PELV' SPECIALIZED PRECLINICAL EXPERTISE IN MALE AND FEMALE
SEXUAL FUNCTIONS AND DISEASES OF THE LOWER URINARY TRACT

Streptozotocin-induced diabetic rats/mice (STZ)

Model advantages :
The rat / mouse model of diabetes mellitus induced by streptozotocin injections is one of the most widely used model of type |

diabetes and mimics human pathological situation of decreased insulin production (untreated type | diabetes) or decrease tissue
responsiveness to insulin.

Pathophysiological features

Metabolic features:
. weight loss
. hyperglycemia
. Streptozotocin—-induced pancreatic beta cells (insulin-producing cells) destruction
. Autonomic neuropathy

Cardiovascular features:

. Vascular endothelial dysfunction (aorta) (figure 1)
. Acceleration of atherosclerosis progression in ApoE knockout mice
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1) 1) 7 3 % Figure 1: Comparison of endothelium-dependent relaxations in control and
ACH, log M streptozotocin-induced diabetic rats obtained in in vitro experiments performed
$5p<0.001, Two-Way ANOVA in aortic rings. (Pelvipharm, internal data).

Erectile function features:
. Impairement of endothelial and neurogenic relaxations of corpora cavernosa (figure 2)
. Penile autonomic neuropathy
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Figure 2: Comparison of endothelium-dependent and
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EFS-induced relaxations in control and streptozotocin
ACH, log M Poroe,r e e induced diabetic rats obtained in in vitro experiments
555<0.01, Two-Way ANOVA £<0.05, Two-Way ANOVA performed in cavernosal strips (Pelvipharm internal data)

Summarized methodology
In rats or mice, streptozotocin intra-peritoneal injection(s) induces diabetes which is confirmed by determining blood glucose
levels

Related Pelvipharm bibliography _:
Non disclosable information for confidentiality reasons

Links to applicable experimental skills:

- Administration routes / regimen
- Plasma / urine / tissue collection
- In vivo experiments — conscious animals
* Telemetry
* Urine collection - Metabolic cages
* Tail cuff
- Organ bath studies (EFS / Pharmacological studies )
* Animal tissues
- Biochemistry (Plasma / Urine / Tissue)
* Spectrophotometric assays
* Protein expression and activity
- Histology
* Histomorphology
* Histomorphometry
* Oxydative fuorescence
- Immunobhistology / Confocal microscopy
* Protein expression — immunohistochemistry / immunofluorescence
* Confocal microscopy

PELVIPHARM SAS N°Siret: 423 683 374 00023 Code APE : 731Z R.C.S: PARIS B 423 683 374 (99B11163) Intra-communautaire: FR 61 423 683 374
LABORATORIES: Orsay Parc, Batiment Cédre, 86 rue de Paris, 91400 Orsay, France, TEL : +33 1 64 86 49 00 FAX : + 33 1 64 86 49 10
E-mail : staffpelvipharm@pelvipharm.com. \Website: www.pelvipharm.com




