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Supplementary Fig. 1. Antisauvagine-30 Blunts Effects of UCN2 on Glucose Uptake.

(A) Blood glucose during oGTT. Oral glucose gavage occurred at t = 0. At t = -30 animals were 

treated with either Antisauvagine-30 (ASG30) or water. At t = -20 animals were treated with 

either Saline, UCN2 alone, ASG30 alone, or ASG30 and UCN2 together. Mean±SD, n = 6. 

Significance was assessed by one-way ANOVA and Tukey HSD.

(B) [3H]2-Deoxyglucose uptake by the soleus muscle in insulin-treated or untreated mice, following 

pre-treatment of saline, UCN2, or ASG30 and UCN2. Mean±SD, n = 6. 

Significance was assessed by one-way ANOVA and Tukey HSD. * P < 0.05, ** P < 0.01, *** P < 

0.001, **** P < 0.0001.



Supplementary Fig. 2

0 1 2 3 4 5 6 7

-15

-10

-5

0

UCN2.AAV Plasma UCN2 Timecourse

Days After Treatment

[U
C

N
2

] 
lo

g
[M

]

Liver Gastroc

0

5000

10000

15000

20000

25000

UCN2.AAV Tissue UCN2

Gene Expression

R
e
la

ti
v
e
 G

e
n

e
 E

x
p

re
s
s

io
n Saline

EGFP.AAV

UCN2.AAV

p<0.0001

A

B

Supplementary Fig. 2. UCN2.AAV Dosing.

A. Ucn2 gene expression in liver and gastrocnemius muscle from saline-dosed, EGFP.AAV-dosed, 

and UCN2.AAV-dosed animals, 7 days after treatment. Mean±SD, n = 8. Significance was 

assessed by one-way ANOVA and Tukey HSD.

B. Serum UCN2 concentrations taken each day after treatment with UCN2.AAV. Mean±SD, n = 8. 

* P < 0.05, ** P < 0.01, *** P < 0.001, **** P < 0.0001 .
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Supplementary Figure 3

Supplementary Fig. 3. UCN2 Dose-Response Time Course.

(A) Intensity of CRHR2 downstream signaling in response to increasing doses of 

recombinant human UCN2 or FAM-labeled UCN2 in reporter HEK293 cells transfected 

with human CRHR2. n = 1.

(B) Intensity of CRHR2 downstream signaling in response to increasing doses of 

recombinant human UCN2 in reporter HEK293 cells transfected with WT human 

CRHR2 or HA-tagged CRHR2. n = 1.

(C) Intensity of CRHR2 downstream signaling in response to increasing doses of FAM-

labelled UCN2 in reporter HEK293 cells transfected with WT human CRHR2 or HA-

tagged CRHR2. n = 1 .

(D) Dose-response curve characteristics in HEK293 cells with WT human CRHR2 (WT) or 

HA-tagged human CRHR2 following treatment with human recombinant UCN2 or FAM-

labeled UCN2.
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Supplementary Fig. 4. UCN2 Gastrocnemius Muscle Phosphoproteomics.

(A) Principal component analysis of the phosphoproteomes of saline and UCN2-treated 

gastrocnemius muscle. n = 5.

(B) Heatmap of proteins phosphorylated or dephosphorylated in response to UCN2 

treatment. n = 5.

(C) Phosphoproteomic pathway analysis for saline and UCN2-treated gastrocnemius 

muscle. n = 5.


