Moglichkeiten der medikamentosen
Pravention bel Hypertonie

- \‘\,
N \
II/ /\/‘{'-/ |
I| / x\... Illl
| \ /
. | || \I"'. /"Ir
\ : e
. l [ || f_.f'. z// \“
I |/
| \ | e "ll
'. — o |
II [ ; v I||I
|
I||I II| . / II.I
|.II llll o | ,.'"
\ / J
II'. ,l'l .-"I{ ;'J/
1 ."'l
I"a, ,."" 7
' i
% o
bR | e
\\
-

sanofi aventis
Because health matvers



¢ Hypertension — Definition/Epidemiology

Hypertensive
- uncontrolled

Hypertensive Numbers of patients in the US

- untreated (in millions)
Data from NHANES-IIl and IV

Hypertension 2001 and 2004

-_ Hypertensive
- treated to goal

Normotensive

Hypertensive

2006 Blood Pressure (BP) Classification for Adults > 18 year
Systolic BP (mmHgQ) Diastolic BP (mmHg)

Normal <120 and <80
Pre-hypertension 120-139 or 80-89
Isolated systolic hypertension > 140 and <90
Hypertension** Stage 1 140-159 or 90-99

Stage 2 > 160 or > 100
Complicated Diabetes/ > 130 or >80
Hypertension Nephropathy

**Based on the average of two or more readings at each of two or more visits after an initial screening.



¢ ) Hypertension - Prevalence

Prevalence in Hypertension is still growing

» In 2000, 26.4% of the adult worldwide population had
hypertension.

» In 2025, the number of adults with hypertension will be
1.56 billion (+60%). | -

» Although effective‘anti-hypertensive treatment options

exist there is unmet medical need.

Lancet 2005, 365:217.
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’ﬁypértension as part of the Metabolic Syndrome

Patients with Type 2 Diabetes

- 71%have obesity

- 60%have dyslipidemia

- 76%have cardiovascular
family history

- 60% have hypertension

Patients with Obesity
- 50% have hypertension
- 28% have dyslipidemia
- 19% T2D

Patients with dyslipidemia

- 48% have hypertension
- 33% have obesity
- 14% T2D

Patients with hypertension

- 65% have dyslipidemia
- 16% have T2D
- 35% are obese

Source: ADA Meeting with Pharmaceutical Industry, June 2001, Philadelphia



¢ ) Aims in management of ‘hypertension

.

Improving diagnosis of hypertension

y

Decreasing prevalence of hypertension

Increasing effectivity of hypertension therapy
[ Non-drug (life style)

Y

[ Drug

¥

Increasing patient compliance
Reduction of total cardiovascular risk

Y

Lower target blood pressure goal (<130/80 mmHQ)

In sub populations with high lek//
W\
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(quuirements on an effective anti-hypertensive drug

Efficient reduction of blood pressure

Once a day treatment

Safe and well tolerated

End-organ protection demonstrated

Reduction in hypertension-induced moratality demonstrated

YYvYYVYYy

Y

Anti-hypertensive drugs recommended today based on
large outcome studies:

[ Diuretics
[ Calcium channel blocker
[ B-blocker

[ ACE-inhibitors
[ Angiotensin-Il receptor blocker////"cg//
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» \What Is the value of an
,old’ diuretic In the
management of
hypertension today?
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ﬁlfcopies In High-Risk Hypertensive Patients Randomized to Angiotensin-
Converting Enzyme Inhibitor or Calcium Channel Blocker vs Diuretic (ALLHAT)

Mean Systolic and Diastolic Blood Pressure by Year During Follow-up

Mean Systolic Blood Pressure Mean Diastolic Blood Pressure
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5-year systolic blood pressure was significantly lower in the chlorthalidone
vs. amlodipine and lisinopril groups. Diastolic blood pressure was lowest in
the amlodipine group.

JAMA, 2002;288:2981-2997



Olﬂo'mej In High-Risk Hypertensive Patients Randomized to Angiotensin-

Converting Enzyme Inhibitor or Calcium Channel Blocker vs Diuretic (ALLHAT)

P Value

I I
Amlodipine v&  Lisinopril vs
Chlorthalidone Amlodipine Lisinopril Chlorthalidone Chlorthalidone

Systolic Blood Pressure, Mean (SD), mm Hg

Bassline 146.2 (15.7) 146.2 (15.7)  146.4 [(15.7) 08 .39
1 Year 136.9 (15.8) 138.5(14.9) 140.0 [18.5) =, 001 =.001
2 Years 135.9 (15.9) 1371 (15.0) 1384 (17.9) =, 001 =, 001
3 Years 134.58 (15.4) 135.6(15.2) 136.7 (17.3) 0 =001
4 Years 133.89 (15,7} 134.8(15.0) 1355 (17.8) 002 =001
5 Years 133.8(15.2) 134.7 (14.9) 1359 (17.9) 03 =, 001
Diastolic Blood Pressure, Mean (SD), mm Hg
Baseline 84.0 (10.1) 83.8(10.3 84.1 (10.0) 52 49
1 Year 79.3 (9.9) TB.719.5) 79.9 (10.5) <001 <2001
2 Years 78.3 (9.8) 7.7 19.8) 78.610.3) <, 001 03
3 Years 77.29.5) 76.4 [9.5) 7730103 <, 001 A2
4 Years 76.5 (8.7) 75.7 [9.6) 76.6 (10.4) <001 A8
5 Years 5.4 (9.8) 74.6(9.9) 5.4 (10.7) =001 84
Achieved Blood Pressure Goal of <140/90 mm Hg, No. (%]

Baseling 4143 (27.2) 2497 (27.8) 2381 (26.3) 58 a2
1 Year 7434 [57.8) 4200 (55.2) 3806 (50.6) <, 001 <.001
2 Years 7161 [61.0) 3951 (B7.4) 3625 (54.1) <, 001 .00
3 Years 6836 [63.9) 40465 (53,4 3597 (58.2) 54 =001
4 “fears 8283 [67.1) 3708 (65.8) 3360 (B3} 15 =.001
5 Years 3615 [68.2) 2118 (66.3) 1813 (81.2) 09 =.001 JAMA, 2002:288:2981-2997

Achieved blood pressure goal (<140/90 mmHg) was best in chlorthalidone
group. ACE-inhibitors have only moderate blood pressure lowering effects




( Qljmulative Event Rates for All-Cause Mortality, Stroke, Combined

Coronary Heart Disease, and Heart Failure by Treatment Group
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Primary outcome (fatal coronary heart disease or non-fatal Ml)
were not different between groups.
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» Are diuretics assoiated
with a higher risk for
type |l diabetes?
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Iﬂp?ntension and antihypertensive therapy as
risk factors for type 2 diabetes mellitus (ARIC

5 Atherosclerosis risk in
g + | community study (ARIC):
E *® T % - Prospective study
g EE + o _ in 12.550 patients (US)
§ 25 WL % T - 8.500 no hypertension
ﬁé 2o " i L i - 4.000 hypertension
% o - Extensive health evaluation
2 . | | T - (medication use, blood
E "™ i pressure measurment)
5 . - Incidence of type Il diabetes
. after 6 years
Hans mhibor Dk antagomst i angleagent  adenms

Aoniti by p rtensive Madication

N Engl J Med, 2000;342:905-912

Beta-blocker, but not diuretics are associated with a higher risk of
developing type Il diabetes
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» Are ACE-inhibitors
particular effective In
type Il diabetic patients?
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eart))utcome Prevention Evaluation (HOPE) trial - Development of

Drabetes in individuals with high CV risk : Ramipril vs Placebo

Blood pressure at baseline:
Placebo : 137/79 mmHg
Ramipril : 136/78 mmHg

- - --Placebo
0.084 | — Ramipril

0.061 e

Cumulative Risk

© Q9
8 o
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1 1

o
1

0 200 400 600 800 1000120014001600 JAMA 2001:286:1882-1885.
Days of Follow-up

No. at Risk
Placebo 2883 2867 2800 2765 2682 2645 2571 2497 1279

Ramipril 2837 2807 2772 2725 2672 2635 2571 2528 1317

Ramipril is associated with lower rates of new diagnosis of
diabetesin high risk individuals




Eﬂﬁs (9ramipril on cardiovascular and microvascular outcomes in people

with diabetes mellitus: results of the HOPE study and MICRO-HOPE substudy

Kaplan-Meier survival curves for participants with diabetes

Primary outcome All-causoe mortality
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Ramipril reduced CV events and overt nephropathy in people with diabetes.
The CV benefit was greater than attributable to decrease in blood pressure.

Lancet 2000;355:253-259.



e

» For the same blood
pressure control, is an
ARB better renoprotective
In type Il diabetic patients with
nephropathy?
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Iﬂ)P OTECTIVE EFFECT OF THE ANGIOTENSIN-RECEPTOR ANTAGONIST
IRBES

(IDNT trial

Blood pressure effect

180 —— |rbesartan

RTAN IN PATIENTS WITH NEPHROPATHY DUE TO TYPE 2 DIABETES

Outcomes

——B—— Amlodipine IREESARTAN  AMLODIPINE
-——a--- Placabn Group GROUP
VarwELE iN=579] (N=567]
Sy stolic . .
140 R PP Primary composite outcome — 189 (32.6) 233 741.1)
- - o -l e e
= ric. (%
T Donbling of serum creatinine 98 (169 144 i25.4)
= concentration
g End-stage renal disease B2 i14.2) 104 (18.3)
2 4204 Dreath trom any cause L aa ) l4.6)
E Secondary composite outcome — 138 (23.8) 128 (22.a)
a mo. (%
% Never received study medication 2003 Bil4)
S . Maan — no. (%t
~ - B ,
aa) = k= -.‘\_'5:.: Lost to follow-up — no. (%)E SRR 2004
Completed study without primary AB5 (66,5 332 (58.8)
outcome — no. (%)
Diastolic Mean duration of follow-up — a52 024
_L-__.-__. e ‘L“. dﬁllrs,ﬁ
I I T I T I I I 1
4] 5] 12 18 24 30 36 42 48 54

Months of Follow-up

The AT-ll-receptor blocker irbesartan protected against the progression of
nephropathy in type 2 diabetes independent of ist blood pressure lowering effect

N Engl J Med 2001;345:851-860.
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» For the same blood
pressure control, does an
ARB reduce better cardiac
morbidity and mortality
than amlodipine In
hypertensive patients at

high risk?
e
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r , The Valsartgn Anti-hyperte_nsive Long-term
Use Evaluation (VALUE) trial

Patients with treated or untreated hypertension and high risk for cardiac events

Study Design

V160 Cher hypertension d Valsartam Amladipine
+
HCTZ Erggmg| Patisnts on study medication n=TiEd9 r=T7 GG
V180 mg+ LT at primary endpoint including
HCTZ 125 mg ! stroke or at final visit for
Valsartan- LT [ patients withouwt avent
based regimen V180mg | S o (T population)
' ! I Valsartan 80 mg or amlodi pins & g 1243 (16-0%) 1583 (20.8%)
Velmg | o o L . Valsartan 160 mg or amlodipine 10mg 852 {11-1%) 1106 [(14.5%)
Stepl !Step 2 Eﬂﬂp 3 'Step 4 1 Step 5 Valzsartan 80 mg or amlodipines 1B2{21%) 329 (4.3%)
———————————————— a-----=--L-eo—-—- - Emg plus HCTZ
AEmg ! ! ! Valsartan 160 mg or amlodipine 1719 (22:6%) 1481 (10-5%)
""""" mmomsosrosoososmmmo=s A0 g plus HOTZ
Amlodipine- A 10 mg I Other combinations or dnigs 17E8(230%) 1270 [16-8%)
hased regimen A 10 mg+ ! Mo study therapy® 1048 (25.6%) 1810 (23.0%)
HOTZ 12Emgl L oo - Patients on concomitant therapy n=T&22 n=TE57&
fioT2 2E g {safety population)
ther hypertension d  ACE inhibitors 1674 (20-7%) 1481 (19-3%)
viei . N 5 . . c a blockers 1865 (24-4%) 1385 (18-3%)
Month 68 0 1 3 3 A B blekers 3655 (48-0%) 3295 (42.5%)
Diuretics as monotherapy 1023 013-4%) 1137 (150%)
Diuretics as part of combination therapy 318 (4-2%) 310 (4.2%)
Statins A6E3 (46-6%) 3516 (45-4%)
Aspirin EETO(7T34%) GROG (T2-7%)

Seresning  Randomization

Lancet. 2004;363:2022-2031



The Valsartan Anti-hypertensive Long-term
Use Evaluation (VALUE) trial

Blood pressure effect Outcomes
180 —— Valsartan-based regimen
7 Valsartanbassd regimen g 124 - Amlodipine-basad regimen
155 --m-- Amlodipine-bassd regimen E 1
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&
ER
E
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5 44
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£ 2-

Bl " HR=1-03; 95% | 0-94—1.14; p=0-49
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80 MNumber at risk . . .
75 T T L. - Sl L . - g G
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Amlodipine 15 185 qa1h Bl g0 g1 18 aed o 4P 0

Lancet. 2004;363:2022-2031

Valsartan was inferior in lowering blood pressure compared to amlodipine.
Cardiac disease did not differ between the treatment groups.
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» IS the combination of an
ACE inhibitor and an
ARB more effective than
the single drugs in high
CV risk patients?
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) Telmisartan, Ramipril, or Both in Patients at

High Risk for Vascular Events (ONTARGET)

Table 1. Baseline Characteristics of the Patients.*

Characteristic
Age —yr

Ramipril
(N=8576)

66.4+7.2

Telmisartan
(N=28542)

66.4+7.1

Combination Therapy

(N=28502)
66.5+7.3

|| Blood pressure — mm Hgt

141.5+17.4/82.1+10.4 141.7+17.2/82.1+10.4  141.9+17.6/82.1+10.4 |I

Heart rate — beats/min 6/7.9+12.2 63.0+£12.3 6/.7+12.2
Body-mass index 28.1+4.5 28.1+4.6 28.0+4.5
Cholesteral — mmol/liter
Total 4.9x1.1 4.9+1.1 5.0+£1.2
Coronary artery disease 63582 (74.4) 6367 (74.5) 6353 (74.7)
Myocardial infarction 4146 (48.3) 4714 (49.3) 4189 (49.3)
Angina pectoris
Stable 3039 (35.4) 2958 (14.6) 2960 (34.8)
Unstable 1257 (14.7) 1296 (15.2) 1264 (14.9)
stroke ortransient ischemic attacks 1805 (21.0) 1758 (20.6) 1779 {20.9)
Peripheral artery disease 1136 (13.2) 1161 (13.6) 1171 {13.8)
I Hypertensior 5918 (69.0) 5862 (68.6) 5827 (68.5)
Diabetes 3146 (36.7) 3246 (38.0) 1220 (37.9)
Left ventricular by pertrophy 1085 (12.7) 1120 (13.1) 1082 {12.7)
Microalbuminuriaq 929 (13.1) 923 (13.2) 929 (13.3)

N Engl J Med 2008;358:1547-509.



) Telmisartan, Ramipril, or Both in Patients at
High Risk for Vascular Events (ONTARGET)

Composite endpoint* Discontinuation of study medication
Combination
P Telmisartan Variable NoEe  (Nessd  (Nes%0
—— Ramipril aria (N=8576) [N=8542) (N=8502)
2 —— Telmisartan plus ramipril
& 0154 number (percent)
-% Total no. of discontinuationst 2099 (24.5) 1962 {23.0) 2495 (29.3)
T Feason for parmanent discon-
E 0.10- tinuation
'E Hypotensive symptoms 143 [1.7) 223 [.7) 406 [4.8)
£ 0.054 Syncope 15 {0.2) 13 (0.2) 23 (0.3)
0 Cough 160 (4.2) 93 (1.1 192 [4.6)
Diarrhea 12 {0.1) 13 {0.2) 19 (0.5)
0.00 :
0 : i 3' "1 5' Angicederna 25 {0.3) 10 {0.1) 13 (0.2)
Renal impairmant B0 (0.7) BE (0.8) 94 (1.1)

Years of Follow-up
* death from cardiovascular causes, myocardial infarction,
stroke, or hospitalization for heart failure.

Telmisartan and Ramipril or their combination are equally effective in
reducing cardiovascular events in high risk patients. However, the
combination of both is associated with more adverse events.
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» IS the lower the better?
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fEffept of Lower Targets for Blood Pressure and LDL

Cholesterol on Atherosclerosis in Diabetes (SANDS trial)

Differences in mean changes from baseline to 36 months

|
Baseline 36 mo®

| 1l 1l
Aggressive Standard Agaressive Standard

Welght, kg a0Esto 03 S0(88to9?)  91(89todd) 9185 tood)
EMI= G4(E5t05d) A332tosd) 34(353t035 0 B4 (ERtos44)
Walst, om 1100108 to 112) 110108 to 112) 111 (10910 113) 110 (108 to 112)
CRPmg/ld 2723t031) 280241033 220191027 33281058
IDEP.mmHy 74(73to7H) 76 (75to78) 6T (BBMES)  73(T2toT4)
SBP, mm Ho 128 (126 to 130)9133 (131 to 135)8 117 (115 to 118) 129 {128 to 130)

Elucoss, 1590151 to168) 155 (147 to 166) 169(158 to 179) 169 (158 1o 180)
mgsdl

HOL-C, 46 (44 1o 48) 46 (44 to 47) A8 (47 to &0 48 (47 to 50)
mgydl

LOL-C, 104 (100 to 108) 104 (00to108) 72E9t0 75 104 (109 to 105)
migfdl

Mon-HDL-C:, 138 (154 10 142) 140 135t 144) 102 (98 t0105) 138 (135 10 141)
mgedl

TC, ma'dl 184 (18010 188) 185 (181 to 190y 150 (14610 154) 187 (183 to 1940)

TCHDL-C, 42 Atodd) 4z2@d4todd) 3331034 40E39t04.2)
gl

Tﬂgh,rr:eﬂdads. 158 (149 to167) 168 (189te 177 1537 (153010 144) 1680 (1553 1o 168)
mgdl

Hemoglobin Ay, 8.2 (7 91t084) 79(76t081) B3BOWEE BZ2(TAt08E5

JAMA. 2008;299:1678-1689



fEffegt of Lower Targets for Blood Pressure and LDL
Cholesterol on Atherosclerosis in Diabetes (SANDS trial)

Changes in Left Ventricular Mass Index and Intimal Medial Thickness

Intimal medial thickness Left wantricular mass index
Al [ Decreass [mproved) &0
O Mo chargs
-— B Incresse fvorsaned) a0
o &
i -
E 404 % 40+
= =
i &
20 204
. . B =]
Stardard Treatrment Agogreasive Treatrment Starddard Trestrment Aggres:awe Traahﬂant
in=230) (n =224} fm = 2004 in=

JAMA. 2008;299:1678-1689

Reducing LDL-C and SBP to lower targets resulted in regression of carotid IMT
and greater decrease in left ventricular mass in individuals with type 2 diabetes.
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» IS thelr any upcoming

Innovation in the
treatment of hypertension?
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- J Das Renin-Angiotensin-Aldosterone-System

lACE- ACE Inhlbltorerﬂ CE
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Vasokonstriktion, Natrium Retention
Zellwachstum, Oxidativer Stress

Straessen, JA et al. Lancet, 2006;368:1449-1456




) Blood pressure lowering activity of the renin
Inhibitor Aliskiren in hypertensive patients

Lancet, 2007:370:221-229

M0y —O— Placebo
— ' Allskiren

105 = —{+— valsartan
— i — - Aliskirenfvalsartan

160
—{+— Placebo

—— Aliskiren
135 —L— Valsartan

— <—- Aliskirenvalsartan
150 N

145 LY -

140 O o ——=p]

135 TTO———

Mean sitting systolic blood pressura {mm Hg)
-
-
e
|
|
|
9
| |
Meaan sitling diastolic blood pressure (mm Ha)

Week Week

Aliskiren is as effective as the Valsartan in reducing blood pressure.
The combination is even more effective. However, outcome data will determine
whether Aliskiren will add additional benefit over current standard treatment




(Anﬂ-hypertensives recommended in sub-populations

Prompt blood-pressure control in hypertensive patients
at high CV risk is of major importance !

¢ Elderly (age >65)
[ Diuretics, Calcium channel blockers
¢ Patients with Cardiac Diseases
» Left ventriculat hypertrophy
[ ACE-inhibitors, Calcium channel blockers

» Coronary Heart Disease
[ B-blocker

» Post-myocardial infarction
[ B-blocker, ACE-inhibitors
» Heart Failure
[ ACE-inhibitors, diuretics, carvedilol, bisoprolol

® Renal insufficiency
[ ACE-inhibitors, Angiotensin-Il receptor blockers

¢ Diabetes mellitus (diabetic nephropathy)
[ ACE-inhibitors, Angiotensin-Il receptor blockers
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- ) Strategies in drug treatment of hypertension

Intention-to-treat with anti-hypertensives

}

Monotherapy

(evtl. with higher dose)

L@

A 4

Combination therapy

in low dose
(2 drugs)

v \ 4

\ 4

Other Monotherapy
(evtl. with higher dose)

Combination therapy

in low dose
(2 drugs)

Combination therapy
(3 drugs)




—

|
Amilodipine v Lisinopril vs

Chlorthalidone Amlodipine Lisinopril Chlorthalidone Chlorthalidone

Mo, of palrt'rc'pants (%a)

Baseline 11273 (F3.5) ©648 (f3.5) 6752 (74.6)

2 Years 5980 (39.2) 3506 (38.7) 3333 (36.8)

4 Years 4972 (32.8) 2954 (32.8) 2731 (30.2)
Mean (SD)

Baseline 123.5(58.3) 1231 (B7.0) 122.9(88.1) 54

2 Years 127.6(59.2) 1224 (84.2) 1208 (24.0) <001

4 Years 126.3 (55.6) 123.7 (82.0) 121.5(81.3) 002
=126 mg/dlL, Mo. (%)

Baseline 3258 (289 1941 (29.2) .55

2 Years 1967 (32.8) 1048 (29.9) <.001

4 Years 1626 (32.7) 801 (20.5) <.001

Fasting Glucose Among Nondiabetics With Baseline Fasting Glucose <126 mg/dL

Mo, of participants (%)

Baseline 6765 (100) 3954 (100)
2 Years 3074 (45.4) 1787 (45.2)
4 Years 2606 (40.3) 1567 (39.5)
Mean (SD)
Baseline 931 (1.7} 93.0(11.4) 45
2 Years 102.2 (27.1)  99.0(22.5) <.001
4 Years 104.4 (28.5) 103.1(27.7) 100.5(19.5) <.001
=126 mg/dL, No. (%)
2 Years 2095 (9.6) 132 (7.4) <.001
4 Years 302 (11.6) 154 (9.8) <.001

JAMA, 2002;288:2981-2997




(Chrbnic Kidney Disease — Multiple Pathologies

The Chronic Kidney Disease Epidemics

\ Renin-angiotensin /

Oxidative stress activation gjeyated blood glucose
Inflammation /AGE* formation

KIDNEY

Abnormal glomerular permeability

B NHANES Ill survey {Mean age - 45 years)

H Groningen (Mean age - 49 years)

Prevalence rate (%)

e Glomerular hypertrophy _ — _ _
. FibrOSiS Mild CKD Moderate CKD Severe CKD Kidney failure
e Tubular necrosis
CHRONIC KIDNEY DISEASE
Confidential Cﬂ‘

Sanofi-aventis R&D/E. Topol meeting —New York— 12 September 2008 34 59%!55
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Patients receiving antihypertensive treatment (%)

No of antihypertensive drugs:
i 3 2 1 0

Captopril

' L —

100

80

60

40

20

UK Prospective Diabetes Study G ;317:713-720
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50
—— Less tight blood pressure control
— Captopril | T
40 —— Atenolol }P = o

Patients with events (%)

0 1 2 3 4 5 6 7 8 9

, , Years from randomisation
No of patients at risk:

Captopril 400 327 257 124
Atenolol 358 314 237 112
UK Prospective Diabetes Study Group, BMJ 1998;317: C/)
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— Captopril

/ —— Atenolol

202
=
% Microvascular (P = 0.30) Myocardial infarction (P = 0.35)
=
=
£
$
g
4 0.1
S
B
o
g
o

0.2

Stroke (P =0.74) Heart failure (P = 0.66)

0.1

o 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years from randomisation Years from randomisation

UK Prospective Diabetes Study Group, BMJ 1998
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Proportion of patients with events
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Vorführender
Präsentationsnotizen
IRMA 2 is a positive study, demonstrating a 70% risk reduction for the primary endpoint (prevention or slowing of progression to overt diabetic nephropathy), independent of the effects of irbesartan on systemic blood pressure.

A clear dose response is observed in IRMA 2 for the primary endpoint.1  The irbesartan 150 mg group demonstrates a 39% relative risk reduction (RRR) vs. the control group (placebo in addition to other nonexcluded antihypertensive therapies) in the development of overt proteinuria (urinary albumin excretion rate [AER] > 200 g/min, or 300 mg/day, and an increase of urinary AER from baseline by at least 30%), p=0.08.  The irbesartan 300 mg group demonstrates a highly significant 70% RRR vs. the control group, p<0.001.  The Kaplan-Meier curves separate at the first visit (at 3 months) and continue to diverge.
After adjustment for the baseline level of microalbuminuria and the achieved blood pressure during the study, the benefits of irbesartan in slowing progression to overt proteinuria are still present:  RRR of 44% for irbesartan 150 mg vs. the control group (p=0.05); RRR of 68% for irbesartan 300 mg vs. the control group (p<0.001).

1 Parving et al, 2001a.
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