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Table S1. Semaglutide reduced chow and water intake in mice.

Treatment Chow (g/kg) Water (mL/kg)
Vehicle 1399+74 146.6 £9.5
Semaglutide, 0.001 mg/kg 122.5+8.2 97.4 £9.5 (**%)

Semaglutide, 0.003 mg/kg

93.1 + 7.2 (****)

98.6 + 6.3 (***)

Semaglutide, 0.01 mg/kg

66.2 £ 7.4 (***%)

73.1 £ 6.1 (*¥**%)

Semaglutide, 0.03 mg/kg

39.6 £ 5.6 (****)

48.1 % 6.7 (****)

Semaglutide, 0.1 mg/kg

38.2 £ 7.9 (***%)

45.8 % 6.7 (****)

Chow and water intake were examined in mice that were previously drinking unsweet alcohol (n = 7 males

and 8 females). All data are expressed as mean = SEM and were analyzed using one-way repeated-measures
ANOVAs. ***p < 0.001, ****p < 0.0001, vs. Vehicle.



Figure S1. Semaglutide reduced spontaneous locomotion but had no effect on motor coordination, alcohol-

induced ataxia, or blood alcohol levels in mice.

A . ” B »
Saline Condition Alcohol Condition
250 250 =
% 200+ = 200~ O Vehicle
o L 1507 & 0.1 mglkg
>
S 100 ' 3 100+ -
5 O Vehicle %
© 50 © 0.01 mg/kg 8 50d HHH
@ 0.1 mg/kg
0 | . . 0 T T T T
BL  30min 90 min BL 15 min 30 min 60 min 90 min120 min
Time After Saline Treatment Time After Alcohol Treatment
C Blood Alcohol Levels D Spontaneous Locomotion
350- 150 -
300- g
HHHH o
g 7 g 1001 9 o
g 200- g
2 07 8 5o
2 i o -
. m R
-~ 9/Kg 3
@ 0.1 mg/kg
0 0-
1 I
30 min 90 min
Time After Alcohol Treatment \@

(A) Semaglutide did not disrupt motor coordination in mice. (B) Intraperitoneal alcohol administration
resulted in significant motor impairment (i.e., alcohol-induced ataxia) in mice. Semaglutide had no effect
on alcohol-induced ataxia on the rotarod. (C) Semaglutide had no effect on blood alcohol levels (BALs) 30
min and 90 min after intraperitoneal alcohol administration. Males (n = 8); females (n=7). (D) Semaglutide
at 0.1 mg/kg decreased spontaneous locomotion in the circular corridor as measured by the total distance
traveled. Males (n = 4); females (n = 7). ****p < 0.0001, vs. Vehicle. #### p < 0.0001, different from
baseline (BL; A and B) and 30 min (C). Data are expressed as mean £ SEM and were analyzed using one-

or two-way repeated-measures ANOVAS.



Figure S2. Chronic intermittent ethanol vapor exposure enhanced GABA neurotransmission in central

nucleus of the amygdala (CeA) and infralimbic cortex (ILC) neurons from male rats.
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(A) Representative spontaneous inhibitory postsynaptic currents (sIPSC) traces of central nucleus of the

amygdala (CeA) neurons. (B) cumulative frequency distributions and scaled sIPSC averages from the traces

depicted in (A) for CeA neurons of alcohol-naive or alcohol-dependent rats. (C) Mean £ SEM of sIPSC

frequencies, amplitudes, rise, and decay times in CeA neurons of alcohol-naive or alcohol-dependent rats.

(D) Representative sIPSC traces of infralimbic cortex (ILC) neurons. (E) cumulative frequency

distributions and scaled sIPSC averages from the traces depicted in (D) for ILC neurons of alcohol-naive

or alcohol-dependent rats. (F) Mean + SEM of sIPSC frequencies, amplitudes, rise, and decay times in ILC

neurons of alcohol-naive or alcohol-dependent rats. Data were generated from 16-17 CeA and 11-15 ILC

neurons. *p < 0.05, **p <0.01, alcohol-naive vs. alcohol-dependent; unpaired Student’s t-tests (two-tailed).

Alcohol-naive rats (n = 8), alcohol-dependent rats (n = 10).



Table S2. Comparison of baseline spontaneous inhibitory postsynaptic currents (sIPSC) characteristics in
(A) central nucleus of the amygdala (CeA) and (B) infralimbic cortex neurons (ILC) neurons between

alcohol-naive and alcohol-dependent male rats.

(A) CeA Alcohol-naive Alcohol-dependent
Number of cells (n) 17 16
Frequency (Hz) 1.32+0.20 2.46 £ 0.34 (**)
Amplitude (pA) 81.44 + 553 77.67 +6.96
Rise time (ms) 2.65 +0.06 2.66 +0.09
Decay time (ms) 8.84+0.70 9.34+0.87

(B) ILC Alcohol-naive Alcohol-dependent
Number of cells (n) 11 15
Frequency (Hz) 2.76 £0.34 4.63+£0.72 (*)
Amplitude (pA) 56.03 £ 4.55 08.71 £10.91 (**)
Rise time (ms) 1.93+0.10 1.75+0.06
Decay time (ms) 6.64 £ 0.63 6.80 £ 0.35

naive rats (n = 8), alcohol-dependent rats (n = 10).

*p < 0.05, **p < 0.01, alcohol-naive vs. alcohol-dependent; unpaired Student’s t-tests (two-tailed). Alcohol-




