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Strain Comparison

e Of the 5 strains tested, DBA/2 found to
be most susceptible in STZ model
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Albumin-to-Creatinine Ratio in Male Mice
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Mesangial Volumes in Male Mice
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Model Comparison

Advantages of the Akita
(Ins2+/C96Y) model



16 Week Blood Glucose Values

(*p=0.0018)



Differential Blood Pressure Responses

(*p=0.0018 vs Akita Control)



Increased Proteinuria in Akita Mice

(*p=0.018 vs. STZ2)



Mesangial Volumes in Diabetic Mice
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Blood Glucose Levels in Mice

(*p=0.011)



Enhanced Proteinuria in
F, (DBA/2 x C57BL/6)Ins2*/C9%Y Mice

(*p<0.001 vs. B6-Akita)



Mesangial Expansion in
F, (DBA/2 x C57BL/6)Ins2*/C9%Y Mice

(*p<0.001 vs. B6-Akita)



Studies in Progress

e Large group of animals for long-term
studies

« Back-crossing of Ins2*/¢%Y onto DBA/2
and other backgrounds
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Agtrla Gene Duplication
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ACR In Agtrla 4-Copy Mice
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ACE2 mRNA Expression

MOJJew auoQe
pue|b jeuaipe.
vayorelle

apou ydwAje
pJ092 [euldse
p10JAY3e
yoewolSe.

uwde

UO|0De

aUuI1Sa1Ul "WSe

AIenoe

S11S9]e
a1e1S0.de
snwAyie

uaa|dse

sealjoued.
Aaupie
3[OSNW "YSe
._®>__o
Bunje
riluaoe|de.
ureiqe
11eaye

9.5
7.5

4.4

2.4

Kp]
™
—

Donoghue et al, Circ Res 87:1, 2000



ACR In Ace2-Knockout Mice
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Renin Transgenic Mice

« Single-copy transgene on C57BL/6
background

* Renin expression driven by albumin
promoter



Blood Glucose in Renin Tg Mice



Blood Pressures in Renin Tg Mice



Albuminuria in Renin Tg Mice
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Absence of Bradykinin B2 receptor
Increases diabetic albuminuria
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Diabetes exacerbates the atherosclerotic lesion

In ApoE-/- mice
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Diabetes exacerbates diabetic nephropathy in
ApoE-/- mice
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-CBS+/-ApoE-/- given STZ
-Supplemented with L-methionine (0.5%)
or L-methionine (0.5%)/Folate (200ug/L)
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Plasma Hcy levels in apoE-/-CBS+/- Non diabetic (Non-DM) and
Diabetic (DM) mice at study initiation (2 months old) and conclusion
(8 months old). P<0.05, n=6.
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Figure 2. Albumin Excretion rate (AER) at the end of 3 or 6 months



(%)

Ao Occlusion

0 50 100 150 200
AER (ung/30g/d)

Proximal Aortic occlusion is related to AER in ApoE-/-CBS+/- Mice



New Model Development

e PparP#U* mouse line
(Tsal et al., J Clin Invest, 2004)
— Increased B-cell insulin production
— Hypertension
— Abdominal fat distribution

e 3'UTR modification of the CTGF Gene
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