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[bookmark: _Ref481064450][bookmark: _GoBack]Figure 7 – Supplement 1: Chemogenetic stimulation of the LC:PFC module is anxiogenic in chronic pain
(A) Timeline of nerve injury and open field testing
(B) Representative heat maps showing activity in the open field test (OFT) after saline or PSEM308 (10 mg/kg) injection for sham, LC:SC and LC:PFC groups. Chemogenetic activation of LC:PFC reduced the time spent in the centre of the arena and increased immobility but PSEM308 had no effect on LC:SC transduced rats or sham rats (2-way repeated measures ANOVA with Bonferroni’s multiple comparison PSEM308 vs saline, * P<0.05).
(C) Co-application of reboxetine (1 mg/kg) and PSEM308 (10 mg/kg) in LC:PFC rats increased immobility time, decreased the distance travelled and decreased the time spent in the centre of the arena as compared to reboxetine alone. 
Co-application of reboxetine and PSEM308 (10 mg/kg) also increased immobility as compared to PSEM308 alone (paired t-test PSEM308 vs PSEM308 + Reboxetine, + P<0.05).

image1.png
Time in centre (%)

Sham LC¢

A Vector

Tibial nerve sensory open field
injection transection testing
1 1 1 1 )
-2 weeks week 0 week 3-4 week 4-7
C LC*Fe TNT
Sham LCSC TNT LCFFC TNT ° —ty
= £ ‘ |~ 2000
TN - [ ) | E
) | } é / N
IS Al i r ‘ / i 3 1| g 1500+
= I | o c
%] 't A s i — s
£ @
= =t = T 1000 4
+ E
Q o
el & r S ® =
© : ‘ 58 500 4
] (I 1 5=
21/ ! i o
w i | eo 0
A ) oo
LR PR
15 4 * 100 -
* —_
* 100 A 2500 7 X
s * NS g = 807
< 80+ £ 20001 —\ o 104 2 60
s o H 5
© - - o
g 60 é 1500 c Z 404
° k7] o 51 3
2 404 A& 1000 4 £ °
3 = = g 20 4
o -
20 1 O 500 1 =
E = 0 - 04
7 ] 7 i N=6
LC:PFC Sham LCS¢ LC¥Fe Sham LCS¢ LCPFe E3 Reboxetine @ PSEM308 &8

PSEM308 +
Reboxetine




