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Noval or Bim deficiency in pancreatic p-cells does not impact on multiple low-dose
streptozotocin-induced diabetes and diet-induced obesity in mice.

Manoja K. Brahma, Peng Xiao, Madalina Popa, Javier Negueruela, Valerie Vandenbempt,
Stéphane Demine, Alessandra K. Cardozo, Esteban N. Gurzov
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Figure S1. Nova2 expression is not affected in pNoval~-islets. Noval was deleted in B-cells
of mice using Cre-LoxP technology. Nova2 expression was assessed in isolated islets from
Noval™™ or BNoval” mice by immunoblotting using anti-NOVA2 antibody. n=3.
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Figure S2. Change in body composition of PNoval’~ mice after streptozotocin
administration. Body composition (fat mass, lean mass, free water and total water) was
monitored before and after every 2 weeks of STZ administration. Left panel (Fig. A, C, E, and
G) shows the body composition in grams and the right panel (Fig. B, D, F, and H) shows the

body composition in % of the body weight.
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Figure S3. Expression of insulin (Ins), glucagon (Gcg) and the macrophage marker CD68
in pancreas of BNOVA1~- and BBim~ mice. Left panel (A) shows pancreatic sections stained
for insulin, glucagon, CD68 and DNA (DAPI). Scale bar, 100 um. Representative pictures of 3
mice per genotype. Right panel (B) shows the quantification of CD68 protein expression in the
islet area (calculated as mean fluorescence intensity, expressed as arbitrary fluorescence units
AFU)). Data are presented as mean = SEM, each point corresponds to a different islet (n=16-
20 islets, from 3 different mice per condition). Ns, non-significant differences.
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Figure S4. Transgenic expression of the Cre gene did not affect impaired glucose
homeostasis induced by multiple low dose streptozotocin. Ins1Cre and wild type (WT)
C57BL/6N mice were injected with 5-days of multiple low-dose of STZ and followed for 6
weeks. Body weight (A), body composition (B and C), and blood glucose (D; top and bottom
panel) was monitored following STZ injection. Intraperitoneal glucose tolerance test was
performed in fasted mice following 6 weeks of STZ injection. Blood glucose was measured
expressed as mmol/L (E; top and bottom panel) or % change in blood glucose normalized to

9
< _300" - WT (n=7)
2 s - Ins1Cre (n=8)
§ i 225 /WE:{
{_")U.?H:r\ }\
O 4150
£ c
[
Lo 75
< 0
(&) 0 1 2 3 4 5 6

m

2 4 wr(n=7)

2 = - Ins1Cre (n=8)

®pj 3

24 \

Fao

>0

f) o 1 \dﬁ

8=

; 0 0 2 4 6
Weeks

o

3 2] e Wi(n=T)

£ < = Ins1Cre (n=8)

gqu 36

% (/2] a_

Q + 4

:3) % 30

Qo

o = 247

o

o

o 0 15 30 60 90 120
Time (min)

X 1807 » WT (n=7)

% E = insiCre (n=8)

S W 1354

20

O 4 b4

£ c i T~

o @ 904

[ [}

c=

8

&) 45

15 30 60 90 120
Time (min)

o

time O (F; top and bottom panel).

&
% 207« wrn=7)
éi s0d ™ Ins1Cre (n=8)
c (/) _—— 3
T 4+ 20
J5
20 10
$=
(5]
0
= 0 2 4 6
Weeks
)
o N 4000
g 1] :I ° °
(= o [} o
- Qo
0= 3500{ [N 50
5=
2u
D) 3000
@ +H
5
< 8 2500
= WT Ins1Cre
S 25000
~ o
1}
2 ¢ 20000
3~ o
O = 150001 o2, 500
o w
T ¢ 10000
2 #5000
3 &
Z2 o0
= WT Ins1Cre



>
o

Week 0 Week 0
o WT (n=7) 1209« WT (n=7)
« Ins1Cre (n=8) o Ins1Cre (n=8)

w
o)
1

N
~
1

13

60

©
1

°

0-

Body Composition (g)
Mean + S.E.M
A
Body Composition (%)
Mean + S.E.M
° 8 2
& E

% % < < % % & &
D < xQ @ & ,b"c X< xC
6\& N NN
Y g o ‘3 & e
c ¢ & < D ¢ F E o«
Week 2 = 10 Week 2
o -
3 407 . wr(n=7) s © WT(n=7)
§s « Ins1Cre (n=8) cs » Ins1Cre (n=8)
25 304 S 5 1051
@ = 0p o [
owm o 8 ow o
g' + 204 g— + 704
[ c
Ss 8s
D 10 Q 354
%2 %E
Q o)
m 0- m 0-
3 % S < % % & &
0 O x@ x@ o & ¢ &
N @ @@
Qr},\ P & & > 0,00 & &
NG < < WV &
Week 4 S o Week 4
. o -
B 407 . wr(n=7) X . \INT1(8=7)( .
= » Ins1Cre (n=8 c< ° Ins1Cre (n=
S22 301 (n=8) .35 105
25 . & i 20
g' + 20+ g— + 70
c c
8 ® 8 ®
> D 10 >§ 35
g= 3
m 0- m 0-
3 % S < % % & &
< < O @ O O 5 x
,&"’ o@"’ e&") N4 Q,}\@Q’ (\@'b 0&'?’ \$®
G 5 2 & :
L @ AN AP <3
Week 6 S Week 6
= = o —
D 407 . wr(n=7) X 07 - \INT1(8=7)( "
c < * Ins1Cre (n=8 c< o Ins1Cre (n=
2 = 50 (n=8) el E 105
20 H 24
g+ 207 2o 42 S 704
8 s 83
~= 107 >= 37
g= 3
m 0- m 0-
3 % 3 < % % & &
D D xQ @ O &' x& xg
R ®@ R ®® 0$’b Sfb K @‘b Q@'D . \‘\’b . @'b
? X > @ g
AN AR RS < F <9

Figure S5. Change in body composition of Insl1Cre mice after streptozotocin
administration. Body composition (fat mass, lean mass, free water and total water) was
monitored before and after every 2 weeks of STZ administration. Left panel (Fig. A, C, E, and
G) shows the body composition in grams and the right panel (Fig. B, D, F, and H) shows the
body composition in % of the body weight.
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Figure S6. Change in body composition of BBim” mice after streptozotocin
administration. Body composition (fat mass, lean mass, free water and total water) was
monitored before and after every 2 weeks of STZ administration. Left panel (Fig. A, C, E, and
G) shows the body composition in grams and the right panel (Fig. B, D, F, and H) shows the
body composition in % of the body weight.



