstetrics and Gynecology 
	5/22/2010
LANCET
	Hemorrhage is the leading cause of maternal mortality in low-resource settings.7 Misoprostol is a prostaglandin E1 analogue that is widely marketed for the prevention and treatment of peptic ulcer disease. Although misoprostol is less effective than oxytocin for prevention of post-partum hemorrhage, it has been promoted widely because it is thermostable, orally administered, and inexpensitve.8 A trial on misoprostol administration in rural India found misoprostol is more effective than placebo in decreasing rates of post-partum hemorrhage, further supporting its use.9  This study randomized 1422 women with postpartum hemorrhage? to receive either 600 μg misoprostol (n=705) or matching placebo (n=717) sublingually. Both groups were also given routine injectable uterotonics. They found that the proportion of women in the misoprostol group who lost 500 mL of blood or more within 60 minutes was similar to the placebo group (100[14%] vs 100[14%], relative risk 1.02 [95% CI 0.79 – 1.32]). This is a reversal of the use of misoprostol as an adjunct to uterotonics for the treatment of post-partum hemorrhage.
	2014. Cochrane review. “Four RCTs (1881 participants) compared misoprostol with placebo given in addition to conventional uterotonics. Adjunctive use of misoprostol (in the dose of 600 to 1000 mcg) with simultaneous administration of additional uterotonics did not provide additional benefit for our primary outcomes including maternal mortality (risk ratio (RR) 6.16, 95% confidence interval (CI) 0.75 to 50.85), serious maternal morbidity (RR 0.34, 95% CI 0.01 to 8.31), admission to intensive care (RR 0.79, 95% CI 0.30 to 2.11) or hysterectomy (RR 0.93, 95% CI 0.16 to 5.41).  10   
	pubMed suggestion

	61
	Effect of vitamin A supplementation in women of reproductive age on maternal survival in Ghana (ObaapaVitA): a cluster-randomised, placebo-controlled trial              Kirkwood et al


	Obstetrics and Gynecology
	5/8/2010
LANCET
	Vitamin A deficiency is a well-recognized nutritional problem and the leading cause of preventable childhood blindness. Vitamin A supplementation is safe (including during pregnancy), inexpensive, and potentially deliverable at community level, even in the absence of strong health systems advocated in existing safe motherhood strategies.11 This study randomized subjects in Ghana to receive a vitamin A supplements (25000 IU retinol equivalents) (544 clusters of 104 484 women) or placebo (542 clusters of 103 297 women). They found that women supplemented with vitamin A did not have significantly lower rates of pregnancy-related deaths than the placebo group (348 deaths per 100 000 pregnancies vs 377 per 100 000 pregnancies, adjusted odds ratio; 0.92 [95% CI 0.73-1.18], p=0.51). This is a reversal of vitamin A supplementation for reduction of pregnancy-related deaths in African countries. 
	2015. Cochrane review. “The pooled results of three large trials in Nepal, Ghana and Bangladesh (with over 153,500 women) do not currently suggest a role for antenatal vitamin A supplementation to reduce maternal or perinatal mortality”12 
	PubMed suggestion

	62
	Carotid artery stenting compared with endarterectomy in patients with symptomatic carotid stenosis (International Carotid Stenting Study): an interim analysis of a randomised controlled trial
Ederle et al.

	Cardiovascular Disease 
	3/20/2010
LANCET
	Stenting for carotid artery stenosis gained popularity during the 1990s, and by 1999 stenting was used in almost 85% of percutaneous coronary intervention procedures.13 The potential benefit of endovascular treatment (angioplasty with or without stenting) as an alternative to carotid endarterectomy was first highlighted by the Carotid and Vertebral Artery Transluminal Angioplasty Study (CAVATAS).14 Two large randomized trials comparing use of carotid stenting with endarterectomy for symptomatic stenosis have subsequently published short-term outcomes and longer term results.15 This multicenter, international study randomized 1713 subjects with recent symptomatic carotid artery stenosis to receive either carotid artery stenting (n=855) or carotid endarterectomy (n=858). They found the stenting group had significantly higher incidence of stroke, death or procedural myocardial infarction (8.5% vs 5.2%, HR 1.69 [95% CI 1.16 – 2.45 p = 0.006]), risk of any stroke (HR 1.92 [1.27 – 2.89]), and all-cause death (HR 2.76 [1.16 – 6.56]). This is a reversal of the use of carotid artery stenting in patients with symptomatic carotid artery stenosis over carotid endarterectomy.
	2012. Cochrane review. “Endovascular treatment is associated with an increased risk of peri-procedural stroke or death compared with endarterectomy. However, this excess risk appears to be limited to older patients. The longer term efficacy of endovascular treatment and the risk of restenosis are unclear and require further follow-up of existing trials.”16  

2017. Journal of American college of Cardiology “CAS [carotid artery stenting] and CEA [carotid artery endarterectomy] were associated with similar rates of a composite of periprocedural death, stroke, MI, or nonperiprocedural ipsilateral stroke. The risk of long-term overall stroke was significantly higher with CAS, and was mostly attributed to periprocedural minor stroke. CAS was associated with lower rates of periprocedural MI and cranial nerve palsy than CEA.”17   
	PubMed suggestion

	63
	Comparative effectiveness of MRI in breast cancer (COMICE) trial: a randomised controlled trial
Turnbill et al.

	Oncology 
	2/13/2010
LANCET
	Malignant lesions are difficult to detect in the mammographically dense breast. There is good evidence that MRIs detect malignancies, and may be better than X-ray mammography. Findings from two observational studies18 on the role of dynamic contrast-enhanced MRI in clinical management of patients scheduled for breast-conservation surgery have shown management to be altered in 14–18% of patients because of detection of disease that was more extensive than was first diagnosed, although neither study reported factors predictive of alteration in outcome. The COMICE study randomized 1623 women aged 18 years or older with biopsy-proven primary breast cancer who were scheduled for wide local excision after clinical, radiological (X-ray mammography and ultrasound), and pathological (fine-needle aspiration cytology or core biopsy) assessment. Patients were assigned to either MRI (n=816) or no further imaging (n=807). They found that addition of MRI to conventional triple assessment was not associated with a reduction of reoperation rate, with 153 (19%) needing reoperation in the MRI group and 156 (19%) in the no MRI group (Odds ratio 0.96 [95% CI 0.75-1.24], p=0.77). This is a reversal of the use of MRI after triple assessment in women with breast cancer.
	2013. “Our summary of the evidence showed that MRI significantly increased mastectomy rates and suggests an unfavorable harm-benefit ratio for routine use of preoperative MRI in BC. We found weak evidence that MRI reduced re-excision surgery in patients with [Invasive lobular cancer] ILC -although this was at the expense of increased mastectomies-and overall patient benefit from MRI in ILC is not clear from this study.”19  
	PubMed suggestion

	64
	Umbilical vein oxytocin for the treatment of retained placenta (Release Study): a double-blind, randomised controlled trial Weeks et al.


	Obstetrics and Gynecology 
	1/9/2010
LANCET
	Retained placenta complicates 0.1 – 2% of deliveries. The rate has increased in Europe since the 1920’s, and is nearly ten times that of resource-poor settings. Oxytocin injection into the umbilical cord began as early as the 1980s to treat retained placenta20 an alternative to manual removal, which is invasive and carries risk of infection and trauma.21  This study randomizes 577 hemodynamically stable women with a retained placenta for more than 30 minutes to receive 30 mL saline containing either 50 IU oxytocin (n=292) or 5 mL water (n=285). This study found that umbilical oxytocin has no clinically significant effect on the need for manual removal for women with retained placenta (oxytocin 179/292 [61.3%] vs placebo 177/285 [62.1%]). This is a reversal of the use of umbilical vein oxytocin for treatment of retained placenta on hemodynamically stable women. 
	2012. Cochrane review.  “… high-quality randomized trials show that the use of oxytocin has little or no effects [on reduction in manual removal of the placenta].”22 
	PubMed suggestion

	65
	Chlorhexidine maternal
vaginal and neonate body wipes in sepsis and vertical 
transmission of pathogenic
bacteria in South Africa: a
randomised, controlled trial Cutland et al.

	Obstetrics and Gynecology 

	12/5/2009
LANCET
	Chlorhexidine wipes have been developed to help prevent the spread of bacterial infections from mother to newborn baby.  Some countries in Europe have already implemented the practice of vaginal disinfection with these wipes as preventive measures.23  Neonatal and maternal mortality and morbidity due to bacterial infections are high in places like Africa, and some countries, like Malawi, have tested this type of intervention.24 In this study 8011 women aged 12-51 years were randomly assigned to chlorhexidine vaginal wipes (n=4072) or external genitalia water wipes (4057) during active labor. They showed that there was no difference between chlorhexidine and control groups in preventing neonatal sepsis or vertical acquisition of potentially pathogenic bacteria (chlorhexidine 141 [3%] of 4072 vs control 148 [4%] of 4057; p=0.6518). This is a reversal of the practice of using chlorhexidine vaginal wipes to reduce neonatal sepsis and vertical acquisition of potentially pathogenic bacteria in neonates. 
	2015. Cochrane review. “Maternal vaginal chlorhexidine compared to usual care probably leads to no difference in neonatal mortality in hospital settings. Maternal vaginal chlorhexidine compared to usual care results in no difference in the risk of infections in hospital settings.”25  
	PubMed suggestion

	66
	Comparison of routine and on-demand prescription of chest radiographs in mechanically ventilated adults: a multicentre, cluster-randomised, two-period crossover study Hejblum et al.
	Critical Care Medicine 
	11/14/2009
LANCET
	The American College of Radiology recommends routine chest radiographs for patients who are mechanically ventilated, in part because this can help diagnose life-threatening situations.26  However, because of the extra radiation and often unnecessary expense, the practice of routine chest radiographs is questioned.26   A survey of physicians showed that 63% of physicians used a daily-routine strategy for chest radiographs.27  This RCT randomly assigned 21 ICUs at 18 hospitals in France to use a routine (n=424) or on demand (n=425) strategy. They showed that an on-demand strategy reduced the number of chest radiographs(32% [95% CI 25 – 38]) without significant differences in mortality, length of hospital stay, or days of mechanical ventilation compared to routine daily chest radiographs. This is a reversal of the routine daily use of chest radiographs in mechanically ventilated patients. 
	2012. “This meta-analysis did not detect any harm associated with a restrictive chest radiograph strategy.”28  Not all studies included in the review were randomized.
	PubMed suggestion

	67
	Effect of interferon gamma-1b on survival in patients with idiopathic pulmonary fibrosis (INSPIRE): a multicentre, randomised, placebo-controlled trial                      King et al
	Pulmonary Disease 
	7/18/2009
	Idiopathic pulmonary fibrosis (IPF) is a disease where there is fibroblast proliferation and excess extracellular connective tissue matrix protein, which leads to deterioration of lung function.29  Treatment options are poor, as the few that are recommended show little to moderate benefit.  Interferon gamma-1b has been shown to reduce fibroblast proliferation and extracellular matrix deposition, and these findings led to the thought that it might also be an effective treatment option for patients with IPF.29  These findings, combined with poor treatment options led to the use of interferon gamma1-b before randomized trials could be conducted to test the effectiveness.
	2010. Cochrane review.  “From the studies in this review, interferon gamma‐1beta has not been shown to affect survival.”
	

	68
	Effectiveness of thigh-length graduated compression stockings to reduce the risk of deep vein thrombosis after stroke (CLOTS trial 1): a multicentre, randomised controlled trial CLOTS Trials Collaboration, Dennis et al.
	Cardiovascular Disease 
	6/9/2009
LANCET
	Compression therapy was first used by German physicians in the late 19th century when they noticed that superficial vein thromboses disappeared after the use of compression bandages.30  Compression stockings were used as early as the 1930s but became widely used after the results of a trial were published in 2000.30  National stroke guidelines recommend use of graduated compression stockings (GCS) to reduce risk of deep vein thrombosis (DVT) and pulmonary embolism31 although there is a lack of clinical trials investigating its use in an acute stroke population. This study compared routine care plus GCS (n=1265) with routine care plus avoidance of GCS (n=1262) in patients within 1 week of an acute stroke. The study found that there was no difference in occurrence of symptomatic or asymptomatic DVT between groups (126 [10%] in the GCS group vs 133 [10.5%] in the control group) and more adverse events (64 [5%] vs 16 [1%]) in the GCS group. This is a reversal of the use of thigh-length graduated compression stockings to reduce the risk of deep vein thrombosis after stroke. 
	Cochrane. 2010. “Evidence from randomised trials does not support the routine use of GCS to reduce the risk of DVT after acute stroke.”32 However, this RCT was not included in the review.
	PubMed suggestion

	69
	Warfarin thromboprophylaxis in cancer patients with central venous catheters (WARP): an open-label randomised trial Young et al.


	Oncology 
	2/14/2009
LANCET
	The use of long-term central venous catheters (CVC) for infusional chemotherapy is common in patients with cancer. However, their use has been associated with upper-limb deep-vein thrombosis (DVT). Earlier clinical trials found that patients treated with CVC chemotherapy benefited from prophylactic anticoagulation, but later trials have shown contradictory findings.33 A majority of clinicians in the UK have been found to administer warfarin for thromboprophylaxis in their patients receiving CVC chemotherapy, even with the uncertainty of its efficacy.34 35 This study compared the effect of warfarin (n=408) vs no warfarin (n=404) on rate of radiologically proven, symptomatic catheter-related thrombosis and found no significant difference in symptomatic catheter-related or other thromboses in patients with cancer. Compared with no warfarin, warfarin did not reduce the rate of catheter related thromboses (24 [6%] vs 24 [6%], relative risk 0.99, [95% CI 0.57 – 1.72], p=0.98). This is a reversal of the use of warfarin to reduce catheter related thromboses. 
	2014. Cochrane review. “Compared with no anticoagulation, we found a statistically significant reduction of symptomatic DVT with heparin and asymptomatic DVT with VKA. Heparin was associated with a higher risk of thrombocytopenia and asymptomatic DVT when compared with VKA. However, the findings did not rule out other clinically important benefits and harms. People with cancer with CVCs considering anticoagulation should balance the possible benefit of reduced thromboembolic complications with the possible harms and burden of anticoagulants.”36  

	pubMed suggestion

	70
	Efficacy of systematic pelvic lymphadenectomy in endometrial cancer (MRC ASTEC trial): a randomised study
Kitchener et al.

	Oncology 
	1/10/2009
LANCET
	Endometrial cancer is a common gynecological cancer that is generally treated through hysterectomy and bilateral salpingo-oophorectomy (BSO) for stage I tumors. Some patients with stage 1 endometrial cancer are still at risk of metastasis after surgery, and adjuvant radiotherapy is typically added to treatment in high risk women.37 To prevent unnecessary adjuvant radiotherapy, guidelines have implemented systemic pelvic and para-aortic lymphadenectomy to properly stage the endometrial cancer.38 Case series and non-randomized studies have shown an association between lymphadenectomy and increased survival,39 40 but other observational studies have not found benefit to the procedure.41 From 85 centers in four countries, 1408 women with histologically proven endometrial carcinoma thought preoperatively to be confined to the corpus were randomized to either standard surgery (n=704) or standard surgery plus lymphadenectomy (n=704). This study found that the addition of lymphadenectomy to standard therapy did not affect overall or recurrence-free survival in women with early endometrial cancer (88 deaths in the standard surgery group vs 103 in lymphadenectomy, HR: 1.16 [95% CI: 0.87 – 1.54; p = 0.31]). This is a reversal of the guidelines recommending lymphadenectomy to properly stage endometrial cancer.  
	2017. Cochrane review. “This review found no evidence that lymphadenectomy decreases risk of death or disease recurrence compared with no lymphadenectomy in women with presumed stage I disease.”42
	pubMed suggestion

	71
	Cardiovascular events associated with rofecoxib: final analysis of the APPROVe trial Baron et al.
	Cardiovascular Disease 
	11/15/2008
LANCET
	Rofecoxib was approved by the FDA in 1999 to treat osteoarthritis, acute pain, and dysmenorrhea.43 Because of the anti-inflammatory effect, rofecoxib was also thought to prevent colorectal polyps and cancer. By 2004, 80 million patients had taken this drug, and annual sales were more than $2.5 billion.43  The APPROVe study randomized 2587 patients with a history of colorectal adenomas to either 25 mg rofecoxib (n=1287) or placebo (n=1300). They assessed the effects of rofecoxib on recurrence of adenomatous polyps in the large bowel and found that rofecoxib was associated with an increased combined incidence of non-fatal myocardial infarction, non-fatal stroke, and death from cardiovascular, hemorrhagic, and unknown causes (59 vs 34; hazard ratio 1.79 [95% CI 1.17 – 2.73], p=0.006). The trial was terminated early on recommendation of its data safety and monitoring board due to concerns about cardiovascular toxicity. This is a reversal of the use of rofecoxib to prevent colorectal polyps and cancer due to harms. 
	2011. “Compared with placebo, rofecoxib was associated with the highest risk of myocardial infarction.”44   
	GoogleScholar - cited this RCT

	72
	Effect of rosuvastatin in patients with chronic heart failure (the GISSI-HF trial): a randomised, double-blind, placebo-controlled trial                 Tavazzi et al.

	Cardiovascular Disease 
	10/4/2008
LANCET
	Statins are known to be effective for atherothrombosis prevention, but are also under investigation for other indications such as their potential anti-inflammatory, antihypertrophic, antifibrotic, and antioxidant effects.45  Large observational studies and meta-analyses have indicated that statins can contribute to lowered cardiovascular mortality.45 Patients aged 18 years or older with chronic heart failure of New York Association class II-IV, irrespective of cause and left ventricular ejection fraction were randomized to rosuvastatin (10 mg daily, n=2285) or placebo (n=2289). This study found that rosuvastatin had no effect on time to death or admission to hospital for cardiovascular reasons (1305 [57%]) compared to placebo (1283 [56%]; adjusted HR 1.01 [99% CI 0.908 – 1.112], p=0.903). This is a reversal of the use of statins for lowered cardiovascular mortality in patients with chronic heart failure. 

	2010. National Clinical Guideline for Diagnosis and Management in Primary and Secondary Care. “These trials (GISSI-HF and CORONA) randomized 4574 patients with heart failure and 5011 patients over the age of 60 years with systolic heart failure of ischaemic origin, respectively, to have 10 mg rosuvastatin or placebo. The statin did not have an impact on any of the trials’ outcomes other than reducing hospitalisation in the CORONA study. Therefore, it is unlikely that statins would be beneficial in heart failure. The Guideline Development Group (GDG) felt that in the light of this evidence, the recommendation on statin use from the 2003 guideline should be deleted.”
	PubMed suggestion

	73
	Management of asthma based on exhaled nitric oxide in addition to guideline-based treatment for inner-city adolescents and young adults: a randomised controlled trial Szefler et al.
	Pulmonary Disease 
	9/20/2008
LANCET
	International guidelines recommend a range of clinical tests to confirm the diagnosis and manage symptoms of asthma. Included in this is exhaled nitric oxide.46 This study randomized 546 patients who adhered to treatment during this run-in period were then randomly assigned to 46 weeks of either standard treatment, based on guidelines of the National Asthma Education and Prevention Program, or standard treatment modified on the basis of measurements of fraction of exhaled NO. They found that conventional asthma management resulted in good control of symptoms, while the addition of exhaled nitric oxide resulted in higher doses of inhaled corticosteroids without any clinically important improvements in asthma symptoms or management (difference in mean number of days with asthma symptoms between groups; 0.04 [95% CI -0.22 to 0.29], p=0.78) in patients with persistent asthma. This is a reversal of the universal management of asthma based on exhaled nitric oxide. 
	2016. Cochrane review.  “Therefore, the use of FeNO to guide asthma therapy in children may be beneficial in a subset of children (had at least one exacerbation during the study period), it cannot be universally recommended for all children with asthma.”47  
	PubMed suggestion

	74
	Active symptom control with or without chemotherapy in the treatment of patients with malignant pleural mesothelioma (MS01): a multicentre randomised trial Muers et al.
	Oncology 
	5/17/2008
LANCET
	Treatment recommendations for malignant mesothelioma have been primarily through active symptom control (ASC)48 and because chemotherapy therapies do not appear to provide benefit for patients with mesothelioma.  Despite this, chemotherapy has been used,49 although no specific regimen appears to be more favorable than others. 409 patients with malignant pleural mesothelioma were randomly assigned to ASC alone (n=136), to ASC plus MVP (four cycles of mitomycin 6 mg/m2, vinblastine 6 mg/m2, and cisplatin 50 mg/m2 every 3 weeks, n=137), of ASC plus vinorelbine (one injection of vinorelbine 30 mg/m2 every week for 12 weeks, n=136). This study found that the addition of chemotherapy to ACS did not increase overall survival (393 [96%] deaths overall, ASC 132 [97%], ASC plus MVP 132 [96%], ASC plus vinorelbine 129 [95%]) or quality of life compared to ACS alone in patients with malignant pleural mesothelioma. This is a reversal of the addition of chemotherapy, specifically MVP and vinblastine, to ASC in patients with MS01. Since the publication of this trial, there have been positive RCTs on this condition.  This is a reversal of the practice at the time of this study.
	None found
	active symptom control chemotherapy in malignant pleural mesothelioma

	75
	Multiple-dose activated charcoal in acute self-poisoning: a randomised controlled trial Eddleston et al.
	Public Health and General Preventive Medicine 
	2/16/2008
LANCET
	In rural developing countries, self-poisoning is often a result of ingesting toxic pesticides and plants rather than pharmaceuticals that are more often used in the developed world. Activated charcoal is a widely used substance to treat self-poisoning in some parts of the world.50 4632 patients were randomized to receive no charcoal (n=1554), one dose of charcoal (n=1545), or six doses of charcoal (n=1533). This study found that activated charcoal did not reduce risk of mortality (97 [6.3%]) compared to no charcoal (105 [6.8%]) in patients experiencing self-poisoning in 3 Sri Lankan hospitals. This is a reversal of the use of activated charcoal in cases of self-poisoning in developing countries. 
	None found
	activated charcoal and poisoning

	76
	Risperidone, haloperidol, and placebo in the treatment of aggressive challenging behaviour in patients with intellectual disability: a randomised controlled trial  Tyrer et al.
	Psychiatry 
	1/5/2008
LANCET
	Adults with intellectual disability can often times express aggressive, challenging behavior. Antipsychotic drugs are often used in this population, even if the patient with intellectual disability does not have any underlying psychiatric illness.51  The NACHBID study randomized 86 non-psychotic patients presenting with aggressive challenging behavior from ten centers in England, Wales, and one in Australia to either haloperidol (n=28), risperidone (n=29) or placebo (n=29). They found that haloperidol, risperidone, and placebo all decreased aggression after 4 weeks in non-psychotic patients presenting with aggressive behavior, with placebo showing the greatest change (median decrease in MOAS score after 4 weeks=9 [95% CI 5–14] for placebo, 79% from baseline; 7 [4–14] for risperidone, 58% from baseline; 6.5 [5–14] for haloperidol, 65% from baseline; p=0·06). This is a reversal of the administration of risperidone or haloperidol to patients with intellectual disabilities expressing aggressive challenging behavior who did not have any underlying psychiatric illness.   
	A 2016 review concluded that there was insufficient evidence to support the use of psychotherapy, biological, or system level interventions for adults with mild to moderate intellectual disabilities. This review did not include the RCT in the in its analysis.52  
	GoogleScholar-cited RCT

	77
	Mechanical bowel preparation for elective colorectal surgery: a multicentre randomised trial Contant et al.
	Surgery 
	12/22/2007
LANCET
	Preoperative bowel preparation has been used since the 1950s to reduce intestinal mass, decrease risk of infection from pathogens in the colon, and improve post-surgical healing.53  This procedure was commonly used at the beginning of this study.53  1431 patients who were going to have elective colorectal surgery were randomly assigned to either mechanical bowel preparation (n=670) or not (n=684). This study found that mechanical bowel preparation did not lower the rate of anastomotic leakage compared to no preparation (difference 0.6%, 95% CI −1.7% to 2.9%, p=0.69). This is a reversal of the use of mechanical bowel preparation for elective colorectal surgery. 
	2011. Cochrane review. “Despite the inclusion of more studies with a total of 5805 participants, there is no statistically significant evidence that patients benefit from mechanical bowel preparation, nor the use of rectal enemas. In colonic surgery the bowel cleansing can be safely omitted and induces no lower complication rate.”54   
	PubMed suggestion

	78
	Assessment of diclofenac or spinal manipulative therapy, or both, in addition to recommended first-line treatment for acute low back pain: a randomised controlled trial Hancook et al.
	Orthopedic 
	11/10/2007
LANCET
	Current guidelines for first line treatment for acute lower back pain recommend physicians give advice (remain active, avoid bed rest, and reassurance of favorable prognosis) and paracetamol. Non-steroidal anti-inflammatory drugs (NSAIDs) and spinal manipulative therapy are recommended as second-line management options for patients who have slow recovery.55 240 patients with acute low back pain who had seen their general practitioner and had been given advice and paracetamol were randomized to one of four groups: diclofenac 50 mg twice daily and placebo manipulative therapy (n=60); diclofenac 50 mg twice daily and spinal manipulative therapy (n=60); spinal manipulative therapy and placebo drug (n=60); or double placebo (n=60). This study found that patients do not recover more quickly with the addition of either diclofenac or spinal manipulative therapy (spinal manipulative therapy hazard ratio 1.01, [95% CI 0.77–1.31], p=0.955). This is a double reversal of the use of spinal manipulative therapy and diclofenac for treatment of acute lower back pain. 
	A 2017 SR/MA found spinal manipulation to be beneficial for patients with acute low back pain, but not when comparing spinal manipulation to sham controls.56 


	

	79
	Effect of daily zinc supplementation on child mortality in southern Nepal: a community-based, cluster randomised, placebo-controlled trial                     Tielsch et al.
	Public Health and General Preventive Medicine 
	10/6/2007
LANCET
	Zinc is a micronutrient that may lower the risk of morbidity and mortality when provided to populations that are deficient. Several methods have been used to increase the availability and intake of zinc in these populations, including supplementation and fortification.57 A community based, cluster-randomized trial randomized 41276 children aged 1-35 months into a zinc group (n=20968) or placebo (n=20308). They found no reduction in mortality between the two groups (Hazard ratio 0.92 [95% CI 0.75 – 1.12]). This is a reversal of the supplementation the individual nutrient of zinc in developing countries to reduce mortality.
	2014. Cochrane. 
This review found that there was a non-significant reduction in risk of death with zinc supplementation (RR 0.95 [95% CI 0.86 – 10.5]), and a small increase in average height in the zinc group. They concede that a “size of this effect might not be clinically important”, however.58
	PubMed suggestion

	80
	Effectiveness of an early supplementation scheme of high-dose vitamin A versus standard WHO protocol in Gambian mothers and infants: a randomised controlled trial Darboe et al.
	Public Health and General Preventive Medicine 
	6/23/2007
LANCET
	Many developing countries have adopted the WHO recommended dose for vitamin A supplementation.59 The Vitamin A Consultative Group recommended a doubling of vitamin A recommendations for developing countries, out of concern for low serum concentrations of retinol in populations living in these countries. 60  197 infants were randomized to either high dose (n=99) or the WHO recommended dose (n=98) and followed for 12 months. This study determined that a high-dose regimen of vitamin A supplementation for mother-infant pairs in rural Gambia did not affect levels of infant plasma vitamin A, and rates of H pylori infection, pneumococcal carriage, and gut epithelial integrity compared to the WHO recommended dose. This is a reversal of vitamin A supplementation at levels recommended by the Vitamin A Consultative Group, which are higher than World Health Organization, in developing countries. 
	2016. Cochrane review. “There was no evidence of benefit from different doses of vitamin A supplementation for postpartum women on maternal and infant mortality and morbidity, compared with other doses or placebo.”61  
	PubMed suggestion

	81
	Effect of zinc supplementation on mortality in children aged 1–48 months: a community-based randomised placebo-controlled trial                Sazawal 
et al.
	Public Health and General Preventive Medicine 
	3/17/2007
LANCET
	Zinc is a micronutrient that may lower the risk of morbidity and mortality when provided to populations that are deficient, and cross-sectional studies have shown an inverse association between zinc status and certain types of malaria.62 Several methods have been used to increase the availability and intake of zinc in these populations, including supplementation and fortification.57 This study compared daily supplementation with zinc (10 mg, 5 mg in children younger than 12 months; n=21274) compared to placebo (n=21272) in children aged 1-36 months residing in an area with a high-frequency of malaria. They found no significant reduction in overall mortality (7% difference [95% CI -6% - 19%], p=0.29) between the group supplemented with zinc and placebo. This is a reversal of zinc supplementation in areas with high incidence of malaria to reduce mortality.
	2014. Cochrane. 
This review found that there was a non-significant reduction in risk of death with zinc supplementation (RR 0.95 [95% CI 0.86 – 10.5]), and a small increase in average height in the zinc group. They concede that a “size of this effect might not be clinically important”, however.58 
	PubMed suggestion
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	243
	Video Laryngoscopy vs Direct Laryngoscopy on Successful First-Pass Orotracheal Intubation Among ICU Patients A Randomized Clinical Trial
Lascarrou et al.
	Critical care 
	2/7/2017
JAMA
	Given the inherent risk  - such as cardiac arrest - that comes with intubating patients, indirect video laryngoscopy (VL) was developed to assist with the intubation process and reduce morbidity and mortality.1 Several types of these devices were commercially available in 2014.2 However, in a randomized control study of 371 patients in the ICU, it was found that, compared to direct laryngoscopy (DL, n=185), VL (n=186) was not beneficial in improving first-pass intubation success rates (67.7% for VL vs 70.3% for direct; absolute difference, -2.5%; 95% CI, -11.9% to 6.95; P=.60). Furthermore, VL was associated with increased rates of severe life-threatening complications compared to DL (absolute difference, 6.7%; 95% CI, 1.8% to 11.6%; P=.01). This is a reversal of video laryngoscopy for first-pass orotracheal intubation in ICU patients. 
	2017. “The VL technique did not increase the first-attempt success rate during EI [endotracheal intubation] in ICU patients compared with DL. These findings do not support routine use of VL in ICU patients.”3  
	GoogleScholar _ cited RCT

	244
	Effect of 2 Years of Treatment With Sublingual Grass Pollen Immunotherapy on Nasal Response to Allergen Challenge at 3 Years Among Patients With Moderate to Severe Seasonal Allergic Rhinitis The GRASS Randomized Clinical Trial
Scadding et al.
	Allergy and immunology
	2/14/2017
JAMA
	Rhinitis due to allergens is highly prevalent, and various treatment approaches exist. One option for treatment has been the use of sublingual immunotherapy in the form of droplets or tablets to increase the patient's exposure to the allergen, thereby increasing tolerance and improving the patient's symptoms.4  This randomized controlled trial compared sublingual immunotherapy (n=30), subcutaneous immunotherapy (positive control, n=31), and placebo (n=31) and their effect in patients with moderate to severe seasonal allergic rhinitis after 2 years of treatment. At 3 year follow up, the between-group difference was -0.18 (95% CI, -1.25 to 0.90; P=.75). Sublingual immunotherapy did not improve nasal response compared to placebo. This is a reversal of sublingual grass pollen immunotherapy for improving seasonal allergy symptoms. 
	2017. “AIT [allergen immunotherapy] did not result in a statistically significant reduction in the risk of developing a first allergic disease.”5  The review did not include the RCT.
	immunotherapy and allergic rhinitis

	245
	Testosterone Treatment and Cognitive Function in Older Men With Low Testosterone and Age-Associated Memory Impairment
Resnick et al.
	Endocrinology, Diabetes, and Metabolism
	2/21/2017
JAMA
	Some studies have suggested that testosterone therapy may improve cognitive function as people age, because aging is associated with declines in both testosterone levels and cognitive function. 6 7 Sales of testosterone increased 500% between 1993 and 2001 to treat symptoms of hypogonadism, including cognitive function.8 This randomized control trial investigated the cognitive effects of testosterone treatment in men 65 years or older with low testosterone, hypogonadism symptoms, and age-associated memory impairment. The study found that men in the testosterone group (n=247) did not show improved delayed paragraph recall compared to men in the placebo group (n=245) from baseline to 6 and 12 months (adjusted estimated difference, -0.07; 95% CI, -0.92 to 0.79; P=.88). This is a reversal of testosterone treatment for improving cognitive function in older men with low testosterone and age-associated memory impairment. 
	None found
	testosterone and cognitive

	246
	Effect of Fibrinogen Concentrate on Intraoperative Blood Loss Among Patients With Intraoperative Bleeding During High-Risk Cardiac Surgery A Randomized Clinical Trial
Bilecen et al.
	Surgery 
	2/21/2017
JAMA
	Due to the likelihood of excessive intraoperative bleeding during high-risk cardiac surgery, it is common to administer fibrinogen concentrate (FC) in order to maintain homeostasis during surgery. 9 10 Despite its common usage to control bleeding, it is unknown whether FC's use in this manner is effective. A randomized control trial enrolling 120 patients who underwent cardiac surgery found that, among the patients who experienced intraoperative bleeding, there was no difference in intraoperative bleeding when comparing the fibrinogen group (n=58) with those receiving placebo (n=57). The fibrinogen group had a median blood loss of 50 mL vs 70 mL in the placebo group (P=.19; absolute difference, 20 mL; 95% CI, -13 to 35 mL). This is a reversal of FC to control bleeding during high-risk cardiac surgery. 
	2016. “In surgical patients, FC was associated with reduced bleeding and a lower number of red blood cell units transfused, and it also might reduce mortality. However, none of the analyzed trials was powered for estimation of survival and adverse events with FC use.”11 This review did not include the RCT. 
	fibrinogen concentrate during  surgery

	247
	Effect of Inpatient Rehabilitation vs a Monitored Home-Based Program on Mobility in Patients With Total Knee Arthroplasty The HIHO Randomized Clinical Trial
Buhagiar et al.
	Orthopedic 

	3/14/2017
JAMA
	Total knee arthroplasties are performed frequently, and debate over the best form of rehabilitation persists. Some advocate for formal inpatient rehabilitation programs, while others hold that monitored home-based programs are sufficient to rehabilitate mobility and function and improve quality of life.12 The United States offers formal inpatient rehabilitation after knee surgery at higher rates than countries such as Canada or the UK, suggesting potential overuse or underuse.13 This multicenter, randomized control trial compared mobility improvement through inpatient rehabilitation (n=81) vs home programs (n=84) in patients with osteoarthritis undergoing primary total knee arthroplasty. The study found no significant difference in 6-minute walk test at 26 weeks after surgery between inpatient and home program groups (mean difference, -1.01; 95% CI, -25.56 to 23.55). This is a reversal of inpatient rehabilitation in place of monitored home-based programs `for improving mobility in patients with total knee arthroplasties. 

	2017. “Home-based rehabilitation after primary TKA was comparable to hospital-based rehabilitation and thus is a significant alternative for patients.“14   This SR/MA did not include this study.
	inpatient rehabilitation vs home program knee arthroplasty

	248
	Effect of an Integrated Pest Management Intervention on Asthma Symptoms Among Mouse-Sensitized Children and Adolescents With Asthma A Randomized Clinical Trial
Matsui et al.
	Pediatrics 
	3/14/2017
JAMA
	It is a widely held belief that pests, such as mice, cockroaches, and other critters, can lead to asthma attacks,15 16 which are increasingly prevalent in our society.17  Professional pest management companies include an integrated pest management service, which has been advocated for by public and private organizations for reducing asthma in children.15 16  In this trial, an integrated pest management service with education (IPM, n=166) was no better than education alone (n=168) for reducing asthma symptoms in children. Maximal symptom days did not differ between groups at 6, 9, and 12 months (median max symptom days, 2.0 in IPM group vs 2.7 in education alone group; P=.16). This is a reversal of integrated pest management interventions for improving asthma symptoms in children and adolescents with asthma. 
	None found
	

	249
	Effect of Dexmedetomidine on Mortality and Ventilator-Free Days in Patients Requiring Mechanical Ventilation With Sepsis A Randomized Clinical Trial
Kawazoe et al.
	Critical care 
	4/4/2017
JAMA
	Dexmedetomidine, a sedative agent, became increasingly popular for the sedation of patients in the intensive care unit due to its ability to promote “cooperative sedation”, where patients are awake, aware, and able to communicate pain to health care providers while remaining calm and lightly sedated.18  In this randomized controlled trial, the use of dexmedetomidine (n=100) vs no dexmedetomidine (n=101) did not lead to improvements in mortality and ventilator-free days over a 28-day duration. Mortality in the dexmedetomide was 19 patients (22.8%) vs 28 patients (30.8%) in the control group (HR, 0.69; 95% CI, 0.38-1.22; P=0.20). Median ventilator-free days was 20 days vs 18 days (P=0.20). This is a reversal of dexmedetomidine for sedation of patients requiring mechanical ventilation with sepsis. 
	None found
	sedation and mechanical ventilation in sepsis

	250
	Effect of Intra-articular Triamcinolone vs Saline on Knee Cartilage Volume and Pain in Patients With Knee Osteoarthritis A Randomized Clinical Trial
McAlindon et al.
	Orthopedic 
	5/16/2017
JAMA
	Osteoarthritis of the knee is a common condition, and it is often recommended that patients with osteoarthritis be treated with corticosteroid injections.19  However, despite the prevalence of its use in this population,20 there is debate regarding the association with corticosteroid injections and joint damage. A 2-year, randomized, placebo-controlled, double-blind trial found that, when compared with a placebo injection (n=70), patients with symptomatic knee osteoarthritis who underwent intra-articular triamcinolone injections (n=70) experienced significantly higher rates of cartilage volume loss (triamcinolone vs saline, -0.21 mm vs -0.10 mm; between-group difference, -0.11 mm; 95% CI, -0.20 to -0.03 mm; P=.01) and no improved knee pain (-1.2 vs -1.9; between-group difference, -0.6; 95% CI, -1.6 to 0.3). This is a reversal of corticoid injections for patients with osteoarthritis of the knee. 
	None found 
	corticosteroids and osteoarthritis

	251
	Association Between Long-Lasting Intravitreous Fluocinolone Acetonide Implant vs Systemic Anti-inflammatory Therapy and Visual Acuity at 7 Years Among Patients With Intermediate, Posterior, or Panuveitis
MUST trial group
	Ophthalmology 
	5/16/2017
JAMA
	Noninfectious intraocular inflammation, or uveitis, can lead to visual impairment. Currently, there are two treatments commonly used for uveitis; the first approach is through systemic corticosteroids and corticosteroid-sparing immunosuppressive drugs.21  The other, more recent approach was approved by the FDA in 2005 and involves surgically implanting fluocinolone acetonide implants. 22  When systemic therapy (n=126) and intravitreous implants (n=129) approaches were compared with one another in a randomized control trial, it was found that after seven years of follow up, those that were randomized to receive implants had poorer visual acuity than the group who were treated with systemic therapy. Change in mean visual acuity from baseline through 7 years was 1.15 in the systemic therapy group and -5.96 in the implant group (between-group difference, -7.12; 95% CI, -12.4 to -2.14; P=.006). This is a reversal of intravitreous fluocinolone acetonide implants for uveitis. 
	None found
	fluocinolone acetonide implant and panuveitis

	252
	Effect of Acupuncture and Clomiphene in Chinese Women With Polycystic Ovary Syndrome A Randomized Clinical Trial
Wu et al.
	Obstetrics and gynecology 
	6/27/2017
JAMA
	Women with polycystic ovary syndrome (PCOS) often struggle with infertility. The first-line treatment for women in this category is clomiphene citrate, a medication meant to induce ovulation, even though it has a high failure rate at 23.4% after five months use.23 Given the lack of success with this approach alone, adjuvant treatments, such as acupuncture, are often recommended in addition to clomiphene to increase fertility.24  The PCOS Acupuncture and Clomiphene Trial found that there was no increase in live birth rates from acupuncture, with (n=235; 29.4%) or without clomiphene (n=223; 13.9%), compared to clomiphene with control acupuncture (n=236; 28.0%; P=.39). This is a reversal of acupuncture for improving live birth rates in women with PCOS. 
	2016. A recent SR/MA of RCTs found that acupuncture was not associated with better pregnancy outcomes (clinical pregnancy, live birth) in women with polycystic ovary syndrome, although the number of studies was small and did not include this study.25 
	acupuncture and polycystic ovary syndrome

	253
	Effect of Radiofrequency Denervation on Pain Intensity Among Patients With Chronic Low Back Pain The Mint Randomized Clinical Trials
Juch et al.
	Orthopedic 
	7/4/2017
JAMA
	Radiofrequency denervation is often recommended for people suffering from chronic low back pain, despite conflicting evidence to its efficacy.26 The treatment aims to damage the pain-conducting nerve to reduce sensations of pain and is minimally invasive, and therefore anesthesiologists support its use in patients with chronic low back pain.26 Three multicenter, nonblinded randomized control trials compared the effects of radiofrequency denervation plus standard care versus standard care alone in patients with chronic low back pain, a positive diagnostic block at the facet joints (facet joint trial, 251 participants), sacroiliac joints (sacroiliac joint trial, 228 participants), or a combination of facet joints, sacroiliac joints, or intervertebral disks (combination trial, 202 participants) and were unresponsive to conservative care. The studies found no difference in clinical improvement between patients who underwent radiofrequency denervation and those who underwent a standardized exercise program alone. The mean differences in pain intensity between denervation and standard care groups was −0.18 (95% CI, −0.76 to 0.40) in the facet joint trial; −0.71 (95% CI, −1.35 to −0.06) in the sacroiliac joint trial; and −0.99 (95% CI, −1.73 to −0.25) in the combination trial. This is a reversal of radiofrequency denervation to reduce pain in patients with chronic low back pain. 
	2014. A SR/MA of RCTs and quasi-RCTs concluded that facet joint radiofrequency was more effective than placebo or steroid injection in pain control.  However, the quality of these studies was low and did not use an active control group, such as exercise.27  
	radiofrequency denervation and back pain

	254
	Effect of Oral Methylprednisolone on Clinical Outcomes in Patients With IgA Nephropathy The TESTING Randomized Clinical Trial
Jicheng et al.
	Nephrology 
	8/1/2017
	Immunoglobulin A nephropathy often leads to end-stage kidney disease and other kidney problems.  Corticosteroid therapy is often recommended as treatment, despite conflicting evidence about its efficacy and safety.28  In a multicenter, double-blind, randomized study that set out to establish the safety and efficacy of methylprednisolone (full-dose corticosteroid therapy; n=134) compared to placebo (n=126), it found that methylprednisolone was associated with a greater incidence of serious adverse events (14.7% in methylprednisone group vs 3.2% in placebo group; P=.001; risk difference, 11.5%, 95% CI, 4.8%-18.2%), so much so that the trial was discontinued. This is a reversal of administering oral methylprednisolone to patients with IgA nephropathy. 
	2015. Cochrane review. “The optimal management of IgAN remains uncertain although corticosteroid therapy may lower the risks of kidney disease progression and need for dialysis or transplantation. Evidence for treatment effects of immunosuppressive agents on mortality, infection, and cancer is generally sparse or low-quality and insufficient to guide clinical practice.” 29  This review did not include this RCT.
	PubMed

	255
	Effect of Endovascular Contact Aspiration vs Stent Retriever on Revascularization in Patients With Acute Ischemic Stroke and Large Vessel Occlusion
The ASTER Randomized Clinical Trial
Lapergue et al.
	Neurology 
	8/1/2017
JAMA
	Mechanical thrombectomy has become the new standard of care for patients with acute ischemic stroke and large vessel occlusion, but debate remains about the appropriate technique for endovascular revascularization - specifically between contact aspiration and stent retriever technique, with contact aspiration gaining popularity.30 The Contact Aspiration vs Stent Retriever for Successful Revascularization (ASTER) trial assessed the two techniques and found that among patients with ischemic stroke in the anterior circulation undergoing thrombectomy, there was no additional benefit among patients who underwent contact aspiration compared to stent retriever. The proportion of patients with successful revascularization in the contact aspiration group was 85.4% (n = 164) vs 83.1% (n = 157) in the stent retriever group (OR, 1.20; 95% CI, 0.68-2.10; P = .53; difference, 2.4%; 95% CI, −5.4% to 9.7%).
	2017. “In a separate network of seven RCTs (MR-CLEAN, ESCAPE, EXTEND-IA, SWIFT-PRIME, REVASCAT, THERAPY, ASTER; 1737 patients), first-line stent retriever was associated with a higher top rank probability of functional independence than aspiration (95% vs 54%), with comparable safety outcomes..”31  
	Google Scholar - MA cited RCT

	256
	Effect of Cerebral Embolic Protection Devices on CNS Infarction in Surgical Aortic Valve Replacement A Randomized Clinical Trial
Mack et al.
	Neurology
	8/8/2017
JAMA
	After patients undergo surgical aortic valve replacement or transcatheter aortic valve replacement (TAVR), they are at increased risk for central nervous system infarction. As such, cerebral embolic protection devices have been developed, namely the Embol-X (Edwards Lifesciences) intra-aortic filtration and CardioGard (CardioGard) devices.32 A trial evaluating the efficacy and adverse effects of such devices found that, when comparing a suction-based extraction device (n=118) and an intra-aortic filtration device (n=133) with a standard aortic cannula (n=132), there was no significant reduction in risk of central nervous system (CNS) injury in patients undergoing TAVR. The absolute difference in rate of freedom from CNS infarction at 7 days compared to control was 1.3 (95% CI, -11.2 to 13.8; P=84) for suction-based extraction and 6.9 (95% CI, -4.2 to 17.9%; P=.22) with intra-aortic filtration. This is a reversal of embolic protection devices for protecting against infarction during surgical aortic valve replacement. 
	2016.  “Use of EP [embolic protection] seems to be associated with reductions in imaging markers of cerebral infarction and early clinical neurological effectiveness in patients undergoing TAVR.”33  The RCT was not included as part of this review. A total of 252 participants from 4 studies were included in this meta-analysis compared to the 380 participants in the Mack et al study. 
	cerebral embolic protection devices and aortic valve replacement

	257
	Effect of Levosimendan on Low Cardiac Output Syndrome in Patients With Low Ejection Fraction Undergoing Coronary Artery Bypass Grafting With Cardiopulmonary Bypass The LICORN Randomized Clinical Trial
Cholley et al.
	Cardiovascular
	8/8/2017
JAMA
	Low cardiac output syndrome after coronary bypass grafting surgery is associated with a higher risk of complications, such as pulmonary impairment, myocardial infarction, stroke, and renal failure.34 Treatment for low cardiac output syndrome had typically involved inotropic agents and mechanical assist devices, yet current inotropic agents have increased risk of morbidity and mortality after surgery. Levosimendan is a calcium sensitizing inotropic agent used in patients undergoing cardiac surgery that was thought to have fewer adverse events.35 36 This study found that, compared to placebo (n=156), levosimendan (n=158) did not reduce the incidence of the composite end point of prolonged catecholamine infusion, use of left ventricular mechanical assist device, or renal replacement therapy (occurred in 52% of levosimendan group vs 61% placebo group) in patients with low ejection fraction who underwent coronary artery bypass grafting (absolute risk difference taking into account center effect, −7%; 95% CI, −17% to 3%; P = .15). This is a reversal of levosimendan in treating low cardiac output syndrome in patients with low ejection fraction undergoing coronary artery bypass grafting with cardiopulmonary bypass. 
	2018. “Pooled analysis of 5 low risk of bias trials (1910 patients) showed no association between levosimendan and mortality (OR 0.86 [95% CI, 0.62, 1.18], p=0.34, TSA inconclusive), acute kidney injury, need of renal replacement therapy, myocardial infarction, ventricular arrhythmias, and serious adverse events, but an association with higher incidence of supraventricular arrhythmias (RR 1.11 [95% CI, 1.00, 1.24], p=0.05, TSA inconclusive) and hypotension (RR 1.15 [95% CI, 1.01, 1.30], p=0.04, TSA inconclusive).” 37  
	levosimendan low cardiac output syndrome "Coronary Artery Bypass"

	258
	Effect of Natriuretic Peptide–Guided Therapy on Hospitalization or Cardiovascular Mortality in High-Risk Patients With Heart Failure and Reduced Ejection Fraction A Randomized Clinical Trial
Felker et al.
	Cardiovascular 
	8/22/2017
JAMA
	Patients with heart failure (HF) were shown to have significantly improved outcomes when administered evidence-based therapies targeting neurohormonal activation. Yet many patients are not always treated with these agents or are treated with inappropriate doses in clinical practice.38 39 Natriuretic peptides are biomarkers that are associated with adverse outcomes in heart failure and have shown to decline in response to recommended therapies.40 While not the standard of care, natriuretic peptide-guided therapy for heart failure has been mentioned in AACF/AHA guidelines and has been studied in clinical trials over the last 2 decades.41 This study found that biomarker-guided therapy (n=446) was no more effective than a usual care strategy (n=448) for preventing a composite of HF hospitalization or cardiovascular mortality (37% in biomarker-guided group vs 37% in usual care group; adjusted HR. 0.98; 95% CI, 0.65-1.37; P=.75) in high-risk patients with HF and reduced ejection fraction. This is a reversal of natriuretic peptide-guided therapy for high-risk patients with HF and reduced ejection fraction. 
	None found
	BNP guided therapy and heart failure

	259
	Effect of Axillary Dissection vs No Axillary Dissection on 10-Year Overall Survival Among Women With Invasive Breast Cancer and Sentinel Node Metastasis The ACOSOG Z0011 (Alliance) Randomized Clinical Trial
Guiliano et al.
	Oncology
	9/12/2017
JAMA
	Axillary lymph node dissection (ALND) and sentinel lymph node dissection (SLND) have both been used in the treatment of breast cancer.  ALND is a more invasive procedure and was the considered standard of care in the 1990s. By the end of the 1990s, ALND had fallen out of practice while SLND, a less invasive therapy, became more popular.42-45  This study compared ALND (n=420) to SLND (n=436) in patients with cT1-2N0 breast cancer and metastases to 1 or 2 sentinel lymph nodes and found that 10-year overall survival was 86.3% in the SLND alone group and 83.6% in the ALND group (HR, 0.85; 1-sided 95% CI, 0-1.16; noninferiority P = .02). SLND was noninferior to ALND. 
	2015.  “ALND appears to positively impact on overall and recurrence-free survival from breast cancer. These data highlight the enduring benefits of ALND in an era where adjuvant therapies are being promoted to manage regionally advanced/metastatic disease.”46  This review did not include the RCT and included observational studies.
	axillary dissection with invasive breast cancer

	260
	Effect of Routine Low-Dose Oxygen Supplementation on Death and Disability in Adults With Acute Stroke The Stroke Oxygen Study Randomized Clinical Trial
Roffe et al.
	Neurology 
	9/26/2017
JAMA
	Stroke patients often experience hypoxia, which can lead to neurologic problems and higher mortality rates.  As such, several guidelines have advocated the use of oxygen in stroke patients to prevent hypoxia and secondary brain damage.47 48 This study compared continuous oxygen (n=2567), nocturnal oxygen (2561), and control (oxygen only if clinically indicated n=2549) in patients with acute stroke and found that there was no difference in disability between the oxygen groups and control group (OR, 0.97; 95% CI, 0.89-1.05; P=.47). This is a reversal of routine low-dose oxygen supplementation to prevent disability in patients with acute stroke. 
	None found
	oxygen supplementation in stroke

	261
	Effect of an Early Resuscitation Protocol on In-hospital Mortality Among Adults With Sepsis and Hypotension A Randomized Clinical Trial
Andrews et al.
	Critical care
	10/3/2017
	A decline in rates of mortality from sepsis has been seen in developed countries,49 and many accredit the decline to sepsis protocols that call for early resuscitation with intravenous (IV) fluid boluses and vasopressors.50 51 In developing countries, where sepsis mortality continues to be a pressing issue, many guidelines do not call for early resuscitation with IV fluid and vasopressors. Attempts to implement these sepsis guidelines have led to mixed results.52-54 In this study, an early resuscitation protocol for sepsis (n=106) compared to usual care (n=103) lead to increased in-hospital mortality rates in Zambian adults with sepsis and hypotension (48.1% in sepsis protocol group vs 33.0% in usual care group; RR, 1.46; 95% CI, 1.04-2.05; P=.03). This is a reversal of early resuscitation protocol for sepsis in resource-limited settings.
	2015. “EGDT [early goal-directed therapy] is not superior to usual care for ED patients with septic shock but is associated with increased utilisation of ICU resources.”55  This review did not include the RCT.
	early resuscitation protocol and sepsis and hypotension

	262
	Effect of Lung Recruitment and Titrated Positive End-Expiratory Pressure (PEEP) vs Low PEEP on Mortality in Patients With Acute Respiratory Distress Syndrome A Randomized Clinical Trial
ART Investigators
	Critical care
	10/10/2017
JAMA
	Use of mechanical ventilation for patients with acute respiratory distress (ARDS) can, in some cases, lead to lung injury. Positive end-expiratory pressure (PEEP) has been used to prevent injury, but whether to use low or high PEEP has been questioned.56-59 One meta-analysis, based on results from several trials, suggested found in a sub analysis the use of titration that higher levels in PEEP is associated with improved survival in patients with ARDS.58 High PEEP was used frequently in the 1970’s and is now sometimes part of open lung and protective lung ventilation strategies.60   This trial found that lung recruitment and titrated PEEP (n=501), when compared to low PEEP (n=509), led to higher 28-day all-cause mortality (HR, 1.20; 95% CI, 1.01 to 1.42; P=0.41). This is a reversal of titrated PEEP for patients with ARDS. 
	2017. “Use of higher PEEP is unlikely to improve clinical outcomes among unselected patients with ARDS.”61 This review did not include the RCT.
	titrated positive end-expiratory pressure vs. low peep ARDS

	263
	Effect of Robotic-Assisted vs Conventional Laparoscopic Surgery on Risk of Conversion to Open Laparotomy Among Patients Undergoing Resection for Rectal Cancer The ROLARR Randomized Clinical Trial
Jayne et al.
	Oncology 
	10/24-31/2017
JAMA
	Robotic-assisted laparoscopic surgery was first used for rectal cancer in 2007,62 and its use has increased in the past decade because of better visualization of the surgical site and improved dexterity.63  In this trial, patients undergoing surgery for rectal adenocarcinoma did not have reduced risk of conversion to open laparotomy with the use of robotic-assisted laparoscopic surgery (n=235), compared to those who received conventional laparoscopic surgery (n=224).  Rate of conversion to open laparotomy was 8.1% in the robotic-assisted laparoscopic group and 12.2% in the conventional laparoscopic group (unadjusted risk difference = 4.1%; 95% CI, −1.4% to 9.6%; adjusted OR = 0.61; 95% CI, 0.31 to 1.21; P = .16). This is a reversal of robotic-assisted laparoscopic surgery for patients undergoing resection for rectal cancer. 
	None found
	robotic-assisted vs conventional laparoscopic surgery rectal cancer resection

	264
	Effect of a Single Dose of Oral Opioid and Nonopioid Analgesics on Acute Extremity Pain in the Emergency Department A Randomized Clinical Trial
Chang et al.
	Public health/Preventive medicine
	11/7/2017
JAMA
	Opioids are commonly prescribed for pain in the emergency department and are the first-line pain relievers that are administered, but with the increasing number of people becoming dependent on them, alternative treatments should be evaluated.64 Ibuprofen and acetaminophen are nonopioid alternatives that are commonly used together for the treatment of pain.65  This study randomized patients with moderate to severe acute extremity pain admitted to the ER to one of four groups, which were administered acetaminophen plus: (1) ibuprofen (n=101), (2) oxycodone (n=104), (3) hydrocodone (n=103), or (4) codeine (n=103). The study found that opioid-based analgesics did not lead to better pain control than a combination of ibuprofen and acetaminophen. Two hours after ingestion, decline in pain scores in the ibuprofen group was 4.3, oxycodone was 4.4, hydrocodone was 3.5, and codeine was 3.9 (P=.053). The greatest difference pain score decline was between the oxycodone and hydrocodone groups (0.9; 99.2% CI, −0.1 to 1.8), which was less than the minimum clinically important difference in pain score of 1.3. This is a reversal of opioid-based analgesics for acute extremity pain the emergency department. 
	There were several MA on pain management but none were found that were in the emergency room and only one was found that directly compared opioids and nonopioids, but this was written in German.
	opioid vs nonopioid analgesics in emergency department

	265
	Effect of Sertraline on Depressive Symptoms in Patients With Chronic Kidney Disease Without Dialysis Dependence The CAST Randomized Clinical Trial
Hedayati et al.
	Psychiatry 
	11/21/2017
JAMA
	Up to 25% of patients with chronic kidney disease have depression, which is 4 times higher than in the general population.66 Because of safety concerns, people with chronic kidney disease are not always included in depression medication trials, although these medications, including sertraline, are recommended for patients with depression, regardless of chronic kidney disease status. 67 68  In this study, sertraline (n=97) was no better than placebo (n=96) in treating depression in patients with non-dialysis-dependent chronic kidney disease. Difference in depressive symptom severity scores from baseline to 12 weeks  was -4.1 in the sertraline group and -4.2 in the placebo group (between-group difference, 0.1; 95% CI, -1.1 to 1.3; P=.82). This is a reversal of sertraline for treating depressive symptoms in patients with chronic kidney disease. 
	None found
	sertraline depression chronic kidney disease (also antidepressants or SSRI in place of sertraline)

	266
	Effect of a Quality Improvement Intervention With Daily Round Checklists, Goal Setting, and Clinician Prompting on Mortality of Critically Ill Patients A Randomized Clinical Trial
CHECKLIST-ICU Investigators
	Critical care
	4/12/2016
JAMA
	Recently, it has been proposed that checklists be used to ensure that healthcare providers do not omit critical elements of care in places such as the intensive care unit (ICU).69 Various studies suggest that such checklists lead to improved quality of care and patient outcomes.70 71  However, evidence is lacking to support this hypothesis. A randomized controlled trial in Brazil found that the use of a multifaceted quality improvement intervention with daily checklists (n of patients= 3327; n of ICUs=59) did not reduce mortality rates in ICUs compared to routine care (n of patients= 3434; n of ICUs=59). In-hospital mortality at 60 days was similar between groups, with 1096 deaths (32.9%) in the intervention group and 1196 deaths (34.8%) in the routine care group (OR, 1.02; 95% CI, 0.82-1.26; P=.88). This is a reversal of multifaceted quality improvement intervention with daily checklists in ICUs.
	None found
	quality improvement (with our without checklist) intervention in critically ill

	267
	Effect of Chemoradiotherapy vs Chemotherapy on Survival in Patients With Locally Advanced Pancreatic Cancer Controlled After 4 Months of Gemcitabine With or Without Erlotinib The LAP07 Randomized Clinical Trial 
Hammel et al.
	Oncology 
	5/3/2016
JAMA
	Administering chemotherapy plus adjuvant radiotherapy in the treatment of locally advanced prostate cancer (LAPC) is commonly practiced,72 although the addition of radiotherapy is controversial and not recommended outside of clinical trials for this patient population.73 A 2003 national study found that between 1991 and 1996, 24% of patients with LAPC received chemoradiation.72 This randomized controlled trial investigated the effects of chemotherapy (n=136) vs chemoradiotherapy (n=133) in patients with LAPC with disease controlled after 4 months of induction chemotherapy. Median overall survival was not significantly different between chemotherapy at 16.5 months (95% CI, 14.5-18.5 months) and chemoradiotherapy at 15.2 months (95% CI, 13.9-17.3 months; HR, 1.03; 95% CI, 0.79-1.34; P = .83). This is a reversal of chemoradiotherapy versus chemotherapy alone for patients with locally advanced pancreatic cancer. 
	2016. “This meta-analysis showed that CRT [chemoradiotherapy] showed no significant effect on OS [overall survival] and PFS [progression-free survival] when compared to non-CRT. Neoadjuvant CRT showed no significant effect over postoperative adjuvant CRT.”74  This review did not include the RCT.
	chemotherapy vs chemoradiotherapy in pancreatic cancer

	268
	Effect of Escitalopram on All-Cause Mortality and Hospitalization in Patients with Heart Failure and Depression The MOOD-HF Randomized Clinical Trial
Angermann et al.
	Psychiatry 
	6/28/2016
JAMA
	Depression after heart failure is common and has been associated with poor health outcomes.75  Psychotherapy and pharmacological medicine are generally used to treat patients with heart failure and depression,76 but there is not strong evidence for their efficacy in this population in reducing depression or cardiovascular morbidities.77 This study compared the effect of escitalopram (n= 185), a selective serotonin reuptake inhibitor, versus placebo (n=187) on a composite of time to all-cause death or hospitalization in patients with chronic heart failure with reduced ejection fraction and depression and found no benefit to the drug (HR, 0.99; 95% CI, 0.76-1.27; P=.92). Furthermore, escitalopram did not improve depression compared to placebo (mean depression rating score, 21.4 vs 12.5; between-group difference, -0.9; 95% CI, -2.6 to 0.7; P=.26). This is a reversal of escitalopram to reduce incidence of death or hospitalization and for reducing depressive symptoms in patients with heart failure and depression. 
	None found
	

	269
	Effect of Palliative Care–Led Meetings for Families of Patients With Chronic Critical Illness A Randomized Clinical Trial 
Carson et al.
	Critical care
	7/5/2017
JAMA
	Family members of patients with chronic critical illness often experience emotional distress, including anxiety, depression, and post-traumatic stress disorder (PTSD).78 Support and communication of expected outcomes of patients with chronic critical illness is often insufficient in helping families to create goals of care.79 While various interventions to facilitate communication about prognosis and goals of care in the ICU have been investigated, their results are mixed.80 81 The 2008 American Thoracic Society Clinical Policy Statement recommends that palliative care specialists offer support for families in planning and providing care.82 This study found that among families of patients with chronic critical illness, palliative care-led support meetings (n=130) did not reduce anxiety or depression compared to usual care (n=126) and may have increased PTSD (P=.0495). Hospital Anxiety and Depression Scale symptom scores for intervention and placebo at 3 months were 12.2 vs 11.4, respectively (between-group difference, 0.8; 95% CI, -0.9 to 2.6; P=.34). Palliative care support meetings in this population did not show benefit. This is a reversal of palliative care-led meetings for families of patients with chronic critical illness for reducing PTSD severity. 
	2017. “Despite the existence of consensus-based family meeting guidelines, there is a paucity of evidence to support family meetings in the inpatient palliative care setting.”83  This review did not include this RCT.
	palliative care and meetings for families of patients

	270
	Effect of Patient Navigation With or Without Financial Incentives on Viral Suppression Among Hospitalized Patients With HIV Infection and Substance Use A Randomized Clinical Trial
Metsch et al.
	Infectious 
	7/21/2016
JAMA
	Patient navigation was first used in 2007 to help patients in underserved populations receive the best available care in order to improve health outcomes.84 Financial incentives to encourage people to engage in healthy habits have been used in the US for at least several decades, although use in the field of HIV has been more recent.85  In this study, patient navigation with (n=263) or without (n=255) financial incentives did not result in better HIV viral suppression or death, compared to usual care (n=256). The usual care group experienced treatment success in 34.1% of patients, compared to navigation-only at 35.7% (treatment difference, 1.6%; 95% CI, -6.8 to 10.0%; P=.80) and compared to navigation plus incentives at 38.6% (treatment difference, 4.5%, 95% CI, -4.0% to 12.8%: P=.68). This is a reversal of patient navigation and financial incentives for patients with HIV infections. 
	None found
	cash (or financial) incentives and hiv

	271
	Effect of Radiosurgery Alone vs Radiosurgery With Whole Brain Radiation Therapy on Cognitive Function in Patients With 1 to 3 Brain Metastases A Randomized Clinical Trial
Brown et al.
	Oncology

	7/26/2016
JAMA
	Stereotactic radiosurgery (SRS) is the mainline treatment for patients with brain metastases, but this treatment alone is often insufficient to stop intracranial tumor progression. As such, whole brain radiotherapy (WBRT) is often recommended afterwards, despite conflicting evidence that this may lead to cognitive deterioration and decreased quality of life.86 87  A multi-institutional randomized control trial found that - among patients with 1 to 3 brain metastases - SRS alone (n=63) resulted in fewer patients with cognitive deterioration at three months than did the group that underwent SRS and adjuvant WBRT (n=48). Among SRS alone, 63.5% of patients experienced cognitive decline compared to 91.7% in the WBRT group, with a difference of -28.2% (90% CI, -41.9% to -14.4%; P=.001). This is a reversal of WBRT for patients with 1 to 3 brain metastases. 
	2017. A SR/MA that included this study found that overall tumor control rate was better among those receiving SRS, compared to SRS+WBRT, but overall survival was no better. This MA did not look at cognitive deterioration.88  
	GoogleScholar - MA cited RCT

	272
	Effect of Topical Intranasal Therapy on Epistaxis Frequency in Patients With Hereditary Hemorrhagic Telangiectasia A Randomized Clinical Trial
Whitehead et al.
	Public health/Preventive medicine
	9/6/2017
JAMA
	Hereditary hemorrhagic telangiectasia (HHT) is a genetic condition that causes abnormal blood vessel formation in mucus membranes and commonly leads to recurrent and spontaneous epistaxis.  Treatment for epistaxis in this population can be serious, requiring cautery and surgery, but other less invasive methods, such as systemic oestrogens and nasal sprays containing bevacizumab or tranexamic acid have also been used to prevent subsequent bleeding.89 90  In this randomized controlled trial, twice daily nose spray treatments of bevacizumab (n=24), estriol (n=25), tranexamic acid (n=30), or placebo (n=27) were given to patients with HHT-related epistaxis. None of the interventions tested were superior to placebo in reducing epistaxis frequency (P=.97). This is a reversal of topical intranasal therapy for patients with hereditary hemorrhagic telangiectasia. 
	None found
	hemorrhagic telangiectasia and intranasal (with or without tranexamic acid or bevacizumab) therapy

	273
	Effect of Wearable Technology Combined With a Lifestyle Intervention on Long-term Weight Loss The IDEA Randomized Clinical Trial
Jakicic et al.
	Public health/Preventive medicine
	9/20/2017
JAMA
	Wearable technologies have become increasingly popular as tools to assist in weight loss since they help track physical activity and estimate calorie burn.91  This clinical trial randomized adults who were participating in a weight-loss program (including a low-calorie diet, increases in physical activity, group counseling sessions, telephone counseling sessions, text message prompts, and access to study materials on a website) to use a wearable device and accompanying web interface (enhanced intervention group, n=237) or to a self-monitoring website (standard intervention group, n=233). The study found that the standard intervention group experienced significantly more weight loss than the enhanced intervention group after 24 months (5.9 kg vs 3.5 kg; difference 2.4 kg; 95% CI, 1.0-3.7; P=.002). This is a reversal of wearable technology for long-term weight loss. 
	2017.While this review concluded that wearable technology reduces sedentary behavior, there were no SR/MA on whether these devices reduce weight.92  This review did not include the RCT.
	wearable technology and weight loss

	274
	Effect of Cranberry Capsules on Bacteriuria Plus Pyuria Among Older Women in Nursing Homes A Randomized Clinical Trial 
Juthani-Mehta et al.
	Urology 
	11/8/2016
JAMA
	Bacteriuria plus pyuria is prevalent among female residents at nursing homes, and it is often recommended that women take cranberry capsules to prevent such infections from occurring in lieu of treatment with antibiotics. This randomized control trial found that, compared to a placebo (n=93), prophylactic treatment with cranberry capsules (n=92) for women in nursing homes did not alter the presence of bacteriuria plus pyuria over the course of a year (29.1% in the cranberry group vs 29.0% in the placebo group; OR, 1.01; 95% CI, 0.61-1.66; P=.98). This is a reversal of cranberry capsules for preventing bacteriuria plus pyuria in older women in nursing homes. 
	None found
	cranberry for urinary tract infections in nursing homes

	275

	Chlorhexidine Bathing and Health Care–Associated Infections A Randomized Clinical Trial
Noto et al.
	Public health/Preventive medicine
	1/27/2015
JAMA
	In order to prevent infections, it is common practice to bathe hospitalized patients with broad-spectrum antimicrobial agents such as chlorhexidine. This is based on the understanding that skin can host a number of pathogens.93 However, this randomized clinical trial found that, compared to non-antimicrobial cloths (n=4852), daily bathing with chlorhexidine (n= 4488) had no effect on rates of a composite of central line–associated bloodstream infections, catheter-associated urinary tract infections, ventilator-associated pneumonia, and Clostridium difficile (2.86 per 1000 patient-days in treatment group vs 2.90/1000 in control group; rate difference, -0.04; 95% CI, -1.01 to 1.01; P=.95). This is a reversal of chlorhexidine bathing for hospitalized patients. 
	2016. “No relevant studies were identified regarding the clinical effectiveness of CHG wipes for infection prevention in adult patients in acute care, or regarding the cost-effectiveness of the use of CHG wipes in acute or critical care settings; therefore, no summary can be provided for these questions.”94  
	PubMed suggestion

	276
	Effect of Sedative Premedication on Patient Experience After General Anesthesia A Randomized Clinical Trial
Maurice-Szamburski et al.
	Anesthesiology 
	3/3/2015
JAMA
	Premedication with lorazepam for anxiety prior to sedation is a common practice for patients undergoing general anesthesia.95 96  A randomized control trial compared pre-medication sedation with lorazepam (n=330), no pre-medication (n=319), and placebo (n=322) in patients undergoing surgery and found that there was no difference among the groups in self-reported improvement (patient satisfaction scores, 72 lorazepam vs 73 no premedication vs 71 placebo; P=.38). In fact, these patients had lower rates of early cognitive recovery (51% vs 71% vs 64%; P<.001) as well as prolonged times to extubation (17 minutes vs 12 min vs 13 min; P<.001). This is a reversal of lorazepam for reducing anxiety prior to sedation in patients undergoing general anesthesia. 
	None found
	sedative premedication after general anesthesia

	277
	Surgical vs Nonsurgical Treatment of Adults With Displaced Fractures of the Proximal Humerus The PROFHER Randomized Clinical Trial
Rangan et al.
	Orthopedic 
	3/10/2015
JAMA
	Proximal humeral fractures are common among people older than 65 years of age. Treatment for this type of fracture can be surgical or nonsurgical. Surgical treatment usually involves internal fixation or humeral head replacement.97 A randomized control trial compared surgical (n=114) versus nonsurgical (n=117) approaches to treating proximal humeral fractures and found that there were no differences in outcomes at 2 years following the fracture. Average Oxford Shoulder Scores was 39.07 points for the surgical group and 38.32 points for the nonsurgical group (difference, 0.75 points; 95% CI, -1.33 to 2.84 points; P=.48). This is a reversal of surgical treatment for proximal humeral fractures in adults. 
	2015. Cochrane review. “There is high or moderate quality evidence that, compared with non-surgical treatment, surgery does not result in a better outcome at one and two years after injury for people with displaced proximal humeral fractures involving the humeral neck and is likely to result in a greater need for subsequent surgery.” 98   The review did not include the RCT.
	PubMed suggestion

	278
	Effect of a Retrievable Inferior Vena Cava Filter Plus Anticoagulation vs Anticoagulation Alone on Risk of Recurrent Pulmonary Embolism A Randomized Clinical Trial 
Mismetti et al.
	Pulmonary 
	4/28/2015
JAMA
	For patients who present with acute venous thromboembolism, it is becoming increasingly popular for them to receive a retrievable inferior vena cava filter in addition to anticoagulation.99 100 A randomized control trial evaluated the efficacy and safety of this procedure in addition to anticoagulation (n=200) as opposed to anticoagulant therapy alone (n=199), and found that among people with severe acute pulmonary embolism, the addition of a retrievable inferior vena cava filter did not reduce their risk of symptomatic recurrent pulmonary embolism at 3 months (3 patients in both groups; RR with filter, 2.00; 95% CI, 0.51-7.89; p=.50). This is a reversal of the addition of retrievable inferior vena cava filters to anticoagulation therapy for patients with acute venous thromboembolism. 
	2016. “Inferior vena cava filter in addition to anticoagulation was not associated with a reduction in the incidence of recurrent pulmonary embolism as compared with anticoagulation alone in patients with deep vein thrombosis in the short term.”101  
	GoogleScholar - MA cited RCT

	279
	Effect of a 24-Month Physical Activity Intervention vs Health Education on Cognitive Outcomes in Sedentary Older Adults The LIFE Randomized Trial
Sink et al.
	Public health/Preventive medicine
	8/25/2015
JAMA
	Moderate-intensity physical activity that includes activities promoting flexibility and balance is recommended for older adults.102  This recommendation is based upon evidence that shows improvements in many health outcomes, including some evidence of improved cognition. In this RCT, a 24-month exercise program (n=735) was no better than a health education program (n=741) in improving cognitive function. At 24 months, mean Digit Symbol Coding scores were 46.26 points in the physical activity group vs 46.28 in the health education group (mean difference, -0.03; 96% CI, -0.20 to 0.24 words, P= .84). This is a reversal of physical activity interventions for improving cognitive functioning in sedentary older adults. 
	2017. “Evidence from RCTs is limited and does not support that exercise reduces the risk of developing clinically important cognitive outcomes.”103   
	GoogleScholar - MA cited RCT

	280
	Effect of Omega-3 Fatty Acids, Lutein/Zeaxanthin, or Other Nutrient Supplementation on Cognitive Function The AREDS2 Randomized Clinical Trial 
Chew et al.
	Public health/Preventive medicine
	8/25/2015
JAMA
	Supplemental omega-3 fatty acids are thought to be beneficial for brain health because there is a high concentration of fatty acids in the brain, which helps in the flow of electrical signals.104  Researchers and physicians have promoted the intake of omega-3 fatty acids for the prevention of many health outcomes, including cognitive decline.105 In the AREDS2 trial, supplementation with omega-3 fatty acids (n= 1521) did not have an effect on cognitive function compared to no supplementation (n=1503) in patients who were at risk for developing late age-related macular degeneration. There was no difference in change in cognitive functioning scores between the supplement and no supplement group (-0.19 vs -0.18; difference in yearly change, -0.03; 995 CI, -0.20 to 0.13; P=.63). This is a reversal of omega 3 fatty acids for protecting cognitive functioning.
	2017. AHRQ report. “ Low-strength evidence suggests omega-3 fatty acids and ginkgo biloba did not reduce CATD incidence or improve cognitive performance in adults with normal cognition.” 106  
	PubMed suggestion

	281
	Rehabilitation After Immobilization for Ankle Fracture The EXACT Randomized Clinical Trial
Moseley et al.
	Orthopedic 
	10/6/2015
JAMA
	It is often recommended that people who have fractured their ankle undergo a supervised exercise program of some kind after the immobilization of the ankle fracture is complete, but the effects of this type of rehabilitation are not clearly established.107 This randomized control trial did not find any additional benefits for people who had isolated and uncomplicated ankle fracture who underwent a supervised exercise program (n=106) as compared with those who only received advice (n=108) following the removal of immobilization. At 3 months, mean difference in activity limitation score was 0.4 (95% CI, -3.9 to 3.2) and mean difference in quality of life was -0.04 (95% CI, -0.09 to 0.01). This is a reversal of rehabilitation after immobilization for ankle fracture. 
	None found
	rehabilitation after ankle fracture

	282
	Naproxen With Cyclobenzaprine, Oxycodone/Acetaminophen, or Placebo for Treating Acute Low Back Pain A Randomized Clinical Trial
Friedman et al.
	Orthopedic 
	10/20/2015
JAMA
	Low back pain is very common and treatment protocols in emergency departments are heterogeneous, ranging from medication with nonsteroidal anti-inflammatory drugs (NSAIDs), skeletal muscle relaxants, and opioids.108  A randomized study found that among patients with acute, nontraumatic, nonradicular low back pain presenting in the emergency room, adding cyclobenzaprine (n=108), oxycodone plus acetaminophen (n=108), or placebo (n=107) to naproxen did nothing to improve functional outcomes or pain for these patients one week later. Between-group difference in mean Roland-Morris Disability Questionnaire improvement for cyclobenzaprine vs placebo was 0.3 (98.3% CI, −2.6 to 3.2; P = .77), for oxycodone/acetaminophen vs placebo, 1.3 (98.3% CI, −1.5 to 4.1; P = .28), and for oxycodone/acetaminophen vs cyclobenzaprine, 0.9 (98.3% CI, −2.1 to 3.9; P = .45). This is a reversal of cyclobenzaprine and oxycodone/acetaminophen for treating acute low back pain in emergency departments in addition to naproxen.
	None found  
	pharmacologic treatment for low back pain

	283
	Autologous Hematopoetic Stem Cell Transplantation for Refractory Crohn Disease A Randomized Clinical Trial 
Hawkey et al.
	Gastroenterology/Hepatology 
	12/15/2015
JAMA
	Crohn disease is a chronic relapsing inflammatory condition of the gastrointestinal tract that can result in lifelong ill health, impaired quality of life, and reduced life expectancy. Immunosuppressive drugs are standard of care for Crohn disease, but some patients do not respond or become unresponsive to treatment. Hematopoietic stem cell transplantation (HSCT) might have a role to play in some of these treatment-resistant cases. Case reports and series describe long-term treatment-free disease regression with autologous and allogeneic HSCT in some but not all patients with Crohn disease and in other patients with conditions that have autoimmune pathology, such as systemic sclerosis.109 This study found that among adult patients with refractory Crohn disease not amenable to surgery who had impaired quality of life, HSCT (n=21), compared with conventional therapy (n=21), did not result in a statistically significant improvement in sustained disease remission at 1 year (remission in 2 patients in the HSCT group vs 1 patient in control group; absolute difference, 4.2%; 95% CI, -14.2% to 22.6%; P=.60). The HSCT group had 76 adverse events compared to 38 in the control group. This is a reversal of autologous HSCT for refractory Crohn disease. 
	A 2017 SR/MA concluded that hematopoietic stem cell transplantation led to high remission rates.  It should be noted that this SR was not limited to RCTs (included case-series), and the information they used for this RCT did not appear to be correct.110 
	PubMed suggestion

	284
	Effect of Prehospital Induction of Mild Hypothermia on Survival and Neurological Status Among Adults With Cardiac Arrest A Randomized Clinical Trial
Kim et al.
	Cardiovascular 
	1/1/2014
JAMA
	Mild therapeutic hypothermia was first used in the treatment of patients with cardiac arrest because people thought this was a way to reduce cerebral oxygen demand, which could improve neurological outcomes in these patients.  This practice became more common and was incorporated into several sets of guidelines after several positive randomized controlled trials, some encouraging the cooling as soon as spontaneous circulation returns. 111-113 Some hospitals even incorporated pre-hospital cooling into their treatment protocol.114 This randomized controlled study compared therapeutic hypothermia with (n=292) and without (n=396) ventricular fibrillation to no hypothermia with (n=291) and without (n=380) ventricular fibrillation and found that the addition of therapeutic hypothermia to standard care did not improve survival or neurological status in cardiac patients. Survival to hospital discharge was similar among the intervention and control groups among patients with VF (62.7% [95% CI, 57.0%-68.0%] vs 64.3% [95% CI, 58.6%-69.5%], respectively; P = .69) and among patients without VF (19.2% [95% CI, 15.6%-23.4%] vs 16.3% [95% CI, 12.9%-20.4%], respectively; P = .30). This is a reversal of mild hypothermia for cardiac arrest with or without ventricular fibrillation. 
	2016. Cochrane review. “Currently, there is no convincing evidence to clearly delineate beneficial or harmful effects of pre-hospital induction of cooling in comparison to in-hospital induction of cooling. This conclusion is based on very low quality evidence.”115  
	PubMed suggestion

	285
	Mechanical Chest Compressions and Simultaneous Defibrillation vs Conventional Cardiopulmonary Resuscitation in Out-of-Hospital Cardiac Arrest The LINC Randomized Trial
Rubertsson et al.
	Critical care 
	01/01/2014
JAMA
	Cardiopulmonary resuscitation (CPR) is practiced on cardiac arrest patients to restore spontaneous circulation, but there are drawbacks with the procedure that cause it to be less effective,116 such as human limitations of consistency, strength, and duration.117 Therefore, mechanical depression devices have been designed to provide more effective means of delivering CPR. LUCAS is a chest compression device that was in use since 2003 for treating patients with cardiac arrest.118 This study found that mechanical chest compressions with LUCAS (n=1300) had no significant effect on survival compared to manual CPR (n=1289) in patients with out-of-hospital cardiac arrest. Four-hour survival occurred for 23.6% of patients with mechanical CPR and 23.7% with manual CPR (risk difference, -0.05%, 95% CI, -3.3% to 3.2%; P>.99). This is a reversal of mechanical CPR in out-of-hospital cardiac arrest. 
	2016. "The ability to achieve ROSC with mechanical devise was inferior to manual chest compression during resuscitation. The use of mechanical chest compression cannot be recommended as a replacement for manual CPR, but rather a supplemental treatment in an overall strategy for treating CA patients."119 
	PubMed suggestion

	286
	Web-Based Alcohol Screening and Brief Intervention for University Students A Randomized Trial
Kypri et al.
	Public health/Preventive medicine
	3/26/2014
JAMA
	Alcohol consumption is common among young adults and college students.  Unhealthy alcohol consumption can lead to adverse outcomes, and web-based alcohol screenings and brief intervention programs were therefore designed to promote healthy alcohol use.  While these programs have not been implemented on a national scale in any country, they have been implemented on smaller, local scales.  Several commercial programs are available for college students and many others have been tested in various academic settings.120-124  In this study, web-based alcohol screening and a brief intervention program (n=1437) did not lead to better alcohol consumption outcomes compared to screening only (n=1413) for students who screened positive for alcohol abuse. The intervention group did not drink less often compared to control (RR, 0.95; 99.17% CI, 0.88-1.03; P=.08) or less overall (RR, 0.95; 99.17% CI, 0.81-1.10; P.33) and academic problem scores were not lower (RR, 0.91; 99.17% CI, 0.76-1.08; P=.14). Effects on risks of binge drinking (OR, 0.84; 99.17% CI, 0.67-1.05; P=.04) and heavy drinking (OR, 0.77; 99.17% CI, 0.56-1.05; P = .03) were not statistically significant. This is a reversal of web-based screening plus brief interventions for reducing unhealthy alcohol use in university students. 
	None found
	PubMed suggestion

	287
	Effect of PET Before Liver Resection on Surgical Management for Colorectal Adenocarcinoma Metastases A Randomized Clinical Trial 
Moulton et al.
	Oncology 
	5/14/2014
	About 50% of people with colorectal cancer will develop liver metastases.125 126  Positron emission tomography (PET) and computed tomography (CT) as a combined procedure can detect occult metastases that are not detected during surgical treatment of colorectal cancer.  Their use became common after several smaller studies were published.126-128 In this study, use of PET in combination with CT (n=263) did not lead to changes in surgical management in patients who had a resectable colorectal liver metastases when compared to patients who received no PET-CT (n=134). After a median follow-up of 36 months, survival rate did not differ between the two groups (hazard ratio, 0.86; 95% CI, 0.60-1.21; P = .38). This is a reversal of the addition of PET to CT before liver resection for colorectal adenocarcinomas.
	None found
	PET in combination with CT for liver resection in colorectal cancer

	288
	Effect of Physical Therapy on Pain and Function in Patients With Hip Osteoarthritis A Randomized Clinical Trial
Bennell et al.
	Orthopedic 
	5/21/2014
JAMA
	Hip osteoarthritis is a common condition, and guideline-recommended treatment advocates the use of physiotherapy.129 Patients with hip osteoarthritis in this study who were treated with physical therapy (n=49) did not have improvements in pain or function, as compared to sham treatment (n=53). At week 13, mean difference in Visual Analog pain scores was 6.9 mm, favoring sham (95% CI, -3.9 to 17.7) and function scores were also similar and favoring sham treatment with a mean difference of 1.4 units (95% CI, -3.8 to 6.5). This is a reversal of physical therapy for reducing pain and improving functionality in patients with hip osteoarthritis. 
	None found
	GoogleSchoolar - RCT cited MA

	289
	Effect of Endoscopic Sphincterotomy for Suspected Sphincter of Oddi Dysfunction on Pain-Related Disability Following Cholecystectomy The EPISOD Randomized Clinical Trial
Cotton et al.
	Gastroenterology/Hepatology 
	5/28/2014
JAMA
	Sphincter of Oddi manometry is the gold standard for diagnosing sphincter of Oddi dysfunction and is commonly used to determine the etiology of pancreatitis in patients who have undergone endoscopic retrograde cholangiopancreatography (ERCP).130 131 Sphincterotomies are commonly used in sphincter of Oddi manometry to remove stones or to relieve scarring or spasms of the sphincter.132 133 In this study, patients with abdominal pain after cholecystectomy who had undergone sphincterotomy (n=141) had worse risk of pain compared to sham treatment (n=73). Success treatment (less than 6 days of disability due to pain in the prior 90 days with no narcotic use) occurred in 37% of patients in the sham group and 23% in the sphincterotomy group (adjusted risk difference, -15.6%; 95% CI, -28.0% to -3.3%; P=.01). This is a reversal of sphincterotomy for abdominal pain after cholecystectomy undergoing ERCP with manometry. 
	There is only one published Cochrane review on this topic and it is from 2001.  It concluded that there was insufficient data to make a recommendation (2 studies were included in the review).134   There was one SR/MA of RCTs and observational studies that looked at this topic, but did not include this study in its review, even though the study was published 2 years before the SR/MA.  It found that there was no improvement in pancreatitis with endoscopic sphincterotomy in patients who received endoscopic retrograde cholangiopancreatography and stent.135 
	GoogleSchoolar - RCT cited MA

	290
	Effect of Postoperative Antibiotic Administration on Postoperative Infection Following Cholecystectomy for Acute Calculous Cholecystitis A Randomized Clinical Trial
Regimbeau et al.
	Gastroenterology/Hepatology 
	7/9/2014
JAMA
	Antibiotics are often given to a patient after cholecystectomy surgery to prevent subsequent infections, but this treatment has not been thoroughly tested as to whether or not it is necessary.136 137  In this study of patients with mild or moderate calculous cholecystitis, the continuation of the antibiotic regimen, amoxicillin plus clavulanic acid, after surgery (n=207) did not lead to lower rates of post-operative infection, compared to no antibiotics post-surgery (n=207). At the 4-week follow-up visit, rates of infection were 17% for the no-treatment group and 15% for the antibiotic group (absolute difference, 1.93%; 95% CI, -8.98% to 5.12%). This is a reversal of antibiotic administration to prevent postoperative infection following a cholecystectomy. 
	None found 
	GoogleSchoolar - RCT cited MA

	291
	Effects of Hydroxychloroquine on Symptomatic Improvement in Primary Sjögren Syndrome The JOQUER Randomized Clinical Trial
Gottenberg et al.
	Rheumatology 
	7/16/2014
JAMA
	Hydroxychloroquine and corticosteroids are commonly prescribed for patients with Sjögren Syndrome, but data on their efficacy are sparse and conflicting.138-141  In this trial, patients with Sjögren Syndrome treated with hydroxychloroquine (n=56) did not have improvements in eye dryness, pain, or fatigue, compared to patients who received placebo (n=64).  Reduction of symptoms by 30% occurred in 17.9% of patients in the hydochloroquine group and 17.2% in the placebo group (OR, 1.01; 95% CI, 0.37-2.78; P=.98). This is a reversal of hydroxychloroquine for treating symptoms of primary Sjögren syndrome.
	2017. “This systematic review showed that there is no significant difference between HCQ [hydroxychloroquine] and placebo in the treatment of dry mouth and dry eye in pSS [primary Sjögren Syndrome.]”142  
	PubMed suggestion

	292
	Brief Intervention for Problem Drug Use in Safety-Net Primary Care Settings A Randomized Clinical Trial
Roy-Byrne et al.
	Public health/Preventive medicine
	8/6/2014
JAMA
	Programs with screening, brief intervention, and treatment for drug dependency have been widely adopted in medical settings, even though evidence for their effectiveness has been limited.143 144  In this trial, there were no positive improvements in drug use in patients with drug use for patients who received a one-time brief intervention plus booster call (n=435) compared to usual care (n=433). Differences in mean days of drug use at 3 months postintervention were 11.87 for the treatment group and 9.84 for the control group (between group difference, β=0.89; 95% CI, -0.49 to 2.26). This is a reversal of one-time brief interventions with telephone booster in a primary care setting for drug use intervention. 
	None found
	brief intervention for drug use (with our without "safety net”)

	293
	Screening and Brief Intervention for Drug Use in Primary Care The ASPIRE Randomized Clinical Trial 
Saitz et al.
	Public health/Preventive medicine
	8/6/2014
JAMA
	Programs with screening, brief intervention, and treatment for drug dependency have been widely adopted in medical settings, even though evidence for their effectiveness has been limited.143 144  This study randomized primary care patients identified as drug users by screening to one of 3 groups: brief negotiated interviewing (BNI), motivational interviewing (MOTIV), and no brief intervention. Mean days of drug use over a 30-day period was 11 for the BNI group, 12 for MOTIV group, and 12 for control group (incidence RR, 1.05; 95% CI, 0.84-1.32; P = .81 for both comparisons vs no brief intervention). This is a reversal of brief interventions for drug use in the primary care setting.  
	None found
	

	294
	Acupuncture for Chronic Knee Pain A Randomized Clinical Trial
Hinman et al.
	Orthopedic 
	10/1/2014
JAMA
	Chronic knee pain is common in older adults and as people age.  Acupuncture is a popular complementary and alternative medicine treatment for treating pain145 and has been shown to be effective in one meta-analysis.146   In this trial, patients with chronic knee pain, >50 years of age, were randomized to needle acupuncture (n=70), laser acupuncture (n=71), sham acupuncture (n=70), and no acupuncture (n=71). At 12 weeks, neither needle nor laser acupuncture improved knee pain (mean difference; −0.4 units; 95% CI, −1.2 to 0.4, and −0.1; 95% CI, −0.9 to 0.7, respectively) or physical function (−1.7; 95% CI, −6.1 to 2.6, and 0.5; 95% CI, −3.4 to 4.4, respectively) compared with sham at 12 weeks.
This is a reversal of acupuncture for treating patients with chronic knee pain.  
	None found
	

	295
	Effect of Screening for Coronary Artery Disease Using CT Angiography on Mortality and Cardiac Events in High-Risk Patients With Diabetes The FACTOR-64 Randomized Clinical Trial
Muhlestein et al.
	Endocrinology, Diabetes, and Metabolism 
	12/3/2014
JAMA
	People with diabetes have a high risk of developing severe coronary artery disease (CAD).  CAD is the most common cause of death among patients with diabetes.147 Screening for CAD may help identify individuals at high risk of CAD who may benefit from management and treatment. Coronary computed tomography angiography (CCTA) was a common form of screening being used for CAD screening.148 However, in this trial, there were no differences in a composite of all-cause mortality, nonfatal myocardial infarction, or unstable angina requiring hospitalization between patients with diabetes who were screened using CCTA (n=395) and those who were not screened (n=504). At 4 years follow up, the composite outcome occurred in 6.2% from the CCTA group vs 7.6% from no treatment group (HR, 0.80; 95% CI, 0.49-1.32; P=.38). This is a reversal of using CCTA to screen for CAD in patients with diabetes. 
	2017. “Current available data do not support screening [with CCTA] for coronary artery disease in patients with type 2 diabetes for preventing fatal events.”149  
	GoogleSchoolar - RCT cited MA

	296
	Effect of Fenoldopam on Use of Renal Replacement Therapy Among Patients With Acute Kidney Injury After Cardiac Surgery A Randomized Clinical Trial
Bove et al.
	Nephrology 
	12/3/2014
JAMA
	Acute kidney injury (AKI) is common after cardiac surgery and is an independent predictor of higher mortality among patients who received cardiac surgery.150   Fenoldopam is a therapy that has been used for treatment of AKI in this setting and is considered part of standard care.151 152 In this trial, fenoldopam (n=338) did not reduce the rate of renal replacement therapy compared to placebo (n=329) in patients with acute kidney injury after cardiac surgery.  This study ended early for futility. Twenty percent of patients in the fenoldopam and 18% of patients in the placebo group received renal replacement therapy (P=.47). This is a reversal of fenoldopam for treating AKI after cardiac surgery. 
	2015. “In this analysis, peri-operative treatment with fenoldopam was associated with a significant reduction in post-operative AKI but it had no impact on renal replacement therapy or hospital mortality.” 153 This review did not include the RCT.
	GoogleSchoolar - RCT cited MA

	297
	Low-Dose Aspirin for Primary Prevention of Cardiovascular Events in Japanese Patients 60 Years or Older With Atherosclerotic Risk Factors A Randomized Clinical Trial 
Ikeda et al.
	Cardiovascular 
	12/17/2014
JAMA
	Based on several studies showing a beneficial effect of aspirin, the 2002 United States Preventive Services Task Force found "good" evidence that aspirin decreases coronary heart disease in high-risk adults.154   Other organizations, such as the American Diabetes Association, American Heart Association, and the European Society of Cardiology also recommend aspirin prophylaxis for certain high-risk groups.154  Recommendations by the Joint Research Committee for Cardiac Disease in Japan advises physicians to “consider the use of aspirin for those with risk factors”.155 Although aspirin use for preventing cardiovascular events is not widespread in Japan, US guidelines are often adapted in other countries without considering their appropriateness in non-US populations. This study on low-dose aspirin use in Japanese men, 60 years or older, found that, compared to no aspirin (n=7244), daily low-dose aspirin (n=7220) did not lead to lower rates of a composite of death from cardiovascular causes, nonfatal stroke, or nonfatal myocardial infarction (2.77% in aspirin group vs 2.96% in no-aspirin group; HR, 0.94; 95% CI, 0.77-1.15; P=.54). This is a reversal of low-dose aspirin for primary prevention of cardiovascular events in Japanese patients with atherosclerotic risk factors.
	2017. “Evidence for aspirin in primary prevention is heterogeneous and limited by rare events and few credible subgroup analyses… The beneficial effect of aspirin for the primary prevention of CVD is modest and occurs at doses of 100 mg or less per day.156
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	298
	Effect of Maintenance Tocolysis With Nifedipine in Threatened Preterm Labor on Perinatal Outcomes A Randomized Controlled Trial
Roos et al. 
	Obstetrics/Gynecology 
	1/2/2013
JAMA
	Preterm labor is relatively common occurrence that can result in high health care costs.  Tocolytics are often used to prevent uterine contractions but none are recommended above any others, in general.157  Nifedipine is one such commonly used tocolytic agent.158 This paper showed that In patients with threatened preterm labor, treatment with nifedipine (n=201) did not result in a statistically significant reduction in adverse perinatal outcomes when compared with placebo (n=205). Twenty-four of 201 participants (11.9%) in the nifedipine group vs 28/205 (13.7%) in the placebo group experience a composite of perinatal death, chronic lung disease, neonatal sepsis, intraventricular hemorrhage >grade 2, periventricular leukomalacia >grade 1, or necrotizing enterocolitis (RR, 0.87; 95% CI, 0.53-1.45). This is a reversal of nifedipine for maintaining tocolysis in threatened preterm labor. 
	2013. Cochrane review. “Based on the current available evidence, maintenance treatment with a calcium channel blocker after threatened preterm labour does not prevent preterm birth or improve maternal or infant outcomes.” 159  
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	299
	Effect of Corticosteroid Injection, Physiotherapy, or Both on Clinical Outcomes in Patients With Unilateral Lateral Epicondylalgia A Randomized Controlled Trial
Coombes et al.
	Orthopedic 
	2/6/2013
JAMA
	Corticosteroid injection is a common treatment for patients with lateral epicondylalgia,160 but because of the high recurrence rates, alternative treatments, such as physiotherapy, are also used. A conservative treatment, consisting of physiotherapy, is the recommended for the management of this condition.161  In this randomized controlled trial, patients with unilateral lateral epicondylalgia were randomized to corticosteroid injection (n=43), corticosteroid injection plus physiotherapy (n=39), placebo injection (n=40), or placebo injection plus physiotherapy n=41). Corticosteroid injections had worse rates of complete recovery or much recovery at 83% compared to placebo at 96% (RR, 0.86; 99% CI, 0.75-0.99; P=.01) and greater 1-year recurrence (54% vs 12%; RR, 0.23; 99% CI, 0.10-0.51; P<.001). Physiotherapy rates of recovery were 91% vs 88% for no physiotherapy (RR, 1.04; 99% CI, 0.90-1.19; P=.56) and recurrence was also similar at 29% vs 38% (RR, 1.31; 99% Ci, 0.73-2.35; P=.25). This is a reversal of corticosteroid injection and physiotherapy for patients with unilateral lateral epicondylalgia. 
	2015. “Pooled data from RCTs indicate a lack of intermediate- to long-term clinical benefit after nonsurgical treatment of lateral epicondylitis compared with observation only or placebo.” 162 
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	Effect of Early vs Late Tracheostomy Placement on Survival in Patients Receiving Mechanical Ventilation The TracMan Randomized Trial
Young et al.
	Critical care
	5/22/2013
JAMA
	Tracheostomies are commonly performed on patients who require prolonged ventilation.  Tracheostomies appear to increase patient comfort and lead to faster time to weaning from mechanical ventilation.163  Survey data indicate that there are wide variations in time to tracheostomy – with 13% of respondents initiating tracheostomy within 2 days and a median time of 10 to 11 days.164  Retrospective data suggested that earlier tracheostomy led to faster recovery from mechanical ventilation, shorter hospital stay, and a reduction in hospital mortality. In this trial, earlier tracheostomy would lead to faster recovery from mechanical ventilation, but in this trial earlier tracheostomy (within 4 days, n=451)) did not lead to improvements in 30-day mortality compared to late tracheostomy (after 10 days if still indicated, n=448). All-cause mortality after 30 days was 30.8% for the early group and 31.5% in the late group (absolute RR, 0.7%; 95% CI, -5.4% to 6.7%; P=.89). This is a reversal of early tracheostomy for patients receiving mechanical ventilation. 
	2014. “Among the patients requiring prolonged MV [mechanical ventilation], ET [early tracheostomy] showed no significant difference in clinical outcomes compared to that of the LT/PI [late tracheostomy/prolonged intubation] group.”165 
	PubMed suggestion

	301
	Early Parenteral Nutrition in Critically Ill Patients With Short-term Relative Contraindications to Early Enteral Nutrition A Randomized Controlled Trial
Doig et al.
	Critical care 
	5/22/2013
JAMA
	Parenteral nutrition (PN) can provide nutrition for critically ill patients who cannot receive nutrition enterally. However, the timing of when to begin PN has been debated.  Guidelines such as the European Society for Clinical Nutrition and Metabolism recommend starting PN within 24 to 48 hours of ICU admission if enteral nutrition is contraindicatedr,166 167 rather than waiting at least a week, as recommended by the American Society for Parenteral and Enteral Nutrition .168  In this trial, early PN (n=678) did not improve 60-day mortality compared to standard care (n=680).  Day-60 mortality was 22.8% for standard care vs 21.5% for early PN (risk difference, -1.26%; 95% CI, -6.6 to 4.1; P=.60). This is a reversal of early PN for critically ill patients with short-term relative contraindications to early enteral nutrition.
	2015. “Overall, this meta-analysis from RCTs indicates that provision of ePN [early parenteral nutrition] within 24-48 hours has no benefit on the survival rate in critically ill patients.” 169  
	PubMed suggestion

	302
	Effect of Soy Protein Isolate Supplementation on Biochemical Recurrence of Prostate Cancer After Radical Prostatectomy A Randomized Trial
Bosland et al.
	Oncology 
	7/10/2013
JAMA
	Observational studies have shown an association between high soy intake and low prevalence of prostate cancer.170  The belief that soy is protective in preventing prostate cancer seems biologically plausible in that soy foods contain isoflavones, which contain antioxidant and anticancer properties.171  Sales of soy increased from $300 million in 1992 to $4 billion in 2008.172 Several companies were marketing soy isoflavones to help prevent prostate and breast cancer.173  In this study, soy protein isolate supplements (n=78) did not reduce recurrence of prostate cancer compared to placebo (n=73) in patients after radical prostatectomy. The rate of biochemical recurrence of prostate cancer was 27.3% for participants in the treatment group and 29.5% in the placebo group (HR, 0.96; 95% CI, 0.53-1.72; P=.89). This is a reversal of soy protein isolate supplementation for preventing recurrence of prostate cancer after radical prostatectomy. 
	None found
	"soy protein isolate" and prostate cancer

	303
	Menopausal Hormone Therapy and Health Outcomes During the Intervention and Extended Poststopping Phases of the Women’s Health Initiative Randomized Trials
Manson et al.
	Obstetrics/Gynecology
	10/2/2013
JAMA
	Postmenopausal hormone replacement therapy (HRT) was initially used in the 1940s as a way to delay age-related health outcomes, but in the 1970’s, studies began to emerge showing that the use of HRT, specifically unopposed estrogen, was associated with endometrial cancer.  Progesterone was thought to oppose the effects of estrogen and mitigate the excess risk of cancer, so women began to take them again.  By the 1990s, HRTs were the most commonly prescribed medications.174  The Women’s Health Initiative investigated the effects of HRT in postmenopausal women compared to placebo.  This paper is an overview of the many health effects of HRT and found that there is a complex pattern of risks and benefits. The authors concluded that HRT is not an appropriate or recommended intervention for the prevention of chronic disease in postmenopausal women.
	2015. “The current evidence suggests that MHT [menopausal hormone therapy] does not affect the risk of death from all causes, cardiac death and death from stroke or cancer.”175 Another SR/MA (2016) did not find any cardiovascular benefit to hormone therapy.176   
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	304
	Universal Glove and Gown Use and Acquisition of Antibiotic-Resistant Bacteria in the ICU A Randomized Trial 
Harris et al.
	Critical care
	10/16/2013
JAMA
	The emergence of antibiotic-resistant bacteria has become a serious public health issue. To help prevent the spread of these organisms, policies recommending contact precautions (e.g. gloves and gowns) were made by the Centers for Disease Control and Prevention.177 In this trial, intensive care units (ICUs) were randomized to usual care of ICUs (n of ICUs=10) or a protocol where all health care workers are required to wear gloves and gowns for all patient contact (intervention ICUs; n of ICUs=10). There was no difference in the acquisition of methicillin-resistant Staphylococcus aureus or vancomycin-resistant Enterococcus between ICUs that had universal glove and gown use and those that did not (difference, −1.71 acquisitions per 1000 person-days, 95% CI, −6.15 to 2.73; P = .57). This is a reversal of requiring that all health care workers in ICUs wear gloves and gowns for all patient contact and when entering a patient room. 
	2014. “Contact precautions did not significantly reduce the VRE acquisition rate.” 178  This review did not include the RCT.
	gloves and gowns for antibiotic resistant bacteria  in icu

	305
	Effect of Risk-Reduction Counseling With Rapid HIV Testing on Risk of Acquiring Sexually Transmitted Infections The AWARE Randomized Clinical Trial
Metsch et al.
	Infectious 
	10/23-30/2013
JAMA
	In 1999, the CDC issued recommendations that encouraged counseling and screening to prevent human immunodeficiency virus (HIV) incidence and the impact of existing HIV.179  In 2006, these recommendations were changed, and the recommendation for counseling at the time of testing were relaxed,180 but some states still recommend counseling in addition to HIV testing.181  In the AWARE trial, rapid HIV testing with patient-centered risk-reduction counseling (n=2505) did not reduce the incidence of sexually transmitted disease (STD) among patients in STD clinics compared to receiving information with rapid testing (n=2507). Rate of STDs was 12.3% in the counseling group and 11.1% in the information-only group (adjusted RR, 1.12; 95% CI, 0.94=1.33). This is a reversal of implementing risk-reduction counseling compared to receiving information during rapid HIV testing. 
	None found
	risk reduction counseling and sexually transmitted infections

	306
	Effects of Fluid Resuscitation With Colloids vs Crystalloids on Mortality in Critically Ill Patients Presenting With Hypovolemic Shock The CRISTAL Randomized Trial
Annane et al.
	Critical care
	11/6/2013
JAMA
	Colloid solutions, such as albumin, are widely used to increase interstitial fluid volume because of their ability to increase oncotic pressure within the interstitium, but they are more expensive than other options (e.g. hypertonic saline) and may not provide any additional benefits.182  In the CRISTAL trial, colloidal solutions (n=1414) given to patients with hypovolemic shock did not improve 28-day mortality, when compared to patients treated with crystalloid solutions (n=1443). Rate of death at 28 days was 25.4% in the colloids group vs 27.0% in the crystalloids group (RR, 0.96; 95% CI, 0.88-1.04; P=.26). This is a reversal of colloids for critically ill patients presenting with hypovolemic shock. 
	2014. “The present meta-analysis did not demonstrate significant advantage of using albumin-containing fluids for resuscitation in patients with sepsis of any severity… crystalloids should be the first choice for fluid resuscitation in septic patients.” 183   
	PubMed suggestion
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	Effect of Communication Skills Training for Residents and Nurse Practitioners on Quality of Communication With Patients With Serious Illness A Randomized Trial
Curtis et al.
	Critical care
	12/4/2013
JAMA
	Discussing end-of-life care can be an uncomfortable but sometimes unavoidable component of patient care.  Good communication skills are necessary for health care providers in these types of circumstances.  Several types of training are available for health care providers, including one by the American Medical Association.184 185   In this trial, training medical professionals in simulation-based communication skills (n=78) did not result in improved patient-reported of communication compared to usual education (n=116). Quality of communication questionnaire scores were similar for patients (difference, 0.4 points; 95% CI, -0.1 to 0.9; P=.15) and for families (difference, 0.1; 95% CI, -0.8 to 1.0; P=.81). This is a reversal of simulation-based communication training in place of usual education on end-of-life care for internal medicine and nurse practitioner trainees. 
	2017. “Meta-analysis showed no effect on patient outcomes.“186 
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	Effect of Nortriptyline on Symptoms of Idiopathic Gastroparesis The NORIG Randomized Clinical Trial
Parkman et al.
	Gastroenterology/Hepatology
	12/25/2013
JAMA
	There are few used or approved drugs for increasing gastric emptying in gastroparesis, and administration of these drugs is limited due to serious adverse effects.187 Some symptoms of gastroparesis are due to neuropathic events and have led some to theorize that tricyclic antidepressants, a class of neuromodulating drugs, may be effective in treating the condition. Several organizations have recommended tricyclic antidepressants for the antiemetic treatment of   gastroparesis.188 189 “In clinical practice, tricyclic antidepressants (TCAs) in low doses are used as neuromodulators for treatment of nausea, vomiting, and abdominal pain in patients with gastroparesis.”190 In this trial, nortriptyline (n=65), a tricyclic antidepressant, did not improve symptoms of gastroparesis compared to placebo (n=65).  Decrease in baseline Gastroparesis Cardinal Symptom Index scores of at least 50% on 2 consecutive assessments was similar between the nortriptyline group (23%; 95% CI, 14%-35%) and placebo group (21%; 95% CI, 12%-34%; P=.86). This is a reversal of nortriptyline for treating symptoms of idiopathic gastroparesis. 
	None found
	There was no SR/MA on this specific topic.
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	Effect of mammographic screening from age 40 years on breast cancer mortality at 10 years' follow-up: a randomized controlled trial Moss et al.

	Public health and general preventive medicine 
	12/9/2006
LANCET
	In the past, the American Cancer Society recommended that women between the ages of 40-49 get mammograms every 1-2 years.1 The benefit of mammograms for women under the age of 50 has not been established. 160 921 women aged 39-41 years old were randomly assigned in the ratio of 1:2 to an intervention group of annual mammography to age 48 or to a control group of usual medical care. At a mean follow-up of 10.7 years, there was no significant difference in breast cancer mortality between the intervention and control groups (relative risk 0.83 [95% CI 0.66-1.04], p=0.11). This is a reversal of the recommendation of mammographic screening every 1-2 years for women ages 40-49.
	2013. Cochrane review. “The chance that a woman will benefit from attending screening is small at best, and - if based on the randomised trials - ten times smaller than the risk that she may experience serious harm in terms of overdiagnosis.”2 

	PubMed

	83
	Magnesium sulphate for treatment of severe tetanus: a randomized controlled trial Thwaites et al.

	Clinical care medicine 
	10/21/2006
LANCET
	Tetanus, while rare in the developed world, is still common in other parts of the world, and has high mortality in those regions.3   Magnesium sulfate is sometimes used for this indication because it inhibits the release of catecholamines and is a neuromuscular relaxant.3 4  This study, conducted in Ho Chi Minh City, Vietnam, compared magnesium sulphate (n=97) to placebo (n=98) in treatment of patients with severe tetanus. They found no difference in need for mechanical ventilation between the two groups (odds ratio 0.71, [95% CI 0.36 – 1.40; p=0.324]), no difference in survival. The magnesium group, however, required less midazolam and pipecuronium to control muscle spasms. This is a reversal of the use of magnesium sulphate for treatment of severe tetanus. 
	2012. Anaesthetists of Great Britain and Ireland. “Magnesium sulphate did not reduce mortality, relative risk (95% CI): vs placebo, 0.80 (0.41–1.58); vs diazepam, 1.11 (0.70–1.75). The data on duration of total intensive care unit stay, total hospital stay and the need for ventilatory support were conflicting and pooling of results could not be done due to methodological differences of individual trials.”5 
	PubMed

	84
	30 day results from the SPACE trial of stent-protected angioplasty versus carotid endarterectomy in symptomatic patients: a randomized non-inferiority trial Ringleb et al.

	Cardiovascular disease 
	10/7/2006
LANCET
	Surgery is often recommended after ischemic events for patients with carotid stenosis.6  Carotid endarterectomy has often been used but carotid-artery stenting has been used with increasing frequency.7 The SPACE trial randomized 1200 patients within 180 days of transient ischemic attack or moderate stroke to either carotid-artery stenting (n=605) or carotid endarterectomy (n=595). This trial failed to show the non-inferiority of carotid-artery stenting compared to carotid endarterectomy in regards of death 30-day death rate (6.84% vs. 6.34%). This is a reversal of the use of carotid artery stenting for patients within 180 days of transient ischemic attack or moderate stroke. 
	2010. “Carotid endarterectomy was found to be superior to carotid artery stenting for short term outcomes
but the difference was not significant for intermediate term outcomes; this difference was mainly driven by nondisabling stroke.”8
	stent-protected angioplasty, carotid endarterectomy

	85
	Secondary prevention of asthma by the use of Inhaled Fluticasone propionate in Wheezy INfants (IFWIN): double-blind, randomized, controlled study Murray et al.

	Pulmonary disease 
	8/26/2006
LANCET

	Wheeze is common in young children, affecting up to half of children by the time they are six.9  Even though children often grow out of their wheeze, about one-third continue with wheezing and asthma symptoms later in life.10  Steroids are commonly used for this indication, and, specifically, fluticasone proprionate is recommended by the British National Formulary for adults with asthma.11 They followed 1073 children prospectively, of whom 333 were eligible, and 200 began treatment (101 in placebo group and 99 in treatment group). The groups did not differ significantly in proportion of children with current wheeze, physician-diagnosed asthma or use of asthma medication, lung function, or airway reactivity. This is a reversal of the use of inhaled fluticasone propionate for secondary prevention of asthma. 
	No SR/MA specifically referencing the natural history of asthma
	Inhaled Fluticasone, asthma, long-term, later childhood

	86
	Continuous venovenous hemodiafiltration versus intermittent hemodialysis for acute renal failure in patients with multiple-organ dysfunction syndrome: a multicenter randomized trial Vinsonneau et al.

	Nephrology 
	7/29/2006
LANCET
	Acute renal failure is a serious condition that has historically had high mortality, but because of dialysis, the mortality rate has decined.12  Both continuous renal replacement therapy and intermittent dialysis have been used, and while both have advantages and disadvantages, continuous venovenous hemodiafiltration is more intensive and costly.12 This study compared the two methods, using the same polymer membrane and bicarbonate-based buffer, and looked at 60-day survival. 360 patients were randomized to either continuous (n=184) or intermittent (n=176). They found the rate of 60-day survival did not differ between intermittent (32%) and continuous (33%). This is a reversal of the practice of continuous venous hemodiafiltration in patients with acute renal failure and multiple-organ dysfunction syndrome.
	2007. Cochrane review. “We did not ﬁnd any difference between CRRT and IRRT with respect to mortality, renal recovery, and risk of haemodynamic instability or hypotension episodes.”13
	PubMed

	87
	Intrauterine insemination with controlled ovarian hyper stimulation versus expectant management for couples with unexplained subfertility and an intermediate prognosis: a randomized clinical trial                Steures et al.

	Obstetrics and Gynecology 
	7/15/2006
LANCET

	Ovarian stimulation is used to treat infertility because it is thought that the multiple mature follicles with stimulation would lead to higher pregnancy rates.  Follicle stimulating hormone and gonadotrophin-releasing hormone are often used in ovarian hyperstimulation, and several formulations were on the market at the time of this study.14  In this study, 253 couples were randomized to either intrauterine insemination with controlled ovarian hyperstimulation (n=127) for 6 months, or expectant managements (n=126) for 6 months. They found no significant difference in ongoing pregnancy at 6 months. 42 (33%) women in the intervention group conceived, and 29 (23%) were ongoing. 40 (32%) women in the expectant management group conceived, and 34 (27%) were ongoing. This is a reversal of the use of intrauterine insemination with controlled ovarian hyper stimulation for conception.  
	2016. Cochrane review. “However the trials provided insufficient data to investigate the impact of IUI with or without OH on several important outcomes including live births, multiple pregnancies, miscarriage and risk of ovarian hyperstimulation. There was no evidence of a difference in pregnancy rate for IUI with OH compared with timed intercourse in a natural cycle.”15 
	PubMed

	88
	Aminophylline in bradyasystolic cardiac arrest: a randomized placebo-controlled trial                    Abu-Laban et al.

	Cardiovascular disease 
	5/13/2006
LANCET
	Aminophylline is an adenosine antagonist and stimulates the release of catecholamines.16  Interest in aminophylline in the treatment of bradyasystolic cardiac arrest began in the early 1990s after the publication of several anecdotal reports. Since then, aminophylline has been sporadically used, but was included in CPR guidelines.17 18 This study randomized 971 subjects with asystole or pulseless electrical activity at fewer than 60 beats per minute, and who were unresponsive to initial treatment with epinephrine and atropine, to receive intravenous aminophylline (250 mg, and additional 250 mg if necessary) (n=486) or placebo (n=485). They found that, while aminophylline increased non-sinus tachyarrhythmias (34.6% vs. 26.2%), there was no difference in patients who survived to hospital discharge in the aminophylline group (2, 0.5%) and the placebo group (3, 0.6%). This is a reversal of the use of aminophylline in bradyasystolic cardiac arrest. 
	2015. Cochrane review. “The prehospital administration of aminophylline in bradyasystolic arrest is not associated with improved return of circulation, survival to admission or survival to hospital discharge.”16 
	PubMed

	89
	Effects of routine prophylactic supplementation with iron and folic acid on admission to hospital and mortality in preschool children in a high malaria transmission setting: community-based, randomised, placebo-controlled trial               Sazawal et al.


	Public health and general preventive medicine 
	1/14/2006
Lancet
	Children are often at high risk of being iron deficient, and as such, the World Health Organization guidelines recommend iron supplementation for children 2-5 years old.19  However, in populations that are also at high risk of malaria, recommendations may need to be reconsidered, as iron deficiency may protect against malaria and malaria-related deaths.20  Children aged 1-35 months living in Pemba, Zanzibar were assigned to either daily oral supplementation with iron (12.5 mg) and folic acid (50 μg, n=7950), iron, folic acid and zinc (n=8120), or placebo (n=8006). The iron and folic acid containing groups were stopped early due to safety concerns. Those who received iron and folic acid with or without zinc were 12% (95% CI 1.02 to 1.23, p=0.02) more likely to experience an adverse event and 11% (1.01 to 1.23, p=0.03), more like to be admitted to the hospital, and no more likely to have reduced mortality (RR=1.15; 95% CI=0.93 to 1.41, p=0.19).  This is a reversal of the practice of prophylactic iron and folic acid supplementation for reducing hospital admissions and mortality in preschool children in a high malaria transmission locale.
	2016. Cochrane review. The review concluded that iron plus folic acid supplementation does not have any effect on mortality, and hospitalizations were no different, although this RCT was not included in the meta-analysis on hospitalization.21 
	PubMed

	90
	Effect of BCG revaccination on incidence of tuberculosis in school-aged children in Brazil: the BCG-REVAC cluster-randomized trial               Rodrigues et al.
	Pulmonary disease 
	10/8/2005
LANCET
	The Bacillus Calmette-Guerin (BCG) vaccine was developed as a prevention method for tuberculosis, a prevalent and sometimes serious bacterial infection. Revaccination for tuberculosis is common in European countries, where at least a dozen of them had a policy for revaccination for children 5-8 years of age and more had policies for people 10-15 years of age.22 BCG vaccination is common in Brazil, but revaccination varies from state to state. 386 schools (176 846 children) were assigned BCG revaccination and 365 (171 293) no revaccination. 42 053 in the vaccine group were absent in the vaccine group and 47006 in the control group. The crude incidence of tuberculosis in the intervention group was 29.3 per 100 000 person years, and 30.2 per 100 000 in the control group. The efficacy of BCG revaccination was 9% (95% CI -16 to 29%). This is a reversal of the policy of BCG revaccination for incidence of tuberculosis. 
	None for revaccination 
	BCG revaccination, tuberculosis, school-aged children, adolescents

	91
	Assessment of the clinical effectiveness of pulmonary artery catheters in management of patients in intensive care (PAC-Man): a randomized controlled trial Harvey et al.
	Clinical care medicine 
	8/6/2005
LANCET
	The pulmonary artery catheter (PAC) was introduced 30 years ago, and it is widely used in critically ill patients, yet there has been no formal assessment of either its clinical effectiveness or cost-effectiveness23. Subjects in this study were identified by the treating physician as someone who should be managed using invasive hemodynamic monitoring, and randomized to management with (n=519) or without (n=522) a PAC. This study found no difference in hospital mortality between subjects with or without a PAC (68% [346 of 506] vs. 66% [333 of 507], p=0.39). This is a reversal of the routine use of PAC for patients in intensive care. 
	2013. Cochrane review. “Our review concluded that use of a PAC did not alter the mortality, general ICU or hospital LOS, or cost for adult patients in intensive care.”24 
	PubMed
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	Combination antibiotic susceptibility testing to treat exacerbations of cystic fibrosis associated with multiresistant bacteria: a randomized, double-blind, controlled clinical trial                  Aaron et al.

	Pulmonary disease 
	8/6/2005
LANCET
	People with cystic fibrosis often have chronic respiratory infections due to their inability to clear pathogens from their lower respiratory tract.25 Chronic treatment of these infections can cause antibiotic resistance.  Synergy testing or multiple-combination bactericidal testing has been implemented in several specialized laboratories to help optimize antibiotic therapy.26  In this RCT, 251 patients with cystic fibrosis who were chronically infected with multiresistant gram negative bacteria gave sputum at 3-month intervals for conventional culture and sensitivity tests for combination antibiotic susceptibility tests using multiple combination bactericidal antibiotic testing (MCBT). Patients who developed an exacerbation of pulmonary disease were randomized to receive a 14-day course of any two blinded antibiotics based on results from the conventional sputum culture and sensitivity testing (n=68) or results of MCBT (n=64). They found that the treatment based off combination antibiotic susceptibility testing did not lead to fewer pulmonary exacerbations or treatment failures, compared to standard culture and sensitivity results (hazard ratio 0.86 [95% CI 0.60–1.23], p=0.40). This is a reversal of the combination antibiotic susceptibility testing to treat exacerbations of cystic fibrosis. 
	2017. Cochrane review. “The current evidence, limited to one study, shows that there is insufficient evidence to determine effect of choosing antibiotics based on combination antimicrobial susceptibility testing compared to choosing antibiotics based on conventional antimicrobial susceptibility testing in the treatment of acute pulmonary exacerbations in people with cystic fibrosis with chronic Pseudomonas aeruginosa infection.” 27 
	PubMed
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	Chloramphenicol treatment for acute infective conjunctivitis in children in primary care: a randomized double-blind placebo-controlled trial                    Rose et al.

	Pediatrics 
	7/2/2005
LANCET
	Conjunctivitis is a very common condition in children.  About half of conjunctivitis cases are bacterial in nature and most will resolve in a few days without treatment.28 In a UK survey, 95% of physicians reported that they prescribed an antibiotic for acute conjunctivitis, with chloramphenicol being the commonest antibiotic prescribed for this indication.28 This study randomized 326 children aged 6 months to 12 years with a clinical diagnosis of conjunctivitis to receive chloramphenicol eye drops (n=163) or placebo (n=163). They found clinical cure by day 7 occurred in 128 (83%) of 155 children in the placebo compared to 140 (86%) of 162 with chloramphenicol (risk difference 3.8%, [95% CI −4.1% to 11.8%]). This is a reversal of the use of chloramphenicol for treatment of acute infective conjunctivitis. 
	2011. British Journal of General Practice. “Acute conjunctivitis seen in primary care can be thought of as a self-limiting condition, with most patients getting better regardless of antibiotic therapy.”29 
2013: Jama: “The majority of cases in bacterial conjunctivitis are self-limiting and no treatment is necessary in uncomplicated cases. However, conjunctivitis caused by gonorrhea or chlamydia and conjunctivitis in contact lens wearers should be treated with antibiotics.”
	PubMed

	94
	Endovascular aneurysm repair and outcome in patients unfit for open repair of abdominal aortic aneurysm (EVAR trial 2): randomized controlled trial EVAR Trial participants, Greenhalgh et al.

	Cardiovascular disease 
	6/25/2005
LANCET
	Abdominal aortic aneurysms are more common as people age, and larger aneurysms are more likely to rupture and lead to death.30 Surgery is often performed on larger aneurysms to prevent adverse outcomes, but because a number of people are not good candidates for traditional surgery, endovascular repair has been offered as an alternative.31  In the EVAR II trial, 338 patients aged 60 years or older who had aneurysms of at least 5.5 cm in diameter and who had been referred to one of 31 hospitals in the UK were assigned to receive either EVAR (n=166) or no intervention (n=172). By the end of follow up, they found no significant difference between the two groups in all-cause mortality (hazard ratio 1.21, [95% CI 0.87–1.69], p=0.25). This is a reversal of the use of EVAR in patients unfit for open repair of abdominal aortic aneurysms. 
	2014. Cochrane review. “In individuals considered unfit for open surgery, the results of a single trial found no overall short- or long-term benefits of EVAR over no intervention with regard to all-cause mortality, but individuals may differ and individual preferences should always be taken into account.”32
	PubMed

	95
	Endovascular aneurysm repair versus open repair in patients with abdominal aortic aneurysm (EVAR trial 1): randomized controlled trial EVAR Trial participants, Greenhalgh et al.
	Cardiovascular 
	6/25/2005
LANCET
	Abdominal aortic aneurysms are more common as people age, and larger aneurysms are more likely to rupture and lead to death.30 Surgery is often performed on larger aneurysms to prevent adverse outcomes, but because a good number of people are not good candidates for traditional surgery, endovascular repair has been offered as an alternative.31  In the EVAR I trial, 1082 patients aged 60 years or older who had aneurysms of at least 5.5 cm in diameter and who had been referred to one of 34 hospitals proficient in the EVAR technique were assigned to EVAR (n=543) or open repair (n=539). There was a reduction in aneurysm related deaths in the EVAR group (4% vs 7%, 0.55 [0.31-0.96], p=0.04), but all-cause mortality was similar in the two groups (hazard ratio 0.90, [95% CI 0.69-1.18], p=0.46). In addition, patients in the EVAR group had a higher proportion of postoperative complications within 4 years of randomization compare to the open group (41% vs 9%, 4.9 [3.5-6.8], p<0.0001). This is a reversal of the practice of endovascular aneurysm repair in patients with abdominal aortic aneurysm.
	2014. Cochrane review. “In individuals considered ﬁt for conventional surgery, EVAR [endovascular aneurysm repair] was associated with lower short-term mortality than OSR [open surgical repair]. However, this beneﬁt from EVAR did not persist at the intermediate- and long-term follow ups. Individuals undergoing EVAR had a higher reintervention rate than those undergoing OSR.”32
	PubMed

	96
	Introduction of the medical emergency team (MET) system: a cluster-randomized controlled trial Hillman et al.
	Critical care medicine 
	6/18/2005
LANCET

	Medical emergency teams (METs) are trained medical professionals that respond quickly to a change in a patient’s condition based on the premise that early intervention may prevent further deterioration and/or death. A MET can help to manage  cardiac arrests, and unplanned ICU admissions that sometimes occur in a hospital.33 Hospitals in both the UK and Australia have established these teams into their healthcare.34 35  In this trial, after two months of collecting baseline data, hospitals in Australia were randomized to receive MET implementation or control. While there was a significant increase in overall calling incidence for an emergency team (3.1 vs 8.7 per 1000 admissions, p=0.0001), there was no difference in the composite outcome of cardiac arrest, unexpected death, or unplanned intensive care unit admissions between control hospitals and MED hospitals (5.86 vs 5.31 per 1000 admissions, p=0.64). This is a reversal of the use of METs. 
	2010. “Although RRTs (Rapid Response Teams) have broad appeal, robust evidence to support their effectiveness in reducing hospital mortality is lacking.”36
	Google Scholar
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	Oral vitamin D3 and calcium for secondary prevention of low-trauma fractures in elderly people (Randomized Evaluation of Calcium Or vitamin D, RECORD): a randomized placebo-controlled trial                   Grant et al.

	Orthopedic 
	5/7/2005
LANCET
	Vitamin D and calcium are important nutrients for bone health and are part of dietary recommendations, and higher intakes of vitamin D is recommended for older adults who have a harder time synthesizing vitamin D from the sun.37  For older adults, the World Health Organization Task-Force for Osteoporosis has recommended that physicians provide vitamin D to people in climates where it would be "appropriate". Canadian guidelines recommend vitamin D supplements for older adults and calcium when dietary sources are inadequate.38  Physicians in Canada often prescribe vitamin D and/or calcium for long-term care patients with osteoporosis. 39  In the RECORD trial,5292 people aged 70 or older who were mobile before developing a low-trauma fracture were randomly assigned to 800 IU daily oral vitamin D3, 1000 mg calcium, oral vitamin D3 (800 IU per day) combined with calcium (1000 mg per day), or placebo. They found that the incidence of new, low-trauma fractures did not differ between those allocated to calcium or not (331 [12.6%] of 2617 vs 367 [13.7%] of 2675; hazard ratio (HR) 0.94 [95% CI 0.81–1.09]), those allocated to vitamin D3 or not (353 [13.3%] of 2649 vs 345 [13.1%] of 2643; 1.02 [0.88–1.19]) or those allocated to the combination or not(165 [12.6%] of 1306 vs 179 [13.4%] of 1332; HR for interaction term 1.01 [0.75–1.36]). This is a reversal of the use of vitamin D supplementation for prevention of fractures.  
	2014. Cochrane. “Vitamin D alone is unlikely to prevent fractures in the doses and formulations tested so far in older people. Supplements of vitamin D and calcium may prevent hip or any type of fracture.”40
	PubMed

	98
	Effects of N-acetylcysteine on outcomes in chronic obstructive pulmonary disease (Bronchitis Randomized on NAC Cost-Utility Study, BRONCUS): a randomized placebo-controlled trial             Decramer et al.

	Pulmonary disease 
	4/30/2005
LANCET
	Chronic obstructive pulmonary disease (COPD) is an inflammatory condition, which may be helped with anti-inflammatory drugs, such as N-acetylcysteine (NAC).41 Mucolytics, specifically NAC have been widely prescribed in Europe, but less commonly prescribed in other parts of the world.42  In this trial, subjects with COPD were randomized to 600 mg/day of N-acetylcysteine or placebo. They were followed for three years and were measured yearly on their forced expiratory volume (FEV) and number of exacerbations per year. They found no significant difference between the NAC group and the placebo group in FEV (54 mL [SE 6] vs 47 mL [SE 6]) nor in number of exacerbations per year (1.25 [SD 1.35] vs 1.29 [SD 1.46]). This is a reversal of N- acetylcysteine in patients with COPD. 
	2015. Cochrane review. The reviewers found there to be a small decrease in monthly exacerbations in groups using mucolytics. However, there were only shown in smaller, older studies. Newer, larger trials have not shown the same significant decrease, causing doubt to be raised in their conclusion. 43  
	PubMed
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	Effect of timing and method of enteral tube feeding for dysphagic stroke patients (FOOD): a multicenter randomized controlled trial Dennis et al.

	Neurology/Neurosurgery
	2/26/2005
LANCET
	Malnutrition is common in patients who have had stroke because of eating problems and impaired functional capacity, which can then lead to a poorer prognosis for the patient.44 Percutaneous endoscopic gastrostomy (PEG) feeding has overcome the difficulty of feeding because food can be delivered directly to the stomach, but feeding practices vary, which has raised questions about what is ethically right to do.45 Surveys of feeding practice after stroke have recorded much variation between hospitals in the UK, in particular, when to start enteral tube feeding and whether a nasogastric or PEG tube is used. The FOOD trial consisted of three multicenter controlled trials, two of which included dysphagic stroke patients. In one trial, patients were randomized to either early enteral tube feeding, or no tube feeding for more than 7 days. In the other, patients were randomized to PEG or nasogastric feeding. In both trials, death or poor outcome at 6 months was the primary outcome. They found a non-significant reduction in death (5.8% [95% CI -0.8 – 12.5, p=0.09]) and death or poor outcome (1.2% [-4.2 – 6.6 p=0.7]) in the early vs late group. They also found a non-significant drop in death (1% [-10.0 – 11.9 p=0.9]) and increase of death or poor outcome (7.8 [0.0 – 15.5 p=0.05]) in PEG vs nasogastric feeding. Overall, the data does not support early initiation of PEG feeding in dysphagic stroke patients. 
	None found
	PubMed
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	Routine oral nutritional supplementation for stroke patients in hospital (FOOD): a multicenter randomized controlled trial Dennis et al.
	Neurology/Neurosurgery
	2/26/2005
LANCET
	Undernutrition is common in patients with stroke in hospital settings and is associated with poor outcomes46. One method to combat undernutrition is through oral nutritional supplementation, a treatment offered in some hospitals without concrete evidence to support it. In the third of three randomized trials as a part of the FOOD trials, this measured the outcomes of stroke patients who could swallow. Patients were randomized to normal hospital diet, or normal diet plus nutritional supplements until discharge. Oral supplements were associated with a non-significant reduction in death (0.7% [95% CI -1.4 – 2.7]) and a non-significant risk of death or poor outcome (0.7% [-2.3 – 3.8]) compared to normal hospital diet. This is a reversal of the practice of routine oral nutritional supplementation for stroke patients. 
	2009. Cochrane review. “Supplementation produces a small but consistent weight gain in older people. Mortality may be reduced in older people who are undernourished. There may also be a beneﬁcial effect on complications which needs to be conﬁrmed. However, this updated review found no evidence of improvement in functional beneﬁt or reduction in length of hospital stay with supplements.”47
	oral nutritional supplementation, stroke, feeding, adverse effects

	101
	Early surgery versus initial conservative treatment in patients with spontaneous supratentorial intracerebral hematomas in the International Surgical Trial in Intracerebral Hemorrhage (STICH): a randomized trial Mendelow et al.

	Neurology/Neurosurgery 
	1/29/2005
LANCET
	Spontaneous supratentorial intracerebral hematomas have high rates of morbidity and mortality and the recommended treatment is controversial. While trials on neurosurgery versus conservative treatment have shown conflicting outcomes48 49, surgeons have been practicing early surgery in patients with these hematomas50. This study randomized 601 patients to either early surgery (n=307) or initial conservative treatment (n=294). 174/297 (59%) of the patients in the early surgery group had unfavorable outcomes compared to 178/286 (62%) of patients in the initial conservative treatment group (absolute difference 3.7% [95% CI −4.3 to 11.6], odds ratio 0.86 [0.62 to 1.20]; p=0.367). This is a reversal of the practice of routine early surgery in patients with spontaneous supratentorial intracerebral hematomas. 
	2008. Cochrane review. “A comment about the STICH trial is warranted because this is the largest study relevant to the review. Some neurosurgeons interpret the results of the STICH trial as negative and justify denying neurosurgery to all kinds of patients with primary supratentorial intracerebral haemorrhage. This is plainly inaccurate. Nearly a quarter of participants in the medical arm of the STICH trial had surgery, mainly because of their deteriorating clinical condition. A more rational interpretation of the STICH trial would be that there is no statistically significant difference in outcomes between the policy of surgery done early in all eligible patients and that of surgery done only in those who deteriorate. 51
	PubMed

	102
	The United Kingdom Infantile Spasms Study comparing vigabatrin with prednisolone or tetracosactide at 14 days: a multicenter, randomized controlled trial       Lux et al.
	Pediatrics
	11/13/2004
LANCET
	Infantile spasms are a type of seizure disorder, which is often treated with adrenocorticotropic hormones (ACTH), which can have potentially life-threatening side effects.52 Since 1958, the usual interventions have been hormonal treatments, with either intramuscular adrenocorticotropic hormone or oral corticosteroids. Vigabatrin was approved for use in Canada in 1995, and some physicians began using this as an option.53 This study compared three groups with either: vigabatrin 100 mg/kg per day, oral prednisolone 40 mg per day, or intramuscular tetracosactide depot 0·5 mg (40 IU) on alternate days. They found that cessation of spasms was more likely in infants given hormonal treatments (prednisolone [21/30] or tetracosactide [19/25] than those given vigabatrin(28/52) (difference 19%, 95% CI 1%–36%, p=0.043). This is a reversal of the use of vigabatrin for infantile spasms. 
	2013. Cochrane review. “In the majority, methodology has been poor, hence it is not clear which treatment is optimal in the treatment of this epilepsy syndrome. Hormonal treatment resolves spasms in more infants than vigabatrin, but this may or may not translate into better long-term outcomes.“54 
	PubMed

	103
	Effect of intravenous corticosteroids on death within 14 days in 10 008 adults with clinically significant head injury (MRC CRASH trial): randomized placebo-controlled trial               Roberts et al.

	Critical care medicine 
	10/9/2004
LANCET
	Corticosteroids are commonly given to head injury patients in an effort to reduce swelling.55  In a UK study, about half of the surveyed units responded that they used corticosteroids at least some of the time to treat head injury,56  and the use was even higher in a US survey.55  10008 adults with head injury and a Glasgow coma score (GCS) of 14 or less within 8 hours of injury were randomly allocated 48 hour infusion of corticosteroids (methylprednisolone) or placebo. They found that, compared to placebo, the risk of death from all causes within 2 weeks was higher in the corticosteroid group (1052 [21.1%] vs 893 [17.9%] deaths, relative risk 1.18 [95% CI 1.09 – 1.27]). This is a reversal of the use of intravenous corticosteroids on patients with clinically significant head injuries. 
	2005. Cochrane review. “In the absence of a meta-analysis, we feel most weight should be placed on the result of the largest trial. The increase in mortality with steroids in this trial suggest that steroids should no longer be routinely used in people with traumatic head injury.”57 
	PubMed

	104
	Oropharyngeal and nasopharyngeal suctioning of meconium-stained neonates before delivery of their shoulders: multicenter, randomized controlled trial Vain et al.
	Obstetrics and Gynecology 
	8/14/2004
LANCET
	Meconium aspiration syndrome (MAS) is a life-threatening respiratory disorder in infants born through meconium-stained amniotic fluid (MSAF). The aspiration of MSAF can be very dangerous for babies being born. During the 1960s, tracheal suctioning was introduced as a way to prevent complications, with oropharyngeal suctioning being added to the practice in the 1970s.58 By the 1990s, suctioning practices were introduced into several guidelines.59  This trial randomized patients of gestational age of at least 37 weeks and cephalic presentation to either suctioning of the oropharynx and nasopharynx (including the hypopharynx) before delivery of the shoulders (n=1263) or to no suctioning (n=1251). They found that there was no significant difference between the two groups in incidence of MAS (52 [4%] suction vs 47 [4%] no suction; relative risk 0.9, 95% CI 0.6–1.3), need for mechanical ventilation for MAS (24 [2%] vs 18 [1%]; 0.8, 0.4–1.4), mortality (9 [1%] vs 4 [0.3%]; 0.4, 0.1–1.5), or in the duration of ventilation, oxygen treatment, and hospital care. This is a reversal of the use of suctioning practices for incidence of MAS. 
	2017. Cochrane review. “The currently available evidence does not support or refute the benefits or harms of routine oro/nasopharyngeal suction over no suction.”60 
	PubMed

	105
	Doubling the dose of inhaled corticosteroid to prevent asthma exacerbations: randomized controlled trial Harrison et al.
	Pulmonary disease 
	1/24/2004
LANCET
	Asthma is treated with steroids because of their anti-inflammatory effect. Patients are often started with inhaled corticosteroids (ICS), but when the recommended dose does not control asthma exacerbations, increasing the dose is a widespread practice, and has even been supported by guidelines.61  This study aimed to investigate whether doubling the dose of inhaled corticosteroid when asthma control starts to deteriorate reduces the number of patients needing prednisolone. 390 patients were randomized into an active (n=192) or placebo (n=198) inhaler in addition to their usual corticosteroid for 14 days. They found that doubling the dose of inhaled steroids did not reduce the risk for needing to go on prednisolone treatment over the course of 12 months (Risk Ratio for starting prednisolone was .95 [95% CI 0.55 – 1.64, p=.8]). This is a reversal of the doubling of inhaled corticosteroid to prevent asthma exacerbations. 
	2016. Cochrane review. “Current evidence does not support increasing the dose of ICS as part of a self-initiated action plan to treat exacerbations in adults and children with mild to moderate asthma. Increased ICS dose is not associated with a statistically significant reduction in the odds of requiring rescue oral corticosteroids for the exacerbation, or of having adverse events, compared with a stable ICS dose”.62 
	PubMed

	106
	Efficacy of a short course of parent-initiated oral prednisolone for viral wheeze in children aged 1–5 years: randomized controlled trial Oommen et al.

	Pediatrics 
	11/1/2003
LANCET
	Wheeze is common in young children, affecting up to half of children by the time they are six.9  Often, the children grow out of it, but it is commonly treated with corticosteroids.63  In this study, children aged 1–5 years admitted to hospital with viral wheeze were allocated to either a high-primed or low-primed stratum according to amounts of serum eosinophil cationic protein and eosinophil protein X, and randomized to parent-initiated prednisolone (n=109) or placebo (n=108) for the next episode. There was no significant different in 7-day mean daytime (difference in means -0.01 [-0.22 – 0.20]) and nighttime respiratory symptom scores (0.10 [−0.12 to 0.32]) between the two groups. This is a reversal of the use of short course patient-initiated oral prednisolone for viral wheeze in young children. 
	2007.  Cochrane review. “Limited current evidence is available and it is inconclusive regarding the beneﬁt from patient- and parents- initiate oral corticosteroids (PIOCS) therapy in the treatment of intermittent wheezing illnesses in children.”64
2016 Cochrane review “Current evidence does not support increasing the dose of inhaled corticosteroids (ICS) as part of a self-initiated action plan to treat exacerbations in adults and children with mild to moderate asthma.”62
	PubMed

	107
	Long-term effect of a watch and wait policy versus immediate systemic treatment for asymptomatic advanced-stage non-Hodgkin lymphoma: a randomised controlled trial Ardeshna KM, Et al


	Oncology 
	8/16/2003
LANCET
	Initial treatment protocols for patients with low-grade non-Hodgkin lymphoma vary but none seems to increase long-term disease-free survival.65 Immediate treatment of chemotherapy, combination chemotherapy, and chemotherapy plus radiation are often used, but retrospective studies have found that delaying treatment until disease progression may be equally as effective.66 This study looked to compared overall and cause-specific survival between a group given immediate systemic therapy with oral chlorambucil 10 mg per day continuously (n=158) with a group with an initial policy of observation (n=151). They found that overall survival and cause-specific survival did not differ between the two groups (median overall survival for oral chlorambucil 5.9 [range 0–17.8] years and for observation 6.7 [0.5–18.9] years, p=0.84; median cause-specific survival 9 [0–17.8] years and 9.1 [0.67–18.9] years, respectively p=0.44). This is a reversal of the policy of immediate systemic treatment of asymptomatic advanced-stage non-Hodgkin lymphoma. 
	2016. NIH Guidelines. "Follicular lymphoma has a long natural history. The conventional view is that apart from very localised disease which may be ablated by local radiotherapy there is no advantage in terms of survival for immediate treatment compared to a watch and wait approach."67
	PubMed

	108
	Effect of conjugate pneumococcal vaccine followed by polysaccharide pneumococcal vaccine on recurrent acute otitis media: a randomized study Veenhoven et al.
	Pediatrics 
	6/28/2003
LANCET
	The American Academy of Pediatrics has recommended immunization with 7-valent pneumococcal conjugate vaccine (PCV7) for children with recurrent or severe acute otitis media (AOM) and children who have tympanostomy tubes because of recurrent AOM68. This double-blind study randomized 383 patients, aged 1-7 years old, who had had two or more episodes of AOM in the year before entry. Subjects received either 7-valent pneumococcal conjugate vaccine follow by 23-valent pneumococcal polysaccharide vaccine, or hepatitis A or B vaccines. No difference was found in reduction of AOM episodes between the pneumococcal vaccine group compared to the control (Rate ratio 1.25 [95% CI 0.99 – 1.57]). This is a reversal of the use of recommendation of PCV7 for children with recurrent AOM. 
	2014. Cochran review. “Administering PCV7 in older children with a history of AOM appears to have no beneficial effect on preventing further AOM episodes..”69 
	PubMed

	109
	Laparoscopic adhesiolysis in patients with chronic abdominal pain: a blinded randomized controlled multi-center trial         Swank et al
	Gastroenterology/Hepatology
	4/12/2003
LANCET
	Diagnostic laparoscopy is often used to identify specific intraabdominal pathology as the cause for chronic abdominal and pelvic pain.70 71 100 patients who had diagnostic laparoscopy for chronic abdominal pain attributed to adhesions were randomized to either laparoscopic adhesiolysis (n=52) or no treatment (n=48). Pain was assessed for 1 year by visual analogue score, pain change score, use of analgesics, and quality of life score. Both groups reported substantial pain relief and significantly improved quality of life, with no difference between groups (mean change from baseline of VAS score at 12 months: difference 3 points, p=0.53; 95% CI −7 to 13). This is a reversal of laparoscopic adhesiolysis for patients with chronic abdominal pain. 
	Study not included in this SR
2015 Langenbeck’s Archives of Surgery “The identified studies showed promising but preliminary results of laparoscopic adhesiolysis as a treatment of chronic abdominal pain. The evidence for laparoscopic adhesiolysis is not sufficient to make definitive conclusions.”

	Laparoscopic adhesiolysis, chronic abdominal pain

	110
	Syndromic management of sexually-transmitted infections and behavior change interventions on transmission of HIV-1 in rural Uganda: a community randomized trial Kamali et al.
	Infectious disease 
	2/22/2003
LANCET

	The rise in HIV incidence during the 1980s led to different types of behavioral and educational programs being implemented at the institutional, community, and population-level, in an effort to reduce the transmission of HIV.72 The main methods of prevention against the pandemic of HIV-1 infection in sub-Saharan Africa are promotion of safer sexual behavior and treatment of sexually transmitted infections (STIs). This study randomized adults in three groups: one receiving behavioral interventions alone (The information, education, and communication intervention was based on the behavioral change for interventions model, n=6918), behavioral interventions and STI interventions(STI intervention was implemented by training health workers in both government and private health units in syndromic management of STIs, n=6856), or routine government health services and community development activities (n=6742).  All groups received condoms and HIV counseling and testing. They found no difference in HIV-1 incidence rate between any of the groups. This is a reversal of two practices: 1) the treatment of STIs for prevention of HIV-1, and 2) of the Information, Education, and Communication program (drama and video shows, discussions and meetings), which promotes HIV prevention beyond social marketing of condom use and HIV counseling and testing in rural Uganda.
	2014. Cochran review. “There is no clear evidence that structural interventions at the community level to increase condom use prevent the transmission of HIV and other STIs.”73 
	PubMed

	111
	Admission cardiotocography: a randomized controlled trial Impey et al
	Obstetrics and Gynecology
	2/8/2003
LANCET
	Cardiotocography was introduced as a screening test during the 1970s as a way to detect fetal abnormalities and reduce perinatal mortality, and became standard practice within several decades.74  This study randomized 8580 women admitted to the delivery ward of a Dublin teaching hospital who were at low risk of fetal distress in labor to either admission cardiotocography (20 min) (n=4298) or the unit’s usual care (intermittent auscultation only, with continuous cardiotocography only if clinically indicated) (n=4282). The primary endpoint (moderate to severe neonatal morbidity, or perinatal mortality) occurred in 56 (1.3%) of the women assigned to cardiotocography, and 55 (1.3%) in the usual-care group (relative risk 1.01 [95% CI 0.70 – 1.47]). This study does not support the routine use of cardiotocography as a screening test to detect fetal abnormalities, and as such is a reversal.
	2017. Cochran review. “Contrary to continued use in some clinical areas, we found no evidence of benefit for the use of the admission CTG [admission cardiotocograph] for low-risk women on admission in labour. Furthermore, the probability is that admission CTG increases the caesarean section rate by approximately 20%.”75 
	PubMed

	112
	Comparison of intermittent and continuous palliative chemotherapy for advanced colorectal cancer: a multicenter randomized trial Maughan et al.
	Oncology 
	2/8/2003
LANCET
	Colorectal cancer is a common cancer with a wide array of treatment/management practices.  At the time of this study, some physicians reported prescribing chemotherapy  for about 3 months, many (47%) reported prescribing chemotherapy for 6 months, and 20% reported prescribing chemotherapy indefinitely to patients with stable or responding disease.76   354 patients, who responded or had stable disease after receiving 12 weeks of the regimens described by de Gramont and Lokich, or raltitrexed chemotherapy, across 42 centers in the UK were randomized to either intermittent (n=178) or continuous (n=176) chemotherapy. Median time on treatment after restarting was 84 days for the intermittent group and 92 days for the continuous groups. The intermittent group had significantly fewer toxic effects and series adverse events compared to the continuous group. Both groups had similar proportions of patients who received second-line therapy, and there was no evidence of a difference in overall survival. This is a reversal of the use of continuous palliative chemotherapy for advanced colorectal cancer. 
	2014. Annals of Oncology. “There were no statistically significant survival differences observed between the continuous and intermittent chemotherapy strategies.”77
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	113
	Intrahepatic arterial versus intravenous fluorouracil and folinic acid for colorectal cancer liver metastases: a multicentre randomised trial Kerr et al.

	Oncology 
	2/1/2003
Lancet
	[bookmark: bbib2]Colon cancer, one of the most common types of cancer, has a relapse rate, after surgery, of about 50%, with the liver being a common site for metastasis.78 Intrahepatic arterial infusion (IHA) has been used as a method of delivering chemotherapy because it is thought that there would be a higher dose of chemotherapy to cancer cells, while lessoning the side-effects of chemotherapy.79 80 This trial randomly allocated 290 patients from 16 centers to receive either intravenous chemotherapy (folinic acid 200 mg/m2, fluorouracil bolus 400 mg2 and 22-h infusion 600 mg/m2, day 1 and 2, repeated every 14 days) or IHA chemotherapy designed to be equitoxic (folinic acid 200 mg/m2, fluorouracil 400 mg/m2 over 15 mins and 22-h infusion 1600 mg/m2, day 1 and 2, repeated every 14 days). Median survival in the IHA group was 14.7 months and was 14.8 months in the intravenous group (hazard ratio 1.04 [95% CI 0.80 – 1.33]). This is a reversal of the use of IHA for patients with colorectal cancer liver metastases. 
	2009.  Cochrane review.  “Currently available evidence does not support the clinical or investigational use of ﬂuoropyrimidine-based HAI alone f or the treatment of patients with unresectable CRC liver metastases: in fact, the greater tumor response rate obtained with this IHA regimen does not translate into a survival advantage over ﬂuoropyrimidine alone SCT.”81  
	PubMed
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	309
	Lansoprazole for Children With Poorly Controlled Asthma A Randomized Controlled Trial
Writing Committee for the American Lung Association Asthma Clinical Research Centers
	Pulmonary 
	1/25/2012 JAMA
	Children with asthma who frequently display symptoms are generally treated with proton pump inhibitors (PPI) for gastroesophageal reflux (GER). The use of PPIs has increased dramatically in the United States with a reported 5% of children in the US being on the medication in 2009.1 This study compared asthma symptoms in children without symptoms of GER who were prescribed lansoprazole (n=149), a type of PPI, or placebo (n=157). This trial found that in children with poorly controlled asthma without symptoms of GER, the addition of lansoprazole as compared to placebo did not improve asthma symptoms. The mean difference in change in Asthma Control Questionnaire scores between lansoprazole and placebo groups was 0.2 units (95% CI, -0.0 to 0.3; P=.12). This is a reversal of lansoprazole for improving asthma symptoms in children with poorly controlled asthma. 
	None found
	lansoprazole, ashtma outcomes, GER, children


	310
	Amoxicillin for Acute Rhinosinusitis A Randomized Controlled Trial
Garbutt et al.
	Public health/ Preventive medicine
	2/15/2012 JAMA
	Sinusitis is one of the most common medical diagnoses and has led to 25 million US physician office visits in 1995.2 Antibiotics were prescribed in adults 60-70% at the time, and in children 70-80% of the time, even though this condition is often viral.3 This study provides further evidence of the ineffectiveness of general antibiotic use for those with acute rhinosinusitis.  A 10-day course of amoxicillin (n=81) did not improve disease-specific quality of life compared to placebo (n=74) after 3 days (difference in symptom improvement, 37% for amoxicillin group vs 34% for placebo group; P=.67) and 10 days of treatment (78% vs 80%; P=.71). This is a reversal of amoxicillin for treatment of acute rhinosinusitis. 
	2012. Cochrane review. “The potential benefit of antibiotics in the treatment of clinically diagnosed acute rhinosinusitis needs to be seen in the context of a high prevalence of adverse events. Taking into account antibiotic resistance and the very low incidence of serious complications, we conclude that there is no place for antibiotics for the patient with clinically diagnosed, uncomplicated acute rhinosinusitis.”4
	Pubmed found systematic review

	311
	Intracoronary Abciximab and Aspiration Thrombectomy in Patients With Large Anterior Myocardial Infarction The INFUSE-AMI Randomized Trial
Stone et al.
	Cardiovascular 
	5/02/2012 JAMA
	Percutaneous coronary intervention (PCI) is widely used for patients with ST-segment elevation myocardial infarction (STEMI).  Aspiration of a thrombus formed during PCI is recommended as part of primary PCI to prevent thrombus embolization and has become standard practice after several randomized controlled trials showed efficacy in the procedure.5 6 This trial investigated with effects of manual aspiration and bolus intracoronary abciximab in patients with STEMI undergoing PCI. They found that while abciximab (n=188) was effective at reducing infarct size at 30 days compared to no abciximab (n=184), aspiration thrombectomy (median, 17.0%; 95% CI, 9.0-22.8; n=174) did not improve infarct size at 30 days compared to no aspiration thrombectomy (median, 17.3%; 95% CI, 7.1-25.5; n=179; P=.51). This is a reversal of aspiration thrombectomy for patients with STEMI undergoing PCI. 
	2014. “The present meta-analysis suggested that there was no evidence that using manual thrombus aspiration in patients with STEMI could provide distinct benefits in long-term clinical outcomes.”7
	Pubmed found systematic review

	312
	Effect of Continuous Positive Airway Pressure on the Incidence of Hypertension and Cardiovascular Events in Nonsleepy Patients With Obstructive Sleep Apnea A Randomized Controlled Trial
Barbe et al.
	Pulmonary
	5/23/2012+ 5/30/2012 JAMA
	Obstructive sleep apnea (OSA), which is a partial or complete collapse of the airway during sleep, has been estimated to affect between 2-7% of adults.8 Continuous positive airway pressure (CPAP) machines were first introduced in 1981 for people with OSA, and are now standard of care.9 In the early 2000's there was increased interest in CPAPs being used to prevent cardiovascular disease, even among patients with minimal symptoms.10 In this trial, use of CPAP (n=357), compared with usual care (n=366), did not lead to a reduction in the incidence rate of systemic hypertension or cardiovascular events in patients with OSA without daytime sleepiness (9.20 per 100 person-years for CPAP group vs 11.02 per 100 person-years for control group; incidence density ratio, 0.83; 95% CI, 0.63-1.1; P=.20). This is a reversal of CPAP for reducing incidence of hypertension and cardiovascular events in nonsleepy patients with OSA. 
	“Although CPAP treatment reduces OSA severity and sleepiness, it seems not to have a beneficial effect on BP in patients with minimally symptomatic OSA....”11
	Pubmed found systematic review

	313
	Effect of Silymarin (Milk Thistle) on Liver Disease in Patients With Chronic Hepatitis C Unsuccessfully Treated With Interferon Therapy A Randomized Controlled Trial
Fried et al.
	Gastroenterology/Hepatology
	7/18/2012 JAMA
	Silymarin (Silybum marianum), an extract from milk thistle, is often used as an alternative treatment for liver health, and is thought to be hepatoprotective.12 With this in mind, silymarin is often used by people with hepatitis C virus (HCV) infection - as many as 33% of these patients.13 While the extract has been shown to have hepatoprotective and immunomodulatory effects in vitro,14 clinical trials have shown mixed results in its efficacy.15 In this randomized controlled trial, 420-mg silymarin (n=50) and 700-mg silymarin (n=52) were found to be no better at reducing the liver enzyme alanine aminotransferase (ALT) than placebo (n=52). Only 2 participants from each group reached a serum level of 45 U/L or less or less than 65 U/L, provided that is was at least a 50% decline from baseline values (P≥.99). This is a reversal of silymarin as a hepatoprotective agent for patients with chronic HCV. Levels of ALT was used as a surrogate outcome for hepatoprotection in this study.   
	2014. “Silymarin is well tolerated in chronic HCV-infected patients. However, no evidence of salutary effects of oral silymarin has yet been reported based on intermediate endpoints (ALT and HCV RNA) in this population. Moreover, intravenous administration of silymarin should be further studied.”16
	Pubmed found systematic review

	314
	Effect of Screening for Partner Violence on Women's Quality of Life A Randomized Controlled Trial
Klevens et al.
	Public health/ Preventive medicine
	8/15/2012 JAMA
	Screening for intimate partner violence (IPV) in the clinical setting has been recommended by several organizations,17 even though the USPSTF determined that there was insufficient evidence for its effectiveness.18 Computerized screening has been implemented as a way to increase the number of people who report IPV.19 In this trial, computerized screening for IPV plus a list of partner violence resources (n=801) did not increase patients' quality of life one year follow-up compared to partner-violence resource list only (n= 772) or a control of no screening or list (n=791). At 1-year follow-up, there were no significant differences in the QOL physical health component between the screen plus partner violence resource list group (mean score, 46.8; 95% CI, 46.1-47.4), the partner violence resource list only group (mean score, 46.4; 95% CI, 45.8-47.1), and the control group (mean score, 47.2; 95% CI, 46.5-47.8). This is a reversal of screening for partner violence in clinical settings for better quality of life in women.
	2015. Cochrane review. “Thus, while screening increases identification, there is insufficient evidence to justify screening in healthcare settings. Furthermore, there remains a need for studies comparing universal screening to case-finding (with or without advocacy or therapeutic interventions) for women's long-term wellbeing in order to inform IPV identification policies in healthcare settings.”20
	Pubmed found systematic review

	315
	Multivitamins in the Prevention of Cardiovascular Disease in Men The Physicians' Health Study II Randomized Controlled Trial 
Sesso et al.
	Public health/ Preventive medicine
	11/07/2012 JAMA
	In the 1990s, when this randomized controlled study began, about one out of every 5 adults took a multi-vitamin, partly driven by a belief that multivitamins affected disease outcomes.21 And, while the rate of multi-vitamin prescribing practices was low among physicians, about 10% of the prescriptions were related to cardiovascular disease.22 In this trial of US male physicians, a daily multivitamin supplement (n=7317) did not reduce a composite of major cardiovascular events, including MI, stroke, and CVD mortality compared to placebo (n=7324). Rate of major cardiovascular events was 11.0 events per 1000 person-years in the multivitamin group vs 10.8 events/1000 person-years in the placebo group (HR, 1.01; 95% CI, 0.91-1.10; P=.91). This is a reversal of multivitamins for preventing cardiovascular disease in men. 
	2017. “Taken together, we found insufficient evidence to support the use of dietary supplements in the primary prevention of cause-specific death, incidence of CVD, and incidence of cancer.”23 
	Pubmed found systematic review

	316
	Intraoperative High-Dose Dexamethasone for Cardiac Surgery A Randomized Controlled Trial
Dieleman et al.
	Cardiovascular 
	11/07/2012 JAMA
	Corticosteroids are thought to be beneficial in cardiac surgery because they have shown to decrease inflammatory markers and improve pulmonary gas exchange, potentially reducing inflammation and administration of postoperative inotropic agents .24 Corticosteroid use in cardiac surgery is more common in Europe countries than the US, where it is not routinely used.25 In this randomized controlled trial, the use of dexamethasone, a long-lasting corticosteroid, (n=2235) in patients undergoing cardiac surgery did not reduce 30-day incidence of major adverse events compared to placebo (n=2247).  A composite of death, myocardial infarction, stroke, renal failure, or respiratory failure was seen in 7.0% patients in the dexamethasone group and 8.5% patients in the placebo group (RR, 0.83; 95% CI, 0.67-1.01; absolute RR, -1.5%; 95% CI, -3.0% to 0.1%; P=.07). This is a reversal of high-dose dexamethasone for improving outcomes in patients undergoing cardiac surgery. 
	2014. “Evidence does not equivocally support the use of corticosteroids to improve clinical outcomes in cardiac surgery patients.”26
	Google search “cardiac surgery corticosteroid systematic review”

	317
	Effect of Citicoline on Functional and Cognitive Status Among Patients With Traumatic Brain Injury Citicoline Brain Injury Treatment Trial (COBRIT)
Zafonte et al.
	Neurology 
	11/21/2012 JAMA
	Traumatic brain injury (TBI) is a serious public health problem in the United States, yet no treatment is currently available to improve patient outcomes after TBI. Recognized in 1956 as the intermediate element in the biosynthesis of phosphatidylcholine (a key constituent of neuronal membranes), citicoline may have a pleiotropic range of neuroprotective properties, and is an approved therapy for TBI in 59 countries.27 This study found that among patients with TBI, the use of citicoline (n=508) compared with placebo (n=509) did not result in improvement in functional and cognitive status. At 90 days, the citicoline and placebo groups had similar TBI-Clinical Trials Network Core Battery scores (OR, 0.98; 95% CI, 0.83-1.15), with favorable improvement rates at 35.4% and 35.6%, respectively. This is a reversal of citicoline for improving functional and cognitive status in patients with TBI. 
	2017. “The available evidence doesn’t support current routine use of Citicoline for acute TBI management. Citicoline use for managing impaired neuro-cognitive conditions in chronic TBI patients is weak and needs further research.”28

	Pubmed found systematic review

	318
	Fish Oil and Postoperative Atrial Fibrillation The Omega-3 Fatty Acids for Prevention of Post-operative Atrial Fibrillation (OPERA) Randomized Trial
Mozaffarian et al.
	Cardiovascular
	11/21/2012 JAMA
	Omega-3 fatty acids from fish oil have been shown to be beneficial in treating atrial fibrillation (AF) in animals, and observational studies have produced similar findings.29 This benefit may be due to their inhibition of fast, voltage-dependent sodium channels.30 Because of previous findings in research (both animal and human studies), some physicians have published recommendations for the supplementation of 800-1000 mg/day of EPA and DHA to help prevent AF, a condition common after cardiac surgery.30 In the OPERA trial, there was no improvement in postoperative AF in those supplemented with omega-3 fatty acids (n=758) compared to placebo (n=758). Postoperative AF lasting longer than 30 seconds occurred in 30.0% of patients in the omega-3 group and 30.7% of patients in the placebo group (OR, 0.96; 95% CI, 0.77-1.20; P=.74). This is a reversal of fish oil for preventing post-operative AF. 
	2013 “Published clinical trials do not support n-3 PUFAs as agents aimed at preventing either postoperative or recurrent AF.”31

	Pubmed found systematic review

	319
	Behavioral Therapy With or Without Biofeedback and Pelvic Floor Electrical Stimulation for Persistent Postprostatectomy Incontinence A Randomized Controlled Trial
Goode et al.
	Urology 
	1/12/2011 JAMA
	One in 6 men are at risk of prostate cancer, and prostatectomies are a common treatment for the cancer, although adverse events from these surgical procedures are common.32 Urinary incontinence occurs in as many as 65% of men after radical prostatectomy.33 Biofeedback and pelvic floor electrical stimulation (PFES) are often used together to enhance the effectiveness of behavioral therapy for the treatment of urinary incontinence in this population.34 This study aimed to evaluate the effectiveness of behavioral therapy for reducing persistent postprostatectomy incontinence and to determine whether the technologies of biofeedback and pelvic floor electrical stimulation enhance the effectiveness of behavioral therapy. They found that after 8 weeks, the behavioral therapy group (n=70) and the behavioral therapy plus biofeedback and PFES group (n=70) compared with the delayed-treatment control (n=64) resulted in fewer incontinence episodes in patients with urinary incontinence (55% reduction in behavioral group; 51% reduction in behavioral plus biofeedback and PFES group; P=.001 for both groups). However, the addition of biofeedback and pelvic floor electrical stimulation did not result in greater effectiveness (P=.69). While behavioral therapy showed efficacy, the technological additions of biofeedback and PFES had no effect on incontinence. This is a reversal of biofeedback and PFES for postprostectomy incontinence. 
	2015. Cochrane review. “This systematic review found insufficient evidence to state whether or not there were additional effects by adding PFMT to other active treatments when compared with the same active treatment alone for urinary incontinence (SUI, UUI or MUI) in women. These results should be interpreted with caution as most of the comparisons were investigated in small, single trials. None of the trials in this review were large enough to provide reliable evidence. Also, none of the included trials reported data on adverse events associated with the PFMT regimen, thereby making it very difficult to evaluate the safety of PFMT.”35
	Pubmed found systematic review

	320
	Adjunctive Risperidone Treatment for Antidepressant-Resistant Symptoms of Chronic Military Service–Related PTSD A Randomized Trial
Krystal et al.
	Psychiatry 
	8/3/2011 JAMA
	Several serotonin reuptake-inhibiting (SRI) antidepressants have received FDA approval for the treatment of posttraumatic stress disorder (PTSD), and are first-line treatments. Second-generation antipsychotics (SGAs) practice, such as risperidone, are also sometimes used. This trial compared risperidone (n=123) to placebo (n=124) in patients diagnosed with military –related PTSD whose symptoms persisted after 2 treatments with SRI drugs. The study found that the risperidone group did not have improvements in PTSD symptoms. Changes in Clinician-Administered PTSD Scale scores at 24 weeks were -16.3 in the risperidone group and -12.5 in the placebo group (mean difference, 3.74; 95% CI, -0.86 to 8.35; t=1.4; P=.11). This is a reversal of risperidone for treating military service-related PTSD.
	2015. “Some drugs have a small positive impact on PTSD symptoms and are acceptable. Fluoxetine, paroxetine and venlafaxine may be considered as potential treatments for the disorder. For most drugs there is inadequate evidence regarding
efficacy for PTSD, pointing to the need for more research in this area… Four drugs... showed superiority over placebo in single RCTs [randomized controlled studies], whereas eleven did not: alprazolam, citalopram, desipramine, escitalopram, imipramine, lamotrigine, nefazadone, risperidone, tiagabine and valproate semisodium.”36
	Google Scholar Search: “risperidone PTSD systematic review”

	321
	Effect of Increasing Doses of Saw Palmetto Extract on Lower Urinary Tract Symptoms A Randomized Trial
Barry et al.
	Urology 
	9/28/2011 JAMA
	Benign prostatic hyperplasia (BPH), an enlargement of the prostate that often occurs as men age, often causes bothersome symptoms such as frequent urination.  Saw palmetto, a supplement known to have anti-androgenic effects, has been reportedly used for this condition as far back as the 1800’s, and it is estimated that as many as 30-90% of patients seen by urologists use phytotherapeutic agents such as saw palmetto.37 A randomized controlled trial investigated the effects of saw palmetto extract (n=176) vs placebo (n=181) on American Urological Association Symptom Index scores in patients with lower urinary tract symptoms attribute to BPH. In patients with BPH, the use of saw palmetto was no better than placebo in reducing lower urinary tract symptoms (group mean difference, 0.79; P=.91). This is a reversal of saw palmetto extract for reducing symptoms of BPH. 
	2012. Cochrane review. “Serenoa repens, at double and triple doses, did not improve urinary flow measures or prostate size in men with lower urinary tract symptoms consistent with BPH.”38
	Pubmed found systematic review

	322
	Vitamin E and the Risk of Prostate Cancer The Selenium and Vitamin E Cancer Prevention Trial (SELECT)
Klein et al.
	Public health/ Preventive medicine
	10/12/2011 JAMA
	Due to epidemiological and preclinical evidence that selenium and vitamin E were protective against prostate cancer, the SELECT trial was designed to determine the effect of the supplements on prostate cancer.39 Vitamin E was a popular supplement being used by men in the United States at the time.40 This follow up study of 6-10 years found that, compared with placebo (n=8696), supplementation with Vitamin E alone (n=8737) significantly increased risk of prostate cancer among healthy men (HR, 1.17; 99% CI, 1.004-1.36, P=.008). There were no significant differences in risks of prostate cancer between the placebo group and the selenium group or the Vitamin plus selenium group. This is a reversal of Vitamin E for reducing risk of prostate cancer.
	2013. US Preventive Services Task Force. “Trials of vitamin E supplementation showed mixed results and altogether had no overall effect on cancer, CVD, or all-cause mortality.”41
	Pubmed found systematic review

	323
	Enteral Omega-3 Fatty Acid, γ-Linolenic Acid, and Antioxidant Supplementation in Acute Lung Injury
Rice et al.
	Pulmonary 
	10/12/2011 JAMA
	Acute lung injury is a condition where trauma upregulates inflammatory processes, which can disrupt the lung endothelial and epithelial barriers.42  Omega-3 fatty acids such as docosahexaenoic acid (DHA) and eicosapentaenoic acid (EPA) have anti-inflammatory effects and guidelines have suggested their use in patients with acute lung injury.43 Small trials have shown an association between omega-3 and antioxidant supplementation and improved oxygenation and respiratory physiology.44 This study found that, compared to control supplement (n=129), twice daily enteral supplementation of n-3 fatty acids, gamma-linolenic acid, and antioxidants (n=143) did not improve ventilator-free days in patients with acute lung injury. In fact, the study was stopped early due to futility and potential harm. The supplement group had 14.0 ventilator-free days vs 17.2 days in the control group (P=.02). This is a reversal of omega-3 fatty acid, γ-linolenic acid, and antioxidant supplementation for improving outcomes in acute lung injury patients. 
	2015. “The pooled results did not show a significant reduction in the risk of all-cause mortality (M-H RR (the overall Mantel-Haenszel relative risk), 0.81 (95% CI, 0.50–1.31); p = 0.38; 6 trials, n = 717) in ALI/ARDS patients treated with the immunomodulatory diet. This treatment also did not extend the ventilator-free days and ICU-free days. However, patients with high mortality might benefit from this treatment. Conclusions: The enteral immunomodulatory diet could not reduce the severity of the patients with ALI/ARDS..”45
	Pubmed found systematic review

	324
	Platelet-Rich Plasma Injection for Chronic Achilles Tendinopathy A Randomized Controlled Trial
de Vos et al.
	Orthopedic 
	1/13/2010 JAMA
	Achilles tendinopathy is a tendon disorder that affects many athletes and inactive middle-aged individuals. Platelet-rich plasma injections for tendinopathy were thought to provide growth factors to aid in tissue repair processes46 and the treatment has been used since the 1980s.47 This study determined that platelet-rich plasma injections (n=27) did not improve pain and activity among patients with chronic Achilles tendinopathy who were treated with eccentric exercises compared to a saline injection (n=27). Both groups showed improvement in scores in the Victorian Institute of Sports Assessment-Achilles questionnaire, but there was no significant difference between the two groups (adjusted between-group difference from baseline to 24 weeks, -0.9; 95% CI, -12.4 to 10.6). This is a reversal of platelet-rich plasma injections for chronic Achilles tendinopathy. 
	2015. Cochrane review. “There is insufficient evidence from randomised controlled trials to draw conclusions on the use, or to support the routine use, of injection therapies for treating Achilles tendinopathy… Injection therapies include a range of options such as corticosteroids, high-volume saline, prolotherapy, autologous blood, platelet-rich plasma, aprotinin, botulinum toxin, sodium hyaluronate, polysulphated glycosaminoglycan and polidocanol.”48
	Pubmed found systematic review

	325
	Corticosteroid Treatment and Intensive Insulin Therapy for Septic Shock in Adults: A Randomized Controlled Trial
The COIITSS Study Investigators
	Critical care
	1/27/2010 JAMA
	Insulin therapy is used alongside corticosteroid therapy in the treatment of septic shock,49 to normalize blood glucose levels in ICU patients. Some guidelines suggest that continuous intensive insulin treatment to lower glucose levels adds to survival benefit.50 Clinical studies on intensive insulin therapy in patients with septic shock have shown mixed results.51 52 This study found that, compared to conventional insulin therapy (n=254), intensive insulin therapy (n=255) did not improve in-hospital mortality in patients who were treated with hydrocortisone for septic shock (45.9% intensive vs 42.9% conventional; RR, 1.07%; 95% CI, 0.88-1.30; P=.50).  This is a reversal of intensive insulin therapy for septic shock. 
	2014. “For patients with sepsis, IIT [intensive insulin therapy] and conservative glucose management show similar efficacy, but ITT is associated with a higher incidence of hypoglycemia.”53
	Pubmed found systematic review

	326
	Early vs Late Tracheotomy for Prevention of Pneumonia in Mechanically Ventilated Adult ICU Patients: A Randomized Controlled Trial
Terragni et al.
	Critical care
	4/21/2010 JAMA
	Physicians in the ICU are often required to decide which patients will require prolonged mechanical intubation and if a tracheotomy will be appropriate in those patients. Tracheotomies are an invasive, costly procedure but potentially prevent ventilator-associated pneumonia (VAP) and reduce the length of respiratory support and sedative use. Consensus guidelines recommend late tracheotomy (after 3 weeks of endotracheal intubation),54 and this practice has been widely accepted. In spite of this recommendation, an analysis by the US National Trauma Association reported significant variation in the timing of tracheotomy between ICUs.55 The analysis found that hospitals were performing early tracheotomy on patients despite the lack of confirmatory evidence of benefit from the procedure, leading to costly, prolonged hospital stays. The randomized control trial by Terragni et al., sought to determine the effectiveness of early tracheotomy (n=209) compared with a late tracheotomy (n=210) in reducing the incidence of VAP. The trial found that early tracheotomy performed after 6 to 8 days of endotracheal intubation did not result in a reduced incidence of VAP compared with late tracheotomy performed after 13 to 15 days of endotracheal intubation (14% early vs 21% late; P=.07; HR, 0.66; 95% CI, 0.442-1.04). This is a reversal of early tracheotomy for preventing pneumonia in mechanically ventilated ICU patients. 
	2015. Cochrane review. “The whole findings of this systematic review are no more than suggestive of the superiority of early over late tracheostomy because no information of high quality is available for specific subgroups with particular characteristics.”56
	Pubmed found systematic review

	327
	Annual High-Dose Oral Vitamin D and Falls and Fractures in Older Women: A Randomized Controlled Trial
Sanders et al.
	Public health/ Preventive medicine
	5/12/2010 JAMA
	Research on Vitamin D supplementation on falls and fractures has been inconsistent. Meta-analyses have shown that 700-800 IUs of vitamin D reduce fractures by 13-26%,57 while others have found vitamin D supplementation to be ineffective. A Cochrane review reported that there was a non-significant increase in hip fractures associated with D supplementation. Vitamin D supplementation is recommended for adults over 50 years with a fracture.58 59 This double-blind, placebo controlled randomized trial found that women above the 70 years taking high-dose cholecalciferol (n=1131) were at an increased risk of falls and fractures compared to women taking placebo (n=1125). The rate of fractures was 15.2% in the supplement group vs 12% in the placebo group. The rate of falls was 83.4 per 100 person-years in the supplement group vs 72.7 per 100 person-years in the placebo group (incidence rate ratio, 1.15l 95% CI, 1.02-1.30; P=.03) The authors suggest that further research on the safety of high-dose vitamin D supplementation is needed. This is a reversal of high-dose oral Vitamin D in preventing falls and fractures in older women. 
	2014. Cochrane review. “Vitamin D alone is unlikely to prevent fractures in the doses and formulations tested so far in older people. Supplements of vitamin D and calcium may prevent hip or any type of fracture. There was a small but significant increase in gastrointestinal symptoms and renal disease associated with vitamin D and calcium. This review found that there was no increased risk of death from taking calcium and vitamin D.”60
	Pubmed found systematic review

	328
	Effect of Glucosamine on Pain-Related Disability in Patients With Chronic Low Back Pain and Degenerative Lumbar Osteoarthritis: A Randomized Controlled Trial
Wilkens et al.
	Orthopedic 
	7/7/2010 JAMA
	Nonspecific chronic low back pain (LBP) is one the most prevalent, expensive, and poorly treated conditions seen by primary care clinicians. Treatment approaches are empiric and based on scant evidence. Glucosamine is supplement that is commonly used to treat peripheral joint osteoarthritis (OA).61 A report found that more than 25% of patients with chronic LBP have tried glucosamine supplements, seeking to gain relief for their back pain.62 Wilkens et al. found that after 250 patients with chronic LBP and degenerative lumbar OA were randomized to treatment with daily glucosamine (n=125) or placebo (n=125), pain-related disability did not differ at 6 months (P=.72) or at 1-year follow-up (P=.97). This is a reversal of glucosamine for reducing pain-related disability in patients with chronic LBP and OA. 
	2013. “On the basis of the current research, any clinical benefit of oral glucosamine for patients with chronic LBP and radiographic changes of spinal OA can neither be demonstrated nor excluded based on insufficient data and the low quality of existing studies.”63
	Pubmed found systematic review

	329
	Elective Intra-aortic Balloon Counterpulsation During High-Risk Percutaneous Coronary Intervention: A Randomized Controlled Trial
Perera et al.
	Cardiovascular 
	8/25/2010
	Patients with impaired left ventricular function who undergo percutaneous coronary intervention (PCI) are at high risk of cardiogenic shock or death. In these circumstances, patients can be treated by intra-aortic balloon pump (IABP), which augments coronary blood flow and decreases myocardial oxygen demand. IABP insertion is common practice,64 and observational studies have reported fewer intra-procedural complications and reduced major adverse cardiovascular events with prophylactic IABP insertion during high-risk PCI. International guidelines for PCI do not recommend prophylactic IABP, but they suggest that IABP should be used for patients with an extreme hemodynamic compromise.65 The BCIS-1 study aimed to determine whether routine IABP insertion before PCI would effectively reduce major adverse cardiac and cardiovascular events (MACCE) in patients with severe left ventricular dysfunction and extensive coronary disease after 28 days. The investigation found that, compared to no IABP insertion (n=150), elective IABP insertion (n=151) did not reduce the incidence of MACCE following PCI (15.2% elective IABP vs 16.0% no IABP; OR, 0.94; 95% CI, 0.51-1.76; P=.85). This is a reversal of IABP for patients with severe left ventricular dysfunction and extensive coronary disease.
	2016. “The present results do not favor the clinical utility of IABP in patients suffering high-risk PCI without CS and AMI [acute myocardial infarction] complicated with CS [cardiogenic shock].”66
	Pubmed found systematic review

	330
	Transfusion Requirements After Cardiac Surgery The TRACS Randomized Controlled Trial
Hajjar et al.
	Cardiovascular
	10/13/2010
JAMA
	Cardiac surgery often results in the need for blood transfusions, with rates ranging between 30-100%.67 Part of the variation in transfusion practices may be due to the variation in the thresholds in which physicians transfuse.  Some have advocated for a more liberal threshold, when hemoglobin concentrations reach 10 g/dL, whereas others have a more restrictive strategy, waiting until hemoglobin concentrations fall as low as 6 g/dL.68   In the TRACS trial, patients who underwent cardiac surgery with cardiopulmonary bypass were randomized to a liberal strategy of blood transfusion (n=253) or a restrictive strategy (n=249). A more restrictive strategy resulted in similar rates of a composite of 30-day mortality and severe morbidity as compared to the more liberal strategy (11% restrictive vs 10% liberal; between group difference, 1%; 95% CI, -6% to 4%; P=.85). This is a reversal of liberal blood transfusions over restrictive after cardiac surgery. 
	2016. Cochrane. “Transfusing at a restrictive haemoglobin concentration of between 7 g/dL to 8 g/dL decreased the proportion of participants exposed to RBC transfusion by 43% across a broad range of clinical specialties. There was no evidence that a restrictive transfusion strategy impacts 30-day mortality or morbidity (i.e. mortality at other points, cardiac events, myocardial infarction, stroke, pneumonia, thromboembolism, infection) compared with a liberal transfusion strategy.”69
	Pubmed

	331
	Effect of DHA Supplementation During Pregnancy on Maternal Depression and Neurodevelopment of Young Children: A Randomized Controlled Trial
Makrides et al.
	Obstetrics/Gynecology 
	10/20/2010 JAMA
	Several international guidelines recommend that pregnant women increase their dietary docosahexaenoic acid (DHA) intakes.70 71 These recommendations are founded on epidemiological studies from the US and Europe which have associated a higher intake of n-3 long-chain polyunsaturated fatty acids (LCPUFA) from fish and seafood consumption during pregnancy with a reduced risk of postpartum depression and enhanced neurodevelopment for newborns.72 In 2007, Martek Biosciences Corporation, a manufacturer of DHA products, reported revenues of approximately $307 million dollars, and was awarded contracts to supply DHA to Mead Johnson and Abbott to use in infant formulas for cognitive development.73 The DOMInO trial investigated the effect of DHA supplements (n of women=1197; n of infants= 351) on postpartum depression in new mothers and cognitive function in newborns compared to placebo (n of women=1202; n of infants=375). The study found that high levels of depressive symptoms in mothers during the first 6 months postpartum did not differ between the DHA group and the placebo group (9.67% vs 11.19%; adjusted RR, 0.85; 95% CI, 0.70-1.02; P = .09). Mean cognitive composite scores (adjusted mean difference, 0.01; 95% CI, −1.36 to 1.37; P = .99) and language composite scores (adjusted mean difference, −1.42; 95% CI, −3.07 to 0.22; P = .09) did not differ between children of the DHA and placebo groups as well. This is a reversal of DHA for pregnant women for preventing maternal depression and improving neurodevelopment of young children.
	2013. Cochrane review. “There is insufficient evidence to conclude that selenium, DHA or EPA prevent postnatal depression. There is currently no evidence to recommend any other dietary supplement for prevention of postnatal depression.”74
For neurodevelopment of young children: 2017. “The following nine cognition outcomes: attention, behaviour, crystallised intelligence, fluid intelligence, global cognition, memory, motor skills, visual processing, and problem solving were not significantly impacted by nutritional interventions, although 65% of studies conducted post-hoc data analyses and were likely to be underpowered. Although, long chain polyunsaturated fatty acids (LCPUFA) supplementation was associated with a marginal increase in crystallised intelligence (Effect size (ES): 0.25; 95% confidence interval (95% CI): -0.04, 0.53), the effect was not statistically significant (p = 0.09), with significant study heterogeneity (p = 0.00).”75
	Both sources were pubmed-found systematic reviews

	332
	Docosahexaenoic Acid Supplementation and Cognitive Decline in Alzheimer Disease: A Randomized Trial
Quinn et al.
	Neurology 
	11/3/2010 JAMA
	Docosahexaenoic acid (DHA), a popular supplement, has been suggested by epidemiological studies to be associated with a reduced incidence of Alzheimer disease.76  In 2007, Martek Biosciences Corporation, a manufacturer of DHA products, reported revenues of approximately $307 million dollars, with some of their products marketed towards cognitive and Alzheimer’s prevention.73 Nutritionists suggested that the consumption of DHA might prevent AD.77 Quinn et al., conducted a multi-center, placebo-controlled randomized trial examining if supplementation of DHA to patients with mild to moderate AD slowed the cognitive and functional decline. The study found that after 18 months of treatment, DHA (n=238) had no beneficial effect on the rate of cognitive decline compared to placebo (n=164).  The rate of change in the cognitive subscale of the Alzheimer’s Disease Assessment Scale was an increased mean of 7.98 points (95% CI, 6.51-9.45) in the DHA group and 8.27 points (95% CI, 6.72-9.82) in the placebo group (linear mixed-effects mode: P=.41). This is a reversal of PHA for slowing down cognitive and functional decline in patients with AD. 
	2016. Cochrane review. “We found no convincing evidence for the efficacy of omega-3 PUFA supplements in the treatment of mild to moderate AD [Alzheimer’s disease]. This result was consistent for all outcomes relevant for people with dementia. Adverse effects of omega-3 PUFAs seemed to be low, but based on the evidence synthesized in this review, we cannot make a final statement on tolerability. The effects on other populations remain unclear.”78
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	333
	Efficacy and Safety of Prescription Omega-3 Fatty Acids for the Prevention of Recurrent Symptomatic Atrial Fibrillation: A Randomized Controlled Trial
Kowey et al.
	Cardiovascular
	12/1/2010 JAMA
	Atrial fibrillation (AF) is prevalent medical condition and patients would benefit from safe and efficient treatment alternatives when standard therapies fail. Multiple trials have suggested that omega-3 polyunsaturated fatty acids may be an effective treatment for AF.79 80 However, evidence supporting the safety and efficacy of omega-3 supplementation has been lacking. As a result of confounding evidence, doctors have different perceptions of what the net clinical benefit may be of omega-3 supplementation consumption to their patients.81 Kowey and colleagues evaluated the safety and efficacy of prescribing omega-3 fatty acids for the prevention of recurrent symptomatic AF. After 24 weeks, there was no difference between treatment group (n=258) and placebo group (n=269) for recurrence of symptomatic AF in patients with paroxysmal AF (HR, 1.15; 95% CI, 0.90-1.46; P=.26). This is a reversal of Omego-3 fatty acids for preventing recurrent symptomatic AF. 
	2013.. “Published clinical trials do not support n-3 PUFAs as agents aimed at preventing either postoperative or recurrent AF.”31
	Pubmed found systematic review

	334
	Weight Lifting for Women at Risk for Breast Cancer–Related Lymphedema: A Randomized Trial
Schmitz et al.
	Oncology 
	12/22/2010 + 12/29/2010 JAMA
	Lymphedema is a common complication among breast cancer survivors and can cause swelling, discomfort, impaired arm function, and a lower quality of life. Guidelines recommend avoiding weight lifting among breast cancer survivors to reduce risk of lymphedema.82 83 This study found that, compared to no exercise (n=75), a program of slowly progressive weight lifting (n=72) did not increase incidence of lymphedema in breast cancer survivors (intervention vs control, 11% vs 17%; cumulative incidence difference, -6.0%; 95% CI, -17.2% to 5.2%; P for equivalence =.04). Furthermore, weight lifting may have a preventive effect. This is a reversal of avoiding weight lifting for women at risk of breast cancer-related lymphedema. 
	2015. Cochrane review. “The evidence suggests that progressive resistance exercise therapy does not increase the risk of developing lymphoedema, provided that symptoms are closely monitored and adequately treated if they occur. Given the degree of heterogeneity encountered, limited precision, and the risk of bias across the included studies, the results of this review should be interpreted with caution.”84
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	Effect of Selenium and Vitamin E on Risk of Prostate Cancer and Other Cancers The Selenium and Vitamin E Prevention Trial (SELECT)
Lippman et al.
	Public health/ Preventive medicine
	1/07/2009 JAMA
	Through secondary analyses, randomized controlled trials, and epidemiological studies,85 it was found that selenium and vitamin E supplementation may be protective against certain cancers, including prostate cancer. Vitamin E was a common supplement taken at the time of this study.40 This randomized control study sought to determine if a diet supplementation with Vitamin E and selenium would reduce prostate cancer risk in men. The authors found that selenium (n=8752) or vitamin E (n=8737), alone or in combination (n=8703), did not reduce rates of prostate cancer compared to placebo. The Vitamin E group had a HR of 1.13 (99% CI, 0.95-1.35), selenium had a HR of 1.04 (99% CI, 0.87-1.24), and the combination had a HR of 1.05 (99% CI, 0.88-1.25) compared to placebo. In fact, there were statistically nonsignificant increased risks of prostate cancer (P=.06) in the Vitamin E group and type 2 diabetes mellitus (P=.16) in the Selenium group. This is a reversal of selenium and Vitamin E for reducing risk of prostate in men. 
	2014. Cochrane review. “RCTs [randomized controlled trials] assessing the effects of selenium supplementation on cancer risk have yielded inconsistent results, although the most recent studies, characterised by a low risk of bias, found no beneficial effect on cancer risk, more specifically on risk of prostate cancer, as well as little evidence of any influence of baseline selenium status. Rather, some trials suggest harmful effects of selenium exposure.”86 
2013. US Preventive Services Task Force. “Trials of vitamin E supplementation showed mixed results and altogether had no overall effect on cancer, CVD, or all-cause mortality.”41
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	336
	Vitamins E and C in the Prevention of Prostate and Total Cancer in Men The Physicians' Health Study II Randomized Controlled Trial 
Gaziano et al.
	Public health/ Preventive medicine
	1/07/2009 JAMA
	Many people take antioxidant vitamins in the hopes of strengthening their immune system because they are affordable and easily available.87  Vitamin E and C have also been associated with reduced risk of some types of cancer.88 However, trials have reported contradicting information. The HOPE-TOO trial showed no reduction in prostate cancer when given Vitamin E,89 yet the ATBC trial reported a reduction in prostate cancer. In a continuation of the HOPE and HOPE-TOO studies, the present study set out to evaluate whether long-term supplementation of Vitamin E and Vitamin C decreases the risk of prostate and total cancer in male physicians, ages 50 years and older. Compared with placebo (n=7000), Vitamin E (n=6983) showed no effect on incidence of prostate cancer (active vs placebo Vitamin E, 9.1 vs 9.5 events per 1000 person-years; HR, 0.97; 95% CI, 0.85-1.09; P=.58). The active Vitamin E group (n= 7315) and the control Vitamin E group (n=7326) also had similar incidence of total cancer (17.8 vs 17.3 cases/1000 person-years; HR, 1.04; 95% CI, 0.95-1.13; P=.41). Similarly, there was no significant difference between Vitamin C (n=7006) and placebo (n=6977) on incidence of prostate cancer (9.4 vs 9.2 cases/1000 person-years; HR, 1.02; 95% CI, 0.90-1.15; P=.80) and no difference in active Vitamin C (n=7329) and placebo (n=7312) in total cancer (17.6 vs 17.5 cases/1000 person-years; HR, 1.01; 95% CI, 0.92-1.10; P=.86). This is a reversal on Vitamin E and C supplementation for preventing prostate and total cancer in men. 
	2013. US Preventive Services Task Force. 
“Trials of vitamin E supplementation showed mixed results and altogether had no overall effect on cancer, CVD, or all-cause mortality…. The few studies addressing folic acid, vitamin C, and vitamin A showed no effect on CVD, cancer, and mortality.”41 
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	337
	Cardiac Outcomes After Screening for Asymptomatic Coronary Artery Disease in Patients With Type 2 Diabetes The DIAD Study: A Randomized Controlled Trial
Young et al.
	Endocrinology, Diabetes, and Metabolism
	4/15/2009 JAMA
	Patients with type 2 diabetes are at a high risk of coronary artery disease (CAD).90 In 1998, an expert panel of the American Diabetes Association recommended that patients with type 2 diabetes who have 2 or more risk factors for CAD be screened for asymptomatic CAD.91-93 The DIAD study compared patients with type 2 diabetes and no symptoms of CAD to screening (n=561) or no screening (n=562) to compare rates of cardiac death of nonfatal myocardial infarction. The rate of cardiac death or nonfatal myocardial MI in the DIAD study did not differ between the screening and no screening groups (2.7% vs 3.0%; HR, 0.88; 95% CI, 0.44-1.88; P= .73). This is a reversal of screening for asymptomatic CAD in patients with type 2 diabetes. 
	2016. “The present analysis shows no evidence for a benefit of screening diabetic patients for the presence of asymptomatic CAD. The proportion of patients who undergo myocardial revascularization as a consequence of screening was low.”94
	Pubmed found systematic review

	338
	Laparoscopic Uterosacral Nerve Ablation for Alleviating Chronic Pelvic Pain A Randomized Controlled Trial
Daniels et al.
	Obstetrics/Gynecology 
	9/02/2009 JAMA
	Laparoscopy uterosacral nerve ablation (LUNA) is the treatment of chronic pelvic pain and it is increasingly being used.95 96 The LUNA trial randomized patients suffering from chronic pelvic pain to laparoscopy without pelvic denervation (n=192) or LUNA (n=187). There was no significant difference between LUNA and no LUNA in worst pain scores assesses by visual analogue scale (mean difference, -0.04cm; 95% CI, -.33 to 0.35 cm; P=.80), dysmenorrhea (−0.09 cm; 95% CI, −0.49 to 0.30 cm; P = .60), or dyspareunia (0.18 cm; 95% CI, −0.22 to 0.62 cm; P = .40). This is a reversal of LUNA for alleviating chronic pelvic pain. 
	2011. “Surgical interruption of pelvic nerve pathways is not beneficial in treating dysmenorrhoea, and may be associated with adverse effects including constipation.”97
	Google scholar search “dysmenorrhoea surgery nerve systematic review”

	339
	Effect of High Perioperative Oxygen Fraction on Surgical Site Infection and Pulmonary Complications After Abdominal Surgery The PROXI Randomized Clinical Trial
Meyhoff et al.
	Surgery
	10/14/2009 JAMA
	The 2007 Global Guidelines for the Prevention of Surgical Site Infection recommends that adult patients undergoing general anesthesia for surgical procedures should receive an 80% fraction of inspired oxygen, (FIO2), intraoperatively and in the immediate postoperative period for 2-6 hours to reduce the risk of surgical site infections (SSI) , if practical.98 A meta-analysis found that perioperative administration of high inspired oxygen (80% concentration) was associated with a 3% absolute reduction and a 25% relative reduction in risk of SSI.99 On the contrary, a trial by Pryor et al. was stopped prematurely for futility, after high inspiratory oxygen fraction (FIO2) during the perioperative period did not reduce the overall incidence of SSI; Instead, the participants experienced several deleterious effects, because the frequency of wound infection was more than doubled in patients randomized to the high FIO2.100 The PROXI trial was designed to assess the benefits and harms of administering a high FIO2 (n=685) compared to low FIO2 (n=701) in a general surgical population of patients undergoing laparotomy. The study found that there was no difference in SSI risk reduction between high and low oxygen groups (19.1% vs 20.1%; OR, 0.94; 95% CI, 0.72-1.22; P=.64). High FIO2 was not associated with a significant increase in the frequency of pulmonary complications or other adverse events. Mortality differences were not statistically significant (P=.13). This is a reversal on administering high preoperative oxygen fraction for preventing surgical site infections for patients undergoing laparotomy. 
	2015. Cochrane review. “As the risk of adverse events, including mortality, may be increased by a fraction of inspired oxygen of 60% or higher, and as robust evidence is lacking for a beneficial effect of a fraction of inspired oxygen of 60% or higher on surgical site infection, our overall results suggest that evidence is insufficient to support the routine use of a high fraction of inspired oxygen during anaesthesia and surgery. Given the risk of attrition and outcome reporting bias, as well as other weaknesses in the available evidence, further randomized clinical trials with low risk of bias in all bias domains, including a large sample size and long-term follow-up, are warranted.”101
	Pubmed found systematic review

	340
	Surgical Mask vs N95 Respirator for Preventing Influenza Among Health Care Workers: A Randomized trial
Loeb et al.
	Public health/ Preventive medicine
	11/04/2009
	During the H1N1 pandemic in 2009-2010, healthcare workers (HCWs) were among the most affected, with higher rates of influenza-related hospitalizations seen compared to workers in other industries.102 The Centers for Disease Control and Prevention (CDC) recommends that HCWs wear respiratory protective devices (RPDs) such as N95 filtering face piece respirators (FFRs) if they must share the same airspace with a potentially infectious patient.103 Additionally, the National Institute for Occupational Safety and Health, in their 2009 guideline, recommends that HCWs use N95s instead of surgical masks because HCWs using surgical masks will not be protected against exposure to airborne transmissible diseases.104 This randomized control trial randomized nurses to either fit-tested N95 respirators (n=210) or surgical masks (n=212) to use when providing care to patients with a respiratory illness during the 2008-2009 influenza season. The study found no significant difference in rates of laboratory-confirmed influenza among the group of nurses who wore a surgical mask as compared to the group wearing N95 respirators (23.6% vs 22.9%, absolute risk difference, -0.73%; 95% CI, -8.8% to 7.3%; P=.86). This is a reversal of N95 respirators for preventing influenza among health care workers. 
	2016. “Although N95 respirators appeared to have a protective advantage over surgical masks in laboratory settings, our meta-analysis showed that there were insufficient data to determine definitively whether N95 respirators are superior to surgical masks in protecting health care workers against transmissible acute respiratory infections in clinical settings.”105
	Pubmed found systematic review

	341
	Prone Positioning in Patients With Moderate and Severe Acute Respiratory Distress Syndrome: A Randomized Controlled Trial
Taccone et al.
	Critical care 
	11/11/2009 JAMA
	In 2001, the Intensive and Critical Care Nursing Journal released guidelines recommending that patients with acute respiratory distress syndrome (ARDS) be placed in the prone position to improve survival. Additionally, the Surviving Sepsis Campaign Guidelines published in 2008,106 recommended prone positioning for patients in whom mechanical ventilation may cause harm. The Prone-Supine II Study (PSII) randomized patients with ARDS to either prone (n=168) or supine (n=174) positioning and assessed death from any cause after 28 days of enrollment. PSII found that prone positioning and supine positioning had similar 28-day survival rates (31.0% vs 32.8%; RR, 0.97; 95% CI, 0.84-1.13; P=.72). This is a reversal of prone positioning for patients with moderate and severe ARDS. 
	
	2015. Cochrane review. “We found no convincing evidence of benefit nor harm from universal application of PP [prone positioning] in adults with hypoxaemia mechanically ventilated in intensive care units (ICUs).”107 This Cochrane analysis included the Guerin et al paper, ‘Prone Positioning in Severe Acute Respiratory Distress Syndrome’, which was found to be dissimilar to the 8 other studies reviewed, increasing heterogeneity of the meta-analysis. 
	Pubmed found systematic review

	342
	Intravenous Drug Administration During Out-of-Hospital Cardiac Arrest: A Randomized Trial 
Olasveengen et al.
	Cardiovascular
	11/25/2009 JAMA
	American Heart Association guidelines recommend that out-of-hospital emergency personnel treat patients by providing intravenous access (IV) and drug administration when they are experiencing cardiac arrest.108 The Advanced Cardiac Life Support (ACLS) guidelines specify that epinephrine should be administered every 3 to 5 minutes to patients that are not responding to compressions. However, whether the administration of out-of-hospital epinephrine provides patients with improved survival to hospital discharge is unknown. According to Olasveengen et al., the use of epinephrine came into favor based on preclinical evidence of increased cerebral and coronary perfusion by redirected peripheral blood flow and animal studies of the short-term effects of epinephrine. After an extensive retrospective registry study found that epinephrine was an independent predictor of poor outcome109 and was associated with increased myocardial dysfunction and disturbed cerebral microcirculation after cardiac arrest,110 a need for testing the use of epinephrine became paramount. This randomized controlled trial compared IV epinephrine treatment (n=418) to standard ACLS (n=433) in patients with out-of-hospital nontraumatic cardiac arrest and found that the group receiving IV epinephrine had lower rates of short-term survival. Between the IV and no IV groups, there was no statistically significant difference in survival to hospital discharge (10.5% vs 9.2%; P= .61) or survival at 1 year (10% vs 8%; P=.53). This is a reversal of IV epinephrine administration during out-of-hospital cardiac arrest. 
	2014. Effects of prehospital adrenaline administration on out-of-hospital cardiac arrest outcomes: a systematic review and meta-analysis. “Prehospital adrenaline administration may increase prehospital return of spontaneous circulation, but it does not improve overall rates of return of spontaneous circulation, hospital admission and survival to discharge.”111
	Pubmed search of article title

	343
	Effectiveness of Public Report Cards for Improving the Quality of Cardiac Care The EFFECT Study: A Randomized Trial
Tu et al.
	Cardiovascular
	12/02/2009 JAMA
	Public report cards for physicians and hospitals are a contentious issue in the medical community.112 Supporters of report cards believe that being more transparent with the public by providing performance data on hospitals/clinicians helps hospitals and providers to engage in quality improvement activities and increase the accountability and transparency.113 Critics argue that report cards are often misleading and these initiatives may have unintended negative consequences for the public, diverting resources away from other important needs and/or incentivizing hospitals and staff to follow “target rates” protocols that may be inappropriate.114 Despite the debate, public release of hospital performance data is increasingly being mandated by policymakers. The EFFECT study evaluated the effect of public report cards on significant hospital improvement for the treatment of acute myocardial infarction (AMI) or congestive heart failure (CHF). EFFECT found that hospitals who received early feedback (n of hospitals=42; n of patients= 8481) from report cards as did not differ in a system-wide improvement in the care of patients with AMI and CHF compared to hospitals with delayed feedback (n of hospitals=39; n of patients= 7516). Both groups had similar results in the composite AMI process-of-care indicator (absolute change, 1.5%; 95% CI, -2.2% to 5.1%; P=.43) and the composite CHF process-of-care indicator (absolute change, 0.6%; 95% CI, -4.5% to 4.9%; P=.81). This is a reversal of public report cards for improving quality of cardiac care in hospitals. 
	2011. Cochrane review. “The small body of evidence available provides no consistent evidence that the public release of performance data changes consumer behaviour or improves care. Evidence that the public release of performance data may have an impact on the behaviour of healthcare professionals or organisations is lacking.”115
	Pubmed found systematic review

	344
	Ginkgo biloba for Preventing Cognitive Decline in Older Adults: A Randomized Trial
Snitz et al.
	Public health/ Preventive medicine
	12/23/2009+ 12/30/2009 JAMA
	There are currently no medications approved for the prevention of dementia, yet Ginkgo biloba is used globally for the preservation of memory. Worldwide sales of G. biloba exceed $249 million annually.116 Despite a lack of evidence of its efficacy from clinical trials, G. biloba is a common natural product for cognitive health. The 2008 National Health Statistics Report found that that G. biloba is among the most popular non-vitamin, non-mineral natural products consumed by adults in the U.S.117 The GEM study investigated the effects of twice- daily consumption of G. biloba on rates of cognitive decline in older adults and found that, compared to placebo (n=1524), G. biloba supplementation (n=1545) did not result in less cognitive decline in older adults. Rates of change over time did not differ between groups in Modified Mini-Mental State Examination scores (-0.15 in placebo group vs -0.14 in G. biloba group; P=.71) or the cognitive subscale of the Alzheimer Disease Assessment Scale (P=.97). This is a reversal of Gingko biloba for preventing cognitive decline in older adults. 
	2017. “Low-strength evidence suggests omega-3 fatty acids and ginkgo biloba did not improve clinical Alzheimer’s-type dementia (CATD)* incidence or cognitive performance in adults with normal cognition.”118
	Pubmed found systematic review


	345
	Effect of Testosterone Supplementation on Functional Mobility, Cognition, and Other Parameters in Older Men A Randomized Controlled Trial
Emmelot-Vonk et al.
	Endocrinology, Diabetes, and Metabolism
	1/2/2008 JAMA
	Decline in serum levels of testosterone is associated with decreased muscle mass and muscle strength, cognitive decline, decrease in bone mass, and increase in abdominal fat.119 Clinical trials have suggested that testosterone supplementation could be beneficial to men, although most trials conclude that males should be carefully monitored while receiving these supplements.120 In 2002 alone, there were about 2 million prescriptions for testosterone in the US.119 Emmelot-Vonk and colleagues examined whether testosterone supplementation (80 mg) in males, 60-80 years of age with a low testosterone level, would improve cognitive function. The study found that testosterone supplementation (n=113), as compared with placebo (n=110), failed to show an improvement in cognitive function (mean difference in change, 0; 95% CI, -0.07-0.07; P=.86), functional mobility (mean difference in change, 0.01; 95% CI, -0.02-0.04; P=.61), bone mineral density (mean difference in change for total hip, 0; P=.77; for lumbar spine, 0; P=.47), and body mass index (mean difference in change, 0.; 95% CI, -0.2-0.3; P=.76). This is a reversal of testosterone supplementation on improving functional mobility, cognition, and other parameters in older men. 
	2016. “The prescription of testosterone supplementation for low-T for cardiovascular health, sexual function, physical function, mood, or cognitive function is without support from randomized clinical trials.”121
	

	346
	Omega-3 Free Fatty Acids for the Maintenance of Remission in Crohn Disease: The EPIC Randomized Controlled Trials
Feagan et al.
	Gatroenterolgy/Hepatology
	4/09/2008 JAMA
	Crohn’s Disease is a type of inflammatory bowel disease (IBD) in which no effective cure has been found. Patients diagnosed with Crohn’s Disease often turn to complementary and alternative medicine, including the use of fish oil. Approximately 10% of patients with IBD report the use of salmon oil.122 123 In the EPIC-I and EPIC-II randomized controlled trials, omega-3 fatty acids were no better than placebo in preventing relapse in patients with Crohn’s Disease. EPIC-I found that the omega-3 group (n=183) has a 31.6% relapse rate at 1 year, and the placebo group had a 35.7% rate (HR, 0.82; 95% CI, 0.51-1.19; P=.30). EPIC-II found a 47.8% and 48.8% relapse rate in the omega-3 and placebo groups (HR, 0.90; 95% CI, 0.67-1.21; P=.48). The authors conclude by stating, “we do not endorse this practice since patients with Crohn’s Disease who are at risk for relapse would be better served by taking medications of known efficacy.” This is a reversal of omega=3 fatty acids for the maintenance of remission in Crohn’s Disease. 
	2014. Cochrane. Omega 3 fatty acids (fish oil) for maintenance of remission in Crohn's disease: “Evidence from two large high quality studies suggests that omega 3 fatty acids are probably ineffective for maintenance of remission in CD [Crohn’s disease]. Omega 3 fatty acids appear to be safe although they may cause diarrhea and upper gastrointestinal tract symptoms.”124
	Pubmed found systematic review


	347
	Femoral vs Jugular Venous Catheterization and Risk of Nosocomial Events in Adults Requiring Acute Renal Replacement Therapy: A Randomized Controlled Trial
Parienti et al.
	Nephrology 
	5/28/2008 JAMA
	The US Centers for Disease Control and Prevention recommends that for patients requiring hemodialysis, venous catheterization placement should be in a jugular or femoral vein rather than a subclavian vein to avoid venous stenosis, if catheter access is needed.125 This recommendation differs from treatment of critically ill patients, in which the recommendation is to attempt catheterization of the subclavian and jugular sites first, since both of these sites have a lower risk of nosocomial infection over the femoral site.126 According to Parienti et al., for patients requiring hemodialysis, the choice between jugular or femoral sites remains a contentious issue, since observational studies report discordant findings on which site yields a higher incidence of complications. Recognizing this, the National Foundation of Kidney Disease Outcome and Quality guideline recommends that dialysis catheters do not exceed 3 weeks for the jugular and 5 days for femoral accesses,127 in hopes of decreasing the risk of catheter-related bloodstream infection. The Cathedia Study randomized adults requiring a first catheter insertion for renal replacement therapy to receive either jugular (n=313) or femoral (n=324) vein catheterization and investigated the rates of infection complications, catheter colonization, and removal. The study found that, when comparing the jugular to a femoral site catheterization, the risk of nosocomial complications was not reduced when using either site. The rate of catheter-related bloodstream infection was 2.3 vs 1.5 per 1000 catheter-days in the jugular and femoral groups, respectively (P = .42) This finding is inconsistent with the “widely accepted convention to avoid femoral catheterization.”125 This is a reversal of avoiding femoral catheterization for adults requiring renal replacement therapy. 
	2012. Cochrane. review “In short-term haemodialysis catheterization, femoral and internal jugular CVA routes have similar risks for catheter-related complications, except internal jugular CVA routes are associated with higher risks of mechanical complications.”128
	Pubmed found systematic review


	348
	Hypericum perforatum (St John's Wort) for Attention-Deficit/Hyperactivity Disorder in Children and Adolescents A Randomized Controlled Trial
Weber et al.
	Public health/ Preventive medicine
	6/11/2008 JAMA
	Up to 30% of children who receive pharmaceuticals to treat attention-deficit/hyperactivity disorder (ADHD) experience adverse effects and treatment failure.46 As a result, many patients seek complementary and alternative medicine to treat the condition. A US survey examining the use of herbal medicine to treat ADHD found that almost 83% of caregivers gave herbal medicines alone- ginkgo biloba, Echinacea, and Hypericum perforatum (St. John's wort) being the most prevalent.46 Weber et al. examined the efficacy and safety of H. perforatum for the treatment of ADHD in children and adolescents, age 6-17 years. H. perforatum is believed to act similarly to a norepinephrine reuptake inhibitor.47 Children and adolscents diagnosed with ADHD were randomized to receive H. perforatum product (n=27) or placebo (n=27). After 8 weeks of treatment, there were no improvements in either the group of children receiving placebo or the group receiving H. perforatum, as measured by the ADHD Rating Scale-IV, and the Clinical Global Impression-Improvement Scale (P = .59). This is a reversal of H. perforatum for ADHD in children and adolescents.
	2011. “Current data suggest that Ginkgo biloba (ginkgo), and Hypercium perforatum (St. John's wort) are ineffective in treating ADHD.”129
	Pubmed found systematic review


	349
	Mortality and Cardiovascular Events in Patients Treated With Homocysteine-Lowering B Vitamins After Coronary Angiography: A Randomized Controlled Trial
Ebbing et al.
	Cardiovascular
	8/20/2008 JAMA
	Elevated plasma homocysteine levels are associated with a risk of developing coronary artery disease (CAD). Total plasma levels of homocysteine are a strong predictor of mortality in patients with CAD.130  Oral administration of folic acid has been shown to lower homocysteine levels, and observational studies have found that vitamin B6 intake is associated with an observed reduction in CAD, morbidity, and mortality.131 The WENBIT trial enrolled patients undergoing coronary angiography diagnosed with coronary artery disease or aortic valve stenosis to receive; (1) folic acid/vitamin B12/ vitamin B6 (n=771), (2) folic acid/vitamin B12 (n=769), (3) vitamin B6 alone (n=771), or (4) placebo (n=779). WENBIT found that lowering homocysteine levels with B vitamins did not reduce a composite of all-cause mortality or major cardiovascular events. Composite events occurred in 219 participants (14.2%) receiving folic acid/vitamin B12 vs 203 (13.1%) not receiving such treatment (HR, 1.09; 95% 
CI, 0.90-1.32; P = .36) and 200 participants (13.0%) receiving vitamin B6 vs 222 (14.3%) not receiving vitamin B6 (HR, 0.90; 95% CI, 0.74-1.09; P = .28). Furthermore, the group of patients receiving folic acid/vitamin B12 saw a nonsignificant increase in the rates of stroke and CVD. This is a reversal on B vitamin supplementation for preventing major cardiovascular events and all-cause mortality. 
	2017. Cochrane review. “In this third update of the Cochrane review, there were no differences in effects of homocysteine-lowering interventions in the form of supplements of vitamins B6, B9 or B12 given alone or in combination comparing with placebo on myocardial infarction, death from any cause or adverse events.”132
	Pubmed found systematic review

	350
	Serial 2-Point Ultrasonography Plus D-Dimer vs Whole-Leg Color-Coded Doppler Ultrasonography for Diagnosing Suspected Symptomatic Deep Vein Thrombosis A Randomized Controlled Trial
Bernardi et al.
	Cardiovascular 
	10/08/2008 JAMA
	Lower extremities can be examined for suspected deep vein thrombosis (DVT) with ultrasonography of either the proximal veins (2-point ultrasonography) or the entire deep vein system (whole-leg ultrasonography).133 Whole-leg ultrasonography is thought to be better than 2-point ultrasonography because this approach can detect isolated calf DVT. Bernardi et al. studied whether the 2-point (n=801) and whole-leg ultrasonography (n=763) were equivalent and found that there was no difference in the rates of incidence of symptomatic venous thromboembolism in patients with initially normal diagnostic workup. The incidence of events was 7/801 (0.9%) in the 2-point group vs 9/763 (1.2%) in the whole-leg group (observed difference, 0.3%; 95% CI, -1.4% to 0.8%). This is a reversal of the use of whole-leg ultrasonography over 2-point ultrasonography for diagnosing suspected symptomatic deep vein thrombosis.
	None found

	

	351
	Effect of Combined Folic Acid, Vitamin B6, and Vitamin B12 on Cancer Risk in Women: A Randomized Trial
Zhang et al.
	Public health/ Preventive medicine
	11/05/2008 JAMA
	Approximately one-third of US adults took multivitamin supplements containing folic acid, vitamin B6, and vitamin B12 from 1999-2000.134 Observational studies, which were conducted mostly before folic acid fortification, found an inverse association between high intake or blood level of folate, vitamin B6, and vitamin B12 and risk of cancer, particularly colorectal neoplasia and breast cancer, and primarily among those individuals consuming alcohol, a known antagonist for these B vitamins.135 136 This study found that a combination of folic acid, vitamin B6, and vitamin B12 had no effect on overall risk of total invasive cancer or breast cancer among women during the folic acid fortification era. Compared to the placebo group (n=2721) at 104.3/10000 person-years, the supplement group (n=2721) has a risk of 101.1/10000 person-years of developing invasive cancer (HR, 0.97; 95% CI, 0.79-1.18; P=.75). Risk of breast cancer development was 37.8/10000 person-years in the active group vs 45.6/10000 person-years in the placebo group (HR, 0.83; 95% CI, 0.60-1.14; P=.24). This is a reversal of combined folic acid and Vitamin B6 and B12 on reducing cancer risk in women. 	
	2013. USPSTF. “Limited evidence supports any benefit from vitamin and mineral supplementation for the prevention of cancer or CVD…The sex-specific subgroup analysis [on overall cancer incidence] showed a protective effect among men (adjusted relative risk, 0.69 [CI, 0.53 to 0.91]) but not women.”137
	Pubmed found systematic review

	352
	Low-Dose Aspirin for Primary Prevention of Atherosclerotic Events in Patients With Type 2 Diabetes: A Randomized Controlled Trial
Ogawa et al.
	Endocrinology, Diabetes, and Metabolism
	11/12/2008 JAMA
	Patients with diabetes are at an increased cardiovascular risk. The American Diabetes Association recommends use of aspirin as a primary prevention strategy to reduce cardiovascular events in patients with diabetes (type 1 or 2) at increased risk of CV disease.138 The Japanese Primary Prevention of Atherosclerosis with Aspirin for Diabetes trial randomized patients with type 2 diabetes to low-aspirin (n=1262) or placebo (n=1277). The trial found that the rate of atherosclerotic events, including fatal or nonfatal ischemic heart disease, fatal or nonfatal stroke, and peripheral arterial disease did not differ between the two groups (HR, 0.80; 95% CI, 0.58-1.10; log-rank test, P=.16). This is a reversal on low-dose aspirin for primary prevention of atherosclerotic events in patients with type 2 diabetes.
	2009. “When aspirin was compared with placebo there was no statistically significant reduction in the risk of major cardiovascular events… there are insufficient data among patients with diabetes to conclusively show a benefit of aspirin therapy for the primary prevention of cardiovascular events.”139
	Pubmed found systematic review

	353
	Vitamins E and C in the Prevention of Cardiovascular Disease in Men The Physicians' Health Study II Randomized Controlled Trial
Sesso et al.
	Public health/ Preventive medicine
	11/12/2008 JAMA
	The National Health and Nutrition Examination Survey reported that approximately 12% of US adults took vitamin E or C supplements.134 The PHS II trial examined whether overall rates of cardiovascular events would be lower if men took vitamin E or C supplements. After 8 years of follow up, neither vitamin E nor vitamin C supplementation reduced the risk of major cardiovascular events. Both the placebo Vitamin E group (n=7326) and the active Vitamin E group (n=7315) had an incidence rate of major cardiovascular events of 10.9 events per 1000 person-years (HR. 1.01; 95% CI, 0.90-1.13; P=.86). There was no significant difference in incidence of events in the placebo Vitamin C group (n=7312) and the active Vitamin C group (n=7329), at 10.9 vs 10.8 events per 1000 person-years (HR, 0.99; 95% CI, 0.89-1.11; P=.91). This is a reversal on Vitamins E and C for preventing cardiovascular disease in men. 
	2017. Cochrane review. "Currently, there is no evidence to suggest that vitamin C supplementation reduces the risk of CVD in healthy participants and those at increased risk of CVD."140
2013. Vitamin, Mineral, and Multivitamin Supplements for the Primary Prevention of Cardiovascular Disease and Cancer. “Trials of vitamin E supplementation showed mixed results and altogether had no overall effect on cancer, CVD, or all-cause mortality.”141
	Pubmed found systematic review

	354
	Ginkgo biloba for Prevention of Dementia A Randomized Controlled Trial
DeKosky et al.
	Neurology 
	11/19/2008 JAMA
	Ginkgo biloba supplement sales exceed $249 million annually.142 This herbal product is thought to preserve memory and is used in many medical practices around the world.116 The GEM study randomized patients to receive G. biloba (n=1545) or placebo (n=1524). GEM concluded that G. biloba did not reduce the incidence of dementia (HR, 1.12; 95% CI, 0.94-1.33; P=.21) or Alzheimer’s disease (HR, 1.13; 96% CI, 0.85-1.50; P=.39). This is a reversal of G. biloba for prevention of dementia. 
	2010. “Many of the early trials [on Ginkgo] used unsatisfactory methods, were small, and publication bias cannot be excluded. Overall, evidence that Ginkgo has predictable and clinically significant benefit for people with dementia or cognitive impairment is inconsistent and unreliable.”143
	Pubmed found systematic review

	355
	Effect of Evidence-Based Feeding Guidelines on Mortality of Critically Ill Adults A Cluster Randomized Controlled Trial
Doig et al.
	Critical care
	12/17/2008 JAMA
	Evidence-based guidelines (EBGs) have been successful at reducing evidence-practice gaps by discouraging ineffective care.144-146 This randomized controlled trial investigated whether evidence-based guidelines would improve feeding practices and reduce mortality in ICU patients. The trial found that although the ICU developed and implemented an evidence-based nutritional support guideline promoting earlier feeding, the use of these guidelines did not affect clinical outcomes. The guideline group (n=561) and the control group (n=557) did not differ in hospital discharge mortality (28.9% vs 27.4%; difference, 1.4% [95% CI, -6.3%-12.0%], P=.75). This is a reversal of evidence-based feeding guidelines for reducing hospital discharge mortality in critically ill adults. 
	none
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	Cognitive and Cardiac Outcomes 5 Years After Off-Pump vs On-Pump Coronary Artery Bypass Graft Surgery
Dijk et al.
	Cardiovascular
	2/21/2007 JAMA
	Observational studies in the 1990s showed an association between off-pump coronary-artery bypass and better early clinical outcomes compared to on-pump, and the practice of performing coronary-artery bypass surgery on a beating heart experienced a resurgence.1 Yet randomized controlled trials have not been able to show efficacy in off-pump surgeries and have suggested that incomplete revascularization was more frequent with off-pump surgery.2 This follow-up study compared the 5-year outcomes of cognitive status and cardiovascular events in low-risk patients receiving either on-pump (n=117) or off-pump (n=123) CABG. The study found that 62/123 (50.4%) of the participants in the off-pump group experienced cognitive decline compared to 59/117 (50.4%) in the on-pump group (absolute difference, 0; 95% CI, -12.7%-12.6%; P>.99). The off-pump group experienced 30 cardiovascular events (21.1%) vs 25 events (18.0%) in the on-pump group (absolute difference, 3.1%; 95% CI, -6.1%-12.4%; P=.55). This is a reversal of the practice of off-pump coronary artery bypass surgery in place of on-pump surgery for reducing cardiovascular events and cognitive decline. 
	2012. Cochrane review. "Our systematic review did not demonstrate any significant benefit of off-pump compared with on-pump CABG regarding mortality, stroke, or myocardial infarction. In contrast, we observed better long-term survival in the group of patients undergoing on-pump CABG with the use of cardiopulmonary bypass and cardioplegic arrest. Based on the current evidence, on-pump CABG should continue to be the standard surgical treatment. However, off-pump CABG may be acceptable when there are contraindications for cannulation of the aorta and cardiopulmonary bypass. Further randomised clinical trials should address the optimal treatment in such patients."3
	Pubmed found systematic review

	357
	Levosimendan vs Dobutamine for Patients With Acute Decompensated Heart Failure The SURVIVE Randomized Trial 
Mebazaa et al.
	Cardiovascular
	5/02/2007 JAMA
	
	Patients with acute decompensated heart failure (ADHF) who show evidence of peripheral hypoperfusion often receive positive inotropes such as dobutamine. The agents improve hemodynamics and symptoms but have been associated with increased risk of death and other cardiovascular events.4 Levosimendan is a pharmacological agent that exerts positive inotropic effects and vasodilatory properties and has been approved and used for ADHF in over 60 countries worldwide.5 Levosimendan was not found to increase incidence of ischaemia or hypotension and was associated with a lower risk of death in retrospective analysis.6 This study found that compared to dobutamine (n=663), patients with ADHF receiving levosimendan (n=664) had reduced plasma B-type natriuretic peptide levels, but did not reduce all-cause mortality at 180 days (HR, 0.91; 95% CI, 0.74-1.13; P=.40). This is a reversal of levosimendan for lowering risk of all-cause mortality in patients with ADHF. 
	2018. Cochrane review. “Apart from low quality of evidence data suggesting a short-term mortality benefit of levosimendan compared with dobutamine, at present there are no robust and convincing data to support a distinct inotropic or vasodilator drug-based therapy as a superior solution to reduce mortality in haemodynamically unstable people with cardiogenic shock or LCOS [low cardiac output syndrome].”7
	pubmed found systematic review

	358
	Influence of a Diet Very High in Vegetables, Fruit, and Fiber and Low in Fat on Prognosis Following Treatment for Breast Cancer The Women's Healthy Eating and Living (WHEL) Randomized Trial
Pierce et al.
	Public Health/ Preventive Medicine
	7/18/2007 JAMA
	Observational studies suggest that diets high in vegetables and fruit and low in fat are associated with a lower risk of breast cancer,8  and guidelines have been recommending this diet for cancer prevention.9 The Women's Intervention Nutrition Study, which investigated diets that reduce fat intake on relapse-free survival in breast cancer patients, found a modest but significant improvement in relapse-free survival among those assigned to a low-fat diet.10 This study sought to determine the effect of high vegetable, fruit, and fiber and low fat diet in women with previously treated early stage breast cancer. The study found that the intervention diet (n=1537) compared to standard diet (n=1551) did not reduce breast cancer events (adjusted HR, 0.96; 95% CI, 0.80-1.14; P = .63), or mortality (adjusted HR, 0.91; 95% CI, 0.72-1.15; P = .43) after a 7.3-year follow-up period. This is a reversal of diets high in vegetable, fiber, and fruit and low in fat in reducing risk of breast cancer events following treatment. 
	2009. “There is no convincing evidence that changing dietary pattern following breast cancer diagnosis will improve prognosis for most women with early stage breast cancer. However, it would appear to be important for some subgroups. Further investigation of mechanisms for such selective action is needed.”11
	Source 1: pubmed found systematic review
Source 2: pubmed search of article title

	359
	Efficacy of a Hip Protector to Prevent Hip Fracture in Nursing Home Residents The HIP PRO Randomized Controlled Trial
Kiel et al.
	Orthopedic
	7/25/2007 JAMA
	Hip fractures caused by falling are common among the older adults in the United States, with the highest incident rates in nursing homes, where 50% of residents fall each year.12 Hip protectors were designed to prevent fractures by diverting or absorbing energy of a fall. Although hip protectors were widely used,13 their effectiveness in institutional settings is uncertain.14 This study found that energy-absorbing/shunting hip protectors (n=1042) did not have a protective effect on the risk of hip fracture compared to no hip protector (n=1042) in patients residing in US nursing homes. The incidence rate of hip fracture for the hip protector group was 3.1% (95% CI, 1.8%-4.4%) vs the rate of the no hip protector at 2.5% (95% CI, 1.3%-3.7%; P=.70). This is a reversal of hip protectors for preventing hip fractures in nursing homes.
	2014. Cochrane review. After excluding studies with high risk of bias, this Cochrane systematic review found that hip protectors did not have a significant effect on risk of hip fractures in institutional settings.15
	pubmed found systematic review

	360
	Antibiotics and Topical Nasal Steroid for Treatment of Acute Maxillary Sinusitis A Randomized Controlled Trial
Williamson et al.
	Public Health/ Preventive Medicine
	12/05/2007 JAMA
	Acute sinusitis is generally treated with antibiotics, even though the condition tends to resolve without treatment, and whether the sinusitis is caused by bacteria is often unknown.16-18 Steroids are occasionally prescribed as alternative to antibiotics,19 although there is a lack of evidence for their effectiveness in relieving sinusitis symptoms. This paper found that antibiotics (n=54), nasal steroids (n=56), and a combination of both (n=46) were no better than placebo (n=51) in clinically curing and lessening duration and severity of acute sinusitis in the primary care setting. Twenty-nine percent of patients in the amoxicillin (antibiotic) group experienced symptoms lasting 10 or more days compared to 33.6% in the no-antibiotic group (adjusted OR, 0.99; 95% CI, 0.57-1.73). The percent of patients experiencing symptoms lasting 10+ days in the topical budesonide (steroid) group was 31.4% compared to 31.4% in the no steroid group (adjusted OR, 0.93; 95% CI, 0.54-1.62). This is a reversal of topical nasal steroid for treatment of acute maxillary sinusitis.
	2014. Cochrane. Systemic corticosteroids for acute sinusitis. “Oral corticosteroids as a monotherapy appear to be ineffective for adult patients with clinically diagnosed acute sinusitis.”20
	pubmed search of article title

	361
	Low-Fat Dietary Pattern and Risk of Colorectal Cancer The Women's Health Initiative Randomized Controlled Dietary Modification Trial
Beresford et al.
	Public Health/ Preventive Medicine
	2/08/2006
	Low fat diets have been suggested since the 1970s to reduce the risk of cancer, and the recommendation for a low-fat diet for all was supported by the American Society of Clinical Nutritionists, the AHA, and the National Cancer Institute.21 However, observational studies on low-fat diets and rates of cancer have been inconsistent, some suggesting a positive association between fat intake and cancer, and others show no correlation.22 23 The Women's Health Initiative RCT determined that, compared to an unaltered diet (n=29294), a low fat, high vegetable diet (n=19541) did not significantly reduce the risk of colorectal cancer in postmenopausal women (HR, 1.08; 95% CI, 0.90-1.29). This is a reversal of low-fat diet for reducing risk of colorectal cancer in postmenopausal women. 
	None found
	Google scholar search “low fat diet cancer systematic review”

	362
	Low-Fat Dietary Pattern and Risk of Cardiovascular Disease The Women's Health Initiative Randomized Controlled Dietary Modification Trial
Howard et al.
	Public Health/ Preventive Medicine
	2/08/2006 JAMA
	Low fat diets have been suggested since the 1950s  to reduce the risk of cardiovascular disease, and the recommendation for a low-fat diet for heart health was supported by the American Heart Association.21 The Women's Health Initiative randomized controlled study determined that a low fat, high vegetable diet (n=19541) did not significantly reduce the risk of coronary heart disease (HR, 0.97; 95% CI, 0.90-1.06), stroke (HR, 1.02; 95% CI, 0.90-1.15), or cardiovascular disease (HR, 0.98; 95%, 0.92-1.05) in postmenopausal women compared to usual diet (n=29294). This is a reversal of low-fat diets for reducing risk of cardiovascular disease in postmenopausal women. 
	2016. “In people with primary hypertension, weight loss diets reduced body weight and blood pressure, however the magnitude of the effects are uncertain due to the small number of participants and studies included in the analyses. Whether weight loss reduces mortality and morbidity is unknown. No useful information on adverse effects was reported in the relevant trials.”24
	pubmed found systematic review

	363
	Effect of Policosanol on Lipid Levels Among Patients With Hypercholesterolemia or Combined Hyperlipidemia A Randomized Controlled Trial
Berthold et al.
	Cardiovascular 
	5/17/2006 JAMA
	Policosanol is a supplement derived from sugar cane that is advertised as a lipid-lowering substance.25 Policosanol was developed and approved for use in Cuba in 1991 and sold in many South American and Caribbean countries.26 Most of the research on policosanol comes from one research group in Cuba and the authors of this study aimed to study the drug outside of Cuba to confirm its efficacy. This study found that sugarcane-derived policosanol had no effect on LDL-C levels, regardless of dosage (n=114), compared to placebo (n=29) in patients with hypercholesterolemia or combined hyperlipidemia (P=.39). This is a reversal of Policosanol for treating hypercholesterolemia or combined hyperlipidemia. 
	2009. “Data do not support an LDL-lowering claim for guggulipid, policosanol, or cinnamon.”27
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	364
	Fluoxetine After Weight Restoration in Anorexia Nervosa A Randomized Controlled Trial
Walsh et al.
	Psychiatry
	6/14/2006 JAMA
	Anorexia Nervosa is a psychiatric illness with a high rate of relapse.28 To prevent relapse, various interventions have been implemented to support patients post-hospitalization. Antidepressants are thought to prevent relapse in patients with anorexia nervosa because these patients often exhibit psychiatric orders such as depression and obsessive compulsive disorder.29 Selective serotonin reuptake inhibitors (SSRIs) are commonly prescribed to patients both during and following hospitalization,30 31 although there is a lack of evidence to back these treatments. SSRIs may be ineffective at low weight, therefore the authors of this study investigated the effect of fluoxetine, an SSRI, on rehospitalization in patients who have completed a course of intensive treatment and have been restored to a healthy weight. The study found that fluoxetine (n=49) had no added benefit to patients with anorexia nervosa after weight restoration compared to placebo (n=44). There was no significant between groups in time-to-relapse (HR, 1.12; 95% CI, 0.65-2.01; P=.64). This is a reversal of fluoxetine for preventing relapse in patients with anorexia nervosa.
	2014. “We found that anti-depressants and antipsychotics had no significant effect on weight compared to placebo in the treatment of AN [anorexia nervosa].” 32
	pubmed found systematic review

	365
	Manual Chest Compression vs Use of an Automated Chest Compression Device During Resuscitation Following Out-of-Hospital Cardiac Arrest: A Randomized Trial
Hallstrom et al.
	Cardiovascular
	6/14/2006 JAMA
	Out-of-hospital cardiac arrest is generally treated by cardiopulmonary resuscitation (CPR) and the quality and order of resuscitation intervention may have an effect on cardiac and neurological outcomes.33 Consistent compressions in CPR is difficult while maintaining quality, and paramedics have been shown to provide shallower, slower compressions over time.34 Manual chest compression devices were designed to provide ideal chest compressions. The AutoPulse Resuscitation System is a load-distributing band circumferential chest compression device (LDB-CPR) that received marketing clearance by the FDA in 2002.35 This study compared the use of an LDB-CPR device with manual CPR in EMS care for patients with cardiac arrest that was presumed to be of cardiac origin and that had occurred prior to the arrival of EMS personnel. Automated LDB-CPR devices (n=394) were associated with worse neurological outcomes and showed a trend toward worse survival compared to manual CPR (n=373). Comparing LDB-CPR to manual CPR, survival to hospital discharge was 5.8% vs 9.9% (P=.06). The 2 best cerebral performance categories at hospital discharge were recorded in 3.1% of LDB-CPR patients compared to 7.5% of manual CPR patients (P=.006). This is a reversal on the use of automated chest compression devices for resuscitation following out-of-hospital cardiac arrest. 
	2014. Cochrane review “Evidence from RCTs in humans is insufficient to conclude that mechanical chest compressions during cardiopulmonary resuscitation for cardiac arrest are associated with benefit or harm. Widespread use of mechanical devices for chest compressions during cardiac events is not supported by this review. More RCTs that measure and account for the CPR process in both arms are needed to clarify the potential benefit to be derived from this intervention.”36
	pubmed found systematic review

	366
	Cognitive Behavioral Therapy vs Zopiclone for Treatment of Chronic Primary Insomnia in Older Adults A Randomized Controlled Trial
Siversten et al.
	Public Health/ Preventive Medicine
	6/28/2006 JAMA
	Insomnia is a common complaint among individuals age 55 years and older and is associated with reduced quality of life, affective disorders, and increased health service utilization.37 Pharmacological interventions are common treatments prescribed by primary care physicians, yet sleep medication has shown to have a small effect size and clinical benefit, and long-term use of the drugs can cause dependency and increased tolerance.38  Zopiclone, a non-benzodiazepine sleeping pill that has been on the market since 1986,39 is also associated with next-day sleepiness and traffic collisions.40 41 Cognitive behavioral therapy (CBT) is the most widely used psychological intervention for insomnia but has limited studies proving its efficacy. This study was the first RCT to compare the effects of nonbenzodiazepine sleep medications with nonpharmacological treatment. The study found that, at 6 months, CBT improved sleep efficiency from 81.4% to 90.1% compared to the zopiclone group, which saw a decrease in efficiency from 82.3% to 81.9%. 
 CBT (n=18) improved short and long-term sleep outcomes compared to zopiclone and that in most outcomes, zopiclone (n=16) was no more effective than placebo (n=12). Zopiclone was no better than placebo in improving symptoms for patients with insomnia. This is a reversal of zopiclone for improving insomnia symptoms. 
	2012. “There is moderate grade evidence suggesting CBT-I is superior to the non-benzodiazepines zopiclone and zolpidem for improving sleep measures in the short term.”42
	pubmed found systematic review

	367
	Distal Microcirculatory Protection During Percutaneous Coronary Intervention in Acute ST-Segment Elevation Myocardial Infarction A Randomized Controlled Trial
Stone et al.
	Cardiology
	3/02/2005 JAMA
	Distant microcirculatory protection devices were designed to prevent distal embolization of atheromatous and thrombotic debris after primary percutaneous coronary intervention (PCI) and enhance event-free survival in patients.43 Two devices were FDA approved at the time of this trial: the PercuSurge GuardWire (Medtronic Corp, Santa Rosa, Calif) and FilterWire-Ex (Boston Scientific, Santa Clara, Calif)44 and their popularity was growing in the US since their approval.45 This study found that distal embolic protection did not improve microvascular flow, greater reperfusion success, reduced infarct size, or enhanced event-free survival in patients undergoing primary PCI. The absolute difference in ST-segment resolution 30 minutes after PCI between patients assigned to distal protection (n=252) and patients without distal protection (n=249) was 1.4% (95% CI, -7.7%-10.5%; P=.78). Infract size was 12.0% with distal protection and 9.5% without (p=.15). This is a reversal of distal microcirculatory protection during PCI. 
	2011. “In patients with STEMI, for most devices, few RCTs evaluated final health outcomes over a long period of follow-up. Due to insufficient data, the safety of these devices is unclear.”46
	pubmed found systematic review

	368
	Effects of Long-term Vitamin E Supplementation on Cardiovascular Events and Cancer A Randomized Controlled Trial
HOPE and HOPE-TOO investigators
	Public Health/ Preventive Medicine
	3/16/2005 JAMA
	Vitamin E supplements have been associated with good cardiovascular health and cancer prevention due to their antioxidant properties.47  Vitamin E supplementation has been recommended since the 1940s for treatment of various cardiovascular disorders.48 This article sought to evaluate long-term Vitamin E supplementation effects on risk of cancer, cancer death, and major cardiovascular events. They found that there were no preventive effects for all outcomes compared to placebo. The Vitamin E group (n=4761) had 11.6% cancer incidence versus 12.3% in the placebo (n=4780) group (RR, 0.94; 95% CI, 0.84-1.06; P=.30), 3.3% vs 3.7% for cancer deaths (RR, 0.88; 95% CI, 0.71-1.09; P=.24), and 21.5% vs 20.6% for cardiovascular events (RR, 1.04; 95% CI, 0.96-1.14; p=.34). The vitamin E group also had higher risk of heart failure (P=.03) and hospitalization for heart failure (P=.045). This is a reversal of long-term vitamin E supplementation for preventing cardiovascular events and cancer. 
	2012. US Preventive Services Task Force. “Trials of vitamin E supplementation showed mixed results and altogether had no overall effect on cancer, CVD, or all-cause mortality.”49
	pubmed found systematic review

	369
	Information Leaflet and Antibiotic Prescribing Strategies for Acute Lower Respiratory Tract Infection A Randomized Controlled Trial
Little et al.
	Pulmonary disease
	06/22/2005 + 06/29/2005 JAMA
	Acute lower respiratory tract infections have been commonly treated with antibiotics even though there are conflicting findings on its efficacy. Although there has been a consensus to limit antibiotic use in this population,50 a 1993-1994 survey of first-line antibiotic prescription for lower respiratory tract infection conducted in France, Germany, Italy, Spain, and the UK found that 83% of general practitioners treated infections with antibiotics.51  This study found that immediate antibiotics had no greater effect on symptom duration or severity compared to delaying treatment in patients with acute uncomplicated lower respiratory tract infection. Participants not offered antibiotics (n=273) did not show a difference in cough duration compared to the delayed antibiotic group (n=272; 0.75 days; 95% CI, -0.37-1.88) or the immediate antibiotic group (n=262; 0.11 days; 95% CI, -1.01-1.24). This is a reversal for prescribing antibiotics for acute lower respiratory tract infection. 
	2017. Cochrane review. “The strategy of no antibiotics further reduced antibiotic use compared to delaying prescription for antibiotics (14% versus 28%). Delayed antibiotics for people with acute respiratory infection reduced antibiotic use compared to immediate antibiotics, but was not shown to be different to no antibiotics in terms of symptom control and disease complications. Where clinicians feel it is safe not to prescribe antibiotics immediately for people with respiratory infections, no antibiotics with advice to return if symptoms do not resolve is likely to result in the least antibiotic use while maintaining similar patient satisfaction and clinical outcomes to delaying prescription of antibiotics.”52
	pubmed found systematic review

	370
	Vitamin E in the Primary Prevention of Cardiovascular Disease and Cancer The Women’s Health Study: A Randomized Controlled Trial
Lee et al.
	Public Health/ Preventive Medicine
	7/06/2005 JAMA
	Vitamin E supplements have been associated with good cardiovascular health and cancer prevention due to their antioxidant properties.47 Vitamin E supplementation has been recommended since the 1940s for treatment of various cardiovascular disorders.48 This article sought to evaluate long-term Vitamin E supplementation effects on risk of major cardiovascular events and invasive cancer. They found that participants that ingested 600 IU of natural-source vitamin E (n= 19937) experienced no added benefit to all outcomes compared to the placebo group (n=19939). The vitamin E group experience 482 major cardiovascular events and the placebo group experienced 517 (RR, 0.93; 95% CI, 0.82-1.05; P=.26). For incidences of total cancer, there were 1437 cases in the vitamin E group and 1428 in the placebo group (RR, 1.01; 95% CI, 0.94-1.08; P=.87). This is a reversal of vitamin E for preventing cardiovascular disease and cancer in women. 
	2012. US Preventive Services Task Force. “Trials of vitamin E supplementation showed mixed results and altogether had no overall effect on cancer, CVD, or all-cause mortality.”49
	pubmed found systematic review

	371
	Anesthesia-Assisted vs Buprenorphine- or Clonidine-Assisted Heroin Detoxification and Naltrexone Induction A Randomized Trial
Collins et al.
	Public Health/ Preventive Medicine
	08/24/2005+ 08/24/2005 JAMA
	An effective, safe opioid detoxification has not been found and medically supervised heroin withdrawal has high patient discomfort and dropout rates.53 Anesthesia-assisted heroin opioid detoxification has therefore been used to offer a painless treatment.54 This study compared the effects of anesthesia-assisted rapid opioid detoxification with 2 control procedures: buprenorphine-assisted (positive control) and clonidine-assisted (negative control) opioid detoxification with delayed naltrexone induction. The trial found that anesthesia (n=35) was no more effective than buprenorphine (n=37) in treating withdrawal severities in opioid addiction with naltrexone. Rates of naltrexone induction (94% anesthesia vs 97% buprenorphine), treatment retention (20% vs 24%), and proportion of opioid-positive urine specimens (14% vs 14%) did not differ between groups.  Additionally, anesthesia is more expensive and can cause life-threatening adverse events. This is a reversal of adding anesthesia to heroin detoxification treatment.
	2010. Cochrane review. “Heavy sedation compared to light sedation does not confer additional benefits in terms of less severe withdrawal or increased rates of commencement on naltrexone maintenance treatment. Given that the adverse events are potentially life-threatening, the value of antagonist-induced withdrawal under heavy sedation or anaesthesia is not supported. The high cost of anaesthesia-based approaches, both in monetary terms and use of scarce intensive care resources, suggest that this form of treatment should not be pursued.”55
	pubmed found systematic review

	372
	Evaluation Study of Congestive Heart Failure and Pulmonary Artery Catheterization Effectiveness The ESCAPE Trial
ESCAPE investigators
	Cardiovascular
	10/05/2005 JAMA
	Pulmonary artery catheterization (PAC) was introduced in the 1970s and was adopted nationwide in the ICU and perioperative settings for congestive heart failure.56 Although therapies have improved over the years, patients with heart failure still have up to 35-40% one-year mortality rates.57 PAC has been questioned for its safety and efficacy. This study investigated the survival rate of patients after PAC (n=206) or clinical assessment alone (n=207). They found that PAC increased adverse events (21.9% PAC vs 11.5% clinical assessment; P=.04) and had no effect on days alive out of the hospital during the first 6 months (133 vs 135 days; HR, 1.00; 95% CI, 0.82-1.21; P=.99), overall mortality (10% vs 9%; OR, 1.26; 95% CI, 0.78-2.03; P=.35), and number of days hospitalized (8.7 vs 8.3; HR, 1.04; 95% CI, 0.86-1.27; P=.67). This is a reversal of PAC for patients with congestive heart failure.
	2013. Cochrane review. “PAC is a diagnostic and haemodynamic monitoring tool but not a therapeutic intervention. Our review concluded that use of a PAC did not alter the mortality, general ICU or hospital LOS, or cost for adult patients in intensive care.”58
	pubmed found systematic review

	373
	Electrocardiographic and Hemodynamic Effects of a Multicomponent Dietary Supplement Containing Ephedra and Caffeine A Randomized Controlled Trial
McBride et al.
	Endocrinology/Diabetes/Metabolism
	1/14/2004 JAMA
	Metabolife 356 was a popular dietary supplement containing ephedra and caffeine (DSEC). Ephedra and caffeine are popular “natural” diet pill ingredients, known to aid in weight loss.59 This study found that in healthy volunteers (n=15), compared to placebo, DSEC significantly increased mean maximal QTc interval (mean (SD), 419.4 (11.8) vs 396.1 milliseconds; P<.001) and systolic blood pressure (mean (SD), 123.5 (10.98) vs 118.93 (9.62) mm Hg; P = .009), and may increase risk of ventricular and atrial arrhythmias. (Later banned by the FDA in 2004 for serious adverse events.) This is a reversal of Metabolife 356 for weight loss due to serious adverse effects caused by the supplement. 
	None found
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	374
	Prehospital Hypertonic Saline Resuscitation of Patients With Hypotension and Severe Traumatic Brain Injury A Randomized Controlled Trial
Cooper et al.
	Neurology
	3/17/2004 JAMA
	Severe traumatic brain injury has a high mortality rate and many survivors suffer from severe neurological disability. Intravenous hypertonic saline (HTS) has shown to increase blood pressure and decrease elevated intracranial pressure compared to isotonic resuscitation fluids.60 HTS-colloid solutions were approved in 11 European countries and was recommended in the Brain Trauma Foundation’s "Guidelines for Pre-hospital Management of Traumatic Brain Injury", with or without dextran as an option for treatment.61 62 This study found, compared to patients who received conventional fluid (n=113), patients with hypotension and severe traumatic brain injury who received prehospital resuscitation with HTS (n=113) had no better improvement in neurological outcomes (RR, 0.99; 95% CI, 0.76-1.30; P=.96). This is a reversal of prehospital HTS solutions for treating patients with hypotension and severe traumatic brain injury.  
	2016. "We observed no mortality benefit or effect on the control of intracranial pressure with the use of hypertonic saline when compared to other solutions. Based on the current level of evidence pertaining to mortality or control of intracranial pressure, hypertonic saline could thus not be recommended as a first-line agent for managing patients with severe traumatic brain injury."63
	google scholar search within articles citing paper. "review"

	375
	Low-Dose Inhaled Nitric Oxide in Patients With Acute Lung Injury A Randomized Controlled Trial
Taylor et al.
	Pulmonary
	4/07/2004 JAMA
	Inhaled nitric oxide is a selective pulmonary vasodilator and has been shown to improve gas exchange in acute respiratory syndrome.64 65 A 1997 survey of members of the European Society of Intensive Care Medicine found that 63.2% of respondents prescribed inhaled NO to treat acute lung injury and acute respiratory distress syndrome.66 This multicenter, randomized, placebo-controlled, blinded study found that, compares to placebo (n=193), inhaled NO (n=192) in patients with non-sepsis acute lung injury and without evidence of nonpulmonary organ system dysfunction did not lead to a substantial impact on duration of ventilatory support (10.6 days in placebo vs 10.7 days in inhaled NO; P=.97) or mortality (20% vs 23%; P=.54). This is a reversal of low-dose inhaled NO to treat patients with acute lung injury. 
	2016. Cochrane review. "Evidence is insufficient to support INO in any category of critically ill patients with AHRF. Inhaled nitric oxide results in a transient improvement in oxygenation but does not reduce mortality and may be harmful, as it seems to increase renal impairment."67
	pubmed found systematic review


	376
	Effects of Conjugated Equine Estrogen in Postmenopausal Women With Hysterectomy The Women's Health Initiative Randomized Controlled Trial
WHI committee
	Obstetrics/Gynecology 
	4/14/2004 JAMA
	Estrogen therapy has been offered to postmenopausal women with hysterectomies in order to lower risk of breast cancer and all-cause mortality and to treat menopause symptoms.68 It was in common practice to prescribe long-term estrogen to postmenopausal women as a preventive treatment since the mid-1900s.69 In this randomized, double-blind, placebo-controlled disease prevention trial, it was found that, compared to placebo (n=5429), the conjugated equine estrogen (n=5310) did not affect coronary heart disease incidence (HR, 0.91; 95% CI, 0.75-1.12), increased risk of stroke, and decreased risk of hip fracture in postmenopausal women with prior hysterectomy. The authors concluded that conjugated equine estrogen “should not be recommended for chronic disease prevention in postmenopausal women.”70 This is a reversal of conjugated equine estrogens for preventing coronary heart disease, stroke, and hip fractures in postmenopausal women with hysterectomies. 	
	2017. Cochrane Review. "Women with intolerable menopausal symptoms may wish to weigh the benefits of symptom relief against the small absolute risk of harm arising from short-term use of low-dose HT, provided they do not have specific contraindications. HT may be unsuitable for some women, including those at increased risk of cardiovascular disease, increased risk of thromboembolic disease (such as those with obesity or a history of venous thrombosis) or increased risk of some types of cancer (such as breast cancer, in women with a uterus).”71
	pubmed found systematic review

	377
	Conjugated Equine Estrogens and Incidence of Probable Dementia and Mild Cognitive Impairment in Postmenopausal Women Women's Health Initiative Memory Study
Shumaker et al.
	Obstetrics/Gynecology 
	06/23/2004+ 06/30/2004 JAMA
	The Women's Health Initiative studied both estrogen plus progestin therapy and estrogen-alone therapy for dementia and cognitive health in postmenopausal women. Cognitive decline in older women is thought to be due to loss of estrogen72 and observational and smaller experimental studies have found promising neuroprotective effects with estrogen treatment in postmenopausal women. Postmenopausal women at the time of this study were regularly recommended hormone therapy,73 with as many as one out of every four postmenopausal women taking this therapy during the early 1990s.74  This study focused on estrogen-alone therapy (n=1464) for dementia and mild cognitive impairment compared to control (n=1483) and found that estrogen therapy alone did not reduce dementia or MCI incidence and increased the risk for both end points combined (HR, 1.38; 95% CI, 1.01-1.89; P=.04). This is a reversal of conjugated equine estrogens for prevention of dementia and mild cognitive impairment in postmenopausal women. 	
	2017, Cochrane Review, Long-term hormone therapy for perimenopausal and postmenopausal women: "HT is not indicated for primary or secondary prevention of cardiovascular disease or dementia, nor for prevention of deterioration of cognitive function in postmenopausal women."71
	pubmed found systematic review

	378
	Conjugated Equine Estrogens and Global Cognitive Function in Postmenopausal Women Women's Health Initiative Memory Study
Espeland et al.
	Obstetrics/Gynecology
	06/23 + 06/30/2004 JAMA
	The Women's Health Initiative studied both estrogen plus progestin therapy and estrogen-alone therapy for cognitive health in postmenopausal women. Cognitive decline in older women is thought to be due to loss of estrogen72 and observational and smaller experimental studies have found promising neuroprotective effects with estrogen treatment in postmenopausal women.  Postmenopausal women at the time of this study were regularly recommended hormone therapy,73 with as many as one out of every four women taking this therapy during the early 1990s.74 This study focused on estrogen-alone therapy for cognitive function and found that it had greater adverse effects on women compared to placebo, especially in women with lower cognitive function at initiation of treatment. At mean follow-up of 5.4 years, compared to women taking placebo (n=1421), women taking hormone replacement therapy (n=1387) scores were 0.26 units lower on the Modified Mini-Mental State Examination (P=.04) and the mean decrease was 0.21 (SE, 0.08; P=.006). This is a reversal of conjugated equine estrogens for cognitive health in postmenopausal women. 	
	2017. Cochrane Review.  "HT is not indicated for primary or secondary prevention of cardiovascular disease or dementia, nor for prevention of deterioration of cognitive function in postmenopausal women."71
	pubmed found systematic review

	379
	Effects of Systematic Prone Positioning in Hypoxemic Acute Respiratory Failure A Randomized Controlled Trial
Guerin et al.
	Critical care
	11/17/2004 JAMA
	In 2001, the Intensive and Critical Care Nursing Journal released guidelines regarding prone positioning of patients with acute respiratory distress syndrome (ARDS).75 The recommendation was that patients with ARDS should be placed in the prone position to improve survival. A clinical follow-up study found that patients with severe acute lung insufficiency who were treated in the prone position had improved gas exchange.76 This study investigated the effects on mortality of prone positioning on patients with hypoxemic ARDS and found that prone position (=413) had no beneficial outcomes and may have some safety concerns compared to supine placement (n=378). The 28-day mortality rate for the prone and supine groups were 32.4% and 31.5%, respectively (p=.77), and pressure sores, selective intubation, and endotracheal tube obstruction incidences were higher in the prone group. This is a reversal of the universal application of prone positioning for hypoxemic acute respiratory failure. 
	2015. Cochrane Review. "We found no convincing evidence of benefit nor harm from universal application of PP [prone positioning] in adults with hypoxaemia mechanically ventilated in intensive care units (ICUs). Three subgroups (early implementation of PP, prolonged adoption of PP and severe hypoxaemia at study entry) suggested that prone positioning may confer a statistically significant mortality advantage. "77
	pubmed found systematic review

	380
	Prevention of Hip Fractures by External Hip Protectors A Randomized Controlled Trial
Schoor et al.
	Orthopedic
	4/16/2003 JAMA
	Hip fractures affect millions of people annually. External hip protectors were designed to absorb the impact of a fall to prevent fractures. There were a number of RCTs investigating external hip protectors and hip fracture prevention showing mixed results,78-80 yet protectors were still regularly prescribed in practices.81 This article found that prescribing a hip protector was not effective in preventing hip fractures in elderly persons aged 70 years and older compared to risk and bone health information. There were 18 fractures in the intervention group (n= 276) compared to 20 fractures in the control group (n=285; P=.86). This is a reversal of external hip protectors for preventing fractures in elderly persons in institutional homes. 
	2014. Cochrane review. After excluding studies with high risk of bias, this Cochrane systematic review found that hip protectors did not have a significant effect on risk of hip fractures in institutional settings. 15        
	pubmed found systematic review

	381
	Pacemaker Therapy for Prevention of Syncope in Patients With Recurrent Severe Vasovagal Syncope Second Vasovagal Pacemaker Study (VPS II): A Randomized Trial
Connolly et al.
	Cardiology
	5/07/2003 JAMA
	Pacemaker therapy for vasovagal syncope came about on the theory that the devices may ameliorate symptoms or delay development on syncope during tilt testing. Smaller randomized trials found pacemakers to be beneficial for recurrent vasovagal syncope.82 83 Pacemaker therapy for fainting has been in practice since the 1980s as seen in case reports and case series.84 This study found that there was no significant difference in risk of recurrent syncope at 6 months between patients assigned to pacemakers with (n=48) or without (n=52) pacing (31% vs 43%; RR 30%; 95% CI, -33%-63%; 1-sided P=.14). The editor suggests that treating syncope with pacemakers should be avoided without further research as it is a permanent, invasive treatment with little physiological proof or theory. This is a reversal of pacemaker therapy for preventing vasovagal syncope. 	
	2011. "There is insufficient evidence to support the use of any of the pharmacological or pacemaker treatments for vasovagal syncope and carotid sinus syncope. Larger studies using patient relevant outcomes are needed."85

	
	pubmed found systematic review

	382
	Estrogen Plus Progestin and the Incidence of Dementia and Mild Cognitive Impairment in Postmenopausal Women The Women's Health Initiative Memory Study: A Randomized Controlled Trial
Shumaker et al.
	Obstetrics/Gynecology
	5/28/2003 JAMA
	Estrogen plus progestin was a common treatment for menopausal women to prevent coronary heart disease and osteoporosis. Hormone therapies were once only prescribed for short periods to reduce menstrual symptoms, but had become widely prescribed for long-term, indefinite use.86 Postmenopausal women have a higher risk of developing Alzheimer disease than men and case control and prospective studies have indicated that estrogen therapy is associated with lower risk of dementia.87 Studies on hormone therapy and cognitive function have shown trends of postmenopausal women using this treatment regularly.88 The Women's Health Initiative conducted a large RCT to analyze the effects of hormone therapy on dementia and cognitive function and found that, compared to placebo (n=2303), hormone therapy (n=2229) increased risk of dementia in women aged 65 and older (HR, 2.05; 95% CI, 1.21-3.48; 22 vs 45 cases of dementia per 10000 person-years; P=.01). This is a reversal of estrogen plus progestin for dementia and cognitive impairment prevention in postmenopausal women.
	2008. Cochrane review. "There is good evidence that both ERT and HRT do not prevent cognitive decline in older postmenopausal women when given as short term or longer term (up to five years) therapy...In the meantime, based on the available evidence, ERT or HRT cannot be recommended for overall cognitive improvement or maintenance in older postmenopausal women without cognitive impairment.”89
	pubmed found systematic review

	383
	Effect of Estrogen Plus Progestin on Global Cognitive Function in Postmenopausal Women The Women's Health Initiative Memory Study: A Randomized Controlled Trial
Rapp et al.
	Obstetrics/Gynecology
	5/28/2003 JAMA
	Estrogen plus progestin was a common treatment for menopausal women to prevent coronary heart disease and osteoporosis. Hormone therapies were once only prescribed for short periods to reduce menstrual symptoms, but had become widely prescribed for long-term, indefinite use.86 Postmenopausal women have a higher risk of developing Alzheimer disease than men and case-control and prospective studies have indicated that estrogen therapy is associated with better cognitive function.90 Studies on hormone therapy and cognitive function have shown trends of postmenopausal women using this treatment regularly.88 The Women's Health Initiative conducted a large RCT to analyze the effects of hormone therapy on cognitive function and found that, compared to placebo use (n=2236), hormone therapy use (n=2145) exhibited no clinically significant improvement. Furthermore, a small increased risk of clinically meaningful cognitive decline occurred in the estrogen plus progestin group (6.7% hormone therapy vs 4.8% placebo; P=.008). This is a reversal of estrogen plus progestin for improved cognitive function in postmenopausal women.
	2008. Cochrane review. "There is good evidence that both ERT and HRT do not prevent cognitive decline in older postmenopausal women when given as short term or longer term (up to five years) therapy...In the meantime, based on the available evidence, ERT or HRT cannot be recommended for overall cognitive improvement or maintenance in older postmenopausal women without cognitive impairment.”89
	pubmed found systematic review

	384
	Rapid Magnetic Resonance Imaging vs Radiographs for Patients With Low Back Pain A Randomized Controlled Trial
Jarvik et al.
	Orthopedic
	06/04/2003 JAMA
	MRIs have been suggested in guidelines for patients with low back pain who are considering surgery or whom systemic disease is strongly suspected.91 92 Yet primary care providers commonly order MRIs for patients with chronic low back pain regardless of surgical referrals.93 A study on rates of MRIs and spine surgery found that higher rates of MRI are associated with higher rates of spine surgery.94 This study aimed to assess outcomes and cost-effectiveness of MRIs for low back pain and found that participants with low back pain who received MRIs (n=170) experienced similar outcomes compared to those who received radiographs (n=167). Mean back-related disability modified Roland score was 8.75 in the radiograph group vs 9.34 in the MRI group (mean difference, -0.59; 95% CI, -1.69-0.87). Furthermore, MRIs may lead to increased number of spine operations and therefore cost more than radiography. This is a reversal of MRIs for patients with low back pain. 
	2009. "Lumbar imaging for low-back pain without indications of serious underlying conditions does not improve clinical outcomes. Therefore, clinicians should refrain from routine, immediate lumbar imaging in patients with acute or subacute low-back pain and without features suggesting a serious underlying condition."  95   There were no systematic reviews comparing effects of MRI vs radiography in this setting. 
	google scholar search "mri low back pain systematic review"

	385
	Effect of Estrogen Plus Progestin on Stroke in Postmenopausal Women The Women's Health Initiative: A Randomized Trial
Smoller et al.
	Obstetrics/Gynecology
	5/28/2003 JAMA
	Hormone therapy has been frequently administered to postmenopausal women to prevent chronic disease and postmenopausal symptoms.69  Hormone therapies were once only prescribed for short periods to reduce menstrual symptoms, but had become widely prescribed for long-term, indefinite use in all postmenopausal women.86 The Women's Health Initiative Trial investigated the effects of estrogen plus progestin on multiple health outcomes in postmenopausal women and found that the therapy was more harmful than helpful. This study determined that, compared to placebo (n=8102), estrogen plus progestin (n=8506) increased risk of strokes in generally health postmenopausal women (HR 1.31; CI 1.09-1.90). This is a reversal of estrogen plus progestin for stroke prevention in postmenopausal women.
	Cochrane, 2017. “HT is not indicated for primary or secondary prevention of cardiovascular disease or dementia, nor for prevention of deterioration of cognitive function in postmenopausal women.”96
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	386
	Influence of Estrogen Plus Progestin on Breast Cancer and Mammography in Healthy Postmenopausal Women The Women's Health Initiative Randomized Trial
Chlebowski et al.
	Obstetrics/Gynecology
	6/25/2003 JAMA
	Hormone therapy has been frequently administered to postmenopausal women to prevent chronic disease and postmenopausal symptoms.69 These therapies were once only prescribed for short periods to reduce menstrual symptoms, but had become widely prescribed for long-term, indefinite use in all postmenopausal women.86 The Women's Health Initiative Trial investigated the effects of estrogen plus progestin on multiple health outcomes in postmenopausal women and found that the therapy was more harmful than helpful. This study determined that estrogen plus progestin (n=8506) increased total (HR 1.24; weighted p<.001) and invasive (HR 1.24; weighted p=.003) breast cancer risk compared to placebo (n=8102) and increased incidence of abnormal mammograms (p<.001). This is a reversal of estrogen plus progestin for breast cancer prevention in postmenopausal women. 
	2017. “Women with intolerable menopausal symptoms may wish to weigh the benefits of symptom relief against the small absolute risk of harm arising from short-term use of low-dose HT, provided they do not have specific contraindications. HT may be unsuitable for some women, including those at increased risk of cardiovascular disease, increased risk of thromboembolic disease (such as those with obesity or a history of venous thrombosis) or increased risk of some types of cancer (such as breast cancer, in women with a uterus).”71
	pubmed found systematic review

	387
	Effect of Behavioral Training With or Without Pelvic Floor Electrical Stimulation on Stress Incontinence in Women: A Randomized Controlled Trial 
Goode et al.
	Obstetrics/Gynecology
	7/16/2003 JAMA
	Pelvic floor electrical stimulation (PFES) has been used to treat stress incontinence since 1952, when a study found that adding PFES to pelvic floor muscle exercise cured 7 of 17 women suffering from stress incontinence.100 101 Various PFES devices have been approved by the FDA102 and were approved for reimbursement by Medicare and other insurance companies.103 This study compared comprehensive behavioral therapy with (n=67) and without PFES (n=66) and found that the addition of PFES did not reduce number of incontinent episodes in women with stress incontinence (p=.60). They were both more effective than a self-help booklet (n=67). While pelvic floor therapy was shown to improve incontinence in women, the addition of electric stimulation was not beneficial. This is a reversal of the use of electric stimulation for stress incontinence in women. 
	2017. Cochrane review. “The current evidence base indicated that electrical stimulation is probably more effective than no active or sham treatment, but it is not possible to say whether ES is similar to [pelvic floor muscle training] or other active treatments in effectiveness or not. Overall, the quality of the evidence was too low to provide reliable results. Without sufficiently powered trials measuring clinically important outcomes, such as subjective assessment of urinary incontinence, we cannot draw robust conclusions about the overall effectiveness or cost-effectiveness of electrical stimulation for stress urinary incontinence in women.”104
	pubmed found systematic review

	388
	Incidence of Cancer and Mortality Following α-Tocopherol and β-Carotene Supplementation A Postintervention Follow-up
The ATBC Study Group
	Public Health/ Preventive Medicine
	7/23/2003+ 07/30/2003 JAMA
	Vitamin supplements such as Vitamin E and A are commonly consumed in the United States,105 and there has been epidemiological data that shows an association between low serum concentration of antioxidants and risk of cancer.106 After a number of RCTs showed a reduction in cancer rates with vitamin supplementation, the Alpha-Tocopherol, Beta-Carotene Cancer Prevention (ATBC) study was designed to investigate the effects of the two supplements on incidence of lung and other cancers in male smokers aged 50 to 69 years.107 They found that beta-carotene increased risk of lung cancer and alpha-tocopherol reduced incidence of prostate cancer. This follow-up to the ATBC study found that the beneficial and adverse effects of alpha-tocopherol and beta-carotene disappeared after 6-8 years post intervention. There were a total of 29133 male smokers included in the analysis. RR for lung cancer was 1.06 (95% CI, 0.94-1.20) among the beta-carotene group compared to the no beta-carotene group. RR for prostate cancer incidence was 0.88 (95% CI, 0.76-1.03) for the alpha-tocopherol group compared no alpha-tocopherol. This is a reversal of vitamin E and A supplementation for cancer prevention. 
	2012. Cochrane. Antioxidant supplements for prevention of mortality in healthy participants and patients with various diseases: “We found no evidence to support antioxidant supplements for primary or secondary prevention. Beta-carotene and vitamin E seem to increase mortality, and so may higher doses of vitamin A. Antioxidant supplements need to be considered as medicinal products and should undergo sufficient evaluation before marketing.”108
	google scholar search of "cancer mortality beta carotene alpha tocopherol supplements systematic review"

	389
	Guggulipid for the Treatment of Hypercholesterolemia A Randomized Controlled Trial
Szapary et al.
	Public Health/ Preventive Medicine
	8/13/2003 JAMA
	Guggul is a resin extract that has traditionally been used in Asia since 600 BC for obesity, atherosclerosis, and inflammatory conditions.109 "Recent research indicates that guggulsterones are antagonists of the farnesoid X receptor and the bile acid receptor, two nuclear hormone receptors involved in bile acid regulation and cholesterol metabolism."110 Traditional use and bio mechanistic theory have led to guggul's increased marketing and use in the US.111 This study found that guggulipid did not improve levels of serum cholesterol in a population with hypercholesterolemia, and may have raised levels of LDL-C. Levels of LDL-C increased by 4% in both the standard-dose (n=33) and high-dose guggulipid groups (n=34), while LDL-C were lowered in the placebo group by 5% (n=36). This is a reversal of guggulipid for the treatment of hypercholesterolemia. 
	2005. "The effects of guggulipid in patients with high cholesterol are not clear, with some studies finding cholesterol-lowering effects, and other research suggesting no benefits. At this time, there is not enough scientific evidence to support the use of guggul for any medical condition."112
	pubmed search of article title

	390
	Effects of Estrogen Plus Progestin on Gynecologic Cancers and Associated Diagnostic Procedures The Women's Health Initiative Randomized Trial
Anderson et al.
	Obstetrics/Gynecology
	10/01/2003
JAMA
	Postmenopausal hormone replacement therapy (HRT) was initially used in the 1940s as a way to delay age-related health outcomes, but in the 1970’s studies began to emerge showing that the use of HRT, specifically unopposed estrogen, was associated with endometrial cancer.  Progesterone was thought to oppose the effects of estrogen and mitigate the excess risk of cancer, and the combination hormone therapy popularized.  By the 1990s, HRTs were the most commonly prescribed medications.86 HRTs were once only prescribed for short periods to reduce menstrual symptoms, but had become widely prescribed for long-term, indefinite use. The results of this study show that while the rates of endometrial cancer were no different in women taking estrogen plus progestin (n=8506) compared to placebo (8102), rates of ovarian cancer were higher. Women assigned to estrogen plus progestin had a hazard ratio of 1.58 for invasive ovarian cancer compared to the placebo group (95% CI, 0.77-3.24). This is a reversal of estrogen plus progestin for lowering incidence of gynecologic cancers in women. 
	2017. Cochrane. “The apparent reduction in risk of endometrial cancer associated with combined HT is offset by the suggestion of increased risk of ovarian cancer.” 113 
	Pubmed

	391
	Effect of Magnetic vs Sham-Magnetic Insoles on Plantar Heel Pain: A Randomized Controlled Trial
Winemiller et al.
	Orthopedic
	9/17/2003 JAMA
	Magnetic therapy has a history going back 4000 years. It has been and is still used to heal various pains. The first commercial cranial magnetic stimulator was developed in 1985 and adaptations continued to come onto the market.114 115 Various nonrandomized trials on magnets and pain have shown mixed results. Still, the practice continued and magnetic insoles were designed and used to treat plantar heel pain. Physical therapists commonly used magnetic therapy.116 This study determined that active bipolar magnetic insoles (n=57) offered no reduction to plantar heel pain when compared to nonmagnetic insoles (n=44). At 8 weeks, 35% of participants in the magnetic insole group reported being mostly or all better compared to 33% in the nonmagnetic group (p=0.78). This is a reversal of magnetic insoles for treatment of plantar heel pain. 	
	2007. "The evidence does not support the use of static magnets for pain relief, and therefore magnets cannot be recommended as an effective treatment."117
	pubmed found systematic review

	392
	Treatment of Corticosteroid-Responsive Autoimmune Inner Ear Disease With Methotrexate A Randomized Controlled Trial
Harris et al.
	Rheumatology
	10/08/2003
JAMA
	Methotrexate has been the gold standard of care for patients with rheumatoid arthritis and is often used to treat other autoimmune diseases.118 More specifically, methotrexate is sometimes used to treat patients with autoimmune inner ear disease as an adjunct therapy alongside corticosteroids.119 120  In this trial, methotrexate (n=33) was no better than placebo (n=34) in maintaining hearing improvement achieved with prednisone in patients with autoimmune inner ear disease (HR, 1.31; 95% CI, 0.79-2.17; P=.30). This is a reversal of methotrexate for maintaining hearing improvement in patients with autoimmune inner ear disease. 
	None found
	

	393
	Fenoldopam Mesylate for the Prevention of Contrast-Induced Nephropathy A Randomized Controlled Trial
Stone et al.
	Nephrology 
	11/05/2003 JAMA
	Contrast-induced nephropathy is one of the most common causes of hospital-acquired acute renal failure.121 Fenoldopam mesylate is a dopamine agonist approved for hypertension that has been shown to increase renal plasma flow in patients with and without chronic renal insufficiency.122 Fenoldopam mesylate has been used as a renal protective agent and shown some efficacy.123 This study found that selective dopamine-1 agonist fenoldopam mesylate does not prevent further renal function deterioration after contrast administration compared to placebo in patients with chronic renal insufficiency. In the fenoldopam group (n=153), 33.6% of patients experienced contrast-induced nephropathy, compared to 30.1% in the placebo group (n=156). Rehospitalization, dialysis, and 30-day mortality rates were also similar between groups. This is a reversal of fenoldopam mesylate for preventing contrast-induced nephropathy in patients with chronic renal insufficiency. 
	2015. “Fenoldopam is no better than Placebo/Saline or NAC [N-acetyl cysteine] in preventing CIN, but more studies are required.”124
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	394
	Early Use of the Pulmonary Artery Catheter and Outcomes in Patients With Shock and Acute Respiratory Distress Syndrome A Randomized Controlled Trial
Richard et al.
	Critical care
	11/26/2003 JAMA
	Pulmonary artery catheter (PAC) was commonly used in the diagnosis and treatment for cardiopulmonary disturbances. It is thought to provide necessary information and temporal pacing,125 yet an observational study on catheterization in the ICU found that catheters were associated with increased mortality and greater utilization of resources.126 This study aimed to determine the effects of early use of a PAC in patients with shock mainly of septic origin, acute respiratory distress syndrome (ARDS), or both. The study found that was no difference in mortality or morbidity in patients who were (n=335) and were not (n=341) treated with PAC (mortality: 59.4% vs 61.0% (RR, 0.97; 95% CI, 0.86-1.10; P = .67). This is a reversal on the early use of PAC in patients with shock and acute respiratory distress syndrome. 
	2013. Cochrane review. “Our review concluded that use of a PAC did not alter the mortality, general ICU or hospital LOS, or cost for adult patients in intensive care. The quality of evidence was high for mortality and LOS but low for cost analysis.”58 127                                                                                                                  
	pubmed found systematic review

	395
	Efficacy and Safety of Echinacea in Treating Upper Respiratory Tract Infections in Children A Randomized Controlled Trial
Taylor et al.
	Pediatrics 
	12/03/2003 JAMA
	Upper respiratory tract infections (URIs) are a substantial health burden for children. There is little evidence for the efficacy of conventional medications in treating children younger than 12 years, and therefore, parents and clinicians turn to alternative therapies. Echinacea is a coneflower that was used as a medicinal plant by the Plains Indians and has become a popular herbal treatment known for its immune boosting properties.128 129. There is some research on Echinacea’s effect on adult URIs, but the studies are flawed and available evidence is incomplete.130 This study investigated Echinacea extract's effect on URI symptoms and duration on children ages 2 to 11 years over a 4-month period. The study found that, compared to placebo (n=207), Echinacea extract (n= 200) was not effective in treating URI symptoms in children and induced a rash in some children. There was no difference in duration (P=.89) or severity (P=.69) of URI symptoms. This is a reversal of Echinacea for treating URIs in children. 
	2014. Cochrane review. “Echinacea products have not here been shown to provide benefits for treating colds, although, it is possible there is a weak benefit from some Echinacea products: the results of individual prophylaxis trials consistently show positive (if non-significant) trends, although potential effects are of questionable clinical relevance.”131
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	396
	Combined Levothyroxine Plus Liothyronine Compared With Levothyroxine Alone in Primary Hypothyroidism A Randomized Controlled Trial
Clyde et al.
	Endocrinology, diabetes, and metabolism 
	12/10/2003 JAMA
	Hypothyroidism is a common endocrine disorder that occurs in up to 5% of the US population. It is treated by normalizing thyroid hormone levels in peripheral tissues with the use of replacement therapy. Levothyroxine is the most common replacement medication today, but liothyronine, a medication with a much shorter half-life, is available and sometimes used in combination with levothyroxine. In the 1970's, the combination of the two drugs was researched and practiced,132 although the combination was found to have a higher incidence of thyrotoxic symptoms.133 The use of liothyronine declined over the years134 but was still prescribed to a small percent of those with hypothyroidism. At the time of this study, reports of patients who still had symptoms after normalizing thyroid function with levothyroxine were concerning. This study aimed to investigate whether combined therapy would improve QOL, neurocognitive functioning, and certain psychological parameters. The study found that, compared to levothyroxine alone (n=22), combination therapy (n=22) had no beneficial changes in any of the mentioned outcome measures. The HRQL questionnaire scores improved in both groups, but these changes were statistically similar (P = .54). This is a reversal of treating hypothyroidism with levothyroxine plus liothyronine compared with levothyroxine alone. 
	Levothyroxine alone should remain the standard of care for treating hypothyroidism.135 136                                                                                                                            
	google scholar search "levothyroxine liothyronine hypothyroidism systematic review"
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	Thromboprophylaxis after Knee Arthroscopy and Lower-Leg Casting Adrichem et al.  
	Surgery
	2/09/2017 NEJM
	After patients undergo arthroscopic knee surgery or are placed in a lower leg cast, it is often recommended that these patients be administered low-molecular-weight heparin (LMWH) to reduce the risk of venous thromboembolism.1  However, the Prevention of Thromobosis after Knee Arthroscopy (POT-KAST) (n=1543) and the Prevention of Thrombosis after Lower Leg Plaster Cast (POT-CAST) (n=1519) trials demonstrated that there was no significant difference in terms of venous thromboembolism when comparing patients who were given heparin as compared with placebo (POT-KAST: relative risk, 1.6; 95% confidence interval [CI], 0.4 to 6.8; absolute difference in risk, 0.3 percentage points; 95% CI, −0.6 to 1.2) and (POT-CAST: relative risk, 0.8; 95% CI, 0.3 to 1.7; absolute difference in risk, −0.4 percentage points; 95% CI, −1.8 to 1.0). This is a reversal of administering heparin as thromboprophylaxis after knee arthroscopy and lower-leg casting. 
	2017. Cochrane review. "Moderate-quality evidence showed that the use of LMWH in outpatients reduced DVT when immobilization of the lower limb was required, when compared with no prophylaxis or placebo. The quality of the evidence was reduced to moderate because of risk of selection and attrition bias in the included studies. Low-quality evidence showed no clear differences in PE between the LMWH and control groups, but less symptomatic VTE in the LMWH groups. The quality of the evidence was downgraded due to risk of bias and imprecision."2 
Trial by Adrichem et al. is the only large randomized study (n=1543) in this review. All the other trials combined, Bruntink 2017, Jorgensen 2002, Kock 1995, Lapidus 2007b, Lassen 2002,  enrolled a total of n=1484  patients. Therefore, we believe the Adrichem et al. study best represents the effects of administering heparin for the prevention of venous thromboembolism in patients with lower-limb immobilization.  
	PubMed found systematic review

	115
	Tight Glycemic Control in Critically Ill Children                Agus et al.
	Pediatrics 
	2/23/2017 NEJM
	A single-center randomized trial found that tight glycemic control to a blood glucose level of 80 to 110 mg/dl reduced morbidity and mortality in critically ill adult patients in 2001,3 but since then, results of tight control in this population have not shown benefit. Hyperglycemia in critically ill children is associated with poor outcomes and a single-centered randomized trial in children who had undergone cardiac surgery showed lower mortality and infection rates in lower glucose targets compared to higher targets.4 Further trials have had mixed results, but practitioners treat children in critical condition with both low and higher glycemic targets.5 This study (n=713) found that tight glycemic control targeted to a blood glucose level of 80 to 110 mg/dl did not reduce rate of ICU-free days in critically ill children with hyperglycemia compared to a level of 150 to 180 mg/dl (19.4 days [interquartile range 
, 0 to 24.2] and 19.4 days [IQR, 6.7 to 23.9], respectively; P=0.58). This is a reversal of tight glycemic control in critically ill children. 
	2018. “Tight glycemic control [TGC] was not associated with reducing 30-day mortality rates and acquired infections compared with [conventional glucose control] CGC in critically ill children. Significant increase of incidence of hypoglycemia was revealed in TGC group.”6
2017. “Network meta-analysis showed no mortality benefit of tight glycemic control in critically ill patients, but fivefold more hypoglycemia versus mild or very mild control.”7 (NEJM article not part of analysis)
	Google scholar within citing articles 

	116
	Treatment of Subclinical Hypothyroidism or Hypothyroxinemia in Pregnancy            Casey et al.
	Obstetrics and Gynecology 
	3/02/2017 NEJM
	Observational studies have shown an association between subclinical hypothyroidism or hypothyroxinemia in pregnancy and impaired fetal neuropsychological development.8 As a result, it is recommended that pregnant women with subclinical hypothyroidism be treated with levothyroxine.9,10 This study (n=677) found that treatment with levothyroxine for subclinical hypothyroidism or hypothyroxinemia beginning between 8-20 weeks of gestation did not improve cognitive outcomes in children compared to placebo. The median IQ score of the children was 97 (95% confidence interval [CI], 94 to 99) in the levothyroxine group and 94 (95% CI, 92 to 96) in the placebo group (P=0.71). In the hypothyroxinemia trial, the median IQ score was 94 (95% CI, 91 to 95) in the levothyroxine group and 91 (95% CI, 89 to 93) in the placebo group (P=0.30). This is a reversal of the treatment of subclinical hypothyroidism or hypothyroxinemia during pregnancy in women with either subclinical hypothyroidism or hypothyroxinemia and an ultrasonographically verified singleton pregnancy between 8 to 20 weeks of gestation. 
	2018. "Currently, there is no evidence that levothyroxine treatment, when initiated 8- to 20-week gestation (mostly between 12 and 17 weeks), for mild maternal thyroid hormone insufficiency during pregnancy reduces intellectual disability in offspring."11
	NEJM found in "citing articles" section


	117
	Trial of Pregabalin for Acute and Chronic Sciatica Mathieson et al.
	Neurology/Neurosurgery
	3/23/2017 NEJM
	There is currently no standard of care for the treatment of sciatica12,13 Pregabalin is a FDA-approved drug14 generally used for neuropathic pain and is often prescribed as treatment for sciatica, despite the lack of evidence to support its efficacy.15 This trial (n=209) found that pregabalin did not improve leg-pain intensity score compared to placebo over an 8-week period in patients with sciatica (adjusted mean difference, 0.5; 95% confidence interval [CI], −0.2 to 1.2; P=0.19). Adverse events were significantly higher in the pregabalin group. This is a reversal on pregabalin use for acute and chronic sciatica in patients who visited a trial clinician as an outpatient in New South Wales, Australia 
	2018. “Evidence to date does not support the use of anticonvulsants [gabapentin, pregabalin] for chronic low back pain or lumbar radicular pain. This review found mostly moderate- to high-level quality of evidence suggesting no treatment benefit for pain and disability, and high-level evidence supporting the risk of harms.”16


	Google scholar within citing articles 

	118
	Levosimendan for Hemodynamic Support after Cardiac Surgery                   Landoni et al.
	Cardiovascular disease 
	5/25/2017 NEJM
	Acute perioperative left ventricular dysfunction occurs in up to 20% of patients undergoing cardiac surgery.17 Levosimendan is an inotropic agent commonly used in clinical practices outside of the United States since 2000 for patients with heart failure.18 The drug is associated with a higher rate of survival compared to other inotropic drugs for patients undergoing cardiac surgery.19 This study (n=506) found that low-dose levosimendan, in addition to standard care, did not lower rates of 30-day mortality compared to placebo in patients requiring perioperative hemodynamic support after cardiac surgery (32 patients [12.9%] and 33 patients [12.8%], respectively; absolute risk difference, 0.1 percentage points; 95% confidence interval [CI], −5.7 to 5.9; P=0.97). This is a reversal of Levosimendan for hemodynamic support after cardiac surgery in patients in whom perioperative hemodynamic support was recommended after cardiac surgery. 
	2018.. “There is not enough high-quality evidence to neither support nor discourage the systematic use of levosimendan in cardiac surgery.” 20
2017. “The available evidence from our updated meta-analysis suggests that levosimendan therapy reduced the risk of death in single-center trials and in trials of inferior quality, but there was no benefit of levosimendan on survival in multicentric and in high-quality trials.”21


	Google scholar within citing articles

	119
	Levosimendan in Patients with Left Ventricular Dysfunction Undergoing Cardiac Surgery                   Mehta et al.
	Cardiovascular disease 
	5/25/2017 NEJM
	Low cardiac output syndrome occurs in 3 to 14% of patients who undergo cardiac surgery with the use of cardiopulmonary bypass and the syndrome has high rates of short-term mortality.22 Levosimendan is an inotropic agent commonly used in clinical practices outside of the United States since 2000 for patients with heart failure.18 Levosimendan is currently used in more than 60 countries for the prevention and treatment of the low cardiac output syndrome.23,24 This study (n=882) found that prophylactic levosimendan did not results in a lower rate of the short-term composite end point of death, renal-replacement therapy, perioperative myocardial infarction, or use of a mechanical cardiac assist device compared to placebo in patients with a reduced left ventricular ejection fraction who were undergoing cardiac surgery with the use of cardiopulmonary bypass (adjusted odds ratio, 1.00; 99% confidence interval [CI], 0.66 to 1.54; P=0.98).  This is a reversal of administering levosimendan to patients with left ventricular dysfunction undergoing cardiac surgery. 
	2018. “There is not enough high-quality evidence to neither support nor discourage the systematic use of levosimendan in cardiac surgery.” 20
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	120
	Bioresorbable Scaffolds versus Metallic Stents in Routine PCI Wykrzykowska et al.
	Cardiovascular disease 
	6/15/2017 NEJM
	Bioresorbable vascular scaffolds were designed to leave no permanent implant in place of metal stents. They were approved by the FDA and obtained a Conformite Europeenne mark in 2010.25,26 The device has since become part of interventional practice even though there is a lack of evidence for its safety and efficacy. AIDA (n=1845) a single-blind, multicenter, investigator-initiated, noninferiority, randomized clinical trial,  found that there was no difference between everolimus-eluting bioresorbable scaffolds and everolimus-eluting metallic stents in rate of target-vessel failure in patients undergoing PCI (2-year cumulative event rates, 11.7% and 10.7%, respectively; hazard ratio, 1.12; 95% confidence interval [CI], 0.85 to 1.48; P=0.43). Furthermore, the bioresorbable scaffold was associated with higher incidence of device thrombosis through 2 years of follow-up.  This is a reversal of bioresorbable vascular scaffolds in routine PCI in patients with coronary artery disease who had one or more target lesions that were considered, on the basis of clinical judgment, to be suitable for drug-eluting stent implantation.
	2018. “Compared with [everolimus-eluting metallic stents] EESs, [bioresorbable vascular scaffolds] BVSs were associated with a higher incidence of scaffold thrombosis at all-time courses (early, late, and very late), and relative risks seemed to increase over time. Third, BVSs increased risks for myocardial infarction, TLR, and TLF, with such relative risks also increasing over time. Fourth, risks for all-cause, cardiac, and noncardiac death; TVR; and all revascularization were not statistically significantly different between patients with a BVS and those with an EES”27

	Pubmed found systematic review

	121
	Thyroid Hormone Therapy for Older Adults with Subclinical Hypothyroidism  Stott et al.
	Endocrinology, Diabetes, and Metabolism
	6/29/2017 NEJM
	Subclinical hypothyroidism is a condition with slightly elevated serum thyrotropin levels and a lack of obvious hypothyroidism symptoms. Subclinical hypothyroidism occurs in 8% to 18% of adults 65 years or older and is associated with coronary heart disease.28,29  Levothyroxine is commonly used to treat hypothyroidism and is recommended to treat subclinical hypothyroidism 30 even though evidence of its efficacy in this patient subgroup is lacking. This study (n=368) found that levothyroxine did not affect the Hypothyroid Symptoms score (0.2±15.3 in the placebo group and 0.2±14.4 in the levothyroxine group; between-group difference, 0.0; 95% confidence interval [CI], −2.0 to 2.1) or Tiredness score (3.2±17.7 and 3.8±18.4, respectively; between-group difference, 0.4; 95% CI, −2.1 to 2.9) on a thyroid-related quality-of-life questionnaire at 1 year compared to placebo in patients with persistent subclinical hypothyroidism. This is a reversal of thyroid hormone therapy with levothyroxine for older adults with subclinical hypothyroidism. 
	None found

	
	

	122
	Five-Year Outcomes after On-Pump and Off-Pump Coronary-Artery Bypass Shroyer e. al.
	Cardiovascular disease 
	8/17/2017 NEJM
	Observational studies in the 1990s showed an association between off-pump coronary-artery bypass and better early clinical outcomes compared to on-pump, and the practice of performing coronary-artery bypass surgery on a beating heart repopularized.31 Yet randomized controlled trials have not been able to show efficacy in off-pump surgeries and suggested that incomplete revascularization was more frequent with off-pump surgery.32 This follow-up study (n=2203) found that 5-year outcomes of death from any cause (relative risk, 1.28; 95% confidence interval [CI], 1.03 to 1.58; P=0.02) and any major adverse cardiovascular events (relative risk, 1.14; 95% CI, 1.00 to 1.30; P=0.046) were worse for patients who underwent coronary-artery bypass surgery off-pump compared to on-pump. This is a reversal of off-pump coronary-artery bypass. 
	2018.  “This meta-analysis represents a comprehensive
summary of RCTs comparing OPCABG to ONCABG. Our
results showed that OPCABG was associated with no
reduction in operative risk, an excess mortality at follow-up
≥3 years, and a trend toward higher risk of repeated
revascularization.” 33
	 in NEJM in cited by articles

	123
	Bivalirudin versus Heparin Monotherapy in Myocardial Infarction              Erlinge et al.
	Cardiovascular disease 
	9/21/2017
NEJM
	Anticoagulation treatment is common in patients undergoing percutaneous coronary intervention (PCI) to reduce thrombotic complications.34  Heparin has been treatment of choice for this intervention, but in 2000, bivalirudin was approved for this indication but at a cost 100X more than heparin.35,36  In this RCT (n=6006), patients undergoing PCI who took bivalirudin did not have different rates of death from any cause, myocardial infarction, or major bleeding, compared to those taking heparin(hazard ratio, 0.96; 95% confidence interval [CI], 0.83 to 1.10; P=0.54). This is a reversal of bivalirudin monotherapy in myocardial infarction in patients admitted to the hospital with a diagnosis of STEMI (ST-segment elevation myocardial infarction) or Non-STEMI, prior treatment with ticagrelor, prasugrelor, or cangrelor and that were scheduled for PCI. 
	None found
	

	124
	Oxygen Therapy in Suspected Acute Myocardial Infarction           Hofmann et al.
	Cardiovascular disease 
	9/28/2017 NEJM
	Oxygen therapy has routinely been used to treat myocardial infarction (MI) because supplemental oxygen is thought to increase oxygen delivery to the ischemic myocardium and reduce infarct size.37 Oxygen therapy is recommended in clinical guidelines, yet there has not been substantial evidence to back up the practice.38,39 This study (n=6629) found that supplemental oxygen in patients with suspected MI who did not have hypoxemia did not reduce 1-year all-cause mortality (hazard ratio, 0.97; 95% confidence interval [CI], 0.79 to 1.21; P=0.80). This is a reversal of oxygen therapy in patients with suspected acute MI who were 30 years of age or older, had symptoms suggestive of myocardial infarction (less than 6 hours), an oxygen saturation of 90% or higher, and either electrocardiographic changes indicating ischemia  or elevated cardiac troponin T or I levels on admission. 
	2016. Cochrane review. “There is no evidence from randomised controlled trials to support the routine use of inhaled oxygen in people with AMI, and we cannot rule out a harmful effect. Given the uncertainty surrounding the effect of oxygen therapy on all-cause mortality and on other outcomes critical for clinical decision, well-conducted, high quality randomised controlled trials are urgently required to inform guidelines in order to give definitive recommendations about the routine use of oxygen in AMI.”40 review preceded study 
	Pubmed “similar article” search

	125
	Lomustine and Bevacizumab in Progressive Glioblastoma          Wick et al.
	Oncology 
	11/16/2017 NEJM
	Progressive glioblastoma is an aggressive cancer with no standard of care. Bevacizumab is a well-tolerated mAb targeting VEGF (vascular endothelial growth factor) that has been suggested to treat glioblastoma.41 Avastin (generically bevacizumab) was granted accelerated approval by the FDA in 2009 for people with glioblastoma with progressive disease following prior therapy.42 This study found that bevacizumab in combination with lomustine had no greater effect on survival advantage than lomustine alone in patients with progressive glioblastoma. The median overall survival was 9.1 months (95% confidence interval [CI], 8.1 to 10.1) in the combination group and 8.6 months (95% CI, 7.6 to 10.4) in the monotherapy group (hazard ratio for death, 0.95; 95% CI, 0.74 to 1.21; P=0.65). This is a reversal of bevacizumab in combination with lomustine in patients with progressive glioblastoma. 
	2018. “Although treatment with [lomustine] CCNU plus [bevacizumab] BEV prolonged [progression free survival] PFS, it did not confer [overall survival] OS advantage over monotherapies in patients with progressive [glioblastoma] GBM.”43
	Google scholar within citing articles. 

	126
	Pharmacomechanical Catheter-Directed Thrombolysis for Deep-Vein Thrombosis Vedentham et al.
	Cardiovascular disease 
	12/7/2017 NEJM
	Patients with deep-vein thrombosis are at risk of developing post-thrombotic syndrome, even with anticoagulant treatment.44 Post-thrombotic syndrome causes pain and swelling and can lead to major disability and leg ulcers.44  Pharmacomechanical catheter-directed thrombolysis is a treatment that delivers fibrinolytic drugs to the thrombus along with thrombus aspiration or maceration, potentially lowering risk of post-thrombotic syndrome. Pharmacomechanical thrombolysis to treat patients with deep-vein thrombosis has shown some success in retrospective studies, 45,46  but the procedure is not widely accepted due to risks such as major bleeding and hospitalization. This study found that pharmacomechanical thrombolysis did not lower risk of post-thrombotic syndrome in patients with acute proximal deep-vein thrombosis (47% in the pharmacomechanical-thrombolysis group and 48% in the control group; risk ratio, 0.96; 95% confidence interval [CI], 0.82 to 1.11; P=0.56). Thrombolysis increased risk of major bleeding among as well. This is a reversal on pharmacomechanical catheter-directed thrombolysis for deep-vein thrombosis in patients with symptomatic proximal deep-vein thrombosis involving the femoral, common femoral, or iliac vein (with or without other involved ipsilateral veins). 
	None found
	

	127
	Outcomes of a Coaching-Based WHO Safe Childbirth Checklist Program in India                       Semrau et al.
	Obstetrics and Gynecology 
	12/14/2017 NEJM
	Maternal and neonatal mortality rates are high in low-income and middle-income countries compared to high-income regions, although rates have decreased over the last few decades. Shifting births from home to facilities has not produced the improved outcomes it was expected to.47 This is likely due to the lack of adherence to safe birthing practices by facility birth attendants. The World Health Organization created a practical tool called the Safe Childbirth Checklist to aid birth attendants in planning for and performing important birth practices known to reduce risk of mortality.48 The Safe Childbirth Checklist has been shown to improve facility-based birth attendants' adherence to evidence-based care in small-scale trials.49 This trial found that the WHO Safe Childbirth Checklist program increased adherence to essential birth practices in birthing facilities, but did not decrease risk of maternal and perinatal mortality and maternal morbidity (15.1% in the intervention group and 15.3% in the control group; relative risk, 0.99; 95% confidence interval, 0.83 to 1.18; P=0.90).This trial is a reversal of a coaching-based WHO safe childbirth checklist program in India. 
	None found
	

	128
	PCI Strategies in Patients with Acute Myocardial Infarction and Cardiogenic Shock Thiele et al.
	Cardiovascular disease 
	12/21/2017 NEJM
	Percutaneous coronary intervention (PCI) reduces risk of mortality in patients with cardiogenic shock in acute myocardial infarction by restoring blood flow to the culprit coronary artery.50 Yet in patients with cardiogenic shock presenting with multivessel coronary artery disease, it is unclear whether performing immediate PCI for all coronary arteries with clinically important stenosis is more effective than PCI for the culprit lesion. Some believe that the former has the potential to improve overall myocardial perfusion and function, but the procedure has increased risks. While international guidelines do not recommend multivessel PCI, the procedure is routinely used to treat multivessel lesions.51 This study found that patients with multivessel coronary artery disease and acute myocardial infarction with cardiogenic shock had a lower risk of death or severe renal failure with PCI of the culprit lesion only compared to immediate multivessel PCI (relative risk, 0.83; 95% confidence interval [CI], 0.71 to 0.96; P=0.01). The relative risk of death in the culprit-lesion-only PCI group as compared with the multivessel PCI group was 0.84 (95% CI, 0.72 to 0.98; P=0.03). This is a reversal of immediate multivessel PCI in patients with acute myocardial infarction and cardiogenic shock. 
	None found
	

	129
	Delayed versus Immediate Cord Clamping in Preterm Infants            Tarnow-Mordi et al.
	Obstetrics and Gynecology 
	12/21/2017
NEJM
	The timing of cord clamping in newborns has been debated.  Advocates for delayed cord clamping assert that delaying clamping allows for the baby to receive more placental blood, while advocates of early clamping respond that this could lead to an increase in polycythemia or jaundice and is awkward for the person delivering the baby.52  While some birthing centers may have protocol for delayed clamping, there is wide variation in actual practice.53  In this RCT, it was found that delayed cord clamping was no better at lowering death or major morbidity (relative risk, 1.00; 95% confidence interval, 0.88 to 1.13; P=0.96). This is a reversal on delayed cord clamping in preterm infants (expected to be delivered before 30 weeks of gestation). 
	2018. “This systematic review provides high-quality evidence that delayed clamping reduced hospital mortality, which supports current guidelines recommending delayed clamping in preterm infants."54
The Tarnow-Mordi et al. paper is the single dominant data point in this entire space. 
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	130
	Routine Amoxicillin for Uncomplicated Severe Acute Malnutrition in Children              Isanaka et al.
	Pediatrics 
	2/4/2016 NEJM
	Since 1999, the World Health Organization has recommended broad-spectrum antibiotic treatment for children suffering from severe acute malnutrition due to the possibility that they will contract bacterial infections and worsen their nutritional status.55 Evidence to support this recommendation is limited, especially in light of the risk of antibiotic resistance from routine antibiotic use. This double blind, placebo-controlled trial contradicted the WHO recommendation, demonstrating zero benefit with regard to nutritional recovery for severely malnourished children who had taken a broad-spectrum antibiotic (risk ratio for amoxicillin vs. placebo, 1.05; 95% confidence interval [CI], 0.99 to 1.12; P=0.10). This is a reversal of routine amoxicillin for uncomplicated severe acute malnutrition in children. 
	None found
	

	131
	Adjunctive Dexamethasone in HIV-Associated Cryptococcal Meningitis           Beardsley et al.
	Infectious disease 
	2/11/2016 NEJM
	Cryptococcal meningitis is often associated with human immunodeficiency virus (HIV) and is highly deadly.  Guidelines often recommend glucocorticoids - such as dexamethasone - for treatment of cryptococcal meningitis as a coinfection with HIV.56 However, a double blind, randomized, placebo-controlled trial, found that use of dexamethasoze for adjunctive therapy did not improve survival among adults suffering from cryptococcal meningitis associated with HIV. There was no reduction in mortality among this group when compared to placebo by 10 weeks (hazard ratio in the dexamethasone group, 1.11; 95% confidence interval [CI], 0.84 to 1.47; P=0.45). This is a reversal of adjunctive dexamethasone in HIV-associated cryptococcal meningitis. 
	None found 
	

	132
	A Randomized Trial of a Cervical Pessary to Prevent Preterm Singleton Birth Nicolaides et al.
	Obstetrics and Gynecology 
	3/17/2016 NEJM
	The transvaginal placement of a silicone pessary is often recommended for pregnant women with a short cervix given their increased risk of spontaneous delivery prior to 34 weeks of gestation. It is believed that this device reduces direct pressure on the cervix and prolongs pregnancy.57  This randomized trial compared spontaneous preterm births among women with pessaries with those who underwent expectant management  and found that the pessary had no significant effect on the rate of preterm delivery (12.0% and 10.8%, respectively; odds ratio in the pessary group, 1.12; 95% confidence interval, 0.75 to 1.69; P=0.57).  This is a reversal on a cervical pessary to prevent preterm singleton birth of women 16 years or older with a cervical length of 25 mm or less. 
	2017. J Ultrasound Med. “In singleton pregnancies with a [transvaginal ultrasound cervical length] TVU CL ≤25mm at 200–246 weeks, the Arabin pessary does not reduce the rate of spontaneous preterm delivery or improve perinatal outcome.”58
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	133
	Early versus Late Parenteral Nutrition in Critically Ill Children               Fivez et al.
	Critical care medicine 
	3/24/2016 NEJM
	Among children who are critically ill, macro nutrition is vital. Among such children who cannot be fed by mouth or enteral feeding, standard practice is to administer parenteral nutrition as early as possible.59,60 This study found that withholding parenteral nutrition was superior to administering parenteral feeding to these children, regardless of the severity of the child's condition. Children with delayed parenteral nutrition had fewer new infections, shorter hospital stays and less dependency on intensive care overall (adjusted odds ratio, 0.48; 95% confidence interval [CI], 0.35 to 0.66). The mean (±SE) duration of ICU stay was 6.5±0.4 days in the group receiving late parenteral nutrition, as compared with 9.2±0.8 days in the group receiving early parenteral nutrition; there was also a higher likelihood of an earlier live discharge from the ICU at any time in the late-parenteral-nutrition group (adjusted hazard ratio, 1.23; 95% CI, 1.11 to 1.37). This is a reversal on early parenteral nutrition in critically ill children needing to stay in the pediatric ICU for 24 hours or more. 
	None found
	

	134
	Randomized Trial of Longer-Term Therapy for Symptoms Attributed to Lyme Disease          Berende et al.
	Public health and general preventive medicine 
	3/31/2016 NEJM
	Guidelines for the management of patients with Lyme disease differ - with some recommending prolonged treatment with antibiotics for four weeks or more.61  This randomized, double-blind placebo-controlled trial (n=281) allocated participants to a 12-week oral course of doxycycline, clarithromycin plus hydroxychloroquine, or placebo. They found that longer-term treatment with antibiotic did not result in improved quality of life when compared with the shorter course in patients with persistent symptoms attributed to Lyme disease. The SF-36 physical-component summary score did not differ significantly among the three study groups at the end of the treatment period, with mean scores of 35.0 (95% confidence interval [CI], 33.5 to 36.5) in the doxycycline group, 35.6 (95% CI, 34.2 to 37.1) in the clarithromycin–hydroxychloroquine group, and 34.8 (95% CI, 33.4 to 36.2) in the placebo group (P=0.69; a difference of 0.2 [95% CI, –2.4 to 2.8] in the doxycycline group vs. the placebo group and a difference of 0.9 [95% CI, –1.6 to 3.3] in the clarithromycin–hydroxychloroquine group vs. the placebo group); the score also did not differ significantly among the groups at subsequent study visits (P=0.35). This is a reversal of longer-term antibiotic treatment for symptoms attributed to Lyme disease. 
	None found
	

	135
	Effect of Avoidance on Peanut Allergy after Early Peanut Consumption          Du Toit et al.
	Allergy and Immunology 
	4/14/2016 NEJM
	Given the high prevalence of peanut allergy, various theories exist to explain its origin. The most sustained perspective at the time of this article's writing is that infants should be exposed to peanuts early, in the first 11 months of life, to prevent the development of peanut allergy as evidenced by the Learning Early about Peanut Allergy (LEAP).62,63 However, an extension of the LEAP trial (n=556) found conflicting evidence. When the children who had been exposed to peanuts in the first 11 months of life were compared to those who had not later on at 5 years of age, there was no difference in prevalence of peanut allergy when comparing the two groups (3.6% [10 of 274 participants] at 60 months and 4.8% [13 of 270] at 72 months, P=0.25).This is a reversal on 12 month period of peanut avoidance. 
	None found
	

	136
	A Randomized, Controlled Trial of Fusion Surgery for Lumbar Spinal Stenosis             Försth et al.
	Orthopedic 
	4/14/2016 NEJM
	Surgery for lumbar spinal stenosis is becoming more common, specifically decompression by laminectomy with or without spinal fusion.64,65 Despite the growing popularity of spinal fusion - especially among patients with degenerative spondylolisthesis - this multicenter, open-label, clinical superiority trial (n=247) found no difference in outcomes at 2 years and 5 years between decompression surgeries coupled with fusion when compared to decompression alone. There was no significant difference between the groups in the mean score on the [Oswestry Disability Index] ODI at 2 years (27 in the fusion group and 24 in the decompression-alone group, P=0.24) or in the results of the 6-minute walk test (397 m in the fusion group and 405 m in the decompression-alone group, P=0.72). This is a reversal of decompression by laminectomy with spinal fusion surgery for lumbar spinal stenosis in patients with degenerative spondylolisthesis (vertebra that had slipped forward at least 3mm relative to the vertebra below it). 
	
	2018. “Currently, there is not enough evidence that concomitant instrumented fusion in patients with symptomatic lumbar spinal canal stenosis and degenerative spondylolisthesis leads to better clinical outcome than decompression alone. Decompression alone is a more cost-efective technique and is presumably more associated with fewer complications compared to decompression with concomitant fusion.”66

2016. Cochrane review. "The results of this Cochrane review show a paucity of evidence on the efficacy of surgery for lumbar spinal stenosis, as to date no trials have compared surgery with no treatment, placebo or sham surgery. Placebo-controlled trials in surgery are feasible and needed in the field of lumbar spinal stenosis. Our results demonstrate that at present, decompression plus fusion and interspinous process spacers have not been shown to be superior to conventional decompression alone. More methodologically rigorous studies are needed in this field to confirm our results."67
	Pubmed found systematic review

	137
	Amiodarone, Lidocaine, or Placebo in Out-of-Hospital Cardiac Arrest Kudenchuk et at.
	Cardiovascular disease 
	5/05/2016 NEJM
	Following a shock-refractory ventricular fibrillation or pulseless ventricular tachycardia event, patients are often given antiarrhythmic drugs such as Amiodarone and Lidocaine to assist in successful defibrillation.68 However, the effects these drugs on out-of-hospital survival and neurologic outcomes after their administration is unknown, despite these drugs being widely administered. This randomized, double-blind, placebo-controlled trial (n=3026)found that the rate of survival to hospital discharge or favorable neurologic outcome at discharge after treatment with amiodarone or lidocaine was not significantly different when compared to one another or compared to placebo. The difference in survival rate for amiodarone versus placebo was 3.2 percentage points (95% confidence interval [CI], −0.4 to 7.0; P=0.08); for lidocaine versus placebo, 2.6 percentage points (95% CI, −1.0 to 6.3; P=0.16); and for amiodarone versus lidocaine, 0.7 percentage points (95% CI, −3.2 to 4.7; P=0.70). This is a reversal of administering amiodarone and lidocaine in out-of-hospital cardiac arrest patients. 
	2018. “The high level evidence supporting the use of antiarrhythmic drugs during CPR for shock refractory pVT/VF or immediately after [return of spontaneous circulation] ROSC is limited and showed no signiﬁcant beneﬁt for critical outcomes of survival at hospital discharge, survival with favorable neurological function and long-term survival.”69


	Pubmed found systematic review

	138
	Perioperative Rosuvastatin in Cardiac Surgery Zheng et al.
	Cardiovascular disease 
	5/05/2016 NEJM
	Due to their antinflammatory effects and antioxidant effects, current practice guidelines recommend perioperative-statin therapy for patients who have undergone cardiac surgery to prevent atrial fibrillation and other cardiac-related complications.70,71 However, evidence to support this recommendation is limited. A randomized, placebo-controlled trial discovered that perioperative rosuvastatin did not reduce atrial fibrillation following surgery (21.1% and 20.5%, respectively; odds ratio 1.04; 95% confidence interval [CI], 0.84 to 1.30; P=0.72) or myocardial damage. This is a reversal of perioperative statin therapy with rosuvastatin for preventing atrial fibrillation or perioperative myocardial damage in cardiac surgery. 
	2018. “Our systematic review and meta-analysis suggests that perioperative statin therapy could be protective against postoperative myocardial infarction in non-cardiac surgery but associated with an increased risk of acute kidney injury in cardiac surgery. Statins were associated with an increase in hospital mortality in cardiac surgery in low risk of bias trials.”72
	Pubmed found systematic review

	139
	Rate Control versus Rhythm Control for Atrial Fibrillation after Cardiac Surgery Gillinov et al.
	Cardiovascular disease 
	5/19/2016 NEJM
	Postoperative atrial fibrillation is associated with higher morbidity and mortality. As such, 2 treatment strategies - heart-rate control or rhythm control - are widely used, but there is conflicting evidence around which method has more advantages.73 This multi-site randomized control trial (n=523) compared the total number of hospital days for patients who underwent either heart-rate control or rhythm control and found that there was no difference in hospital days between the groups (median, 5.1 days and 5.0 days, respectively; P=0.76).This is a reversal of the rhythm control strategies for atrial fibrillation after cardiac surgery in patients in which atrial fibrillation persisted for more than 60 minutes or had recurrent episodes of atrial fibrillation while hospitalized. 
	2017. “Rhythm control strategies compared with rate control strategies seem to significantly increase the risk of a serious adverse event in patients with atrial fibrillation. Based on current evidence, it seems that most patients with atrial fibrillation should be treated with a rate control strategy unless there are specific reasons (e.g., patients with unbearable symptoms due to atrial fibrillation or patients who are hemodynamically unstable due to atrial fibrillation) justifying a rhythm control strategy. More randomized trials at low risk of bias and low risk of random errors are needed.”74
	Pubmed found systematic review

	140
	Two-Year Outcomes of Surgical Treatment of Moderate Ischemic Mitral Regurgitation Michler et al.
	Cardiovascular disease 
	5/19/2016 NEJM
	Given the risk of developing ischemic mitral regurgitation following a myocardial infarction, it is often necessary for patients to undergo coronary-artery bypass grafting (CABG). However, the appropriate surgical procedure to manage ischemic mitral regurgitation during CABG remains a matter of debate - namely whether the addition of mitral valve repair to CABG improves survival. Advocates for this technique state that this type of repair directly reduces the risk of heart failure by directly reducing the degree of mitral regurgitation.75 However, this multicenter randomized control trial (n=301) found there to be no significant difference in survival (hazard ratio in the combined-procedure group, 0.90; 95% confidence interval, 0.45 to 1.83; P=0.78) or left ventricular reverse remodeling when comparing those who underwent CABG alone and those who underwent CABG and mitral-valve repair. Given the invasive, open-heart exposure necessary to conduct the mitral-valve repair in combination with CABG, this procedure does not appear to offer any additional benefit for patients. This is a reversal of the addition of mitral-valve repair in patients with moderate ischemic mitral regurgitation undergoing CABG.  
	2017. “Addition of mitral valve replacement/repair (MVR/Re) to CABG in patients with moderate ischemic mitral regurgitation (MR) did not result in improvement in early or overall mortality, stroke risk, or intermediate markers of LV function when compared with CABG alone.”76
	Pubmed found systematic review

	141
	Randomized Trial of a Lifestyle Program in Obese Infertile Women              Mutsaerts et al.
	Endocrinology, Diabetes, and Metabolism
	5/19/2016 NEJM
	Considering the negative impacts of obesity on women's reproductive health, it has generally been assumed that weight loss programs that decrease women's body weight by between 5 and 10% would be helpful improve obese women's fertility.77,78 However, despite these recommendations, the evidence base to demonstrate the effectiveness of weight loss on improving fertility was lacking. This multicenter randomized trial (n=577) compared women who participated in a six-month lifestyle intervention weight loss program prior to infertility treatment with women who only underwent infertility treatment. They found that the rate of vaginal births 2 years after randomization were lower in the intervention arm as compared to the control group (rate ratio in the intervention group, 0.77; 95% confidence interval, 0.60 to 0.99). This is a reversal of a lifestyle intervention preceding infertility treatment in obese infertile women. 
	 None found 
	

	142
	Initiation Strategies for Renal-Replacement Therapy in the Intensive Care Unit Gaudry et al.
	Critical care medicine 
	7/14/2016 NEJM
	Whether or not early renal-replacement therapy decreases, mortality among critically ill patients has been a topic of debate. Advocates of early initiation of renal-replacement therapy (RRT) argue that it "may allow for better control of fluid and electrolyte status, removal of uremic toxins, and prevention of complications such as gastric hemorrhage and metabolic encephalopathy."79 While an earlier initiation of RRT may reduce acute kidney injury (AKI) symptoms, such as serum pH homeostasis and improve clearance of toxic solutes, it may also unnecessarily expose patients to potential harms (hemorrhage, thrombosis, bacteremia, intradialytic hypotension, hypersensitivity to the extracorporeal circuit, clearance of trace elements, and antibiotics) along with added resource utilization. There remains no rigorous evidence to guide clinicians on this important issue.80 The AKIKI study is an unblinded, prospective, multicenter randomized control trial (n=620) whichcompared the mortality of early versus delayed renal-replacement therapy and found no difference in mortality between groups (48.5%; 95% confidence interval [CI], 42.6 to 53.8), and 153 deaths occurred among 308 patients in the delayed-strategy group (49.7%, 95% CI, 43.8 to 55.0; P=0.79).This is a reversal on early initiation strategy for renal replacement therapy in the intensive care unit. 
	2017.  “This updated meta-analysis showed no added benefit of early initiation of RRT for patients with AKI. The grade evidence generated was of “low quality” and there was a high heterogeneity in the included trials.”81  


	Pubmed found systematic review

	143
	Fresh versus Frozen Embryos for Infertility in the Polycystic Ovary Syndrome              Chen et al.
	Obstetrics and Gynecology
	8/11/2016 NEJM
	It is generally recommended that women with polycystic ovary syndrome be given fresh embryos rather than frozen embryos during in vitro fertilization.82 However, it was believed that despite this being common practice, it may come with some increased risks, negatively affecting the receptivity of the endometrium.83
This multicenter randomized control trial (n=1508) found that, among infertile women with the polycystic ovary syndrome, women who underwent frozen-embryo transfer experienced a higher rate of live births when compared to women who underwent fresh-embryo transfer (95% confidence interval [CI], 1.05 to 1.31; P=0.004). This is a reversal on fresh embryo transfer in infertile women with the polycystic ovary syndrome. 
	2018. “Our results suggest that the IVF/ICSI with [frozen embryo transfer] FET is more efficient and less risky for [ovarian hyperstimulation syndrome] OHSS compared with [fresh embryo transfer] ET. However, we should comprehensively inform patients with advantages, disadvantages and potential risks related to embryo cryopreservation, and carefully assess their fertility conditions to make the most beneficial clinical decision.” 84
	Pubmed found systematic review

	144
	CPAP for Prevention of Cardiovascular Events in Obstructive Sleep Apnea      McEvoy et al.
	Cardiovascular disease 
	9/8/2016 NEJM
	Obstructive sleep apnea is associated with cardiovascular events.85 The use of continuous positive airway pressure (CPAP) as a treatment for sleep apnea and as a preventive measure for cardiovascular disease has become popular with the growing observational evidence of the link between the two conditions.86 The 2014 American Heart Association/American Stroke Association (AHA/ASA) guidelines for the use of positive airway pressure (PAP) recommend that treatment should be considered for patients with acute ischemic stroke or transient ischemic attack. 87This study (n=2717) found that therapy with CPAP plus usual care did not prevent cardiovascular events in patients with moderate-to-obstructive sleep apnea and established cardiovascular disease compared to usual care alone (hazard ratio with CPAP, 1.10; 95% confidence interval, 0.91 to 1.32; P=0.34). This is a reversal of CPAP for prevention of cardiovascular events in obstructive sleep apnea. 
	2017. “The use of positive airway pressure (PAP), compared with no treatment or sham, was not associated with reduced risks of cardiovascular outcomes or death for patients with sleep apnea. Although there are other benefits of treatment with PAP for sleep apnea, these findings do not support treatment with PAP with a goal of prevention of these outcomes.” 88
	Found in NEJM in "citing articles" section

	145
	A Randomized Trial of Long-Term Oxygen for COPD with Moderate Desaturation         The Long-Term Oxygen Treatment Trial Research Group et al.
	Pulmonary disease 
	10/27/2016 NEJM
	It has generally been believed that long-term treatment with supplemental oxygen for patients with COPD and hypoxemia reduces mortality. This idea has led to recommendations that patients with hypoxemia receive supplemental oxygen.89,90 This randomized clinical trial comparing long-term supplemental oxygen (LTOT) versus no long-term supplemental oxygen in patients with COPD and moderate resting or exercise-induced desaturation found no difference in mortality or time to first hospitalization when comparing groups (hazard ratio, 0.94; 95% confidence interval [CI], 0.79 to 1.12; P=0.52).  This was a reversal of the prescription of long-term supplemental oxygen to patients with stable COPD with moderate desaturation. 
	2017. “Despite relatively good evidence for the benefits of LTOT in hypoxemic COPD patients in improving survival, similar benefits have not been demonstrated in the majority of COPD patients with moderate or intermittent hypoxemia, either nocturnal or exercise-induced.” 91
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	146
	Five-Year Outcomes after Off-Pump or On-Pump Coronary-Artery Bypass Grafting               Lamy et al.
	Cardiovascular disease 
	12/15/2016 NEJM
	Coronary-artery bypass grafting (CABG) can be performed either with a still heart (on-pump CABG) or without a cardiopulmonary bypass on the beating heart (off-pump). Traditionally, surgeons performed surgery on the arrested heart, on-pump CABG, which allowed for increased surgical precision.92 However, surgeons grew concerned that the cross clamping of the aorta, necessary for the on-pump CABG procedure, may be harmful to patients and increase mortality and risk of stroke or other systemic embolic events in these patients. The off-pump method, operating on a beating heart, was developed to decrease the perioperative risks.93 However, the clinical literature reported different results about the relative efficacy of off-pump CABG as compared with on-pump CABG.94 The CORONARY trial (n=4752) compared on-pump and off-pump CABG surgery in patients with coronary heart disease. This follow up study on the results of the CORONARY trial found the after 4 years, patients who underwent on-pump and off-pump CABG has similar rates of outcomes of death, stroke, myocardial infarction, renal failure, and repeat revascularization (23.1% and 23.6%, respectively; hazard ratio with off-pump CABG, 0.98; 95% confidence interval [CI], 0.87 to 1.10; P=0.72). The costs between the two treatments was similar as well. This is a reversal of off-pump coronary-artery bypass grafting. 
	 2018. “Off-pump CABG increases long-term (≥5 years) mortality compared with on-pump CABG, based on a meta-analysis of eight medium- to large-size RCTs enrolling a total 8780 patients.” 95


2012. Cochrane review. "Our systematic review did not demonstrate any significant benefit of off-pump compared with on-pump CABG regarding mortality, stroke, or myocardial infarction. In contrast, we observed better long-term survival in the group of patients undergoing on-pump CABG with the use of cardiopulmonary bypass and cardioplegic arrest. Based on the current evidence, on-pump CABG should continue to be the standard surgical treatment. However, off-pump CABG may be acceptable when there are contraindications for cannulation of the aorta and cardiopulmonary bypass. Further randomised clinical trials should address the optimal treatment in such patients."96 This review precedes study. 
	NEJM within citing articles 

	147
	Randomized Trial of Bilateral versus Single Internal-Thoracic-Artery Grafts                  Taggart et al.
	Cardiovascular disease 
	12/29/2016 NEJM

	Single internal-thoracic-artery graft in CABG is highly successful, with a 10-year rate of angiographic patency over 90%.97 Single internal-thoracic-artery grafts are standard of care, but its success has led some to perform bilateral internal-thoracic-artery grafts in hopes to further improve outcomes.98,99 Observational studies have shown fewer deaths in bilateral versus single internal-thoracic-artery grafts, although the practice has not been widely practiced due to the difficulty of the procedure and the greater risks of complications. This study (n=3102) found that at 5 years, there were no significant differences in rates of mortality and rates of cardiovascular events between patients receiving bilateral versus single internal-thoracic-artery grafts. At 5 years of follow-up, the rate of death was 8.7% in the bilateral-graft group and 8.4% in the single-graft group (hazard ratio, 1.04; 95% confidence interval [CI], 0.81 to 1.32; P=0.77), and the rate of the composite of death from any cause, myocardial infarction, or stroke was 12.2% and 12.7%, respectively (hazard ratio, 0.96; 95% CI, 0.79 to 1.17; P=0.69). There were more sternal wound complications with the bilateral grafting treatment group. This is a reversal of bilateral internal-thoracic-artery grafting. 
	2018. “The present meta‐analysis challenges the benefit traditionally attributed to [bilateral single internal thoracic artery] BITA grafting. The fact that, even in the [propensity‐score–matched] PSM series, BITA patients exhibit a significant survival advantage at 1‐year follow‐up suggests that unmeasured confounders may account for the reported survival benefit of BITA in the observational series.”100
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	148
	Randomized Trial of Peanut Consumption in Infants at Risk for Peanut Allergy        Du Toit et al.
	Allergy and Immunology 
	02/26/2015
NEJM
	Peanut allergies are relatively uncommon, affecting less than 1% of the population, but can lead to serious outcomes, such as anaphylaxis.101 Unlike other food allergies, most children do not become less sensitive as they grow older.101  At the time of this study, the recommendations were to withhold peanut products from children until at least 36 months of age.102 In this trial (n=640), early exposure to peanut products led to a decrease in peanut allergies in infants and children at high risk of allergy (the prevalence of peanut allergy was 35.3% in the avoidance group and 10.6% in the consumption group (P=0.004)). This is a reversal of peanut avoidance in infants at risk for peanut allergy. 
	2016. “In this systematic review, early egg or peanut introduction to the infant diet was associated with lower risk of developing egg or peanut allergy.”103 
	Google Scholar

	149
	Trial of Early, Goal-Directed Resuscitation for Septic Shock Mouncey et al.
	Critical care medicine 
	4/2/2015
	International guidelines have been developed to direct management of patients presenting with early septic shock. These guidelines state that hospital stays and mortality will be reduced if patients are treated with 6 hours of early, goal-directed therapy (EGDT).104 However, the evidence to support these guidelines was limited. ProMISe a randomized control trial (n=1260) in 56 hospitals in England found that all-cause mortality after 90 days did not improve in patients treated with EGDT compared with usual care (relative risk in the EGDT group, 1.01; 95% confidence interval [CI], 0.85 to 1.20; P=0.90). This is a reversal of early, goal-directed resuscitation for septic shock. 
	2017. “This systematic review and meta-analysis involving the available RCTs on the impact of EGDT on hospital or ICU mortality for patients with sepsis and septic shock did not show a significant reduced risk of hospital/ICU all-cause mortality associated with the use of EGDT.” 105
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	150
	Randomized Trial of Primary PCI with or without Routine Manual Thrombectomy    Jolly et al.
	Cardiovascular disease 
	4/09/2015 NEJM
	Primary percutaneous coronary intervention (PCI) for ST-segment elevation myocardial infarction (STEMI) is an effective procedure, but adds a risk of distal embolization of thrombus and failure to restore flow in the microvasculature.106 Manual thrombectomy before stent deployment may prevent distal embolization and improve microvascular reperfusion and small randomized trials showed improved outcomes with the addition of thrombectomy. Therefore, practice guidelines were updated to recommend routine thrombectomy with PCI for patients with STEMI.107 Meta analyses found that thrombectomies may increase risk of stroke, although the results were not fully conclusive due to limited data.108 The TOTAL trial (n=10,732) investigated the effects of PCI with manual thrombectomy on risk of death and stroke. The study found that, compared to PCI alone, PCI with manual thrombectomy did not reduce rates of cardiovascular death, recurrent myocardial infarction, cardiogenic shock, or NYHA class IV heart failure within 180 days (hazard ratio in the thrombectomy group, 0.99; 95% confidence interval [CI], 0.85 to 1.15; P=0.86). Manual thrombectomy was also associated with an increased rate of stroke within 30 days (hazard ratio, 2.06; 95% CI, 1.13 to 3.75; P=0.02). This is a reversal of routine manual thrombectomy in patients with STEMI who are undergoing primary PCI. 
	2016. “Moderate certainty evidence suggests aspiration thrombectomy is associated with a possible small decrease in mortality (4 less deaths/1000 over 6 months) and a small increase in stroke (3 more strokes/1000 over 6 months). Because absolute effects are very small and closely balanced, thrombectomy prior to primary PCI should not be used as a routine strategy.” 109 The TOTAL trial is the largest and most recent study that was included in this systematic review and meta-analysis. 




2015. “Using the totality of evidence available through 2015, this meta-analysis failed to show that the routine use of aspiration thrombectomy in patients with ST-elevation myocardial infarction significantly reduces all-cause mortality, MACE, recurrent MI, TVR, or stent thrombosis. The role of aspiration thrombectomy in selected patients with angiographic evidence of large thrombus burden requires further clinical investigation.”110
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	151
	Prednisolone or Pentoxifylline for Alcoholic Hepatitis Thursz et al.
	Gastroenterology/Hepatology
	4/23/2015 NEJM
	Despite the prevalence and severity of alcoholic hepatitis, there is no standard therapy. Only two drugs are recommended by guidelines in the United States and Europe - pentoxifylline and prednisolone,111,112 yet their effect on reducing mortality is uncertain. STOPAH is a 2-by-2 factorial designed study (n=1103) found no improvement in 28-day mortality among those who used pentoxifylline compared to placebo. Prednisolone had an association with a reduction in 28-day mortality compared to placebo that did not reach significance. The odds ratio for 28-day mortality with pentoxifylline was 1.07 (95% confidence interval [CI], 0.77 to 1.49; P=0.69), and that with prednisolone was 0.72 (95% CI, 0.52 to 1.01; P=0.06). This is a reversal of pentoxifylline for alcoholic hepatitis. 
	2017. Cochrane review. “Because of very low-quality evidence, there is uncertainty in the effectiveness of any pharmacological intervention versus no intervention in people with alcoholic hepatitis or severe alcoholic hepatitis.”113
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	152
	Approaches to Catheter Ablation for Persistent Atrial Fibrillation        Verma et al.
	Cardiovascular disease 
	5/7/2015 NEJM
	Catheter ablation has shown to be successful in treating paroxysmal atrial fibrillation, but is less effective at treating persistent atrial fibrillation. To increase efficacy in persistent atrial fibrillation, guidelines suggest that extensive ablations based on linear lesions or complex fractionated electrograms be considered,114 although there is a lack of research to support the suggestion. The STAR AF II trial (n=589) found that the addition of either linear ablation or ablation of complex fractionated electrograms to pulmonary-vein ablation did not reduce the rate of recurrent atrial fibrillation compared to pulmonary-vein isolation alone (59% for the group receiving isolation alone, 49% for the group receiving isolation plus electrograms, and 46% for the group receiving isolation plus lines; P=0.15 for between-group differences). This is a reversal of linear ablation or ablation of complex fractionated electrograms in addition to pulmonary-vein isolation among patients with persistent atrial fibrillation 
	2017. “The recent and much larger CHASE-AF and STAR AF II  randomized trials were pivotal in demonstrating that adjunctive [radiofrequency] RF ablation strategies (lines,[complex fractionated atrial electrograms] CFAEs) did not result in a higher freedom from arrhythmia than a [pulmonary vein isolation] PVI-only strategy using RF but were associated with higher fluoroscopy and procedure times. Follow-up meta-analyses, which included these 2 studies, now demonstrated no benefit in arrhythmia-free survival with LA linear ablation or CFAE ablation in the [persistent atrial fibrillation] PeAF population.” 115
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	153
	Therapeutic Hypothermia after Out-of-Hospital Cardiac Arrest in Children             Moler et al.
	Pediatrics 
	5/14/2015 NEJM
	Therapeutic hypothermia is recommended for adults with out-of-hospital cardiac arrest and trials on the treatment have shown improvement in neurological outcomes for patients.116 Therapeutic hypothermia is practiced in children with cardiac arrest as well,117 although research in this population is lacking. This study (n=295) found that therapeutic hypothermia in comatose children who survived out-of-hospital cardiac arrest did not increase survival with a good functional outcome compared to therapeutic normothermia (20% vs. 12%; relative likelihood, 1.54; 95% confidence interval, 0.86 to 2.76; P=0.14). This is a reversal of therapeutic hypothermia after out-of-hospital cardiac arrest in children. 
	2015. “Evidence is insufficient to support the advantage of TH compared with normothermia in pediatric resuscitation. The adverse event profile appears to be different than that reported in adults. Further studies are needed before TH may be considered a standard protocol for children after cardiac arrest.” 118The Moler et al. study is not included in this review.
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	A Randomized Trial of Intrapartum Fetal ECG ST-Segment Analysis             Belfort et al.
	Obstetrics and Gynecology 
	8/13/2015 NEJM
	Fetal electrocardiographic (ECG) ST-segment analysis is approved by the Food and Drug Administration to be used alongside traditional electronic fetal heart-rate monitors to detect ST events. The approval was based on a few studies that found an association between ECG use and reduced rates of neonatal encephalopathy, acidemia, and operative delivery.119,120 This multicenter randomized control trial (n=11,108) determined that the addition of fetal ECG ST-segment analysis to standard electronic fetal heart-rate monitors did not significantly improve perinatal outcomes such as intrapartum death, neonatal death, and low Apgar score, nor did it reduce rates of operative delivery (relative risk, 1.31; 95% confidence interval, 0.87 to 1.98; P=0.20). This is a reversal of intrapartum fetal ECG ST-segment analysis used as an adjunct to conventional intrapartum electronic fetal heart rate monitoring. 
	2016. “The use of ST analysis during labor as an adjunct to the standard cardiotocography does not improve perinatal outcomes or decrease cesarean delivery.” 121

 
	Pubmed found systematic review

	155
	Screening for Occult Cancer in Unprovoked Venous Thromboembolism Carrier et al.
	Public health and general preventive medicine 
	8/20/2015 NEJM
	Venous thromboembolism (VTE) is often provoked (trauma, surgery, or prolonged immobility), but unprovoked thromboembolism may be an early sign of cancer.154 This has been shown in observational studies that found that, among patients with a cancer diagnosis, a thromboembolism event was significantly higher the year prior to their diagnosis than in the general population.155  There are two general approaches to screening for occult cancer in patients who present with venous thromboembolism: basic blood testing or ultrasonography or computer tomography [CT]. Some clinicians recommend limited occult-cancer screening including basic blood testing, history taking, chest radiography, and a physical examination. Others recommend a more robust procedure including the components of the limited screening as well as ultrasonography or [CT] of the abdomen and pelvis.122,123 SOME is a  multi-center, open-label, randomized, controlled trial (n=854) in Canada found  that the additional screening had no significant clinical benefit when compared with limited occult-cancer screening. There was no significant difference between the two study groups in the mean time to a cancer diagnosis (4.2 months in the limited-screening group and 4.0 months in the limited-screening-plus-CT group, P=0.88) or in cancer-related mortality (1.4% and 0.9%, P=0.75). This is a reversal of routine screening with CT of the abdomen and pelvis for occult cancer in unprovoked venous thromboembolism. 
	2017. “Occult cancer is detected in 1 in 20 patients within a year of receiving a diagnosis of unprovoked VTE. Older age is associated with a higher cancer prevalence. Although an extensive screening strategy initially may detect more cancer cases than limited screening, whether this translates into improved patient outcomes remains unclear.” 124

2017. Cochrane review. "Testing for cancer in people with unprovoked VTE may lead to earlier diagnosis of cancer at an earlier stage of the disease. However, there is currently insufficient evidence to draw definitive conclusions concerning the effectiveness of testing for undiagnosed cancer in people with a first episode of unprovoked VTE (DVT or PE) in reducing cancer and VTE-related morbidity and mortality. The results could be consistent with either benefit or no benefit. Further good-quality large-scale randomised controlled trials are required before firm conclusions can be made."125
	Pubmed found systematic review

	156
	Letrozole, Gonadotropin, or Clomiphene for Unexplained Infertility             Diamond et al.
	Obstetrics and Gynecology 
	9/24/2015 NEJM
	For women with unexplained infertility, empirical ovarian stimulation is an affordable, less invasive option compared to in vitro fertilization. Clomiphene and gonadotropin are ovarian stimulation drugs thought to promote pregnancy by increasing the number of ova ovulated, and possibly by enhancing implantation and placentation,126 yet these drugs can cause ovarian hyperstimulation syndrome and multiple gestations which can increase risk of preterm birth and neonatal morbidity. Letrozole, an aromatase inhibitor, has been used off-label for ovarian stimulation and is associated with monofollicular development in many women and has promise as a treatment for unexplained infertility with low risk of ovarian hyperstimulation and multiple births compared to the common ovarian stimulation treatments. This study (n=900) found that women with unexplained fertility treated with letrozole had a lower frequency of multiple gestation but a lower frequency of live births as well, compared to gonadotropin and clomiphene, gonadotropin alone, but not clomiphene alone. After treatment with gonadotropin, clomiphene, or letrozole, clinical pregnancies occurred in 35.5%, 28.3%, and 22.4% of cycles, and live birth in 32.2%, 23.3%, and 18.7%, respectively; pregnancy rates with letrozole were significantly lower than the rates with standard therapy (gonadotropin or clomiphene) (P=0.003) or gonadotropin alone (P<0.001) but not with clomiphene alone (P=0.10). This is a reversal on the use of letrozole for unexplained infertility.  
	2016. “Clomiphene may be more effective than letrozole, and treatment with gonadotropins seems more effective, albeit with significantly higher risk of multiple gestations than either oral agent… Adequately powered, randomized controlled trials that compare all of the available treatments for unexplained infertility are needed. Until such data are available, clinicians should individualize the management of unexplained infertility with appropriate counseling regarding the empiric nature of current treatment options including [in vitro fertilization]IVF.”127
	Found in NEJM in "citing articles" section

	157
	Randomized Trial of Benznidazole for Chronic Chagas’ Cardiomyopathy Morillo et al.
	Infections disease 
	10/01/2015 NEJM
	Chagas' disease is the third most common parasitic disease in the world, caused by Trypanosoma cruzi. In its chronic phase, Chagas' leads to cardiac and digestive complications in approximately one third of patients with the disease.128 Acute cases of Chagas' disease are successfully treated with trypanocidal drugs, but it is unclear if chronic Chagas' disease is affected by T. cruzi in the same way.129 The World Health Organization recommended antiparasitic treatment for all chronic-phase T. cruzi-infected individuals, despite the lack of substantial evidence.130 This study (n=394) investigated the effect of benznidazole, a trypanocidal therapy, in patients with established Chagas' cardiomyopathy on first event of the composite outcome of death, resuscitated cardiac arrest, sustained ventricular tachycardia, insertion of pacemaker or cardioverter-defibrillator, cardiac transplantation, new heart failure, stroke or ischemic attack, or other thromboembolic event. Compared with placebo, benznidazole significantly reduced parasite detection but had no significant effect on cardiac deterioration (95% CI, 0.78 to 1.04; P=0.16 for interaction). This is a reversal of trypanocidal therapy with benznidazole in patients with established Chagas’ cardiomyopathy. 
	2018. “Benznidazole had a poor tolerability profle, with a high incidence of [treatment discontinuations] TDs, especially in adult patients and women.” 131

	
	Google scholar within citing articles 

	158
	Effect of PCI on Long-Term Survival in Patients with Stable Ischemic Heart Disease               Sedlis et al.
	Cardiovascular disease 
	11/12/2015 NEJM
	Percutaneous coronary intervention (PCI) is often used to treat patients with stable ischemic heart disease, although PCI has only been shown to increase survival rates in acute ST-segment elevation myocardial infarction.132 However, after a 15-year follow up of participants in a randomized control trial (n=1211), it was found that PCI did not improve long-term survival when compared with medical therapy alone (adjusted hazard ratio, 1.03; 95% confidence interval, 0.83 to 1.21; P=0.76). This is a reversal of an initial strategy of PCI plus medical therapy in patients with stable ischemic heart disease. 
	None found
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	159
	Acetaminophen for Fever in Critically Ill Patients with Suspected Infection Young et al.
	Critical care medicine 
	12/03/2015 NEJM
	Acetaminophen is routinely administered to critically ill patients in intensive care units to control fever and help recovery.133 There are few studies that measure the benefit of acetaminophen administration. HEAT a randomized control trial (n=700) found that there was no difference when comparing placebo and acetaminophen groups in number of ICU-free days. The number of ICU-free days to day 28 did not differ significantly between the acetaminophen group and the placebo group: 23 days (interquartile range, 13 to 25) among patients assigned to acetaminophen and 22 days (interquartile range, 12 to 25) among patients assigned to placebo (Hodges–Lehmann estimate of absolute difference, 0 days; 96.2% confidence interval [CI], 0 to 1; P=0.07). This is a reversal of early administration of acetaminophen to treat fever due to probable infection in patients 16 years old or older with a temperature of 38°C, or higher within 12 hours. 
	2017. “Antipyretic treatment does not significantly improve 28-day/hospital mortality in adult patients with sepsis.”134


	
	PubMed within citing articles 

	160
	Isosorbide Mononitrate in Heart Failure with Preserved Ejection Fraction         Redfield et al.
	Cardiovascular disease 
	12/10/2015 NEJM
	Heart failure with preserved ejection fraction (HFpEF) occurs in approximately 50% of heart failure cases. Long acting nitrates have shown to improve activity tolerance in patients with heart failure with a reduced ejection fraction,135 yet the effect of nitrates on patients with HFpEF is unclear. Despite the lack of evidence, nitrates are commonly prescribed to patients with HFpEV.136 This study (n=110) compared a 6-week dose escalation regimen of isosorbide mononitrate with placebo in patients with HFpEF and found that the treatment group was less active (−439 accelerometer units; 95% CI, −792 to −86; P=0.02) and did not have better QoL or submaximal exercise capacity compared to the placebo group.  This is a reversal of giving isosorbide mononitrate to patients with heart failure with preserved ejection fraction of 50% or more. 
	2016. “The review including available randomized studies suggests
that nitrates do not confer a mortality benefit in the management
of [acute decompensated heart failure] ADHF [...] There is insufficient data concerning the use of nitrates in female patients, patients with [acute heart failure syndrome] AHFS who have atrial fibrillation, patients with preserved left ventricular systolic function, or patients with nonischemic etiology of heart failure.”137 This review does not include RCT because they only included articles published before August of 2015. 
	Google search for “isosorbide mononitrate in heart failure” “systematic review” 

	161
	Hypothermia for Intracranial Hypertension after Traumatic Brain Injury              Andrews et al.
	Critical care medicine 
	12/17/2015 NEJM
	When people experience traumatic brain injury, hypothermia is often used to improve intracranial hypertension.138 Despite its frequent use, there is limited evidence to support this approach. A randomized control trial (n=387) found that when comparing standard care with standard care plus hypothermia, the patients who were treated with therapeutic hypothermia fared worse than those with standard care alone did. Six months after injury, the distribution of GOS-E scores was shifted in an unfavorable direction in the hypothermia group (adjusted common odds ratio, 1.53; 95% confidence interval [CI], 1.02 to 2.30; P=0.04).  This is a reversal of therapeutic hypothermia plus standard care to reduce intracranial pressure after a primary, closed traumatic brain injury, an intracranial pressure of more than 20 mmHg for at least 5 minutes, with no obvious reversible cause and an abnormal computer tomographic scan of the brain. 
	2017. Cochrane review. “Despite a large number studies, there remains no high-quality evidence that hypothermia is beneficial in the treatment of people with TBI. Further research, which is methodologically robust, is required in this field to establish the effect of hypothermia for people with [traumatic brain injury]  TBI.”139
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	162
	A Trial of Wound Irrigation in the Initial Management of Open Fracture Wounds                 The Flow Investigators
	Surgery 
	12/31/2015 NEJM
	Open fracture wounds require proper irrigation and removal of infected, damaged tissue to promote healing and prevent infection. The most effective pressure and solution for open fracture wound irrigation is unknown. While low-pressure irrigation is generally recommended, high pressure irrigation may be more effective in removing particulates and bacteria, although the high pressure may damage bone and delay healing.140 Castile soap is an affordable, less toxic irrigation solution than antiseptic and antibiotic solutions, and may have added advantage to saline solution alone.141 Among some surgeons, high-pressure irrigation with soap was used to treat open wounds, although low pressure, saline irrigation was standard.142 This study (n=2551) found that patients with open wounds had similar rates of reoperation regardless of irrigation pressure, and that reoperation rate was higher among wounds irrigated with soap compared to saline. Hazard ratios for the three pairwise comparisons were as follows: for low versus high pressure, 0.92 (95% confidence interval [CI], 0.70 to 1.20; P=0.53), for high versus very low pressure, 1.02 (95% CI, 0.78 to 1.33; P=0.89), and for low versus very low pressure, 0.93 (95% CI, 0.71 to 1.23; P=0.62). This is a reversal of high pressure for wound irrigation in the initial management of open fracture wounds requiring operative fixation. 
	2017. Cochrane review. “The evidence base for intracavity lavage and wound irrigation is generally of low certainty… Clinicians should also consider whether the evidence is relevant to the surgical populations under consideration, the varying reporting of other prophylactic antibiotics, and concerns about antibiotic resistance.”143
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	163
	Stenting and Medical Therapy for Atherosclerotic Renal-Artery Stenosis Cooper et al.
	Nephrology 
	1/02/2014 NEJM
	Since the 1990s, the recommendation for patients who are  atherosclerotic with renal-artery stenosis has been to undergo stenting or angioplasty procedures, in the hopes of significantly reducing systolic blood pressure and stabilizing chronic kidney disease.1 Since these recommendations, there was a 62% increase in the number of Medicare patients that underwent this procedure between 1996-2000.2  However, multiple randomized controlled trials raised questions about the efficacy of treating kidney disease by using a stenting procedure. The CORAL study, an open-label, randomized, control trial (N=5322), set out to test whether treatment of severe renal-artery stenosis and hypertension by stenting combined with medical management conferred patients with a significant prevention of adverse renal and cardiovascular events, over medical management alone. The CORAL study found that stenting combined with medical therapy offered no significant clinical benefit over treatment with medical therapy alone (35.1% and 35.8%, respectively; hazard ratio with stenting, 0.94; 95% confidence interval [CI], 0.76 to 1.17; P=0.58). This is a reversal of stenting for atherosclerotic renal-artery stenosis in patients who have atherosclerotic renal-artery stenosis and either systolic hypertension while taking two or more antihypertensive drugs or chronic kidney disease. 
	2014. Cochrane review. “The available data are insufficient to conclude that revascularisation in the form of balloon angioplasty, with or without stenting, is superior to medical therapy for the treatment of atherosclerotic renal artery stenosis in patients with hypertension.”3
	Pubmed found systematic review

	164
	A Trial of Mass Isoniazid Preventive Therapy for Tuberculosis Control Churchyard et al.
	Public health and general preventive medicine 
	1/23/2014 NEJM
	Individuals living in areas with a high HIV prevalence are at high risk of contracting tuberculosis, as are individuals who work in mining occupations.4 Isoniazid, a recommended treatment for tuberculosis prevention, has been suggested by the South African government for workers in the mining industry.5 In this trial (N=78,744), mass screening and treatment of tuberculosis in South African gold mine workers did not interrupt the spread of tuberculosis, (rates of 3.02 per 100 person-years in the intervention clusters and 2.95 per 100 person-years in the control clusters (rate ratio in the intervention clusters, 1.00; 95% confidence interval [CI], 0.75 to 1.34; P=0.98; adjusted rate ratio, 0.96; 95% CI, 0.76 to 1.21; P=0.71) This is a reversal of mass isoniazid preventative therapy for tuberculosis control in individuals who work in the mining industry. 
	No systematic review of individuals at high-risk of contracting tuberculosis who work in mining occupations and were administered prophylactic isoniazid could be found. 
	GoogleScholar - MA cited RCT

	165
	A Randomized Trial of Bevacizumab for Newly Diagnosed Glioblastoma   Gilbert  et al.
	Oncology 
	2/20/2014 NEJM
	The current approach for managing glioblastoma is with temozolomide and radiotherapy, but 5-year survival remains low.6 Bevacizumab, a monoclonal antibody, was being used off-label for treating this cancer, despite the $100,000 a year price tag.7,8 In this trial, (n=978) patients newly diagnosed with a glioblastoma were randomized to treatment with bevacizumab or placebo after 4 weeks of radiotherapy. This study found that bevacizumab did not improve overall survival. (Median, 15.7 in the bevacizumab group and 16.1 months in the placebo group; hazard ratio for death in the bevacizumab group, 1.13). This is a reversal of administering bevacizumab to newly diagnosed patients with glioblastoma. 
	2014. Cochrane review. "In patients with newly diagnosed GBM [glioblastoma], the use of antiangiogenic therapy does not improve survival, despite evidence of improved progression-free survival."9
	PubMed similar articles 

	166
	Bevacizumab plus Radiotherapy–Temozolomide for Newly Diagnosed Glioblastoma     Chinot et al.
	Oncology 
	2/20/2014 NEJM
	The current approach for managing glioblastoma (GBM) is with temozolomide and radiotherapy, but 5-year survival remains low.6 Bevacizumab, a monoclonal antibody, was being use off-label for treating this cancer, despite the $100,000 a year price tag.7,8  The AVAglio study of (N=978) patients with newly diagnosed glioblastoma randomized patients to bevacizumab or placebo. This study found that bevacizumab did not improve overall survival (stratified hazard ratio for death, 0.88; 95% CI, 0.76 to 1.02; P=0.10).  This is a reversal of administering bevacizumab plus radiotherapy to newly diagnosed patients with glioblastoma.
	2014. Cochrane review. "In patients with newly diagnosed GBM, the use of antiangiogenic therapy [bevacizumab, aflibercept, cediranib, angiostatin, endostatin, thrombospondin, cilengitide] does not improve survival, despite evidence of improved progression-free survival.”9
	PubMed similar articles 

	167
	Albumin Replacement in Patients with Severe Sepsis or Septic Shock                  Caironi et al.
	Critical care medicine 
	4/10/2014 NEJM
	Albumin has been administered to critically ill patients for decades.10 However, questions about the safety of this practice have arisen. Since then, there has been conflicting recommendations on how to treat intravascular volume and pressure loss in critically ill patients. The SAFE study, a large randomized control trial, found that patients with severe sepsis had a non-significantly lower risk of death as compared to those patients receiving only saline solution.11 Thus, the ALBIOS study (N=1818) sought to determine whether patients with severe sepsis benefited from the treatment of hypoalbuminemia. This study found that the addition of albumin, although safe, did not provide a survival advantage over crystalloid treatment alone  (relative risk in the albumin group, 1.00; 95% confidence interval [CI], 0.87 to 1.14; P=0.94). Given the lack of survival advantage and increased cost associated with albumin, this is a reversal of albumin replacement in patients with severe sepsis or septic shock. 
	2014. “The present meta-analysis did not demonstrate significant advantage of using albumin-containing fluids for resuscitation in patients with sepsis of any severity. Given the cost-effectiveness of using albumin, crystalloids should be the first choice for fluid resuscitation in septic patients.”12
	Pubmed found systematic review
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	Aspirin in Patients Undergoing Noncardiac Surgery Devereaux et al.
	Surgery 
	4/17/2014 NEJM
	There is evidence that aspirin prevents thromboembolisms after noncardiac surgery but aspirin can also increase the risk of bleeding.13Consequently, there is a lack of consensus on whether to start or stop aspirin before surgery.  Hospitals and physicians often recommend aspirin for noncardiac surgery to prevent adverse cardiovascular outcomes in patients at high risk.14 POISE-2 (N=4998) evaluated if the use of perioperative aspirin reduced the rate of death or nonfatal MI, as compared to placebo. This trial found that aspirin did not significantly decrease the mortality rate. Furthermore, aspirin increased the rate of major bleeding (230 patients [4.6%] in aspirin group vs. 188 patients [3.8%] in placebo group; hazard ratio, 1.23; 95% CI, 1.01, to 1.49; P=0.04) This is a reversal of administering aspirin to patients undergoing noncardiac surgery. 
	2018. “Antiplatelet therapy at the time of noncardiac surgery confers minimal bleeding risk with no difference in thrombotic complications. In many cases, it is safe to continue antiplatelet therapy in patients with important indications for their use.”15
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	A Randomized Trial of Protocol-Based Care for Early Septic Shock                      The ProCESS Investigators
	Critical care medicine 
	5/01/2014 NEJM
	As a result of one study, which found that early and aggressive intervention (early goal-directed therapy (EGDT) protocol) significantly decreased mortality as compared to standard therapy,16 the management of care for sepsis changed drastically.17 The authors of ProCESS (N=1341) sought to determine which of the following treatment strategies conferred sepsis patients with the lowest rate of mortality from any cause at 60-days: protocol-based EGDT, protocol-based standard therapy, or usual care. The trial found that there was no significant difference in mortality between septic patients treated with the EGDT protocol, the standard therapy protocol, or usual care. (relative risk with protocol-based therapy vs. usual care, 1.04; 95% confidence interval [CI], 0.82 to 1.31; P=0.83; relative risk with protocol-based EGDT vs. protocol-based standard therapy, 1.15; 95% CI, 0.88 to 1.51; P=0.31). This is a reversal of a protocol-based care for early septic shock in patients in the emergency department in whom sepsis was suspected according to the treating physician, who were at least 18 years of age, who met two or more criteria for systemic inflammatory response syndrome, and who had refractory hypotension or a serum lactate level of 4 mmol per liter or higher.
	2016. “The current meta-analysis pooled data from five RCTs and found no survival benefit of EGDT in patients with sepsis.”18

2015."EGDT is not superior to usual care for ED [emergency department] patients with septic shock but is associated with increased utilisation of ICU [intensive care unit] resources."19 
	Pubmed found systematic review
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	Clinical Research Network Randomized Trial of Acetylcysteine in Idiopathic Pulmonary Fibrosis           Martinez et al.
	Pulmonary disease 
	5/29/2014 NEJM
	The conventional treatment of the chronic progressive lung disease Idiopathic pulmonary fibrosis (IPF) has been glucocorticoids or immunosuppressive agents.20 The American Thoracic Society guideline recommends a two-drug regimen of prednisone with either azathioprine or cyclophosphamide.21 A 2008 survey of contemporary practice in therapy of idiopathic pulmonary fibrosis found that 50% of pulmonologists used a regimen of either two drugs (azathioprine plus prednisone) or three drugs (azathioprine, prednisone, and N-acetylcysteine [NAC]) to treat mild idiopathic pulmonary fibrosis.22 There is no consensus among international guidelines regarding the superiority of the three-drug regimen over the two-drug regimen.23 The PANTHER-IPF trial (N=264) assessed whether patients with IPF benefited from treatment measured as the change in forced vital capacity (FVC) (primary outcome) when administered the three-drug regimen against NAC alone (plus placebos for prednisone and azathioprine), as compared with matched placebos for each of the active therapies. The NHLBI stopped the trial and issued a clinical alert for safety concerns on the three-drug regimen. Henceforth, the trial continued recruiting on the NAC-only and placebo groups. PANTHER-IPF found no significant difference between NAC-only and placebo groups in change of FVC at 60 weeks (−0.18 liters and −0.19 liters, respectively; P=0.77). This trial is a reversal of NAC treatment of patients with well-defined IPF. Additionally, this trial provides “compelling evidence against the use of the combination of azathioprine, prednisone, and NAC for patients with idiopathic pulmonary fibrosis who have mild-to-moderate impairment in pulmonary function.”20  

	2016. “N-acetylcysteine showed no beneficial effect on changes in forced vital capacity, changes in predicted carbon monoxide diffusing capacity, rates of adverse events, or death rates.”24 
A SR/MA of the drug combination of azathioprine, prednisone was not found. 
	Pubmed found systematic review
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	A Randomized Trial of Epidural Glucocorticoid Injections for Spinal Stenosis             Friedly et al.
	Neurology/neurosurgery
	7/03/2014 NEJM
	The treatment of symptomatic lumbar stenosis has included epidural glucocorticoid injections.25 This treatment is frequently prescribed by physicians to treat lumbar stenosis and other conditions, with an estimated 25% of the Medicare population and 74% of patients at the Veteran’s Administration with symptomatic lumbar stenosis being prescribed this treatment. As the usage of glucocorticoid injections increased to treat various ailments, so did the cost. From 1994 to 2001 there was a 271% growth in usage of the treatment, and the cost went from $24 million to over $175 million.26 The LESS trial (N=441) was designed to compare the effectiveness of epidural injections of glucocorticoids plus anesthetic vs. injections of anesthetic alone in patients who had lumbar central spinal stenosis and moderate-to-severe leg pain and disability. At six weeks after randomization, there were no significant differences in RMDQ scores (used to measure functional disability), (adjusted difference in the average treatment effect between the glucocorticoid–lidocaine group and the lidocaine-alone group, −1.0 points; 95% confidence interval [CI], −2.1 to 0.1; P=0.07),  or pain intensity, (adjusted difference in the average treatment effect, −0.2 points; 95% CI, −0.8 to 0.4; P=0.48), between the patients treated with glucocorticoids plus lidocaine and those in the lidocaine alone group. This is a reversal of administering epidural glucocorticoid injections in patients who have lumbar central spinal stenosis and moderate-to-severe leg pain and disability.. 
	2015. “Evidence was limited for epidural corticosteroid injections versus placebo interventions for spinal stenosis ([strength of evidence] SOE: low to moderate) or nonradicular back pain (SOE: low), but showed no differences in pain, function, or likelihood of surgery.”27  
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	Effects of Extended-Release Niacin with Laropiprant in High-Risk Patients 
The HPS2-THRIVE Collaborative Group
	Cardiovascular disease
	7/17/2014 NEJM
	Lowering the risk of major vascular events in patients with cardiovascular disease has centered around lowering LDL cholesterol levels and increasing HDL cholesterol levels. High-dose niacin decreases LDL cholesterol, increases HDL, and lowers triglycerides, lipoprotein levels, and blood pressure.28 Hence, guidelines at the time recommend niacin for patients with high cardiovascular risk, and the use of this therapy is increasing in the US.29 In 2008, niacin/laropiprant (Tredaptive, Merck) received a positive opinion from the European Committee for Medicinal Products, a recommendation that led to the European Medical Agency (EMEA) approval.30 The HPS2-THRIVE trial (N=25,673) assessed whether the addition of extended release niacin and laropiprant, which has been shown to increase adherence to niacin therapy, to statin -based LDL cholesterol-lowerring treatment significantly reduced the incidence of significant vascular events. (13.2% niacin-laropiprant and 13.7% placebo of participants with an event, respectively; rate ratio, 0.96; 95% confidence interval [CI], 0.90 to 1.03; P=0.29)  This study found that the addition of niacin-laropiprant to statin-based therapy did not significantly reduce the risk of major vascular events in patients with vascular disease. Moreover, the study found that the addition of niacin-laropiprant led to a significant increase in adverse effects (e.g. excess bleeding, serious infections, myopathy, and serious complications associated with glucose control). It should be noted that when the EMEA approved niacin in 2008, the US FDA issued a “not approvable” letter for the combination tablet of niacin/laropiprant until the results of this HPS2-THRIVE trial had been published.30 The agency wanted hard clinical endpoint data before deciding on whether or not to grant approval to the drug. This is a reversal of adding niacin-laropiprant to statin-based therapy in high-risk patients (Men and women 50 to 80 years of age were eligible if they had a history of myocardial infarction, cerebrovascular disease, peripheral arterial disease, or diabetes mellitus with evidence of symptomatic coronary disease).
	2017. Cochrane review. "Moderate- to high-quality evidence suggests that niacin does not reduce mortality, cardiovascular mortality, non-cardiovascular mortality, the number of fatal or non-fatal myocardial infarctions, nor the number of fatal or non-fatal strokes but is associated with side effects. Benefits from niacin therapy in the prevention of cardiovascular disease events are unlikely."31 
	Pubmed found systematic review
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	Prednisolone and Mycobacterium indicus pranii in Tuberculous Pericarditis           Mayosi et al.
	Pulmonary disease 
	9/18/2014 NEJM
	Tuberculous pericarditis— the most common cause of pericarditis in the world—is caused by Mycobacterium tuberculosis.32 Corticosteroids were often used to treat tuberculous pericarditis in South Africa because of their anti-inflammatory effect – pericarditis being an inflammatory condition.33 In fact, current American and World Health Organization guidelines strongly recommend treatment with glucocorticoids in addition to antituberculosis drugs in patients with tuberculous pericarditis.34In the IMPI trial (N=1400) patients with definite or probable tuberculous pericarditis received either prednisolone or placebo for 6 weeks and either M. indicus pranni or placebo, administered in five injections over the course of 3 months. IMPI found that prednisolone did not have a significant effect on death, cardiac tamponade requiring pericardiocentesis, or constrictive pericarditis in patients with tuberculous pericarditis (primary outcome measures) as compared to placebo(23.8% and 24.5%, respectively; hazard ratio, 0.95; 95% confidence interval [CI], 0.77 to 1.18; P=0.66). Both prednisolone therapy and M. indicus pranii immunotherapy increased incidence of HIV- associated cancer among trial participants. This is a reversal of administering prednisolone to HIV positive patients with tuberculous pericarditis. 

	2017. Cochrane review. “For HIV-negative patients, corticosteroids may reduce death. For HIV-positive patients not on antiretroviral drugs, corticosteroids may reduce constriction. For HIV-positive patients with good antiretroviral drug viral suppression, clinicians may consider the results from HIV-negative patients more relevant.”35
 “In people living with HIV and not on antiretroviral drugs, corticosteroids may reduce constrictive pericarditis and hospitalization (low certainty evidence). However, corticosteroids may make little or no difference to the need for repeat pericardiocentesis (low certainty evidence) and it is uncertain whether the intervention has an effect on deaths or any other outcome in HIV-positive people (very low certainty evidence)”35 
	PubMed similar articles 
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	Outcomes 1 Year after Thrombus Aspiration for Myocardial Infarction   Lagerqvist et al.
	Cardiovascular disease 
	9/18/2014 NEJM
	The therapeutic standard of ST-elevation myocardial infarction (STEMI) has been primary PCI;36 however, when STEMI patients have been treated with PCI the problem of reperfusion, an injury which leads to myocardial damage, remains.37 Thrombus aspiration is a relatively inexpensive and easy procedure that may improve coronary artery flow.38 The procedure began to be adopted by some Swedish centers as routine, while other healthcare centers allowed treatment to be at the discretion of the physician. Furthermore, the American College of Cardiology and the American Heart Association recommended the procedure in some cases.39 The TASTE trial (N=7244) found that treating STEMI patients with routine manual thrombus aspiration before PCI did not provide a reduction in all-cause mortality, as compared to treating STEMI patients with PCI alone(hazard ratio, 0.94; 95% confidence interval [CI], 0.78 to 1.15; P=0.57).  This is a reversal ofc routine manual thrombus aspiration before PCI in patients with acute STEMI. 
	2017. “Routine aspiration thrombectomy prior to primary PCI was not associated with a reduction in long‐term mortality or clinical outcomes.” 40


2014. “The present meta-analysis suggested that there was no evidence that using manual thrombus aspiration in patients with STEMI could provide distinct benefits in long-term clinical outcomes.”41
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	Ultrasonography versus Computed Tomography for Suspected Nephrolithiasis Smith-Bindman et al.
	Urology 
	9/18/2014 NEJM
	Nephrolithiasis, more commonly known as having a kidney stone, is a painful condition.42 It occurs in about 5% of the US population and about half of those with a previous kidney stone will have a recurrence of nephrolithiasis within 10 years.43 Recommendations at the time of this study were to make an initial diagnosis of nephrolithiasis by imaging with computed tomography (CT), except for pregnant women, where CT is contraindicated.  .44  In this trial (N=2759), initial ultrasound diagnosis of nephrolithiasis led to less radiation exposure (P<0.001) and similar high-risk nephrolithiasis detection rates as CT. This is a reversal of initially using a CT for diagnosing nephrolithiasis versus initially using an ultrasound in patients who presented to the emergency department with suspected nephrolithiasis. 
	No SR/MA found
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	176
	Introduction of Gluten, HLA Status, and the Risk of Celiac Disease in Children Lionetti et al.
	Gastroenterology/hepatology
	10/02/2014 NEJM
	Celiac disease (CD) is an autoimmune disease that often develops in childhood and can cause developmental delays if left untreated. Many physicians recommend an early introduction to gluten at 4-6 months of age, combined with breastfeeding, as a way of decreasing a child’s risk of developing this food insensitivities.45 The practice became known as the “window of opportunity” and gained prevalence because of a Swedish CD epidemic.46 However, for children with a familial risk of CD, the recommendation is to delay the introduction of gluten.47  The CELIPREV trial (N=707) wanted to determine whether children who had gluten introduction at 12 months of age (closed window) had a higher risk of developing CD, as compared to children who had an early gluten exposure at 4 to 6 months (open window), while taking into consideration high-risk HLA genotype children. The researchers found that delaying the introduction of gluten did not affect the risk of developing CD in the long term,48 in other words, the timing of gluten introduction does not seem to influence the development of CD.  At 5 years of age, the between-group differences were no longer significant for autoimmunity (21% in open window group and 20% in control group, P=0.59) or overt disease (16% and 16%, P=0.78 by the log-rank test). This is a reversal of the early introduction of gluten to children that are at risk of developing celiac disease (newborns who had a familial risk of celiac disease (i.e., newborns who had at least one first-degree relative with celiac disease)). 
	2016. “Currently, there is no evidence on the optimal breastfeeding duration or the effects of avoiding early (<4 months of age) or late (≥ 6 or even at 12 months) gluten introduction in children at risk of CD. Accordingly, no specific general recommendations about gluten introduction or optimal breastfeeding duration can be presently provided on evidence-based criteria in order to prevent CD.”49
	Pubmed found systematic review

	177
	Randomized Feeding Intervention in Infants at High Risk for Celiac Disease Vriezinga et al.
	Gastroenterology/hepatology
	10/02/2014 NEJM
	Similar to the study discussed above, PreventCD set out to test whether exposing high-risk children to small amounts of gluten at 16 to 24 weeks while breastfeeding lowered the frequency of celiac disease (CD) at three years of age. The study (N=963) found that the introduction of gluten did not mitigate the risk of CD in high-risk children (5.9% [95% CI, 3.7 to 8.1] and 4.5% [95% CI, 2.5 to 6.5], respectively; hazard ratio in the gluten group, 1.23; 95% CI, 0.79 to 1.91).  Additionally, breastfeeding maintenance during the gluten exposure did not have a significant effect on the frequency of CD.  This is a reversal of the early introduction of gluten to children that are at risk of developing celiac disease. 
	2016. “Currently, there is no evidence on the optimal breastfeeding duration or the effects of avoiding early (<4 months of age) or late (≥ 6 or even at 12 months) gluten introduction in children at risk of CD. Accordingly, no specific general recommendations about gluten introduction or optimal breastfeeding duration can be presently provided on evidence-based criteria in order to prevent CD.”49
	PubMed similar articles 

	178
	Follow-up of Blood-Pressure Lowering and Glucose Control in Type 2 Diabetes Zoungas et al.
	Endocrinology, Diabetes, and Metabolism
	10/09/2014 NEJM
	Studies of diabetic patients have shown a long-term benefit of intensive glucose control, but not blood pressure lowering on mortality and macrovascular events.50 51 ADVANCE-ON (N=8494) is a follow-up study, which examines whether patients with type 2 diabetes and are at high risk of cardiovascular events, benefit in the long-term from tight blood pressure control and tight glucose control (lowering sugar levels to below current guidelines).50 In other words, The ADVANCE-ON trial is a ten-year follow-up to the ADVANCE trial, which included patients with type 2 diabetes and high cardiovascular risk.  The original results showed that there were significant benefits—a reduction in microvascular or macrovascular events—   from tight blood pressure and glucose control. ADVANCE- ON trial found that tight glucose control did not provide a benefit in reducing death from any cause or reducing major macrovascular events. Hence, there were no differences observed during follow-up between the intensive-glucose-control group and the standard-glucose-control group; the hazard ratios were 1.00 (95% CI, 0.92 to 1.08) and 1.00 (95% CI, 0.92 to 1.08), respectively. This is a reversal of tight glucose control in patients with type 2 diabetes who are 55 years of age or older, and at least one additional risk factor for cardiovascular disease.
	2011. “Intensive glycaemic control does not seem to reduce all cause mortality in patients with type 2 diabetes. Data available from randomised clinical trials remain insufficient to prove or refute a relative risk reduction for cardiovascular mortality, non-fatal myocardial infarction, composite microvascular complications, or retinopathy at a magnitude of 10%.”52
Does not cite the RCT. 

2011. “Tight glucose control did not change the risk of all‐cause or cardiovascular death in type 2 diabetes patients”53
Does not cite the RCT.  
	Google: ADVANCE- ON effect of blood pressure lowering and glucose control in mortality of type 2 diabetes "systematic review" “meta analysis"
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	Lower versus Higher Hemoglobin Threshold for Transfusion in Septic Shock                      Holst et al.
	Critical care medicine 
	10/09/2014 NEJM
	Septic shock patients undergo blood transfusions frequently, whether they are bleeding or nonbleeding, per recommendations from the Surviving Sepsis Campaign, which indicates that patients with septic shock should undergo blood transfusions to maintain a hematocrit of more than 30% in the presence of hypoperfusion in the first 6 hours. Thereafter, the transfusion threshold should be a hemoglobin level of less than 7g/dL..54 Despite the guidelines, there is variation in practice among physicians, and new data has pointed at safety concerns regarding this practice. Cohort studies have found that some critically ill patients do not benefit from blood transfusions,55,56 and yet other studies indicate that sepsis patients benefit from receiving transfusions.57  The TRISS trial (N=998) set out to evaluate the effects on mortality of leukoreduced blood transfusions at a lower versus higher hemoglobin threshold among patients with septic shock.  The trial found that patients with septic shock who underwent fewer transfusions with a lower level of hemoglobin (7g/dL), had a similar rate of mortality as patients with a higher hemoglobin threshold (9g/dL)(relative risk, 0.94; 95% confidence interval, 0.78 to 1.09; P=0.44). This is a reversal of frequent transfusions and high hemoglobin targets in patients with septic shock 18 years of age or older who were in the ICU, fulfilled the criteria for septic shock, and had a blood concentration of hemoglobin of 9 g per deciliter or less as measured by means of valid point-of-care testing. 
	2016. Cochrane review.  “There was no evidence that a restrictive transfusion strategy impacts 30-day mortality or morbidity (i.e. mortality at other points, cardiac events, myocardial infarction, stroke, pneumonia, thromboembolism, infection) compared with a liberal transfusion strategy.”58 
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	Goal-Directed Resuscitation for Patients with Early Septic Shock               The ARISE Investigators and the ANZICS Clinical Trials Group
	Critical care medicine 
	10/16/2014 NEJM
	Early goal-directed therapy (EGDT) was adopted into the Surviving Sepsis Campaign guidelines because a 2001 randomized trial showed that patients with sepsis benefited from the six-hour protocol. However, uncertainty remained about the implementation of EGDT.59 The ARISE study (N=1600) found that treating critically ill patients with EGDT led to no significant reduction in all-cause mortality. At 90 days after randomization, 147 deaths had occurred in the EGDT group and 150 had occurred in the usual-care group, for rates of death of 18.6% and 18.8%, respectively (absolute risk difference with EGDT vs. usual care, −0.3 percentage points; 95% confidence interval, −4.1 to 3.6; P=0.90). This is a reversal of goal directed resuscitation for patients presenting to the emergency department with early septic shock. 
	2016. “The current meta-analysis pooled data from five RCTs and found no survival benefit of EGDT in patients with sepsis.”18

2017. “EGDT is not superior to usual care for ED [Emergency Department] patients with septic shock but is associated with increased utilization of ICU resources.” 19
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	Early versus On-Demand Nasoenteric Tube Feeding in Acute Pancreatitis Bakker et al.
	Gastroenterology/Hepatology
	11/20/2014 NEJM
	Patients with acute pancreatitis (AP) often need nutritional support. The risk of infection and mortality increases in patients with AP.  It has been established that enteral tube feeding (EN) is superior to total parenteral nutrition (TPN) since EN is associated with a decrease in infections and complications as compared to TPN.60 American and European nutritional societies recommend routine early EN in all patients with severe pancreatitis.61 On the other hand, pancreatic and gastroenterology guidelines state that EN should be initiated if patients are not able to tolerate an oral diet for up to 7 days.62  To address the disparity in the timing of EN feeding (early or after oral nutritional failure) in patients with severe AP, the DAPSG trial was designed to determine whether early EN significantly reduced infectious complications and mortality as compared to delayed EN in patients with severe AP. The DAPSG trial (N=208) found that contrary to most guidelines, early EN does not significantly reduce the rate of infections or mortality. The primary end point occurred in 30 of 101 patients (30%) in the early group and in 28 of 104 (27%) in the on-demand group (risk ratio, 1.07; 95% confidence interval, 0.79 to 1.44; P=0.76).  This is a reversal of early nasoenteric tube feeding of patients with acute pancreatitis who were at high risk for complications on the basis of an Acute Physiology and Chronic Health Evaluation II score of 8 or higher (on a scale of 0 to 71, with higher scores indicating more severe disease), an Imrie or modified Glasgow score of 3 or higher (on a scale of 0 to 8, with higher scores indicating more severe disease), or a serum C-reactive protein level of more than 150 mg per liter.
	2017. “Questions persist about feeding in patients with pancreatitis. First, the implications of these findings for patients with severe pancreatitis remain uncertain. Although none of the 4 studies of such patients found an increase in adverse events with early feeding, only 1 showed benefit. This study found reduced length of stay with early feeding; however, it did not report mortality and had methodological flaws that limit the value of its conclusions. Given these limitations, the utility of early feeding in this population remains to be seen…  Limited data suggest that early feeding in patients with acute pancreatitis does not seem to increase adverse events and, for patients with mild to moderate pancreatitis, may reduce length of hospital stay.”63
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	Surgical Treatment of Moderate Ischemic Mitral Regurgitation Smith et al.
	Cardiovascular disease 
	12/04/2014 NEJM
	Ischemic mitral regurgitation is a common result of myocardial infarction (MI) and is associated with higher rates of mortality.64 Concomitant mitral-valve repair is sometimes added to coronary-artery bypass surgery (CABG) for patients with MI to treat ischemic mitral regurgitation, but the benefits of the procedure are unclear. Those that support the addition of mitral-valve repair alongside CABG believe that the additional procedure will improve cardiac function and reduce the risk of heart failure beyond CABG alone by preventing adverse remodeling in the valve.65 However, CABG with concomitant valve repair is a considerably longer procedure that is associated with a higher perioperative risk.66 This trial set out to determine whether patients with moderate ischemic mitral regurgitation treated with CABG and mitral-valve repair had a greater degree of left ventricular reverse remodeling after one year, compared to those patients that underwent CABG surgery alone. The trial (N=301) did not show a clinically meaningful advantage of adding mitral-valve repair to CABG after one year. There was no significant difference between the rate of mortality, adverse cardiac or cerebrovascular events, and readmissions to the hospital or improved quality of life between the two groups hazard ratio with mitral-valve repair, 0.90; 95% confidence interval, 0.38 to 2.12; P=0.81).  Moreover, the combined procedure resulted in longer stays in the ICU and a higher rate of supraventricular arrhythmias. This is a reversal of CABG with concomitant valve repair in treatment of patients with multivessel coronary artery disease and moderate ischemic mitral regurgitation. 
	2016. “There is neither increased operative mortality nor survival benefit associated with concomitant CABG and MV [mitral valve] repair for IMR [ischemic mitral regurgitation] of moderate degree over CABG alone.”67
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	High-Frequency Oscillation for Acute Respiratory Distress Syndrome           Young et al.
	Critical care medicine 
	2/28/2013 NEJM
	High-frequency oscillatory ventilation (HFOV) is commonly used in patients with acute respiratory distress syndrome (ARDS). However, data on the efficacy of this treatment are conflicting.68  Similarly to OSCILLATE, the OSCAR study (N=795) wanted to compare HFOV to usual ventilatory care. They found that there was no significant difference in reducing the 30-day all-cause mortality between HFOV and usual ventilatory care (P=0.85).  This is a reversal of HFOV in treatment of early acute respiratory distress syndrome.
	2016. Cochrane review. "The findings of this systematic review suggest that HFO does not reduce hospital and 30-day mortality due to ARDS; the quality of evidence was very low. Our findings do not support the use of HFO as a first-line strategy in people undergoing mechanical ventilation for ARDS."69
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	High-Frequency Oscillation in Early Acute Respiratory Distress Syndrome Ferguson et al.         
	Critical care medicine 
	2/28/2013 NEJM
	High-frequency oscillatory ventilation (HFOV) is commonly used in patients with acute respiratory distress syndrome (ARDS).70 However, data on the efficacy of this treatment are conflicting.68 As a result, OSCILLATE (N=548) wanted to compare HFOV with a conventional ventilation strategy in patients with moderate to severe ARDS. The study was stopped early because of a significantly higher rate of mortality among patients receiving HFOV compared to patients receiving a ventilation strategy that used small tidal volumes and high levels of PEEP. Thus, this study found that not only is HFOV not effective at reducing mortality in patients with ARDS, it may also be harmful. In-hospital mortality was 47% in the HFOV group, as compared with 35% in the control group (relative risk of death with HFOV, 1.33; 95% confidence interval, 1.09 to 1.64; P=0.005).  This is a reversal of HFOV in treatment of adults with moderate-to-severe early acute respiratory distress syndrome. 
	2016. Cochrane review. "The findings of this systematic review suggest that HFO does not reduce hospital and 30-day mortality due to ARDS; the quality of evidence was very low. Our findings do not support the use of HFO as a first-line strategy in people undergoing mechanical ventilation for ARDS."69
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	A Trial of Imaging Selection and Endovascular Treatment for Ischemic Stroke Kidwell et al.
	Cardiovascular disease 
	3/07/2013 NEJM
	Intravenous tissue plasminogen activator (tPA) is a medication proven to be effective in restoring blood flow after acute ischemic stroke, although its success is heavily time-dependent.71 Unfortunately, fewer than 10% of patients are eligible for t-PA because there is a 4.5 hour time window to receive the medication.72 Endovascular therapy (ET) is therefore commonly used in patients ischemic stroke to recanalize occluded arteries.73  One endovascular therapy device, the concentric thrombus retriever catheter, has received FDA approval and according to the authors, "The device is currently approved by the FDA for the indication of foreign body retrieval and, at some centers, is being increasingly employed off-label at physician discretion to treat ischemic stroke patients."74 Although these therapies became widely used, evidence to assess their efficacy and safety is needed. The MR RESCUE study (N=118) found that penumbral imaging did not identify patients who would benefit from endovascular therapy and, similar to the IMS and SYNTHESIS studies, found no effect on relevant clinical endpoints of treatment with endovascular devices over standard tPA therapy. Among all patients, mean scores on the modified Rankin scale did not differ between embolectomy and standard care (3.9 vs. 3.9, P=0.99). This is a reversal of using penumbral imaging to identify patients between the ages of 18 and 85 years with National Institutes of Health Stroke Scale (NIHSS) scores of 6 to 29 who had a large-vessel, anterior-circulation ischemic stroke 8 hours after the onset of symptoms who would benefit from endovascular treatment for ischemic stroke. 
	2013. "We found that ET is not superior to IV tPA in improving mortality or functional outcome at 3 months (level B recommendation."75  
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	Endovascular Treatment for Acute Ischemic Stroke 
Ciccone et al.
	Neurology/neurosurgery 
	3/07/2013 NEJM
	Intravenous tissue plasminogen activator (tPA) is a medication proven to be effective in restoring blood flow after acute ischemic stroke, although its success is heavily time-dependent.71 Unfortunately, fewer than 10% of patients are eligible for t-PA because there is a 4.5 hour time window to receive the medication.72 Endovascular therapy is therefore commonly used in patients ischemic stroke to recanalize occluded arteries,73 although the therapy often delays initial treatment and does not have randomized controlled studies to support its use over tPA. The SYNTHESIS Expansion trial (N=362) wanted to examine the clinical effectiveness of endovascular treatment as compared to intravenous t-PA, in patients with acute stroke in whom intracranial hemorrhage had been ruled out and were evaluated within 4.5 hours after symptom onset.  The results of this trial also support the findings of the IMS III trial—endovascular therapy is not superior to treatment with intravenous tPA alone in terms of survival free of disability at 3 months (odds ratio adjusted for age, sex, stroke severity, and atrial fibrillation status at baseline, 0.71; 95% confidence interval, 0.44 to 1.14; P=0.16). This is a reversal of endovascular therapy for treatment of acute ischemic stroke for patients with acute stroke and an age of 18 to 80 years, in whom intracranial hemorrhage had been ruled out, and a clearly defined time of stroke onset. 
	2013. “Formal meta-analysis indicates that there are similar safety outcomes and functional independence with endovascular therapy and intravenous thrombolysis for acute ischemic stroke.”76
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	Endovascular Therapy after Intravenous t-PA versus t-PA Alone for Stroke                  Broderick et al.
	Neurology/neurosurgery
	3/07/2013 NEJM
	Intravenous tissue plasminogen activator (tPA) is a medication proven to be effective in restoring blood flow after acute ischemic stroke, although its success is heavily time-dependent.71 There is a 4.5 hour time window to receive the medication, and so, unfortunately, fewer than 10% of patients are eligible for tPA.72 Endovascular therapy is therefore commonly used in patients with ischemic stroke to recanalize occluded arteries,73 although the therapy often delays initial treatment and does not have randomized controlled studies to support its use. In the Interventional Management of Stroke (IMS) III trial (N=656), patients were treated with tPA within 3 hours of stroke onset and followed with either more tPA or endovascular treatment. IMS III was terminated early because of futility. It showed similar safety outcomes but no better improvement in functional outcomes among those treated with endovascular therapy in addition to tPA. The proportion of participants with a modified Rankin score of 2 or less at 90 days did not differ significantly according to treatment (40.8% with endovascular therapy and 38.7% with intravenous tPA; absolute adjusted difference, 1.5 percentage points; 95% confidence interval [CI], −6.1 to 9.1, with adjustment for the National Institutes of Health Stroke Scale [NIHSS] score [8–19, indicating moderately severe stroke, or ≥20, indicating severe stroke]). This is a reversal of endovascular therapy after intravenous tPA for stroke for patients who had received intravenous t-PA within 3 hours after symptom onset. 
	2013. “Formal meta-analysis indicates that there are similar safety outcomes and functional independence with endovascular therapy and intravenous thrombolysis for acute ischemic stroke.”76
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	Percutaneous Closure of Patent Foramen Ovale in Cryptogenic Embolism            Meier et al.
	Cardiovascular disease 
	3/21/2013 NEJM
	Observational studies have indicated that a viable treatment to reduce the risk of recurrent adverse events in patients with a paradoxical embolism in the presence of a patent foramen ovale (PFO) can be the percutaneous closure of the PFO, in addition to standard prophylactic therapy.77 Conversely, several analyses and guidelines suggest that PFO closure might be inferior to standard treatment.78,79  The question of the benefit of PFO closure has been posed several times during the last 20 years and several randomized controlled trials have attempted to shed some clarity on this contentious issue. Shatzel et al. summarize the findings of these studies, Closure I 2012, PC 2013, and Respect 2013 had a composite endpoint that included mortality and they found that PFO closure did not decrease deaths.80 On the other hand, recent studies –
Gore REDUCE 2017, CLOSE 2017 and RESPECT extended f/u 2017—
focusing of large interatrial shunts or ASA found that PFO closure decrease rates of stroke.80 Here we report on the findings of the PC trial, designed to establish a cause and effect relationship between PFO treatment and clinically significant risk reductions of adverse embolic events in patients less than 60 years old with PFO and ischemic stroke, transient ischemic attack (TIA), or a peripheral thromboembolic event. The PC-trial (N=414) examined whether PFO closure using the Amplatzer PFO Occluder device (AGA Medical Corporation, Golden Valley, MN, USA) along with medical prophylactic therapy, was superior in reducing the risk of death or repeated embolic events. This 4-year multinational trial found that PFO closure with the device was not superior to standard treatment alone. The primary end point, a composite of death, nonfatal stroke, TIA, or peripheral embolism, occurred in 7 of the 204 patients (3.4%) in the closure group and in 11 of the 210 patients (5.2%) in the medical-therapy group (hazard ratio for closure vs. medical therapy, 0.63; 95% confidence interval [CI], 0.24 to 1.62; P=0.34). This is a reversal of percutaneous closure of PFO in patients with cryptogenic embolism less than 60 years old with a documented PFO by transesophageal echocardiography and no other identifiable cause of stroke or peripheral thromboembolism. We believe that this is a reversal because at the time of this study, 2013, the available evidence indicated that PFO closure was not effective. 
	2018. “Anticoagulation, compared with either PFO closure plus antiplatelet therapy or antiplatelet therapy alone probably increases the risk of major bleeding by approximately 2% over 5 years and probably reduces the risk of pulmonary embolism by approximately 0.4%. There does not appear to be an important difference in the risk of death or in the risk of systemic emboli between any of the interventions.” 81

2018. “Surprisingly, the first 3 RCTs (CLOSURE I, PC, and
RESPECT) in this field failed individually to show that
PFO closure was superior to medical therapy alone… In patients with PFO and cryptogenic stroke, transcatheter device closure decreases risk for recurrent stroke compared with medical therapy alone. Because recurrent stroke rates are low even with medical therapy alone and PFO closure might affect AF risk, shared decision making is crucial for this treatment.” 82
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	189
	Closure of Patent Foramen Ovale versus Medical Therapy after Cryptogenic Stroke Carroll et al.
	Cardiovascular disease 
	3/21/2013 NEJM
	Guidelines from the European Society of Cardiology,83 American College of Chest Physicians84 and the National Institute for Health and Care Excellence recommend that for patients with cryptogenic stroke and Patent Foramen Ovale (PFO) recommend a consideration of percutaneous closure of the PFO.85 The RESPECT trial (N=980), similar to the PC trial, evaluated whether patients between 18-60 years of age with a history of cryptogenic ischemic stroke and a patent foramen ovale (PFO), would benefit from the closure of the PFO with the Amplatzer PFO Occluder device, as compared to medical therapy alone. The trial found PFO closure with the Amplatzer PFO Occluder device was not superior to prophylactic standard medical therapy. In the intention-to-treat cohort, 9 patients in the closure group and 16 in the medical-therapy group had a recurrence of stroke (hazard ratio with closure, 0.49; 95% confidence interval [CI], 0.22 to 1.11; P=0.08). This is a reversal of closure of the PFO with the Amplatzer PFO Occluder device after cryptogenic stroke in patients 8 and 60 years of age, had had a cryptogenic ischemic stroke, and had a patent foramen ovale identified by means of transesophageal echocardiography. . 
	2013. “Percutaneous closure of PFO in patients with cryptogenic stroke does not appear superior to medical therapy according to currently available randomised data. Furthermore, it is associated with an increased incidence of atrial fibrillation. “86


2018. Ann Intern Med. “Surprisingly, the first 3 RCTs (CLOSURE I, PC, and
RESPECT) in this field failed individually to show that
PFO closure was superior to medical therapy alone…In patients with PFO and cryptogenic stroke, transcatheter device closure decreases risk for recurrent stroke compared with medical therapy alone. Because recurrent stroke rates are low even with medical therapy alone and PFO closure might affect AF risk, shared decision making is crucial for this treatment.” 82
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	190
	Effects of Off-Pump and On-Pump Coronary-Artery Bypass Grafting at 1 Year                        Lamy et al.
	Cardiovascular disease 
	3/28/2013 NEJM
	Coronary-Artery bypass grafting (CABG) is a procedure that can be performed with the use of either a cardiopulmonary bypass, deemed as on-pump CABG, or on a beating heart with an aortic clamp (off-pump). Off-pump CABG was believed to decrease the risk of perioperative complications.87 However, several trials began to question the perceived benefits of off-pump CABG as compared to on-pump CABG.88 The CORONARY study set out to compare the two procedures in high-risk patients, whom the authors believed would most likely benefit from the off-pump procedure. CORONARY trial (N=4752) found that there were no significant differences in the rates of non-fatal stroke, renal failure or myocardial infarction, death, or repeat revascularization between the off-pump CABG procedure and on-pump CABG (12.1% and 13.3%, respectively; hazard ratio with off-pump CABG, 0.91; 95% confidence interval, 0.77 to 1.07; P=0.24) .  This is a reversal of the off-pump CABG procedure in patients that required isolated CABG with median sternotomy and had one or more of the following risk factors: an age of 70 years or more, peripheral arterial disease, cerebrovascular disease or carotid stenosis of 70% or more of the luminal diameter, or renal insufficiency. 
	2017.   “Off-pump CABG is associated with an increase in very long-term (≥10 years) all-cause mortality compared with on-pump CABG.” 89
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	191
	Off-Pump versus On-Pump Coronary-Artery Bypass Grafting in Elderly Patients              Diegeler et al.
	Cardiovascular disease 
	3/28/2013 NEJM
	Similar to the CORONARY study, the GOPCABE trial (N=2539) evaluated the clinical outcomes of off-pump vs. on-pump CABG. This trial focused on older adults (75 years or older), a population thought to be most likely to benefit from an off-pump procedure (OPCAB). GOPCABE found that, after 30 days, patients exhibited no difference between the off-pump and on-pump CABG in rates of death, stroke, MI, revascularization, or renal failure (7.8% vs. 8.2%; odds ratio, 0.95; 95% confidence interval, 0.71 to 1.28; P=0.74). The outcomes were the same after one year after surgery.  The findings of both the CORONARY study and GOPCABE trial provide evidence against favoring off-pump CABG in a subset of patients, a procedure that US surgeons were doing in 21% of cases in 2002. Additionally, off-pump CABG is a procedure that has significantly higher costs and is a substantially more challenging procedure for surgeons to perform. This is a reversal of the off-pump CABG procedure in elderly patients who are at least 75 years of age. 
	2016. “Current retrospective studies with small numbers, examining the impact of OPCAB on early mortality and morbidity in octogenarians, have failed to prove overwhelming superiority of one technique over the other. At present it can be safely concluded that both on-pump and off-pump CABG are reasonable revascularization strategies in octogenarians.”90 Study not included in this review. 
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	192
	A Randomized Trial of Glutamine and Antioxidants in Critically Ill Patients 
Heyland et al.
	Critical care medicine 
	04/18/2013 NEJM
	Critically ill patients suffer from oxidative stress. Canadian guidelines from 2003 recommended that antioxidants and glutamine-enriched formula be considered for ventilated, critically ill adult patients.91 This study found that early provision of glutamine or antioxidants (selenium, zinc, beta carotene, vitamin E, and vitamin C) did not improve 28-day mortality in critically ill patients compared to placebo. Furthermore, glutamine was associated with an increase in mortality. This is a reversal of administering glutamine or antioxidants to critically ill patients with multi-organ failure to reduce mortality.  
	2016. “The main finding of our meta-analysis is that there was a lack of treatment effect when critically ill patients were treated with IV [selenium] Se as single or combined therapy.”92

2015. “The results of the present meta-analysis suggest that [glutamine] GLN supplementation given to a mixed population of critically ill patients does not significantly affect primary outcome measures such as hospital and ICU mortality.” 93
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	193
	Surgery versus Physical Therapy for a Meniscal Tear and Osteoarthritis                 
Katz et al.
	Orthopedic 
	5/02/2013 NEJM
	Clinicians who suspect a tear in the meniscus may refer patients either to a surgeon for arthroscopic partial meniscectomy, if they are experiencing pain, or to physical therapy, if they are not feeling pain. This procedure is frequently done in the United States; one estimate is that more than 465,000 patients receive this procedure annually.94,95 Given the frequency and cost of arthroscopic partial meniscectomy and lack of concrete evidence on the clinical benefit of the procedure, the METEOR trial (N=351) was designed to assess the efficacy of arthroscopic partial meniscectomy surgery as compared with a physical-therapy for increasing physical function of patients with a meniscal tear and moderate osteoarthritis.94 METEOR found that there was not a significant decrease in the WOMAC score—a measure of physical function in which a higher score means worse physical function—between the patients undergoing surgery and those receiving initial physical therapy. The WOMAC score after 6 months was 20.9 points (95% confidence interval [CI], 17.9 to 23.9) in the surgical group and 18.5 (95% CI, 15.6 to 21.5) in the physical-therapy group (mean difference, 2.4 points; 95% CI, −1.8 to 6.5). The authors conclude that the finding of the METEOR trial advocates for an initial nonoperative strategy for treatment. This is a reversal of surgery for a meniscal tear detected on magnetic resonance imaging (MRI) and osteoarthritis in patients 45 year of age or older. 
	2016. “Further evidence is required to determine which patient groups have good outcomes from each intervention. Given the current widespread use of arthroscopic meniscal surgeries, more research is urgently needed to support evidence-based practice in meniscal surgery in order to reduce the numbers of ineffective interventions and support potentially beneficial surgery.”96
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	194
	n–3 Fatty Acids in Patients with Multiple Cardiovascular Risk Factors                    The Risk and Prevention Study Collaborative Group
	Cardiovascular disease 
	5/09/2013 NEJM
	Observational studies have shown a reduction in cardiovascular disease, likely stemming from, in part, the anti-inflammatory effects of eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA).97 Several cardiology societies, including the American Heart Association and the European Society for Cardiology recommend 1 g/day of EPA and DHA for the secondary prevention of cardiovascular events, but these recommendations are based primarily off of observational studies.97  In this randomized trial (N=12,513), omega-3 fatty acid supplements did not improve cardiovascular mortality or morbidity in people with multiple cardiovascular risk factors (adjusted hazard ratio with n−3 fatty acids, 0.97; 95% confidence interval, 0.88 to 1.08; P=0.58). This is a reversal of secondary prevention of cardiovascular events by consumption of EPA and DHA in patients with multiple cardiovascular risk factors, clinical evidence of atherosclerotic vascular disease, or any other condition putting the patient at high cardiovascular risk in the opinion of the patient's general practitioner. 
	2016. “There is currently a lack of evidence to support the routine use of omega-3 PUFAs in the primary and secondary prevention of CVD. Pharmacists are ideally situated to engage patients in the discussion of the lack of benefit and possible risk of omega-3 PUFA supplements.” 98
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	195
	A Randomized Trial of Nighttime Physician Staffing in an Intensive Care Unit                          Kerlin et al.
	Critical care medicine 
	6/06/2013 NEJM
	One-third of academic ICUs in the United States and nearly three-quarters of ICUs in Europe, use in-hospital intensivist staff (board certified attending physicians) at night.99 This practice was put in place without any supporting evidence.100 The SUNSET-ICU trial (N=1598) compared whether patients admitted to the ICU from the hours of 7 p.m. to 7 a.m. treated by in-hospital intensivists and medical residents had a shorter length of stay than patients seen by residents alone. SUNSET-ICU found that nighttime in-hospital intensivist staffing did not improve patient outcomes, specifically the duration of stay in the ICU (rate ratio for the time to ICU discharge, 0.98; 95% confidence interval [CI], 0.88 to 1.09; P=0.72). This is a reversal of nighttime in-hospital intensivists. 
	None found
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	196
	Racemic Adrenaline and Inhalation Strategies in Acute Bronchiolitis  Skjerven et al.
	Pulmonary disease 
	6/13/2013 NEJM
	Acute bronchiolitis is a condition in which infants sometimes require ventilatory support. Although existing guidelines do not recommend the use of bronchodilators for treatment of acute bronchiolitis,101 it is often the case that for babies with this condition clinicians often prescribe inhaled adrenaline.102 The Bronchiolitis All-studySE-Norway (N=404), tested whether inhaled racemic adrenaline in the treatment of acute bronchiolitis is superior to using inhaled saline solution, in infants. This randomized trial found that in patients with acute bronchiolitis, treatment with inhalations of racemic adrenaline did not result in a shorter hospital stay than with the treatment of inhaled saline (Confidence interval [cl], 4.5 (-6.5 to 15.5);(P=0.43). This is a reversal of racemic adrenaline in hospitalized infants with acute bronchiolitis not for infants in the emergency room. 
	None found 
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	197
	Clopidogrel in Infants with Systemic-to-Pulmonary-Artery Shunts               Wessel et al.
	Pediatrics 
	6/20/2013 NEJM
	Congenital heart disease is one of the most common types of congenital disabilities associated with a high mortality during the first year of life. The use of systemic-to-pulmonary-artery shunts to treat a variety of different congenital heart diseases is common. In adults undergoing this procedure, prophylactic antiplatelet therapy using aspirin and clopidogrel is used.103 Despite a lack evidence of the efficacy and safety, pediatricians increasingly used clopidogrel as prophylactic therapy for children who had a systemic-to-pulmonary artery shunt. In fact, the use of clopidogrel increased by a factor of 15 from 2001 to 2009 in children's hospitals in the United States,104 and pediatric cardiovascular doctors rely on evidence from small reviews to ascertain the safety and efficacy of clopidogrel. The CLARINET trial (N=2839) evaluated whether clopidogrel use, in infants with a systemic-to-pulmonary shunt, significantly reduced mortality and morbidity as compared with placebo. CLARINET found that the addition of clopidogrel to aspirin as prophylactic therapy in infants did not meaningfully lessen the rate of death as compared to placebo (absolute risk difference, 1.4 percentage points; relative risk reduction with clopidogrel, 11.1%; 95% confidence interval, –19.2 to 33.6; P=0.43). This is a reversal of the addition of clopidogrel to treatment of infant patients (92 days of age or younger) needing a systemic-to-pulmonary artery shunt operation. 
	None found
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	198
	Rapid Blood-Pressure Lowering in Patients with Acute Intracerebral Hemorrhage Anderson et al.
	Neurology/Neurosurgery
	6/20/2013 NEJM
	The American Heart Association guidelines at the time of the study recommended a mean arterial pressure lower than 110 mmHg in patients with elevated intracranial pressure.105 This recommendation was based on the findings of the INTERACT trial in which patients with intracerebral hemorrhage, a type of stroke, improved when mean arterial pressure was aggressively lowered (systolic pressure of <140 mm Hg).106,107 The INTERACT2 trial randomized patients with intracerebral hemorrhage to receive intensive blood pressure lowering of systolic blood pressure (<140 mm Hg within 1 hour) or guideline recommended treatment, (systolic level of <180 mm Hg). Early intensive lowering of blood pressure did not result in a reduction of death or major disability (odds ratio with intensive treatment, 0.87; 95% confidence interval, 0.75 to 1.01; P=0.06). This is a reversal of rapid blood-pressure lowering in patients with spontaneous acute intracerebral hemorrhage who had elevated systolic blood pressure. 
	2014. Cochrane review. "There is insufficient evidence that lowering blood pressure during the acute phase of stroke improves functional outcome. It is reasonable to withhold blood pressure-lowering drugs until  patients are medically and neurologically stable, and have suitable oral or enteral access, after which drugs can than be reintroduced. In people with acute stroke, CCBs, ACEI, ARA, beta blockers and NO donors each lower blood pressure while phenylephrine probably increases blood pressure. Further trials are needed to identify which people are most likely to benefit from early treatment, in particular whether treatment started very early is beneficial… The effect of lowering blood pressure did not vary by stroke subtype (ischaemic stroke, mixed stroke, ICH) across 14 trials “108 
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	199
	Cardiovascular Effects of Intensive Lifestyle Intervention in Type 2 Diabetes The Look AHEAD Research Group
	Endocrinology, Diabetes, and Metabolism
	7/11/2013 NEJM
	The American Diabetes Association recommends that overweight or obese adults with type 2 diabetes lose weight to reduce the risk of cardiovascular morbidity and mortality.109 The AHEAD study (N=5145) asked whether an intensive weight loss intervention would reduce cardiovascular morbidity and mortality among overweight/obese adults with type 2 diabetes. The study followed overweight or obese patients with type 2 diabetes for ten years and concluded that an intensive lifestyle intervention aimed at increasing physical activity and restricting caloric intake did not significantly reduce cardiovascular morbidity and mortality as compared to receiving diabetes support and education (1.83 and 1.92 events per 100 person-years, respectively; hazard ratio in the intervention group, 0.95; 95% confidence interval, 0.83 to 1.09; P=0.51). This is a reversal of an intensive weight intervention in patients with type 2 diabetes, for the prevention of cardiovascular morbidity and mortality. Patients were 45 to 75 years of age, a body-mass index of 25.0 or more; a glycated hemoglobin level of 11% or less; a systolic blood pressure of less than 160 mm Hg; a diastolic blood pressure of less than 100 mm Hg; a triglyceride level of less than 600 mg per deciliter (6.77 mmol per liter); the ability to complete a valid maximal exercise test, suggesting it was safe to exercise; and an established relationship with a primary care provider. 
	2013. “For all-cause mortality, the pooled results showed no difference between the intervention and control groups at more than 10 years of follow-up.”110   
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	200
	Therapies for Active Rheumatoid Arthritis after Methotrexate Failure                O'Dell et al.
	Rheumatology 
	7/25/2013 NEJM
	The standard treatment for patients with rheumatoid arthritis is to administer methotrexate.111 Around 30% of patients do not show improvement and so they must seek alternative treatment.112 The FDA has approved multiple types of drugs for patients where methotrexate has failed.113 The most commonly used type of drug is a tumor necrosis factor (TNF) inhibitor. A trial by Odell et al (N=353) examined patients with rheumatoid arthritis and randomized them to treatment with triple therapy (sulfasalazine and hydroxychloroquine added to methotrexate) or to etanercept-methotrexate therapy (etanercept, a TNF inhibitor, added to methotrexate). Simulating clinical practice, only those patients that did not show improvement with the initial treatment after 24 weeks were then switched to the etanercept treatment. After 48 weeks, the study found that there was no significant difference in clinical outcomes between the two groups( −2.1 with triple therapy and −2.3 with etanercept and methotrexate, P=0.26). This finding suggests that the addition of the more expensive TNF-inhibiting agents to methotrexate does not provide better clinical outcomes than cheaper, non-biological agents.  This is a reversal of the addition on TNF-inhibitors to methotrexate for active rheumatoid arthritis. 
	2016  “We did not find any statistical benefit for methotrexate plus biologic therapy compared with triple therapy. This has important policy implications given the difference in cost between these treatments.” 114
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	201
	A Trial Comparing Noninvasive Ventilation Strategies in Preterm Infants Kirpalani et al.
	Pediatrics 
	8/15/2013 NEJM
	Bronchopulmonary dysplasia is a leading cause of death in extremely-low-birth-weight infants, as well as a strong predictor of later neurologic impairment and increased rates of rehospitalization.115 Tracheal intubation and mechanical ventilation are associated with bronchopulmonary dysplasia, and as such, clinicians avoid prolonged intubation and mechanical respiratory support in hopes of reducing this risk.116 Clinicians often avoid intubation altogether and turn to either nasal continuous positive airway pressure (CPAP), the current standard of care, or nasal intermittent positive-pressure ventilation (IPPV) as an alternative method to intubation.117 Nasal IPPV is more complicated and costly than nasal CPAP. Despite this, nasal IPPV is commonly used in extremely-low-birth-weight infants.118 The NIPPV trial (N=1009) sought to establish whether nasal IPPV was superior to nasal CPAP at reducing the rate of bronchopulmonary dysplasia and improving survival rate of extremely-low-birth-weight infants. The trial found that there was no significant difference in a reduction of infant mortality between the two methods (adjusted odds ratio, 1.09; 95% confidence interval, 0.83 to 1.43; P=0.56). The authors call into question the widespread use of the more invasive and costlier nasal IPPV. This is a reversal of nasal IPPV in preterm infants. 
	2017. Cochrane review. Although this Cochrane review concludes that, “NIPPV reduces the incidence of extubation failure and the need for re-intubation within 48 hours to one week more effectively than NCPAP; however, it has no effect on chronic lung disease nor on mortality [in preterm infants]” In this review, the Kirpalani et. al., trial is the only large definitive study on the topic. 119
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	202
	Pretreatment with Prasugrel in Non–ST-Segment Elevation Acute Coronary Syndromes Montalescot et al.
	Cardiovascular disease 
	9/12/2013 NEJM
	For patients with acute coronary syndrome, complete or partial occlusion of a coronary artery is diagnosed by the presence or absence of an ST-segment elevation. Partial occlusion is deemed to be a non-ST-segment elevation myocardial infarction (NSTEMI).120 Upon arrival at the hospital, guidelines recommend pretreatment with clopidogrel, a P2Y12 receptor antagonist, for patients needing a percutaneous coronary intervention (PCI).121 However, it is unclear whether pretreatment with clopidogrel is safe and efficient when it is unknown whether the coronary-artery of a patient is occluded. Pretreatment delays a coronary-artery bypass grafting (CABG) procedure, which increases cost and unnecessarily exposes patients to a higher risk of bleeding if they do not need to undergo PCI.122 Prasugrel is another P2Y12-receptor antagonist that can be administered to patients with acute coronary syndrome. The ACCOAST trial (N=4033) tested the administration of prasugrel before or after coronary angiography. The researchers found that pretreatment with prasugrel did not reduce the rate of ischemic events in the overall population (hazard ratio with pretreatment, 1.02; 95% confidence interval [CI], 0.84 to 1.25; P=0.81). Additionally, there were significantly more major and life-threatening bleeding complications not related to CABG in the pretreatment group than in the control group — mostly among patients who underwent PCI (hazard ratio, 1.90; 95% CI, 1.19 to 3.02; P=0.006). The ACCOAST findings contradict the commonly used, guideline-recommended practice of pretreatment with aspirin and a P2Y12 antagonist for patients with NSTEMI. This is a reversal of pretreatment with Prasugrel in non-ST-segment elevation acute coronary syndromes. 
	2015. "Preoperative exposure to clopidogrel on top of aspirin did not reduce the risk of MACE [major adverse cardiac event] but was associated with increased risk of bleeding and mortality."123 (Article not included in analysis)
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	Saxagliptin and Cardiovascular Outcomes in Patients with Type 2 Diabetes Mellitus             Scirica et al.
	Endocrinology, Diabetes, and Metabolism 
	10/03/2013 NEJM
	Patients with type 2 diabetes are at higher risk of developing and dying from cardiovascular disease.124 As such, medications for type 2 diabetes should be evaluated for whether there are improved cardiovascular outcomes in patients taking these medications. Saxagliptin is one such medication that was approved by the FDA in 2009 for the treatment of type 2 diabetes.125 In this trial (N=16,492), rates of overall cardiovascular events were similar to those on placebo, but the rate of heart failure hospitalization was higher in the Saxagliptin group (3.5% vs. 2.8%; hazard ratio, 1.27; 95% CI, 1.07 to 1.51; P=0.007).  This is a reversal of saxagliptin for improving cardiovascular outcomes in patients with type 2 diabetes. 
	2015. “Compared with standard care, glycaemic lowering by various drugs or strategies might increase the risk of heart failure, with the magnitude of risk dependent on the method of glucose lowering and, potentially, weight gain.”126




2014. “Available data from RCTs suggest that DPP4i could be associated with an increased risk of heart failure, without any clear evidence of differences among drugs of the class. Although it is plausible that the risk is greater in some sub-populations of patients, current evidence is not yet sufficient to identify susceptible patients.”127  
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	A Randomized Trial of Planned Cesarean or Vaginal Delivery for Twin Pregnancy Barrett et al.
	Obstetrics and Gynecology
	10/03/2013 NEJM
	Twin pregnancy increases the risk of adverse perinatal outcomes and affects 2-3% of all births.128 According to one small randomized controlled trial and several cohort studies,129-131 there is a reduced risk of twin delivery mortality and morbidity if women delivered with a planned cesarean section, as compared to a planned vaginal delivery. As a result of this observation and despite the lack of strong evidence to support planned cesarean section for twin delivery, the rates of an elective cesarean section for twins increased dramatically in North America from 53.4% to 75.0% in 2008, and a similar increase was observed worldwide.132 The Twin Birth Study compared the risk of fetal/neonatal death or serious neonatal morbidity between two delivery strategies for twin pregnancies between 32 weeks 0 days and 38 weeks six days of gestation. These delivery strategies were either planned cesarean delivery or planned vaginal delivery with cesarean delivery only when necessary. The Twin Birth trial (N=1398) found that there were no reductions in neonatal mortality or serious neonatal morbidity between delivery with a planned cesarean section vs. planned vaginal birth (2.2% and 1.9%, respectively; odds ratio with planned cesarean delivery, 1.16; 95% confidence interval, 0.77 to 1.74; P=0.49).128   This is a reversal of planned cesarean delivery for twin pregnancy. 
	2015. Cochrane review. "Data mainly from one large, multicentre study found no clear evidence of benefit from planned caesarean section for term twin pregnancies with leading cephalic presentation. Data on long-term infant outcomes are awaited. Women should be informed of possible risks and benefits of labour and vaginal birth pertinent to their specific clinical presentation and the current and long-term effects of caesarean section for both mother and babies. There is insufficient evidence to support the routine use of planned caesarean section for term twin pregnancy with leading cephalic presentation, except in the context of further randomised trials."133
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	Thrombus Aspiration during ST-Segment Elevation Myocardial Infarction             Fröbert et al.
	Cardiovascular disease 
	10/24/2013 NEJM
	For patients with ST-segment elevation myocardial infarction (STEMI), treated with percutaneous coronary intervention (PCI), the establishment of normal coronary blood flow has been challenging. Reduced coronary blood flow has been closely associated with reperfusion injury, which leads to arrhythmias, heart failure, and death, among other adverse effects.134 TAPAS, a randomized controlled trial, found that the addition of thrombus aspiration to PCI increased patients’ survival, the study’s secondary endpoint.135 A one-year follow up of TAPAS also reported improvement in survival. Because of the observed improvement in survival seen by the TAPAS investigators, the European and US practice guidelines were modified to include a IIa recommendation for the adjunctive use of thrombus aspiration in primary PCI.136,137 After these recommendations were implemented a meta-analysis found that routine thrombectomy led to an increased risk of stroke.138 The TASTE trial (N=7259) was designed to evaluate patients with STEMI to determine whether thrombus aspiration followed by PCI reduced all-cause mortality at 30 days, as compared to PCI alone. TASTE found that the addition of thrombus aspiration to PCI did not decrease the rate of all-cause mortality in patients with STEMI (hazard ratio, 0.94; 95% confidence interval, 0.72 to 1.22; P=0.63). This is a reversal of the addition of thrombus aspiration during ST-segment elevation myocardial infarction. 
	2016. “Using the totality of evidence available through 2015, this meta-analysis failed to show that the routine use of aspiration thrombectomy in patients with ST-elevation myocardial infarction significantly reduces all-cause mortality, MACE, recurrent MI, TVR, or stent thrombosis.”139

2014. “The present meta-analysis suggested that there was no evidence that using manual thrombus aspiration in patients with STEMI could provide distinct benefits in long-term clinical outcomes.”41
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	Targeted Temperature Management at 33°C versus 36°C after Cardiac Arrest Nielsen et al.
	Critical care 
	12/05/2013 NEJM
	Unconscious patients who experience out-of-hospital cardiac arrest are at high-risk for death and neurological decline, and previous studies have shown that hypothermia in these patients increased survival rates and improved neurological outcomes.140 In 2010, guidelines recommended that comatose patients should be cooled to 32-34 degrees Celsius after out-of-hospital cardiac arrest.141 This study (N=939)  found that hypothermia at a targeted temperature of 33 degrees Celsius did not affect rates of all-cause mortality (hazard ratio with a temperature of 33°C, 1.06; 95% confidence interval [CI], 0.89 to 1.28; P=0.51) or neurological function  (risk ratio, 1.02; 95% CI, 0.88 to 1.16; P=0.78)  compared to a targeted temperature of 36 degrees Celsius in unconscious survivors of out-of-hospital cardiac arrest. This is a reversal of cooling patients to 33 degrees after cardiac arrest. 

	2016. Cochrane review. "Currently, there is no convincing evidence to clearly delineate beneficial or harmful effects of pre-hospital induction of cooling in comparison to in-hospital induction of cooling. This conclusion is based on very low quality evidence."142
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	A Pharmacogenetic versus a Clinical Algorithm for Warfarin Dosing Kimmel et al.
	Cardiovascular disease 
	12/12/2013 NEJM
	Warfarin is the most commonly used anticoagulant in the world, but because of its anti-clotting nature, it can also cause excess bleeding if patients are not monitored closely enough.143 Two genes, CYP2C9 and VK0RC1, have been identified as affecting warfarin’s effect.144  Based on observational and prospective studies, the FDA labeling was changed in 2007 to include a statement about the potential benefits of dosing warfarin based on genetic testing.144  Additionally, there are several CLIA-approved labs that perform these services, and CPT codes exist for this kind of testing.145 In the COAG trial (N=1015), genotype-guided dosing of warfarin was no better than clinically based dosing in keeping patients’ values in therapeutic range (adjusted mean difference, [genotype-guided group minus clinically guided group], −0.2; 95% confidence interval, −3.4 to 3.1; P=0.91). This is a reversal of genotype guided dosing of warfarin. 
	2014. “In this meta-analysis of randomized clinical trials, a genotype-guided dosing strategy did not result in a greater percentage of time that the INR was within the therapeutic range, fewer patients with an INR greater than 4, or a reduction in major bleeding or thromboembolic events compared with clinical dosing algorithms.”146 
	PubMed similar articles

	208
	A Randomized Trial of Genotype-Guided Dosing of Acenocoumarol and Phenprocoumon Verhoef et al.
	Cardiovascular disease 
	12/12/2013 NEJM
	Warfarin is the most commonly used anticoagulant in the world, but because of its anti-clotting nature, it can also cause excess bleeding if patients are not monitored closely enough.143 Two genes, CYP2C9 and VK0RC1, have been identified as affecting  warfarin’s effect .144 Based on observational and prospective studies, the FDA labeling was changed in 2007 to include a statement about the potential benefits of dosing warfarin based on genetic testing.145 Additionally, there are several CLIA-approved labs that perform these services, and CPT codes exist for this kind of testing.145 In the EU-PACT trial (N=548), genotype-guided dosing of acenocoumarol or phenprocoumon was no better than clinical-guided dosing in keeping patients’ values in therapeutic range. The percentage of time in the therapeutic INR range was 61.6% for patients receiving genotype-guided dosing and 60.2% for those receiving clinically guided dosing (P=0.52). This is a reversal of genotype guided dosing of acenocoumarol and phenprocoumon. 
	2014. “In this meta-analysis of randomized clinical trials, a genotype-guided dosing strategy did not result in a greater percentage of time that the INR was within the therapeutic range, fewer patients with an INR greater than 4, or a reduction in major bleeding or thromboembolic events compared with clinical dosing algorithms.” 146 
	PubMed similar articles 

	209
	Arthroscopic Partial Meniscectomy versus Sham Surgery for a Degenerative Meniscal Tear Sihvonen et al.
	Orthopedic 
	12/26/2013 NEJM
	Arthroscopic partial meniscectomy is the most common orthopedic procedure. In fact, arthroscopic partial meniscectomies are performed approximately 700,000 times annually in the United States alone and have an estimated direct medical cost valued at $4 billion. FIDELITY is a large randomized control trial that enrolled patients with a degenerative tear of the medial meniscus without knee osteoarthritis and compared the treatment efficacy of arthroscopic partial meniscectomy as compared to a sham procedure.147 The FIDELITY trial (N=146) found that after 12 months of surgery the outcomes of knee pain after exercise, and improvement in the quality of life, were not significantly better in the group undergoing arthroscopic partial meniscectomy. There were no significant differences in outcomes between the treatment group and the group of patients that underwent a sham surgical procedure (between-group difference, −1.6 points; 95% confidence interval [CI], −7.2 to 4.0); WOMET score, 24.6 and 27.1 points, respectively (between-group difference, −2.5 points; 95% CI, −9.2 to 4.1); and score for knee pain after exercise, 3.1 and 3.3 points, respectively (between-group difference, −0.1; 95% CI, −0.9 to 0.7). This is a reversal of arthroscopic partial meniscectomy for a degenerative meniscal tear. 
	2014. “There is moderate evidence to suggest that there is no benefit to arthroscopic meniscal débridement for degenerative meniscal tears in comparison with nonoperative or sham treatments in middle-aged patients with mild or no concomitant osteoarthritis.”148
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	210
	Subclinical Atrial Fibrillation and the Risk of Stroke         Healey et al.
	Cardiovascular disease 
	01/12/2012
NEJM
	Atrial fibrillation appears to increase a person’s risk of stroke.149   Pacing of the heart with pacemakers may be one way to regulate the heart to prevent adverse outcomes.  In fact, more than 400,000 pacemakers and implantable cardioverter-defibrillators are placed each year.149  Several types of pacing are used for atrial fibrillation, including the continuous atrial overdrive pacing.150  In this trial (N= 2580), patients who had a recently implanted pacemaker were randomized to receive continuous atrial overdrive pacing or not (i.e., feature turned off).  The researchers in this study found that continuous atrial overdrive pacing did not prevent the development of a clinical atrial tachyarrhythmia nor did it prevent stroke, systemic embolism, myocardial infarction, death from vascular causes, or hospitalization for heart failure (annual rate 5.22 versus 4.69 ; hazard ratio 1.13 (0.90-1.41) P=0.29)This is a reversal of continuous atrial overdrive pacing of pacemakers in subclinical atrial fibrillation and preventing stroke. 
	None found
	

	211
	ABVD Alone versus Radiation-Based Therapy in Limited-Stage Hodgkin's Lymphoma         Meyer et al.
	Oncology 
	02/02/2012
NEJM 
	Treatment for Hodgkin’s lymphoma has positively evolved over time, in that the majority of patients can now be cured from this disease.151 Treatment strategies began to focus on minimizing the adverse effects of the treatment.  In the 1970s and 1980s, ABVD treatment (doxorubicin, bleomycin, vinblastine, and dacarbazine) was developed and used in combination with radiation, but in the 1990s, it was discovered that a lower dose of radiation, in combination with ABVD, could be just as beneficial.151 This observation was confirmed in a randomized trial that found that survival was higher in patients with stage I or IIa Hodgkin’s lymphoma who were treated with ABVD only, compared to patients treated with ABVD and radiation (hazard ratio for event, 0.88; 95% CI, 0.54 to 1.43; P=0.60). This is a reversal of treating limited-stage Hodgkin’s lymphoma with a combination of ABVD and radiation as opposed to ABVD alone. 
	2017. Cochrane review.  “The addition of radiotherapy to chemotherapy has probably little or no difference on OS.”152 
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	212
	Antenatal Thyroid Screening and Childhood Cognitive Function           Lazarus et al.
	Pediatrics
	02/09/2012
NEJM 
	Hypothyroidism in pregnant women is linked to a range of adverse outcomes, most importantly miscarriage, preterm delivery, and reduced cognitive function in children. For decades physicians have recognized the association between maternal hypothyroxinemia and reduced IQ test performance in children.153 Despite the recent recommendation of guidelines published by the American Thyroid Association and the Endocrine Society, which advises testing of thyroid function only in women at increased risk rather than universal screening, physicians routinely perform thyroid-function screening based on the belief that earlier diagnosis and treatment will improve pregnancy.154 Indeed, surveys report that almost half the obstetricians in private practices in Maine and the majority of obstetricians in a Boston academic center reported ordering thyroid-function tests for screening in pregnancy.155,156 To test whether the antenatal screening of pregnant women reduces the impaired cognitive development of babies, Lazarus, and colleagues randomly assigned women to receive screening or no screening (N=405). Women in the screening arm who were found to be hypothyroid were treated with levothyroxine. The children of both groups underwent IQ testing at three years of age, and no significant difference in IQ between children in the screening (treated) group and those in the control group was observed.  Among the children of women with positive results, the mean IQ scores were 99.2 and 100.0 in the screening and control groups, respectively (difference, 0.8; 95% confidence interval [CI], −1.1 to 2.6; P=0.40 by intention-to-treat analysis); the proportions of children with an IQ of less than 85 were 12.1% in the screening group and 14.1% in the control group (difference, 2.1 percentage points; 95% CI, −2.6 to 6.7; P=0.39). This is a reversal of antenatal thyroid screening in asymptomatic pregnant women. These findings provide support for guidelines published in 2011 by the American Thyroid Association and the Endocrine Society, which recommended against universal testing.157 
	None found
	Antenatal Thyroid Screening and Childhood Cognitive Function

	213
	A Randomized Trial of Nicotine-Replacement Therapy Patches in Pregnancy         Coleman et al.
	Obstetrics and Gynecology 
	03/01/2012
NEJM
	Cigarette smoking during pregnancy increases the risks of pregnancy complications, as well as the chance of delivering a low-birth-weight or preterm baby. Despite these risks, approximately 6 to 22% of pregnant women in high-income countries smoke, making cigarette smoking one of the leading causes of adverse pregnancy outcomes.158  Behavioral counseling is recommended for pregnant smokers,159 as is nicotine-replacement therapy, which is recommended by several guidelines.160  In the SNAP trial (N=1050), pregnant smokers receive behavioral counseling and were randomly assigned to either a standard course of nicotine patches or placebo. In this trial, it was found that a nicotine patch was no more effective than placebo in helping pregnant women to quit smoking(9.4% and 7.6%, respectively; unadjusted odds ratio with nicotine-replacement therapy, 1.26; 95% confidence interval, 0.82 to 1.96).  This is a reversal of nicotine replacement therapy patches in pregnancy. 
	2015. Cochrane review. "NRT [Nicotine Replacement Therapy] used in pregnancy for smoking cessation increases smoking cessation rates measured in late pregnancy by approximately 40%. There is evidence, suggesting that when potentially-biased, non-placebo RCTs are excluded from analyses, NRT is no more effective than placebo. There is no evidence that NRT used for smoking cessation in pregnancy has either positive or negative impacts on birth outcomes. "161  
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	214
	Closure of Patent Foramen Ovale versus Medical Therapy after Cryptogenic Stroke Carroll et al.
	Cardiovascular disease 
	03/15/2012
NEJM 
	Paradoxical embolisms may cause cryptogenic strokes or transient ischemic attacks (TIAs). Some studies have correlated the size of a patient’s patent foramen ovale (PFO), or the presence of an atrial septal aneurysm with an increased risk stroke, while other studies have failed to show that there is such a risk.162 As a result of these mixed observations doctors have no clear guideline on prophylactic treatment for patients with PFO who present with a cryptogenic stroke or TIA. However, despite the different findings on the benefits of PFO closure and an FDA classification of the use of a percutaneous transcatheter device for PFO closure as investigational, the off-label use in the US to close PFO with devices approved only for the closure of secundum atrial septal defects is common.163 The question of the benefit of PFO closure has been posed several times during the last 20 years and several randomized controlled trials have attempted to shed some clarity on this contentious issue. Shatzel et al. summarize the findings of these studies, Closure I 2012, PC 2013, and Respect 2013 had a composite endpoint that included mortality and they found that PFO closure did not decrease deaths.80 On the other hand, recent studies--Gore REDUCE 2017, CLOSE 2017 and RESPECT extended f/u 2017--focusing of large interatrial shunts or ASA found that PFO closure decrease rates of stroke.80 Here we report on the findings of the CLOSURE I trial (N=980) which asked whether there is a potential benefit –recurrent stroke prevention— of treating patients with PFO presenting with cryptogenic stroke or TIA, by using a percutaneous device plus antiplatelet medical therapy over the treatment with antiplatelet medical therapy alone. During two years of follow-up, CLOSURE I found no significant differences, between the two treatment groups, in the rate of death from any cause during the first 30 days and death from neurologic causes. In the intention-to-treat cohort, 9 patients in the closure group and 16 in the medical-therapy group had a recurrence of stroke (hazard ratio with closure, 0.49; 95% confidence interval [CI], 0.22 to 1.11; P=0.08). This is a reversal of PFO closure after cryptogenic stroke. We believe that this reversal stands because at the time of this study the available evidence indicated that PFO closure was ineffective.
	2015. Cochrane Review. “We found that, when compared with medical therapy, transcatheter device closure [TDC] failed to show any significant benefit in reducing the risk of recurrent stroke or similar events. However, there was a possible protective effect on recurrent strokes in those participants for whom an Amplatzer device was used compared with medical therapy. We did not find evidence that TDC increased the rate of serious adverse events overall. However, TDC increased the risk of new‐onset atrial fibrillation (where there is a problem with the rate or rhythm of the heartbeat) and may be associated with the type of device used.”164
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	215
	Off-Pump or On-Pump Coronary-Artery Bypass Grafting at 30 Days Lamy et al.
	Cardiovascular disease 
	04/19/2012
	Coronary-artery bypass grafting (CABG) can be performed either with a still heart (on-pump CABG) or without a cardiopulmonary bypass on the beating heart (off-pump). Traditionally, surgeons performed surgery on the arrested heart (on-pump CABG), which allowed for increased surgical precision.165 However, surgeons grew concerned that the cross-clamping of the aorta, necessary for the on-pump CABG procedure, might be harmful to patients, which would explain the observed increase in mortality, risk of stroke or other systemic embolic events in these patients. The off-pump method, operating on a beating heart, was developed to decrease the perioperative risks.166  However, the clinical literature reported different results about the relative efficacy of off-pump CABG as compared with on-pump CABG.167  The 5 year follow-up of the CORONARY trial (N=4752) randomly assigned patients to on-pump CABG or off-pump CABG surgery and found that there were no significant differences in the rate of the death, myocardial infarction, stroke, or renal failure requiring dialysis between the two techniques, 30 days after surgery (9.8% vs. 10.3%; hazard ratio for the off-pump group, 0.95; 95% confidence interval [CI], 0.79 to 1.14; P=0.59). This is a reversal of off-pump CABG with respect to the 30-day rate of death, myocardial infarction, stroke, or renal failure requiring dialysis. 
	2018. “Evidence from RCTs showed no differences between the techniques, whereas rigorously adjusted observational studies (with >1.1 million patients) and the combined analysis indicated that off-pump CABG offers lower short-term mortality but poorer long-term survival. These results suggest that, in real-world settings, greater operative safety with off-pump CABG comes at the expense of lasting survival gains.”168

2014. “A pooled analysis demonstrated no statistically significant difference in off-pump and on-pump CABG (hazard ratio, 1.10; 95% confidence interval, 0.93–1.29; P = 0.27)” 169
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	216
	Warfarin and Aspirin in Patients with Heart Failure and Sinus Rhythm Homma et al.
	Cardiovascular disease 
	05/17/2012
NEJM
	Anticoagulation is often prescribed for patients who have heart failure because of the increased risk of stroke and thromboembolic events.170 For prevention, patients are often prescribed warfarin or some other antiplatelet agent such as aspirin.171  In this trial (N=2305), treatment of heart failure when in sinus rhythm with warfarin led to no better outcomes (composite endpoint of ischemic stroke, intracerebral hemorrhage, or death) than with treatment with aspirin hazard ratio with warfarin, 0.93; 95% confidence interval [CI], 0.79 to 1.10; P=0.40), which is less expensive and does not need monitoring and lab testing. This is a reversal of using warfarin in patients with heart failure who are in sinus rhythm. 
	2016. Cochrane review. “There is evidence from RCTs to suggest that neither oral anticoagulation with warfarin or platelet inhibition with aspirin is better for mortality in systolic heart failure with sinus rhythm (high quality of the evidence for all-cause mortality and moderate quality of the evidence for non-fatal cardiovascular events and major bleeding events). Treatment with warfarin was associated with a 20% reduction in non-fatal cardiovascular events but a twofold higher risk of major bleeding complications (high quality of the evidence)”.172  
	Pubmed

	217
	Prednisone, Azathioprine, and N-Acetylcysteine for Pulmonary Fibrosis The Idiopathic Pulmonary Fibrosis Clinical Research Network
	Pulmonary disease 
	05/24/2012
	Idiopathic pulmonary fibrosis is a lung disease with an unknown cause and poor prognosis—the median survival of patients after diagnosis is approximately 2 to 5 years.173 The treatment for this disease has been with the use of glucocorticoids or immunosuppressive agents. However, the recommendations of treatment differ between guidelines. One such guideline recommends treatment of patients with a subset of idiopathic pulmonary fibrosis, with a two-drug regimen (a combination of prednisone and either azathioprine or cyclophosphamide).21 Other international guidelines, however, suggest the treatment of idiopathic pulmonary fibrosis with a three-drug regimen (azathioprine, prednisone, and N-acetylcysteine [NAC]).174 In summary, combined immunosuppression and NAC was a widely used, conventional approach to the treatment of idiopathic pulmonary fibrosis, despite the different recommendations by international guidelines. In fact, a survey of pulmonologists reported that almost 50% of pulmonologists used a treatment of either two drugs (azathioprine plus prednisone) or three drugs when treating patients with mild idiopathic pulmonary fibrosis.22  The PANTHER-IPF trial (N=155), evaluated the three-drug regimen against NAC alone in patients with idiopathic pulmonary fibrosis. The study found that the combined three-drug regimen of prednisone, azathioprine, and NAC resulted in an increase in all-cause mortality (8 vs. 1, P=0.01), all-cause hospitalization (23 vs. 7, P<0.001), and the treatment of severe adverse events, so much, that the study was ended early.  This is a reversal of the combined three-drug regimen prednisone, azathioprine and N-acetylcysteine for pulmonary fibrosis. 
	None found
	

	218
	Drotrecogin Alfa (Activated) in Adults with Septic Shock Ranieri et al.
	Critical care medicine 
	05/31/2012
NEJM
	On account of the PROWESS study, recombinant human activated protein C, or drotrecogin alfa (activated) (DrotAA) became approved by the US FDA for the treatment of severe sepsis in 2001.175 Additional trials on DrotAA could not replicate the results of PROWESS, specifically in patients with a low risk of death or children with severe sepsis.176 Irrespective of only having one positive study, several trials terminated for futility, and concerns about severe bleeding, Eli Lily assembled a task force to promote sepsis-treatment bundles that would include the drug.177 Following the controversies regarding the approval by the US FDA of DrotAA, the agency limited the drugs’ use to patients with a ‘high-risk of death’ from severe sepsis and called for more trials.178  This decision was based on the subgroup analysis of the PROWESS trial which demonstrated a benefit if the drug was administered to more severely ill patients.178
The European Medicines Agency conditionally approved DrotAA for the treatments of patients with severe sepsis and multiple organ failure in 2002. In 2007, it found that additional placebo-controlled trials were necessary.179  Hence, the PROWESS-SHOCK study tested the hypothesis that DrotAA, as compared with placebo, would reduce mortality in patients with septic shock and a high risk of death. The researchers found that the administration of DrotAA in patients with septic shock did not significantly reduce all-cause mortality at 28 days (relative risk in the DrotAA group, 1.09; 95% confidence interval [CI], 0.92 to 1.28; P=0.31  or 90 days (relative risk, 1.04; 95% CI, 0.90 to 1.19; P=0.56), as compared with placebo. PROWESS-SHOCK is a reversal of DrotAA administered to adults with septic shock to prevent mortality.  Eli Lily announced in 2011 that they were withdrawing the drug from the worldwide market.180 This is a reversal of administering DrotAA to patients with systemic infection, systemic inflammation, and shock to reduce mortality. 
	2012. Cochrane review. “This updated review found no evidence suggesting that Human recombinant protein C (APC) should be used for treating patients with severe sepsis or septic shock. APC seems to be associated with a higher risk of bleeding. The drug company behind APC, Eli Lilly, has announced the discontinuation of all ongoing clinical trials using this drug for treating patients with severe sepsis or septic shock.” 181
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	219
	Hydroxyethyl Starch 130/0.42 versus Ringer's Acetate in Severe Sepsis         Perner et al.
	Critical care medicine 
	07/12/2012
NEJM 
	The Surviving Sepsis Campaign guidelines recommend the use of either colloids or crystalloids as intravenous fluids for the treatment of patients with hypovolemia due to severe sepsis.182 In practice, colloid solutions are used because of the belief that patients obtain rapid and lasting circulatory stabilization.183 Nevertheless, there is a lack of consensus about which therapy might better benefit patients with sepsis. Moreover, some trials reported that the use of high-molecular-weight hydroxyethyl starch (HES), a colloid, might harm patients with severe sepsis by causing acute kidney failure.184 The results from the Scandinavian Critical Care Trials Group (N=846) concluded that patients treated with hydroxyethyl starch had an increased risk of death at 90 days (relative risk, 1.35; 95% CI, 1.01 to 1.80; P=0.04) and were more likely to require renal-replacement therapy, compared to Ringer’s acetate. This is a reversal of colloids for treating hypovolemia in severe sepsis.
	2013. “In conventional meta-analyses including recent trial data, hydroxyethyl starch 130/0.38-0.45 versus crystalloid or albumin increased the use of renal replacement therapy and transfusion with red blood cells, and resulted in more serious adverse events in patients with sepsis. It seems unlikely that hydroxyethyl starch 130/0.38-0.45 provides overall clinical benefit for patients with sepsis.”185
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	n–3 Fatty Acids and Cardiovascular Outcomes in Patients with Dysglycemia    The ORIGIN Trial Investigators  
	Cardiovascular disease 
	07/26/2012
NEJM 
	Observational studies have shown a reduction in cardiovascular disease, likely stemming from, in part, the anti-inflammatory effects of eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA).97 Several cardiology societies, including the American Heart Association and the European Society for Cardiology recommend 1 g/day of EPA and DHA for the secondary prevention of cardiovascular events and for those with hypertriglyceridemia, but these recommendations are based primarily off observational studies.97,186 In this randomized trial (N=12,611), omega-3 fatty acid supplements did not reduce the rate of cardiovascular events in patients with recent myocardial infarction or heart failure (574 patients [9.1%] vs. 581 patients [9.3%]; hazard ratio, 0.98; 95% confidence interval [CI], 0.87 to 1.10; P=0.72).  This is a reversal of n-3 fatty acid consumption to improve cardiovascular outcomes in patients with dysglycemia. 
	2018. “This meta-analysis demonstrated that omega-3 fatty acids had no significant association with fatal or nonfatal coronary heart disease or any major vascular events. It provides no support for current recommendations for the use of such supplements in people with a history of coronary heart disease.”187





2014. “For the secondary prevention of CV disease, the evidence showed that there was no clinical benefit in using preparations of omega-3 fatty acids compounds. In addition, there was evidence of increased GI adverse effects.”188
	PubMed in articles cited by 

	221
	Tight Glycemic Control versus Standard Care after Pediatric Cardiac Surgery                 Agus et al.
	Pediatrics
	9/27/2012
NEJM
	Postoperative morbidity and mortality are high in critically ill patients, and the use of tight glucose control was viewed as a plausible approach to treatment that could improve survival among patients in the ICU. In fact, some guidelines recommended the use of tight glucose control as a standard of therapy for critical care patients.189,190 However, due to the results of one study, which showed that tight glycemic control increased mortality in critically ill patients, most guidelines were revised and the routine use of tight glycemic control treatment was discouraged in critically ill patients.191 However, one study of critically ill children found that a tight glucose control regimen improved the rate of survival.192 The SPECS trial (N=490) set out to test whether tight glucose control after cardiac surgery was beneficial to pediatric patients. The SPECS trial found that there was no significant difference in the incidence of infection (8.6 vs. 9.9 per 1000 patient-days, P=0.67), mortality, hospital length of stay, or measures of organ failure, between tight glucose control and standard treatment. This is a reversal of tight glycemic control after pediatric cardiac surgery to improve survival. 
	2014. “TGC [tight glucose control] with IIT [intensive insulin therapy] does not result in decrease in 30‐day mortality, but appears to reduce acquired infection in critically ill children. However, TGC with IIT is associated with higher incidence of hypoglycemia.”193 
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	Intraaortic Balloon Support for Myocardial Infarction with Cardiogenic Shock                     Thiele et al.
	Cardiovascular disease 
	10/04/2012
NEJM
	Cardiogenic shock (CS) complicating acute myocardial infarction (AMI) is associated with an extremely high mortality. Intraaortic balloon counterpulsation (IABP) is the most widely used form of mechanical hemodynamic support used in the treatment of AMI complicated by CS.194  International guidelines endorse the use of IABP for treating post-myocardial infarction shock, with a class I recommendation.195,196  Despite the recommendation of various guidelines, there is no strong evidence to support the use of an IABP intervention. The IABP-SHOCK II trial (N=600) examined whether IABP added to early revascularization resulted in lower all-cause 30-day mortality, compared to early revascularization, among patients with AMI complicated by CS. The trial showed that the routine use of an IABP, as compared with standard therapy, does not improve survival after 30-days (relative risk with IABP, 0.96; 95% confidence interval, 0.79 to 1.17; P=0.69).  This is a reversal of the routine use of an IABP for AMI complicated by CS. 
	2015. Cochrane review. "Available evidence suggests that IABP may have a beneficial effect on some haemodynamic parameters. However, this did not result in survival benefits so there is no convincing randomised data to support the use of IABP in infarct-related cardiogenic shock."197  
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	Radiofrequency Ablation as Initial Therapy in Paroxysmal Atrial Fibrillation         Nielsen et al.
	Cardiovascular disease 
	10/25/2012
NEJM
	Atrial fibrillation is the most common heart arrhythmia, which manifests as uncoordinated contractions of the heart.198 Radiofrequency was attractive in that it was thought to “cure” atrial fibrillation.199 Radiofrequency ablation was first used in humans in the mid-1990s, but became a more commonly used method of treating atrial fibrillation in the 2000s.199 Although rare, catheter ablation can lead to risks such as death, pulmonary vein stenosis and phrenic-nerve injury.200 In this trial (n=294), time spent in atrial fibrillation (as measured by Holter monitors) did not differ between patients with paroxysmal atrial fibrillation assigned to radiofrequency ablation and those assigned antiarrhythmic drug therapy (90th percentile of arrhythmia burden, 13% and 19%, respectively; P=0.10). This is a reversal of radiofrequency ablation as initial therapy in patients with paroxysmal atrial fibrillation over medical therapy. 
	2016. “RFA [Radiofrequency ablation] demonstrates an early but nonsustained superiority over AAD[Antiarrhythmic Drug Therapy ] for the improvement of quality of life.”201

2015. “Radiofrequency catheter ablation seems to be more effective than medical therapy as first-line treatment of paroxysmal AF in relatively young and otherwise healthy patients, but may also cause more severe adverse effects. These findings support the use of RFA as first-line therapy in selected patients, who understand the benefits and risks of the procedure.
“202 
RFA is an evolving topic, the first results of the randomized, multicenter, long-term, international CABANA clinical trial were presented at Heart Rhythm 2018, the Heart Rhythm Society’s 39th Annual Scientific Sessions. The trial included 2,204 patients across 126 sites worldwide and tested whether primary catheter ablation for the elimination of atrial fibrillation (AF) was superior to state-of-the-art drug therapy.  The primary endpoint was a composite of clinical events consisting of death, disabling stroke, serious bleeding, or cardiac arrest. The primary outcome was seen in 8 % randomized to the ablation arm and 101 patients 9.2 % randomized to the drug arm. Ablation did not produce a significant reduction in the primary endpoint and in all-cause mortality when analyzed as randomized (intent-to-treat).203  The lack consensus regarding the potential benefits of RFA over AAD points to a need for a randomized placebo controlled trial. 
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	Hydroxyethyl Starch or Saline for Fluid Resuscitation in Intensive Care Myburgh et al.
	Critical care medicine 
	11/15/2012
NEJM
	The administration of intravenous fluids to increase intravascular volume in the critically ill is common practice in the intensive care unit (ICU). They can be treated with either crystalloids or colloids; the most commonly crystalloid is 0.9% sodium chloride (saline), with hydroxyethyl starch (HES) being the most frequently used colloid.204 Although it is one of the most common therapies, studies have indicated that HES use in critically ill patients may increase the risk of acute kidney injury.184  The CHEST trial (N=294) was conducted to evaluate the safety and efficacy of administering HES (130/0.4) in 0.9% saline as compared with 0.9% saline alone for fluid resuscitation in adult patients treated in the ICU. The study found that there was no significant difference among the treatment groups in 90-day mortality (relative risk in the HES group, 1.06; 95% confidence interval [CI], 0.96 to 1.18; P=0.26), and actually increased the rate of acute kidney injury (P=0.005)  and failure (P=0.12). This is a reversal of HES for fluid resuscitation in intensive care. 
	2013. Cochrane review. "There is no evidence from randomised controlled trials that resuscitation with colloids reduces the risk of death, compared to resuscitation with crystalloids, in patients with trauma, burns or following surgery. Furthermore, the use of hydroxyethyl starch might increase mortality. As colloids are not associated with an improvement in survival and are considerably more expensive than crystalloids, it is hard to see how their continued use in clinical practice can be justified."183  
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	Bedside Monitoring to Adjust Antiplatelet Therapy for Coronary Stenting              Collet et al.
	Cardiovascular disease 
	11/29/2012
NEJM 
	Patients  undergoing stent placement (600,000 patients in the US each year) are at increased risk of major adverse cardiac events (MACE).205  Antiplatelet therapy is used to minimize these risks, but because there are different responses to this therapy in individuals, platelet function monitoring is sometimes used.206 Multiple tests have been developed, including the one used in the ARCTIC trial (VerifyNow).206  In this study (N=2440), platelet-function monitoring did not lead to better outcomes (composite of death, myocardial infarction, stent thrombosis, stroke, or urgent revascularization) one year after stent placement than did standard antiplatelet therapy (hazard ratio, 1.13; 95% confidence interval [CI], 0.98 to 1.29; P=0.10). This is a reversal of platelet-function bedside monitoring to adjust antiplatelet therapy for coronary stenting. 
	None found
	

	226
	Ultrafiltration in Decompensated Heart Failure with Cardiorenal Syndrome               Bart et al.
	Cardiovascular disease 
	12/13/2012
NEJM
	Patients with acutely decompensated heart failure can experience an acute cardiorenal syndrome (type 1) worsening of renal function. Venovenous ultrafiltration is used to treat this condition in hopes of restoring control over the rate and volume of fluid removal, greater conservation of sodium, and less neurohormonal activation. In fact, current treatment guidelines state that ultrafiltration is a reasonable approach in patients with congestion that are not responding to medical therapy. However, whether ultrafiltration is a safe and efficacious therapy as compared with pharmacologic therapy for patients with acutely decompensated heart failure complicated by acute cardiorenal syndrome and persistent congestion is unknown.207  Therefore, CARRESS-HF (N=188) set out to compare the effect of ultrafiltration with that of stepped pharmacologic therapy on renal function and weight loss, in patients with heart failure who have worsening renal function and persistent congestion (a loss of 5.5±5.1 kg [12.1±11.3 lb] and 5.7±3.9 kg [12.6±8.5 lb], respectively; P=0.58). Not only were the main outcomes no better in those treated with ultrafiltration, patients also experienced a higher rate of adverse events (72% vs. 57%, P=0.03).This is a reversal of venovenous ultrafiltration to treat decompensated heart failure with cardiorenal syndrome. 
	2017. “There is insufficient evidence supporting routine use of ultrafiltration in acute decompensated heart failure.”208 
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	Effect of Cinacalcet on Cardiovascular Disease in Patients Undergoing Dialysis The EVOLVE Trial Investigators
	Nephrology 
	12/27/2012
NEJM
	Cardiovascular disease is prevalent among patients with chronic kidney disease (CKD), especially among patients treated with hemodialysis, in whom the risk of death from cardiovascular disease is increased by a factor of 10 or more as compared with the risk in the general population.209  Indirect evidence from studies suggests that traditional management of secondary hyperparathyroidism (HPT) could be associated with the development of cardiovascular disease in patients with CKD.210  Cinacalcet (Sensipar/Mimpara, Amgen)—a calcimimetic agent—was approved by the FDA and EU in 2004 for clinical use for treatment of secondary HTP in patients with CKD on dialysis.211 However, evidence supporting these approvals is lacking. Hence, the EVOLVE trial (N=3883) was designed to test the hypothesis that treatment regimen of secondary HPT with cinacalcet reduced the risks of death and nonfatal cardiovascular among patients with CKD who were undergoing dialysis. The EVOLVE trial found that patients who underwent dialysis did not experience a significant reduction in their risk of death or major cardiovascular events with cinacalcet treatment, as compared to those receiving placebo  (relative hazard in the cinacalcet group vs. the placebo group, 0.93; 95% confidence interval, 0.85 to 1.02; P=0.11). This is a reversal of Cinacalcet on cardiovascular disease in patients undergoing dialysis. 
	2014. Cochrane review. "Routine cinacalcet therapy reduced the need for parathyroidectomy in adults treated with dialysis and elevated PTH levels but does not improve all-cause or cardiovascular mortality. Cinacalcet increases risks of nausea, vomiting and hypocalcaemia, suggesting harms may outweigh benefits in this population."212  
	PubMed similar articles 

	228
	A Trial of Intracranial-Pressure Monitoring in Traumatic Brain Injury               Chesnut et al.
	Neurology/Neurosurgery 
	12/27/2012
	Monitoring of intracranial pressure is standard of care for patients with severe traumatic brain injury. However, its use in guiding therapy has incomplete acceptance. There is insufficient evidence that this therapy is effective. In fact, successive editions of the guidelines for the management of severe traumatic brain injury have documented the inadequate evidence.213  The BEST: TRIP trial (N=324) was designed to determine whether the information derived from the monitoring of intracranial pressure in patients with severe traumatic brain injury improved medical practice and patient outcomes. The trial found that patients with a serious traumatic brain injury who received treatment guided by intracranial-pressure monitoring did not experience a clinically significant benefit over patients in which treatment was guided by a neurologic examination and serial CT imaging  (score, 56 in the pressure-monitoring group vs. 53 in the imaging–clinical examination group; P=0.49). This is a reversal of intracranial-pressure monitoring in traumatic brain injury. 
	2015. Cochrane review. "The data from the single RCT studying the role of routine ICP monitoring in acute traumatic coma fails to provide evidence to support the intervention. Research in this area is complicated by the fact that RCTs necessarily assess the combined impact of measurement of ICP with the clinical management decisions made in light of this data. Future studies will need to assess the added value of ICP data alongside other information from the multimodal monitoring typically performed in intensive care unit settings. Additionally, even within traumatically acquired brain injury (TBI), there is great heterogeneity in mechanisms, distribution, location and magnitude of injury, and studies within more homogeneous subgroups are likely to be more informative."214  
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	Diuretic Strategies in Patients with Acute Decompensated Heart Failure 
Felker et al.
	Cardiovascular disease
	3/3/2011
NEJM
	Continuous diuretics in heart failure is a more resource intensive practice than bolus diuretics but believed to offer clinical benefit due to physiological considerations. Treatment for acute decompensated heart failure includes the use of intravenous loop diuretics, but recommendations regarding mode of administration (continuous infusion as compared to intermittent boluses) and dosage varies widely due to conflicting evidence and underpowered studies.1  A prospective, randomized, double-blind controlled trial (N=308) found that there were no differences in self-assessed symptoms or in renal function when comparing patients administered a bolus or with continuous infusion (mean AUC, 4236±1440 with boluses and 4373±1404 with continuous infusion; P=0.47; mean change in creatinine level, 0.05±0.3 mg per deciliter [4.4±26.5 μmol per liter] with boluses and 0.07±0.3 mg per deciliter [6.2±26.5 μmol per liter] with continuous infusion; P=0.45)  or at a high dose (mean AUC, 4430±1401 vs. 4171±1436; P=0.06; creatinine level (0.08±0.3 mg per deciliter [7.1±26.5 μmol per liter]) as compared with a low dose (0.04±0.3 mg per deciliter [3.5±26.5 μmol per liter] with the low-dose strategy, P=0.21). This is a reversal of the more resource intensive practice of  continuous diuretics in patients with acute decompensated heart failure. 
	2014. “Meta-analysis of the existing limited studies did not confirm any significant differences in the safety and efficacy with continuous administration of loop diuretic, compared with bolus injection in patients with acute decompensated heart failure.”2
	PubMed related articles 

	230
	Long-Acting Risperidone and Oral Antipsychotics in Unstable Schizophrenia
Rosenheck et al.
	Psychiatry
	3/3/2011
NEJM
	Long-acting risperidone is an antipsychotic injectable agent used to treat patients with schizophrenia. 3  Risperidone is a drug that was introduced in the early 1990s and is widely prescribed.4 This second-generation drug, risperidone, is thought to cause fewer extrapyramidal symptoms and reduce hospital use compared to oral drugs, yet there is a lack of research on risperidone efficacy in patients with unstable disease.5 This study (N=1045) found that long-acting injectable risperidone had no greater effect on the rate of hospitalization, (P=0.39 by the log-rank test; hazard ratio, 0.87, 95% confidence interval [CI], 0.63 to 1.20), psychiatric symptoms, quality of life (QoL), and social and neurological functioning in patients with schizophrenia compared to a psychiatrist's choice of oral treatment. Furthermore, it was associated with more extrapyramidal symptoms.6 This is a reversal of injecting long-acting risperidone to treat patients with unstable schizophrenia.  
	2016. Cochrane review. "Depot risperidone [long-acting] may be more acceptable than placebo injection but it is hard to know if it is any more effective in controlling the symptoms of schizophrenia. The active drug, especially higher doses, may be associated with more movement disorders than placebo." 7

2014. Schizophrenia Bulletin. “Pooled [long-acting injectable antipsychotics] LAIs did not reduce relapse compared with [oral antipsychotics] OAPs in schizophrenia patients.” 8
	Found in pubmed related article

	231
	Intervention to Reduce Transmission of Resistant Bacteria in Intensive Care
Huskins et al.
	Critical care medicine
	4/14/2011
NEJM
	ICUs are at high risk for MRSA and VRE infection transmission and the standard intervention in many health care settings has been through hand hygiene, barrier precautions in the presence of infected patients, dedicated instruments and equipment for infected patients, and reserved rooms for infected patients.9 Health care facilities have also implemented additional interventions such as active surveillance and topical antimicrobial treatments in order to prevent asymptomatic patients from spreading infections. 10-12 STAR*ICU was a unmasked, cluster-randomized, controlled trial of more than 9000 patients admitted to 18 ICUs comparing interventions for the prevention of MRSA study found that culture-based active surveillance and expanded use of barrier precautions was not effective in reducing the incidence of MRSA and VRE infections in adult ICUs compared to existing hospital practices.13 (40.4±3.3 and 35.6±3.7 in the two groups, respectively; P=0.35).  This is a reversal of culture-based active surveillance and expanded use of barrier precautions as an intervention to reduce transmission of resistant bacteria in intensive care. 

	2015. Cochrane review. “We found no studies assessing the effects of wearing gloves, gowns or masks for contact with MRSA hospitalised patients, or with their immediate environment, on the transmission of MRSA to patients, hospital staff, patients' caregivers or visitors. This absence of evidence should not be interpreted as evidence of no effect for these interventions. The effects of gloves, gowns and masks in these circumstances have yet to be determined by rigorous experimental studies, such as cluster-randomised trials involving multiple wards or hospitals, or interrupted time series studies.”14 

	Found in pubmed related article

	232
	Decompressive Craniectomy in Diffuse Traumatic Brain Injury
Cooper et al.
	Neurology/neurosurgery 
	4/21/2011
NEJM
	Increased intracranial pressure is a dangerous outcome of severe traumatic brain injury.15 Clinical practice guidelines recommend monitoring and using first-tier therapies to control intracranial pressure.16 When first-tier therapies fail to control pressure, surgical decompressive craniectomy has been recommended as an option to alleviate pressure.17  DECRA was a multicenter, randomized controlled trial in Australia, New Zealand, and Saudi Arabia of N=155 patients under age 60 with severe traumatic brain injury—Glasgow Coma Scale score of 3 to 8. Patients with refractory intracranial hypertension, defined as an intracranial pressure higher than 20 mm Hg for more than 15-minutes in whom first-tier intensive care and neurosurgical therapies had not maintained intracranial pressure below accepted targets, were randomized to either standard of care or early bifrontotemporoparietal decompressive craniectomy plus standard of care. This study showed that decompressive craniectomy, compared to standard care, decreased mean intracranial pressure (14.4 mm Hg vs. 19.1 mm Hg, P<0.001) and duration of ventilatory support and ICU stay, but was associated with significantly worse functional outcomes at 6 months after injury on the basis of proportional odds analysis of the Extended Glasgow Outcome Scale (median score, 3 vs. 4; odds ratio for a worse functional outcome in the craniectomy group, 1.84; 95% confidence interval [CI], 1.05 to 3.24; P=0.03) for patients with severe diffuse traumatic brain injury and increased intracranial pressure that was refractory to first-tier therapies.18 This is a reversal of decompressive craniectomy plus standard of care in patients with severe diffuse traumatic brain injury that was refractory to first-tier therapies. 
	2017. “If one sets the bar at the level of functional independence, then the RCT data raises questions pertaining to the utility of decompressive craniectomy and barbiturate coma in the setting of sTBI [severe traumatic brain injury].” 19
Cooper et. al. is a reversal on early decompressive craniectomy (within the first 72 hours after injury), however, the subsequent RESCUE ICP trial showed an increased survival when decompressive craniectomy was administered to patients as last-tier therapy. 20
	Found in citing articles section on NEJM

	233
	Body-Weight–Supported Treadmill Rehabilitation after Stroke
Duncan et al.
	Neurology/neurosurgery
	05/26/2011 NEJM
	Locomotor training using body weight support on treadmills is a type of physical therapy intervention used in patients recovering from stroke. While a Cochrane review found that the use of these specialized locomotor training programs did not have substantial research backing its practice,21 the therapy was still being adopted and commercial lifts and robot-assisted stepping were in use in recovering patients.22 The LEAPS CT compared two different therapeutic exercise programs, early (2-months after stroke) versus late (6 months after stroke) locomotor training with home physical therapy program in post-stroke patients. Outcomes measured the improvement of functional walking capacity one year after stroke. The study found that locomotor training with body-weight support in stepping on a treadmill was not superior to progressive exercise at home managed by a physical therapist. Thehome-exercise program had fewer risks and may be more feasible.23 LEAPS trial is a reversal of locomotor training, which includes the use of  body-weight support in stepping on a treadmill  as rehabilitation therapy after stroke as compared to progressive exercise at home managed by a physical therapist
	2016. Cochrane review. "Cardiorespiratory training and, to a lesser extent, mixed training reduce disability during or after usual stroke care; this could be mediated by improved mobility and balance. There is sufficient evidence to incorporate cardiorespiratory and mixed training, involving walking, within post-stroke rehabilitation programmes to improve the speed and tolerance of walking; some improvement in balance could also occur. There is insufficient evidence to support the use of resistance training. The effects of training on death and dependence after stroke are still unclear but these outcomes are rarely observed in physical fitness training trials. Cognitive function is under-investigated despite being a key outcome of interest for patients. Further well-designed randomised trials are needed to determine the optimal exercise prescription and identify long-term benefits."24 
	Found in citing articles section on NEJM
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	Immediate versus Delayed IUD Insertion after Uterine Aspiration Bednarek et al.


	Obstetrics and gynecology
	6/9/2011 
NEJM
	It is often recommended that women return for a follow-up visit after an abortion procedure for a separate IUD insertion because it is believed that immediate insertion of an intrauterine device (IUD) following an abortion by uterine aspiration will increase the risk of expulsion of the IUD, infection, and uterine perforation. This recommendation often contradicts women's preferences.25 However, a randomized trial (N=578) discovered that when IUD insertion is performed immediately after uterine aspiration, the rates of expulsion, as compared with those with delayed insertion, did not differ significantly (difference, 2.3 percentage points; 95% CI, –1.0 to 5.8). Furthermore, immediate insertion also resulted in increased rates of IUD use (92.3%, vs. 76.6% after delayed insertion; P<0.001), and subsequently fewer unintended pregnancies. In addition, there was no difference in after first-trimester uterine aspiration, and the rate of IUD expulsion, although higher than that with delayed insertion, is low and statistically noninferior to the rate with delayed insertion. In addition, no differences were found between groups with regard to infection or other complications. This is a reversal of delayed IUD insertion after uterine aspiration. 
	
	2014. Cochrane review. “Moderate quality evidence shows that insertion of an IUD immediately after abortion is safe and practical. IUD expulsion rates appear higher immediately after abortions compared to delayed insertions. However, at six months postabortion, IUD use is higher following immediate insertion compared to delayed insertion.”26 
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	Mortality after Fluid Bolus in African Children with Severe Infection
Maitland et al.
	Critical care medicine 
	6/30/2011
NEJM
	Children who experience shock and life-threatening infections are often treated with fluid resuscitation, per the World Health Organization's (WHO) guidelines.27 The WHO specifically states fluid resuscitation is intended for children suffering from advanced shock, however the efficacy of this practice has not been firmly established. A two-stratum, multicenter, open, randomized, controlled study (N=3141) in Kenya, Tanzania, and Uganda found that mortality actually significantly increased among critically ill children who received albumin fluid boluses, compared to children who received saline boluses(relative risk for saline bolus vs. control, 1.44; 95% confidence interval [CI], 1.09 to 1.90; P=0.01; relative risk for albumin bolus vs. saline bolus, 1.01; 95% CI, 0.78 to 1.29; P=0.96; and relative risk for any bolus vs. control, 1.45; 95% CI, 1.13 to 1.86; P=0.003). This is a reversal of fluid bolus administration in African children with severe infection. 
	2014. Systematic Review. “The global evidence base for bolus fluid therapy in children with severe febrile illness and signs of impaired circulation was of very low quality. This large study provides robust evidence that in low-income settings, fluid boluses increase mortality in children with severe febrile illness and impaired circulation, and this increased risk is consistent across children with severe and less severe circulatory impairment.28
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	Primary Isoniazid Prophylaxis against Tuberculosis in HIV-Exposed Children Madhi et al.

	Infectious disease 
	7/7/2011
NEJM
	Human immunodeficiency virus (HIV) coinfection with Mycobacterium tuberculosis (MTB) is highly endemic in sub-Saharan Africa. As such, the World Health Organization (WHO) recommends a tuberculosis-prevention strategy with preexposure isoniazid chemoprophylaxis to be administered to both children and adults who are HIV positive or who have been exposed to HIV.29 P1041— a multicenter, randomized, double-blind, placebo controlled trial in Johannesburg, Tygerberg, Durban and Botswana of n=548 HIV-infected and n=806 
HIV-uninfected infants (91 to 120 days old)—compared the administration of daily isoniazid or matching placebo with respect to tuberculosis-disease-free survival (DFS) among HIV-infected children and tuberculosis-infection-free survival (infection-free survival) among HIV-uninfected children for 96 weeks. HIV-infected children had access to antiretroviral therapy [ART]. Both HIV-infected and HIV-uninfected children received Calmette-Guerin (BCG) vaccination against tuberculosis within 30 days after birth. This study found no benefit of isoniazid as preexposure prophylaxis in improving DFS among HIV-infected children (tuberculosis or death occurred 19% in the isoniazid group and 19.3% in the placebo group; p=0.93). Amid the HIV-uninfected children, there was no significant difference in the combined incidence of tuberculosis infection, tuberculosis disease, or death between groups (isoniazid group 10% and placebo group 11%; p=0.93).The study reported the rate of tuberculosis was 121 cases per 1000 child-years (95% confidence interval [CI], 95 to 153) among HIV-infected children as compared with 41 per 1000 child-years (95% CI, 31 to 52) among HIV-uninfected children. This is a reversal of the administration of preexposure isoniazid against tuberculosis in children previously administered BCG vaccine who are either HIV-uninfected but HIV exposed or HIV positive children on ART.
	2017. Cochrane review. "Isoniazid prophylaxis given to all children diagnosed with HIV may reduce the risk of active TB and death in HIV-positive children not on antiretroviral therapy [ART] in studies from Africa. For children on ART, no clear benefit was detected."30 
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	Effect of Nesiritide in Patients with Acute Decompensated Heart Failure
O’ Connor et al.
	Cardiovascular disease
	7/7/2011 NEJM
	Nesiritide has been an approved medication for people suffering from acute heart failure due to the belief that this drug would reduce pulmonary-capillary wedge pressure and improve dyspnea.31 The ASCEND-HF randomized controlled trial of n=7141 patients hospitalized with acute heart failure comparednesiritide against the standard of care  it found that there was no difference in rates of self-reported dyspnea at 6 and 24 hours, rehospitalization for heart failure or death from any cause at 30 days, and renal dysfunction. However, due to the significant increase in hypotension among patients who were taking nesiritide, it is recommended that this medication not be prescribed to people suffering from acute heart failure. This is a reversal of administering nesiritide in patients with acute decompensated heart failure. 
	2014. “To the best of our knowledge, this is the first time that any study has (using cumulative meta-analysis) demonstrated that there was no reduction in mortality rate, according to either short-term or long-term follow-ups since the first RCT performed on ADHF management with nesiritide in 1999.”32
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	Early versus Late Parenteral Nutrition in Critically Ill Adults
Casaer et al.
	Critical care 
	8/11/2011
NEJM
	Guidelines for initiation of parenteral nutrition vary globally, with European guidelines advocating for initiation as early as two days after a person is admitted into the intensive care unit33 and USA guidelines encouraging waiting for a week or longer.34,35  A randomized multicenter trial (N=4640) compared early initiation of parenteral nutrition with late initiation among adults in the ICU and found that late parenteral nutrition led to a quicker recovery time and decreased complications. Patients in the late-initiation group, as compared with the early-initiation group, had fewer ICU infections (22.8% vs. 26.2%, P=0.008), a lower incidence of cholestasis (P<0.001), a reduction of 9.7% in the proportion of patients requiring more than 2 days of mechanical ventilation (P=0.006), a median reduction of 3 days in the duration of renal-replacement therapy (P=0.008), and a mean reduction in health care costs of €1,110 (about $1,600) (P=0.04). This is a reversal of early initiation of parenteral nutrition in critically ill adults. 
	2017. Cochrane review. "There is low-quality evidence for the effects of nutrition support on mortality and serious adverse events. Based on the results of our review, it does not appear to lead to a risk ratio reduction of approximately 10% or more in either all-cause mortality or serious adverse events at short-term and long-term follow-up.There is very low-quality evidence for an increase in weight with nutrition support at the end of treatment in hospitalised adults determined to be at nutritional risk. The effects of nutrition support on all remaining outcomes are unclear. Despite the clinically heterogenous population and the high risk of bias of all included trials, our analyses showed limited signs of statistical heterogeneity. Further trials may be warranted, assessing enteral nutrition (tube-feeding) for different patient groups. Future trials ought to be conducted with low risks of systematic errors and low risks of random errors, and they also ought to assess health-related quality of life."36 
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	Prevention of Intraoperative Awareness in a High-Risk Surgical Population
Avidan et al.
	Anesthesiology 
	8/18/2011
NEJM
	Unintended intraoperative awareness is rare but occurs, nonetheless, in approximately 1% of patients undergoing surgery.37 The electroencephalogram-derived bispectral index (BIS) device has been developed to detect a patient's level of consciousness, assigning a value from 0 to 100, from completely unconscious to fully awake.38 BAG-RECALL a  prospective, randomized trial of patients at a high-risk of intraoperative awareness N=6041 and compared the measure of incidence of intraoperative awareness among these patients when these patients were randomized to standard monitoring of end-tidal anesthetic-agent concentration (ETAC) or use of a single frontal electroencephalographic signal monitor the BIS Quatro device (Covidien). A widely used monitor, which uses a proprietary algorithm to calculate a dimensionless number intended to indicate the patient’s level of consciousness. A range of 40-60 has been advocated for reducing the dose of anesthetic agent and to prevent patient awareness.39 BAG-RECALL found that the BIS protocol (0.24% of patients) was not superior to ETAC (0.07%), meaning the BIS group experiences awareness during surgery more often than the standard monitoring of ETAC group, (a difference of 0.38 percentage points; 95% CI, 0.03 to 0.74; P=0.99) This is a reversal of using the BIS Quatro device (Covidien) and BIS protocol to detect intraoperative awareness in a high-risk surgical population. TheBAG-RECALL trial fail to show that ETAC protocol is associated with an increase in postoperative mortality or in the amount of anesthetic agent administered. 
	2016. Cochrane review. "Anesthetic depth monitors may have similar effects to standard clinical and electrical monitoring on the risk of awareness during surgery."40 
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	Niacin in Patients with Low HDL Cholesterol Levels Receiving Intensive Statin Therapy
The AIM-HIGH Investigators
	Cardiovascular disease
	12/15/2011
NEJM
	Patients with established cardiovascular disease benefit from lowering LDL cholesterol levels; although there are still residual, cardiovascular risks after reaching targeted LDL levels. Epidemiological studies have shown that low HDL levels are an independent predictor of coronary heart disease and therefore raising HDL levels was hypothesized to decrease risk.41 Niacin therapy for cholesterol maintenance has been used since the 1950s. The 2001 National Cholesterol Education Program Adult Treatment Panel guidelines recommend the addition of niacin to LDL therapy in high-risk patients with low HDL levels.42 The AIM-HIGH  study of patients with established atherosclerotic cardiovascular disease and LDL cholesterol levels of less than 70 mg/dL,(N=3414) received extended-release niacin, 1500 to 2000 mg per day, or matching placebo, found that niacin (Niaspan) added to statin therapy had no clinical benefit—
composite of the first event of death from coronary heart disease, nonfatal myocardial infarction, ischemic stroke, hospitalization (for >23 hours) for an acute coronary syndrome, or symptom-driven coronary or cerebral revascularization—compared to placebo, (hazard ratio, 1.02; 95% confidence interval, 0.87 to 1.21; P=0.79 by the log-rank test), despite significant improvements in HDL and triglyceride levels.43 This is a reversal of Niacin in addition to statin therapy in high-risk patients for preventing death from coronary heart disease, non-fatal myocardial infarction, ischemic stroke, hospitalization for an acute coronary syndrome, or symptom- driven coronary or cerebral revascularization, despite significant improvements in HDL cholesterol and triglycerides. 
	2017. Cochrane review. "Moderate- to high-quality evidence suggests that niacin does not reduce mortality, cardiovascular mortality, non-cardiovascular mortality, the number of fatal or non-fatal myocardial infarctions, nor the number of fatal or non-fatal strokes but is associated with side effects. Benefits from niacin therapy in the prevention of cardiovascular disease events are unlikely."44 
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	Liberal or Restrictive Transfusion in High-Risk Patients after Hip Surgery
Carson et al.
	Surgery 
	12/29/2011
NEJM
	Both restrictive (a hemoglobin level of less than 8 g/dL or symptoms) and liberal (a hemoglobin level of 10 g/dL) strategies are used when transfusing blood to patients following surgery, yet the effect on recovery or risk of cardiac events from these different approaches is not understood.45 The Cardiovascular Patients Undergoing Surgical Hip Fracture Repair (FOCUS) randomized controlled study (N=2016) compared both approaches in patients following hip surgery. The study found that a liberal transfusion strategy was not associated with improved outcomes—reduced risk of death, reduced inability to walk independently on 60-day follow-up or reduced in-hospital morbidityodds ratio in the liberal-strategy group, 1.01; 95% confidence interval [CI], 0.84 to 1.22, for an absolute risk difference of 0.5 percentage points (95% CI, −3.7 to 4.7). The rates of in-hospital acute coronary syndrome or death were 4.3% and 5.2%, respectively (absolute risk difference, −0.9%; 99% CI, −3.3 to 1.6), and rates of death on 60-day follow-up were 7.6% and 6.6%, respectively (absolute risk difference, 1.0%; 99% CI, −1.9 to 4.0). This is a reversal of a liberal transfusion strategy in high-risk patients after hip surgery. 
	2017. Cochrane review. "There is low-quality evidence that a restrictive RBC transfusion policy reduces the number of RBC transfusions per participant. There is low-quality evidence that a restrictive RBC transfusion policy has little or no effect on: mortality at 30 to 100 days, bleeding, or hospital stay."46 
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	Low-Molecular-Weight Heparin and Mortality in Acutely Ill Medical Patients
Kakkar et al.
	Critical care medicine 
	12/29/2011
NEJM
	Thromboprophylaxis is a strategy used to prevent deep vein thrombosis (DVT) in both surgical patients and patients that are medically ill.47,48 Despite current guidelines recommending the use of thromboprophylaxis for both surgical and acutely ill patients, acutely ill medical patients often do not receive this treatment.47 LIFENOX  a randomized control trial (N=8307) compared the effect on the rate of death from any cause on acutely ill medical patients that were treated by  pharmacologic thromboprophylaxis with enoxaparin, a low molecular weight heparin,  as compared to placebo— both groups were administered elastic stockings with graduated compression. This study found that there was no reduction in the rate of death in the experimental group (Risk ratio, 1.0; 95% confidence interval [CI], 0.8 to 1.2; P=0.83). Therefore, thromboprophylaxis among acutely ill medical patients may not have a benefit in terms of reduced mortality. This is a reversal of thromboprophylaxis with enoxaparin plus elastic stockings with graduated compression alone in hospitalized acutely ill medical patients to prevent death from any cause.
	2014. Cochrane review. The LIFENOX trial did not assess the risk of venous thromboembolism or asymptomatic DVT, because their primary outcome was all cause mortality and safety. When this Cochrane review compared heparin versus placebo or no treatment they found that, “there was no clear evidence of a difference in mortality between the two treatment groups, with an OR of 0.97 (95% CI 0.87 to 1.08; P= 0.57) and heparin resulted in an increase in major haemorrhage (OR 1.65, 95% CI 1.01 to 2.71; P = 0.05).”49
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