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- Angiotensin converting enzyme 2 (ACEZ2) acts as a
negative regulator enzyme of renin angiotensin system
(RAS) activation(!).

-ACE2 has been shown to play an important role In
diabetic nephropathy (2.

- The non-obese diabetic (NOD) mice 1s a strain which

spontaneously develops autoimmune diabetes, mimicking

type 1 diabetes (DM1) in human®).

- We have crossed In our lab C57BL/6 mice carrying an
ACEZ2 deletion (ACE2ko) with NOD mice for generating

the new NODACEZ2ko mouse strain.

OBJECTIVE

- The aim of this study is to determine ACE2 knockout

effects on glucose homeostasis in animals of NOD

strain as compared to wild-type NOD mice.

METHODS

- Jo asses glucose homeostasis Iintraperitoneal glucose
tolerance test (IPGTT) was performed In female mice at
12 and 16 weeks of age. Animals were fasted overnight
and glucose dose of 2g/kg of body weight was injected
Intraperitoneally. Tail blood glucose was then analysed at
0, 15, 30, 60 and 120 minutes after injection using
glucometer (Accu-check, Roche). Results are expressed

as mg of glucose/dL of blood (mg/dL).

- Intraperitoneal insulin tolerance test (IPITT) was also
performed In same mice. Animals were also fasted 5h the
day after and insulin dose of 0.75U/kg of body weight was
Injected Intraperitoneally. Taill blood glucose was
measured at 0, 15, 30, 60 and 120 minutes after injection
using a glucometer. Results are expressed as percentage

of glucose at time 0.

CONCLUSIONS

- Female NODACE2ko mice exhibit impaired blood
glucose tolerance, present lower body weight and
higher insulin sensitivity as compared to NODACE2wt

control mice.

- Our results suggest that deletion of ace2 gene impairs
glucose homeostasis in the experimental model of DM1

NOD mice at 12 and 16 weeks of age.
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Figure 1.- Body weight in NODACE2wt and
NODACE2ko after long fasting. After an
overnight fasting, NODACE2ko mice showed

significant lower body weight as compared to
NODACE2wt mice at 12 and 16 weeks of age

(p<0.05).

Figure 2.- Body weight in NODACE2wt and
NODACE2ko after short fasting. After 5
hours fasting, NODACE2ko mice showed
significant lower body weight as compared to
NODACE2wt mice at 12 and 16 weeks of age
(p<0.05).
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Figure 3.- IPGTT blood glucose curves at
12 weeks of age. NODACE2ko mice showed
significant higher blood glucose as compared
to NODACE2wt mice at 15, 30, 60 and 120

minutes after glucose Injection at 12 weeks of
age (p<0.095).

Figure 4.- IPGTT blood glucose curves at
16 weeks of age. NODACE2ko mice showed
significant higher blood glucose as compared
to NODACE2wt mice at 15 and 30 minutes
after glucose Injection at 16 weeks of age
(p<0.095).
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Figure 5.- IPITT blood glucose curves at 12

weeks of age. NODACE2ko mice showed

significant lower blood glucose as compared

to NODACE2wt mice at 15 and 30 minutes

after insulin Injection at 12 weeks of age
(p<0.095).
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Figure 6.- IPITT blood glucose curves at 16

weeks of age. NODACE2ko mice showed
significant lower blood glucose as compared
to NODACE2wt mice at 30, 60 and 120
minutes after insulin injection at 16 weeks of

age (p<0.095).
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