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A chemically-induced diabetes model for screening glycemic drug effects.

A screening model for anti-diabetic
compound efficacy Key model traits

Streptozotocin (STZ) causes acute B-cells depletion resulting in
insulin deficiency, hyperglycemia and diabetes. STZ doses can
be adjusted to promote either a type 2 or type 1 diabetes-like
condition in both mice and rats. STZ models are applicable for + 100% response rate using medium-dose STZ.
screening anti-hyperglycemic efficacy of test compounds. » Weight-neutral effects in lean animals.

» Robust and stabile hyperglycemia.

« Fast and predictable induction of insulin deficiency.

« Similar diabetic phenotype in mice and rats.

« Treatment efficacy of insulins other anti-diabetic drug
classes.

Regular chow (Altromin 1324) or
HFD 60% fat, Ssniff (#D12492)

C57BL/6JR]j mice
Sprague-Dawley rats

The diabetic phenotype can be produced in lean or diet-induced obese animals.

Study outline

Acute or repeated dosing (SC/PO, QD/BID)
BW (QD), Wi (QD)

Diabetes induction +

Acclimatization randomization Treatment period (customized) Assay/Histology
? . O .
Week -2 Day -3 Day -1 Day0 Dayl Day2 Day3 Day4 Day5(+)
Arrival STZ dose Randomization Firstdose FedBG FedBG FedBG Fed BG
C57BL/6J mice or SPD rats Baseline fed BG Fed BG, BW Fed BG

+ Termination

- Fed BG

- Plasma insulin

- Pancreas weight

- Pancreas histology (optional)
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The STZ mouse 50
Asingle medium-dose of STZ promotes sustained and 40 <
robust hyperglycemia and insulin depletion with mild o
body weight loss in diet-induced obese (DIO) mice. Test % 30 ._Wﬁ *
compound profiling is performed at stabile hyperglycemia g
(3-4 days post-STZ). >, 207
°
0 10
0 Y s R M A R (R S I
0 2 4 6 8 10 12 14 16 18
Days after dosing
309 o= venicle
—8— STZ (150 mg/kg) 2000
- ®
E 95 > 1500 T
[15] ©
S E {\Em 1000
o 10 e
3 E 500
m * g *kk
0 R I B o O M) I G D 0 r i
0 2 4 6 8 10 12 14 16 18 Vehicle STZ
Days after dosing
404
:—e— STZ (65 mgl/kg) The STZ rat
TEE\ : Asingle low-dose of STZ promotes sustained and
o robust hyperglycemia in lean rats. STZ is weight-
§ neutral. Test compound profiling is performed at
2 stabile hyperglycemia (7-10 days post-STZ). Insulin
3 improves glucose tolerance in STZ rats.
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