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Survival of Patients With Type 2 DiabetesSurvival of Patients With Type 2 Diabetes
Receiving Renal Replacement Therapy (RRT)Receiving Renal Replacement Therapy (RRT)
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Summary of Efficacy of Summary of Efficacy of IrbesartanIrbesartan
in Type 2 Diabetic Nephropathyin Type 2 Diabetic Nephropathy
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ESRD
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IDNT: Occurrence of ESRD or DeathIDNT: Occurrence of ESRD or Death
Based Upon Doubling of Serum Based Upon Doubling of Serum CreatinineCreatinine

a The endpoints are not mutually exclusive
b Includes 55 subjects who had simultaneous doubling of SCr and Scr ≥≥≥≥ 6.0
c Includes Scr ≥≥≥≥ 6.0, dialysis, or transplant

Serum Creatinine
Not Doubled

N = 1,338

85   (6.4)

213 (15.9)

Endpointsa
Total

N = 1,715

Number (%) of Subjects

ESRDc

Death

287 (16.7)

263 (15.3)

Serum Creatinine
Doubledb

N = 377

202 (53.6)

50 (13.3)
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IDNT: Time toIDNT: Time to
Doubling of SerumDoubling of Serum Creatinine Creatinine
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Figure  S.10.1B

Dataset:  Randomized Subjects, ITT analysis

33% RRR Irbesartan vs Placebo, p = 0.0027
37% RRR Irbesartan vs Amlodipine, p = 0.0003

No. at Risk
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0.40.4 1.41.4
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Glomerular Histopathology Glomerular Histopathology inin
Type 2 Diabetic NephropathyType 2 Diabetic Nephropathy
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IRMA 2: Primary End Point –IRMA 2: Primary End Point –
Time to Development of Overt NephropathyTime to Development of Overt Nephropathy
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70% RRR Irbesartan 300 mg vs placebo, p = 0.0004
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Relative Risk 
Irbesartan

300 mg   
Unadjusted

Adjusted
150 mg   

Unadjusted

Adjusted

Favors Favors IrbesartanIrbesartan Favors PlaceboFavors Placebo

0.0 0.5 1.0 1.5 2.0

0.30

0.32

0.61

0.56

IRMA 2: Primary Endpoint –IRMA 2: Primary Endpoint –
Adjustment for Blood PressureAdjustment for Blood Pressure
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Conclusion Regarding theConclusion Regarding the
RenoprotectionRenoprotection Hypothesis Hypothesis

IrbesartanIrbesartan retards the progression of both retards the progression of both
early and overt nephropathy in type 2early and overt nephropathy in type 2
diabetes mellitus by a mechanism whichdiabetes mellitus by a mechanism which
is independent of blood pressure controlis independent of blood pressure control
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Numbers Needed to TreatNumbers Needed to Treat

Irbesartan Overt nephropathy Doubling of serum
 creatinine-ESRD

3 years 15

Drug Population Event Duration
of Treatment NNT*

Irbesartan Microalbuminuria Overt nephropathy 2 years 10

* Defined as the number of patients that need to be treated to prevent one event.
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Recent Clinical Trials Demonstrating Recent Clinical Trials Demonstrating RenoprotectionRenoprotection
of of ARBs ARBs in Type 2 Diabetic Renal Diseasein Type 2 Diabetic Renal Disease

�� Lewis, E.J., Lewis, E.J., et. al.et. al.,  ,  Renoprotective Renoprotective Effect of theEffect of the
AngiotensinAngiotensin-Receptor Antagonist Irbesartan in-Receptor Antagonist Irbesartan in
Patients with Nephropathy due to Type 2 Diabetes.Patients with Nephropathy due to Type 2 Diabetes.
NEJM 2001; 345: 851-860. NEJM 2001; 345: 851-860. - (IDNT)- (IDNT)

�� ParvingParving, H-H, , H-H, et. alet. al.,  The Effect of Irbesartan on the.,  The Effect of Irbesartan on the
Development of Diabetic Nephropathy in Patients withDevelopment of Diabetic Nephropathy in Patients with
Type 2 Diabetes.  NEJM 2001; 345: 870-878. Type 2 Diabetes.  NEJM 2001; 345: 870-878. - (IRMA2)- (IRMA2)

�� Brenner, B.M. Brenner, B.M. et. al.et. al., Effect of , Effect of Losartan Losartan on Renal andon Renal and
Cardiovascular Outcomes in Patients with Type 2Cardiovascular Outcomes in Patients with Type 2
Diabetes and Nephropathy.  NEJM 2001; 345:Diabetes and Nephropathy.  NEJM 2001; 345:
861-869. 861-869. - (RENAAL)- (RENAAL)
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Comparison of Clinical Studies in OvertComparison of Clinical Studies in Overt
Type 2 Diabetic NephropathyType 2 Diabetic Nephropathy

Primary
endpoint

2X SCr

ESRD

All-cause
mortality

Irbesartan vs Placebo

Relative risk

Irbesartan vs Amlodipine

2X SCr /
 ESRD

0.4 1.40.7 1.0

0.77

0.63

0.77

1.04

0.66

Relative risk
0.4 1.40.7 1.0

0.80

0.67

0.77

0.92

0.74

Relative risk

RENAAL

0.4 1.40.7 1.0

0.84

0.75

0.72

1.02

0.79

SCr = Serum Creatinine

Losartan vs Placebo
IDNT
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Benefit: Risk AssessmentBenefit: Risk Assessment

�� Collectively, these results demonstrate theCollectively, these results demonstrate the
renoprotectiverenoprotective benefits of irbesartan across benefits of irbesartan across
the continuum of diabetic renal diseasethe continuum of diabetic renal disease

�� The benefit: risk assessment favors the useThe benefit: risk assessment favors the use
of irbesartan across the continuum of diabeticof irbesartan across the continuum of diabetic
renal diseaserenal disease


