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ES-2

Morbidity by Baseline Demographics

(Val-HeFT)
N Favors valsartan Favors placebo
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Demographics
<65yr 2,660 S
> 65 yr 2,350 —
Male 4,007 ——
Female 1,003 .
White 4,526 ——
Black 344 ®
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Morbidity by Baseline Disease
Characteristics (Val-HeFT)

ES-3

Etiology/Comorbidity

IHD (yes)

IHD (no)

Diabetes (yes)
Diabetes (no)
Disease severity
NYHA II

NYHA Ill/IV

EF > 27

EF < 27
LVIDD/BSA < 3.57
LVIDD/BSA > 3.57

2,865
2,145
1,276
3,734

3,095
1,910
2,623
2,385
2,505
2,505

Favors valsartan

O

Favors placebo
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N Favors valsartan Favors placebo

ACEI (no) 366 y

ACEI (yes) 4,644 y

Beta-blocker (no) 3,260 ¢

Beta-blocker (yes) 1,750 o

ACEI (no), BB (no) 226 ¢ Interaction
ACEI (yes), BB (no) 3,034 . ade Bl oS
ACEIl (no), BB (yes) 140 °

ACEI (yes), BB (yes) 1,610 O
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N
ACEI (no) 366
ACEI (yes) 4,644

Beta-blocker (no) 3,260
Beta-blocker (yes) 1,750

ACEI (no), BB (no) 226
ACEI (yes), BB (no) 3,034
ACEIl (no), BB (yes) 140
ACEI (yes), BB (yes) 1,610

Favors valsartan

Favors placebo

Interaction
P value = .0011
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Valsartan
N=2511
Groups
ACEI (yes) 2,326
ACEI (no) 185
BB (yes) 867
BB (no) 1,644
Subgroups
ACEI (no), BB (no) 112
ACEI (yes), BB (no) 1,532
ACEI (no), BB (yes) 73

ACEI (yes), BB (yes) 794
All except ACEI (yes), BB (yes)
1,717

*P < .05.
§Cox regression.

Placebo
N =2,499

2,318
181
883

1,616

114
1,502
67
816

1,683

Morbidity, %

Val

29.1
24.9
25.0
30.8

27.7
31.0
20.5
254

30.3

Plc

31.2
42.5
22.9
37.1

47.4
36.3
34.3
PARY)

37.0

Hazard
ratio$

0.901
0.560
1.112
0.794

0.561
0.817
0.578
1.185

0.785

Log-rank

95% CI P value

(0.812,1.001)  .096
(0.385,0.813)  .0002*
(0.917,1.347)  .343
(0.705,0.894)  .0001*

(0.357,0.879)  .003*
(0.722,0.924)  .002*
(0.294,1.137)  .037*
(0.969,1.450) 104

(0.698, 0.882) .00003*
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Valsartan Placebo

% at % started % at % started

Nat end- Nnotat during Nat end- Nnotat during

BL point BL trial BL  point BL trial
ACE inhibitors 2,326 90.3 185 16.3 2318 93.5 181 16.7
Beta-blockers 867 923 1,644 13.0 883  92.0 1,616 16.5
Diuretics 2154 94.6 357 31.4 2128 96.0 371 31.3
Nitrates$ 986 86.5 1,525 10.0 957 86.7 1,542 12.6
Spironolactone 124 65.9 2,387 8.1 126 75.4 2,373 12.5

§Includes both long- and short-acting nitrates. U) NOVARTIS



— Valsartan N = 185
Placebo N = 181

Risk reduction = 33.1%
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0 3
Patients at risk
Months 0
Valsartan 185
Placebo 181

P value (log-rank): 0.0171
Hazard ratio (Cox model): 0.6694
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Time since randomization, months

6 12 18 24
177 168 131 100
165 160 122 76
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— Valsartan N = 185
Placebo N = 181

Risk reduction = 44.0%

0.4 |
0 3
Patients at risk
Months 0
Valsartan 185
Placebo 181

P value (log-rank) = .0002
Hazard ratio (Cox model): 0.560

| [ [
6 9 12 15 18 21 24
Time since randomization, months

6 12 18 24
168 159 120 85
148 132 99 58
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Left Ventricular Ejection Fraction el

LSM Change From Baseline at Endpoint by
Cotherapy Subgroup (Val-HeFT)

Ml Valsartan
N [ Placebo
ACEI (no), BB (no) 102 P = .251
ACEI (yes), BB (no) 1,396 P =.00033*

1,402

ACEI (no), BB (yes) g; P = .0081*
ACEI (yes), BB (yes) ;gg P = 655
All except 1 565 P =.00002*
ACEI (yes), BB (yes) 1,560
[ I I |
) p 4 6

* Least square mean change from BL in LVEF, %
P < .05. > NOVARTIS



LVEF by ACE Inhibitor/Beta-blocker e
Subgroups Least Square Mean Change
from Baseline at Endpoint (Val-HeFT)

6 - M Valsartan @O Placebo

P = .655 P =.00002* P =.00075*

LSM change from BL, %
w

0 I I I
A (Y) B(Y) All subgroups except Overall
A (Y) B (Y)
735 776 1,565 1,560 2,300 2,336

*Statistically significant at P < .05. U) NOVARTIS



N O Placebo B Valsartan

P =.01403*
ACEI (no), BB (no) 102 I - -
101
ACEI (yes), BB (no) 1:391 fh.oom*
(ves), BB ( )1,398 :
AGEI (no), BB (yes) o2 I - - 00807
ACEI (yes), BB (yes) 5o P = 19575

All except 1,561
ACEI (yes), BB (yes) 1,555

P =.00003*

|

-0.18 -0.08 0.02
LSM change from BL in LVIDD/BSA, cm/m?

) NOVARTIS

*Statistically significant.



LVIDD by ACE Inhibitor/Beta-blocker e
Subgroups Least Square Mean Change
from Baseline at Endpoint (Val-HeFT)

£ 0.00
£
o
)
5
& -0.10 - P =.00003* P = .00002*
“g’, P =.196
8 -0.15 -
; M Valsartan [ Placebo
@ -0.20 -
A (Y) B(Y) All subgroups except Overall
A (Y) B(Y)
733 776 1,561 1,555 2,294 2,331

*Statistically significant at P < .05. U) NOVARTIS
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LSM Change in Minnesota LHFQ Overall
Score by Baseline Cotherapy Subgroups at
Endpoint (Val-HeFT)

N

B Valsartan
O Placebo

ACEI (no), BB (no) 73 P = .28938
68

ACEIl (yes), BB (no) 957
947

P =.00059*

ACEIl (no), BB (yes) 39 P = .14905

29
ACEI (yes), BB (yes) 435 P = .64729
462

All except 1,069

ACEI (yes), BB (yes) 1,044 P = .00020"

Least square mean change
*Statistically significant at P < .05. U) NOVARTIS
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QOL Overall by ACE Inhibitor/
Beta-blocker Subgroups Least Square Mean
Change from Baseline at Endpoint (Val-HeFT)

g 2o - M Valsartan [ Placebo P= 0002* P = .00494*
7]
T 15 -
a
I 1.0 -
o
5 09 P = .647
Cel '
(o)}
c
S .05-
(&
= 1.0 -
- A (Y) B (Y) All subgroups except Overall
A (Y) B(Y)
435 462 1,069 1,044 1,504 1,506

*Statistically significant at P < .05. U) NOVARTIS
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NYHA Class by ACE Inhibitor/Beta-blocker
Subgroups at Endpoint (Val-HeFT)

M Valsartan O Placebo

30 -

25 _ P = .499 P =.000003* P <.001*
X 20 -

)
E, 15 -
o 10 -
5 _
0 _
Improved Worsened Improved Worsened Improved Worsened
A (Y) B (Y) All subgroups except Overall
A (Y) B(Y)
N= B790 ™811 1,704 01,673 2,494 [02,484

*Statistically significant at P < .05. U) NOVARTIS
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Mortality by ACE Inhibitor/Beta-blocker
Subgroups (Val-HeFT)

M Valsartan [ Placebo

30 -
HR =.924
P=.192 HR =1.02
P = .801
° i HR =1.421
= 20 P =.009
i
k5
©
o 10 -
0 _ I I
A (Y) B (Y) All subgroups except Overall
A (Y) B(Y)
794 816 1,717 1,683 2,511 2,499
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Morbidity by ACE Inhibitor/Beta-blocker
Subgroups (Val-HeFT)

60 - B Valsartan [ Placebo
50 - HR =.785
° P =.00003 HR = .868
=~ 4041 HR=1.185 P =.009
(2]
E 30 - P=.104
o 20 -
10 -
0 I I I
A (Y) B(Y) All subgroups except Overall
A (Y) B(Y)
794 816 1,717 1,683 2,511 2,499
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Benefit on morbidity was seen in patients
using ACE inhibitors or beta-blockers, but
not both
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