SUPPLEMENTARY FIGURES

TUNEL

Supplementary Figure 1. (Related to Figure 1E): Representative pictures of apoptosis quantification in whole pancreatic
sections from 8-9-month-old INK ATTAC mice treated with vehicle or with B/B homodimerizer to induce apoptosis of
p16’""4" positive cells. Positive TUNEL appears as a nuclear brown staining with methyl green nuclear counterstain. (A) Neontroi= 5 animals,
201 images analyzed; (B) Nireated = 6 @animals, 223 images analyzed.
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Supplementary Figure 2. (Related to Figure 1F): UMAP plot displaying the major islet-cell cluster of mouse pancreatic islets and
expression of Cdkn2a in both control (A) and S961-insulin resistance (B) models.
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Supplementary Figure 3. (Related to Figure 1G—1J): (A, B) gPCR results from (A) p16"4? and (B) p21“P* mRNA expression for fat, liver,
white muscle (WM), and red muscle (RM).

Wwww.aging-us.com 2 AGING



>

ITT Male

-y
T 150+

(o)
E

® 100

o

S
S i -»- Chow
> 30 -~ HFD
= - HFD + BB
(7))

(4] 0 T T T 1
e 0 20 40 60 80

Time (min)
B ITT Female

.3‘ 150

k) ,

E. il

o 100

S

% -~ Chow
o 07 -+ HFD
= - HFD + BB
o 0

L T T T 1

o

20 40 60 80
Time (min)

Supplementary Figure 4. (Related to Figure 3): Blood glucose (%) levels during ITT for 1-year-old mice with HFD-induced insulin
resistance in male (A) and female (B) mice.
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Supplementary Figure 5. (Related to Figure 4) The following physiological parameters where not different between HFD + BB
homodimerizer responders and non-responders: gender (A), weight increase during study (B), initial glucose clearance during insulin
tolerance test (C), fasting blood glucose (D) and fasting insulin (E).
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Supplementary Figure 6. (Related to Figure 5) (A) Proliferation of beta cells (%) in C57BI6/J 8/9-month-old mice, Neontrol = 5, Nsge1 = 5. (B)
Proliferation of beta cells (%) in INK-ATTAC 18/19-month-old mice in all three groups.
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