Supplementary file 1a: Wild-type (WT) mice (n=56) - survival time, tumor spectrum, steatosis, inflammation, and other abnormalities
[image: ]
[image: ]


Supplementary file 1b: Trp73+/- mice (n=30) - survival time, tumor spectrum, steatosis, inflammation, and other abnormalities 
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Supplemental File 1C: E11-HET mice (n=30) - Survival time, tumor spectrum, steatosis, inflammation, and other abnormalities
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[bookmark: _Hlk140067495][bookmark: _GoBack]Supplemental File 2a. The primers used to generate plasmids expression vectors


	
Name
	Oligonucleotides
	Sequence

	TAp73-sgRNA-1
	Sense
	5’-ACCGCTTCCCCACGCCGGCCTCCG-3’

	
	Antisense
	5`-AAACCGGAGGCCGGCGTGGGGAAGC-3`

	TAp73-sgRNA-2
	Sense
	5`-CACCGTCAAACGTGGTGCCCCCATC-3`

	
	Antisense
	5`-AAACGATGGGGGCACCACGTTTGAC-3`

	ΔNp73-sgRNA-1
	Sense
	5`-CACCGTACAGCATGGTAGGCGCCG-3`

	
	Antisense
	5`-AAACCGGCGCCTACCATGCTGTAC-3`

	ΔNp73-sgRNA-2
	Sense
	5`-CACCGCGTCACACCTACCGTGGCG-3`

	
	Antisense
	5`-AAACCGCCACGGTAGGTGTGACGC-3`

	Total p73-sgRNA
	Sense
	5`-CACCGCACCTTCGACACCATGTCGC-3`

	
	Antisense
	5`-AAACGCGACATGGTGTCGAAGGTGC-3`

	p73-E11-gRNA-1
	Sense
	5`-CACCGTCAGAAGCAACGGCTCGCAT-3`

	
	Antisense
	5`-AAACATGCGAGCCGTTGCTTCTGAC-3`

	p73-E11-gRNA-2
	Sense
	5`-CACCGACAGCCCCCGTCCTACGGGC-3`

	
	Antisense
	5`-AAACGCCCGTAGGACGGGGGCTGTC-3`

	WT Leptin promoter
	Forward
	5'- CCC CCC GGG TCG CTG GAC CTT AGA TTC CTC ATC C -3'

	
	Reverse
	5'- CCC AAG CTT CTT GCA ACC GCT GGC GCT G3’

	Mut Leptin promoter
	Forward
	5'- CCC CCC GGG TCG CTG GAC CTT AGA TTC CTC ATC C -3'

	
	Reverse
	5'- CTT CCA CCT GGG CTG GTC AGG TCG CCA -3'

	TAp73
	Forward
	5'- GAA TTC GTG GGG AGG GAA TTC ACC -3'

	
	Reverse
	5'- CTC GAG TCA ATG GTC AGG TTC TGC AG -3'































Supplemental File 2b. The primers used for genotyping












	 
	Oligonucleotides
	Sequence

	P73-KO
mouse genotyping
	Sense 1 (p73KO-F)
	5′‐ CATGTCTGGATCCGGAATAACTAACT ‐3′

	
	Sense 2 (WT-F)
	 5′‐ CACGAGCTTGGAAGGGACTT ‐3′

	
	Antisense (common-R)
	5`- TC TTTAGGTGGCCTTTGAGG -3`

	E11-KO
mouse genotyping
	Sense
	5`- CCGAGATCACAAACAGGATG -3`

	
	Antisense
	5`- CTACAGCTGCCTCTCAATG -3`

	E11-KO
cell line genotyping
	Sense
	5`- TCCACCCATTCGCAGCATG -3`

	
	Antisense
	5`- CACTGCCCAAGGGACTCAC -3`

	ΔNp73-KO
cell line genotyping
	Sense
	5`- ACTAGCTGCGGAGCCTCTC -3`

	
	Antisense
	5`- GCGTCACACCTACCGTGG -3`

	TAp73-KO
cell line genotyping
	Sense
	5`- GAGGCTGTCACAGGAGGAC -3`

	
	Antisense
	5`- TCTGGCCAGCCAAGCGCAC -3`











Supplemental File 2c. The primers used for RT-PCR and CHIP


	
Name
	Oligonucleotides
	Sequence
	Fragment

	TP73(human)
	Sense
	5’- CAGACAGCACCTACTTCGAC -3’
	

	
	Antisense
	5`- CTGCTCATCTGGTCCATGG -3`
	255bp

	LEP (human)
	Sense
	5`- TCACACACGCAGTCAGTCTC -3`
	

	
	Antisense
	5`- GAGGTTCTCCAGGTCGTTGG -3`
	177bp

	p73α/ γ (human)
	Sense
	5`- CAGCAGCAGCAGCTCCTACA -3`
	

	
	Antisense
	5`- GAAATACTCGATGCAGTTTG -3`
	207/356bp

	TP73-All (human)
	Sense
	5`- CAGCAGCAGCAGCTCCTACA -3`
	

	
	Antisense
	5`- TACTGCTCGGGGATCTTCAG -3`
	94~440bp

	ΔNp73 (human)
	Sense
	5`- GATCCATGCCTCGTCCCAC  -3`
	

	
	Antisense
	5`- CTGCTCATCTGGTCCATGG -3`
	155bp

	GAPDH (human)
	Sense
	5`- AGCCTCAAGATCATCAGCAATG -3`
	

	
	Antisense
	5`- ATGGACTGTGTCATGAGTCCTT -3`
	198bp

	TP73 (mouse)
	Sense
	5`- AAGGGACTAGCGAGGCATCA -3`
	

	
	Antisense
	5`- CCGGGGTAGTCGGTATTGGA -3`
	232bp

	Il6 (mouse)
	Sense
	5`- GAGGATACCACTCCCAACAGACC -3`
	

	
	Antisense
	5`- AAGTGCATCATCGTTGTTCATACA -3`
	284bp

	Lep (mouse)
	Sense
	5`- GGTCACTGGCTTGGACTTCA -3`
	

	
	Antisense
	5`- CAGATGGAGGAGGTCTCGGA -3`
	163bp

	TNF (mouse)
	Sense
	5`- TGGCCTCCCTCTCATCAGTT -3`
	

	
	Antisense
	5`- ACAAGGTACAACCCATCGGC -3`
	165bp

	IL1a  (mouse)
	Sense
	5`- CTCTAGAGCTCCATGCTACAGAC -3`
	

	
	Antisense
	5`- TGGAATCCAGGGGAAACACTG -3`
	267bp

	p73α/ γ(mouse)
	Sense
	5`- GTGCCCCAGCCTTTGGTTGAC -3`
	

	
	Antisense
	5`- GTGAACTCCTCTTTGATGGG -3`
	198/346bp

	Actin (All)
	Sense
	5`- CTGAAGTACCCCATCGAGCACGGCA -3`
	

	
	Antisense
	5`- GGATAGCACAGCCTGGATAGCAACG -3`
	221bp

	p73α/ γ (dog)
	Sense
	5`- GGGGCATCATGTGGAAATG -3`
	

	
	Antisense
	5`- TCTCGCTCTCCGTGAACTC -3`
	192/361bp

	LEP (dog)
	Sense
	5`- CTCCTCCAAACAGAGGGTCG -3`
	

	
	Antisense
	5`- CCCAGGCTCTCAAAGGTCTC -3`
	243bp

	GAPDH-chip
	Sense
	5`- AAAAGCGGGGAGAAAGTAGG  -3`
	

	
	Antisense
	5`- AAGAAGATGCGGCTGACTGT -3`
	202bp

	Leptin-chip
	Sense
	5`- AGGGCCGTCGGGGCCGAGTCC -3`
	

	
	Antisense
	5`- AAATCCTTGATGTCCCTCC -3`
	210bp

	P21-chip
	Sense
	5`- GGAAGACCATGTGGACCTGT -3`
	

	
	Antisense
	5`- GGCGTTTGGAGTGGTAGAAA -3`
	225bp

	Alt (mouse)
	Sense
	5`- CGCGTCTTTCCACTCAGTCT  -3`
	

	
	Antisense
	5`- ACCTGCTCCGTGAGTTTAGC  -3`
	270bp

	Ast (mouse)
	Sense
	5`- CAGGGAGAATCGGGTTGGAG   -3`
	

	
	Antisense
	5`- CTTCTCCGCATCCCAGTAGC   -3`
	211bp

	Ggt1 (mouse)
	Sense
	5`- TCTGTTGCACTGGCCATCAT    -3`
	

	
	Antisense
	5`- CTCGAACGACAGCCTGAACT    -3`
	211bp

	LepR (human)
	Sense
	5`- CTGTGCCAACAGCCAAACTC    -3`
	

	
	Antisense
	5`- ATGGTACCAATGGTGGGCTG    -3`
	198bp




image1.png
Gender Survival (Wks) Tumor Steatosis inflammation Other abnormalities

134 - - - -
17 - - - -
100 - - - -
109 - - - -
109 - - - -
90 - - - -
104 T-LBL - - -
120 - - - -
127 - - - -
17 - - Liver -
127 - - - -
127 - - - -

122 - - - -

JE " —wulg
SEUNRLERBEYE

20

122 - - - -
127 - - Liver/Salivary gland -

124 DLBCL - - -

134 - - - -

128 - - - -

133 - - - -

17 - - - -

13 T-LBL/ DLBCL - - -

17 DLBCL - - -

19 DLBCL - - -

106 - - - -

102 DLBCL - - SH

103 - - - TH

90 - - - -

83 - Y - -

140 Lymphoma - - EMH in liver
132 - - Pancreas EMH in Spleen
143 - - - EMH in Spleen
129 - - - -

85 - Y - EMH in spleen
129 - - - -

99 Lymphoma - - EMH in Spleen
116 - - - -

120 - - - -

130 - - Pancreas EMH in spleen
129 Histiocytic sarcoma - - EMH in spleen/liver
121 - - - -

121 - - - -

144 - Y - EMH in spleen
13 - - - -

115 - - - EMH in Spleen
9% DLBCL - Skin -

86 - - Skin -

105 - - Skin/Pancreas -

1 - - - Hepatocirrhosis
109 Lymphoma - - -

86 - - - -

126 - - Kidney -

1 N/A Found dead
1 N/A Found dead
107 N/A Found dead
17 N/A Found dead
101 N/A Found dead

ZE2ZEZEEZEPEZOMMAIEMAZIIZINZIIZNZTZIELELLELLZLZLEEELLZLEZEZLEEEEmmmm

These mice were from published studies (Yang et al, 2017, PNAS, 114 (43) 11500-11505; Zhang et al, 2017, Genes & Dev, 31:1243-56)
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DLBCL: Diffuse Large B-cell Lymphoma; EMH: Extramedullary Hematopoiesis; TH: Thymic Hyperplasia: SH: Splenic Hyperplasia
N/A: not applicable
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ID# Gender (Wks) Tumor Steatosis  Inflammation Other abnormalities
1-30-11 F 82 - - Liver/Salivary gland/ kidney/ pancreas SH/ EMH
6-7-14 M 43 - - Liver/lung/Kidney/ Salivary gland/skin ~ SH/EMH/TH
9-23-1 F 77 Hepatoma - Liver/pancreas/kidney SH

12-14-3 F 46 - - Skin/lung/kidny/liver/salivary gland SH / EMH
5-27-14 M 65 - - Liver/salivary gland SH /EMH
9-13-11 F 69 - - Liver/Salivary gland/lung/kidney SH /EMH
11-6-1 F 55 T-LBL - Liver/Kidney/Salivary gland/pancreas/lung  SH / EMH
5-3-5 F 105 - Y kidney/liver/pancreas/salivary gland SH/EMH/TH
11-6-5 F 88 DLBCL/Hemangioma Y Liver/Salivary gland SH/EMH/TH
5-13-2 M 117 - Y Liver/Salivary gland/Kidney SH/EMH/TH
1-13-15 M 99 - - Liver, Salivary gland -

10-13-12 F 89 Lymphoma - - -

11-5-7 F 102 DLBCL/Lymphoma - Kidney/Liver/Cecum SH

6-11-6 M 108 Lymphoma - Liver SH

10-3-11 F 99 - - Liver/salivary gland/lung SH/TH
10-22-4 F 86 Histiocytic sarcoma - Kidney/Salivary gland -

5-28-16 F 120 Lymphoma - - -

11-13-4 F 74 Lymphoma - - -

12-14-1 F 103 - - Liver/pancreas/Salivary gland SH

1-25-4 F 94 DLBCL - - -

1-15-8 F 69 - - Liver/Kidney/salivary gland SH

10-31-4 F 88 Lymphoma - Liver/Kidney/Lung/Salivary gland SH/EMH
11-6-4 F 62 Gastric Adenoma - Lung/Salivary gland/Liver/Kidney SH/ EMH
9-16-5 F 76 - - Kidney/Liver/Salivary gland Ei%?ﬁlmm el necrosis
6-22-4 F 80 ) ) Kidney/Lung/liver ER;Er]\rﬁI:l(itbcal necrosis
4-19-1 F 102 - - Liver/Heart SH/LH

10-31-5 F 99 DLBCL Y Kidney/Lung/Salivary gland _

10-9-2 M 101 N/A Found dead
2-10-3 M 57 N/A Found dead
3-10-3 M 108 N/A Found dead

The data of the first 25 mice were from published studies ( PNAS, 2019;116(48):24259-24267; ] Pathol 2020; 251:284-296)
DLBCL: Diffuse Large B-celL Lymphoma; EMH: Extramedullary Hematopoiesis; SH: Splenic Hyperplasia; TH: Thymic hyperplasia;
LH: Lympohoid Hyperplasia
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ID# Gender (Wks) Tumor Steatosis Inflammation Other abnormalities
30 M 62 DLBCL - - EMH/FPCH
16 M 46 DLBCL - Liver EMH/FPCH
29 M 62 DLBCL - - EMH/FPCH
11-16-15 M 46 DLBCL - - -

8 F 102 DLBCL - kidney -

17 F 102 MALT Lymphoma - - -

6-1-2 M 74 - - - LH

6-1-1 M 74 DLBCL Y Lung LH

10-26-5 F 43 - Y Pancreas LH/TH

3 M 88 - Y Kidney/Lung/Liver LH/TH

9 M 102 Adenocarcinoma - Liver/Salivary gland SH

362 F 62 - Y Kid"g{i};‘:r'f/gﬁ’::;mas/ SH/EMH/TH/LH
7-10-8 F 94 DLBCL - - EMH

7247 F 73 - - Liver/ kisi';fv’;r‘;a;{:::s e/ Syemmn
19 F 63 - Y Lung/Salivary gland SH/EMH
6234 M 52 - - Liver) ;:5:2 /g‘l’::;mas/ SH/EMH
7-24-3 F 102 DLBCL - - -

11-18-4 M 87 - - GI/Lung/ pancreas/salivary gland SH/EMH/TH
10-26-7 F 93 DLBCL - kidney EMH/LH
9-6-3 F 102 - - Lung/salivary gland -

7-10-5 F 111 DLBCL - Liver/salivary gland EMH

9-6-4 F 104 DLBCL - Liver/ pancreas EMH

9-6-5 M 106 - Y K‘Si';fv’a;u;in‘;aﬂfx‘:s SH/EMH/LH
11-18-6 M 96 Papillary Adenocarcinoma Y kidney/pancreas/salivary gland SH/EMH/LH
10-26-1 M 99 - - kidney/Salivary gland/Liver SH/EMH
9-6-10 F 112 DLBCL - - EMH

7-102 M 144 %‘?{%a‘:ﬂl‘:‘? - Kidney/Salivary gland EMH
7-10-12 M 144 DLBCL - kidney EMH

23 F 102 N/A Found dead
7-21-4 F 121 N/A Found dead

DLBCL: Diffuse Large B-cell Lymphoma; EMH: Extramedullary Hematopoiesis; SH: Splenic Hyperplasia; TH: Thymic Hyperplasia;
LH: Lymphoid Hyperplasia: FPCH: Florid Plasma Cell Hyperplasia;
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