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The randomized placebo-controlled trial,

Treatment Of Preserved Cardiac Function Heart
“ Failure with an Aldosterone Antagonist (TOPCAT)

CrpaHa KonnuectBo KonnuectBo
nauuMeHTOB LLeHTPOB
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Kanana 326 35
bpa3zuiaus 167 17
APpreHTHHA 123 18




Habop nayueHTOB

* HauMoHanbHbLIN KOOPAUHATOP

* PerynsipHbI KOHTAKT C N1aBHbIMU
nccnepoBaTeNnAIMm

e MoTBauuOHHbIE NNCbMA
uccaeaoBaTesIim

* [Ipeano>xeHns CNOHCOPY MO OTKPbITUIO
HOBbIX LLeHTPOB

* [Ipeano>xeHns CNOHCOPY NO MOTUBALUU
nccaegoBaresien
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Spironolactone for Heart Failure with Preserved Ejection Fraction

Bertram Pitt, M.D., Marc A. Pfeffer, M.D., Ph.D., Susan F. Assmann, Ph.D., Robin Boineau, M.D., Inder S. Anand, M.D.,
Brian Claggett, Ph.D., Nadine Clausell, M.D,, Ph.D, Akshay S. Desai, M.D., M.PH,, Rafael Diaz, M.D,
Jerome L. Fleg, M.D,, Ivan Gordeev, M.D., Ph.D,, Brian Harty, M.A, John F. Heitner, M.D., Christopher T. Kenwood, M.S,
Eldrin F. Lewis, M.D., M.PH., Eileen O'Meara, M.D,, Jeffrey L. Probstfield, M.D., Tamaz Shaburishvili, M.D., Ph.D.,
Sanjiv ). Shah, M.D., Scott D. Solomon, M.D., Nancy K. Sweitzer, M.D., Ph.D,, Song Yang, Pn.D.,
and Sonja M. McKinlay, Ph.D,, for the TOPCAT Investigators*
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Regional Variation in Patients and Outcomes in the
Treatment of Preserved Cardiac Function Heart Failure
With an Aldosterone Antagonist (TOPCAT) Trial

Marc A. Pfeffer, MD, PhD; Brian Claggett, PhD; Susan F. Assmann, PhD: Robin Boineau, MD;
Inder S. Anand, MD; Nadine Clausell, MD, PhD; Akshay S. Desai, MD, MPH;
Rafael Diaz, MD; Jerome L. Fleg, MD; Ivan Gordeev, MD; John F. Heitner, MD;
Eldrin F. Lewis, MD, MPH; Eileen O’Meara, MD; Jean-Lucien Rouleau, MD;
Jeffrey L. Probstfield, MD; Tamaz Shaburishvili, MD, PhD; Sanjiv J. Shah, MD:
Scott D. Solomon, MD; Nancy K. Sweitzer, MD, PhD; Sonja M. McKinlay, PhD; Bertram Pitt, MD

Background—Treatment of Preserved Cardiac Function Heart Failure With an Aldosterone Antagonist (TOPCAT) patients
with heart failure and preserved left ventricular ejection fraction assigned to spironolactone did not achieve a significant
reduction in the primary composite outcome (time to cardiovascular death, aborted cardiac arrest, or hospitalization for
management of heart failure) compared with patients receiving placebo. In a post hoc analysis, an =4-fold difference was
identified in this composite event rate between the 1678 patients randomized from Russia and Georgia compared with the
1767 enrolled from the United States, Canada, Brazil, and Argentina (the Americas).

Methods and Results—To better understand this regional difference: in clinical outcomes, demographic characteristics of
these populations and their responses 0 spironolactone were explored. Patients from Russia/Georgia were younger, had

; - saldliittali L Elin hiin ke e masanardial infarction or a hosnitalization
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Clinical Outcomes by Region
(Irrespective of Treatment)

TOP AT

Funded by the NHLBI

Americas Russia/Georgia Regional
QOutcome _
N=1767 N=1678 Difference
_ 522 (29.5%) 149 (8.9%)
Primary Outcome <0.001
[11.5] [2.4]
_ 223 (12.6%) 113 (6.7%)
CV Mortality <0.001
[4.3] [1.8]
Hospitalization for | 400 (22.6%) 51 (3.0%)
_ <0.001
Heart Failure [8.8] [0.8]
Aborted Cardiac
6 (0.3%) 2 (0.1%)
Arrest
_ 385 (21.8%) 141 (8.4%)
All-Cause Mortality <0.001
[7.1] [2.1]

[rate per 100 patient-years]

Circ 2014. Epub ahead of print
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Cum Hazard

He Te manmuenTn1???

- 1Spironolactone
T Placebo
BNP not available
08 .
Americas
05
0.4
0 Russia / Georgia
g
) ] ] ] 1 1 1
00 100 200 300 400 500 6.00

Time to Primary Endpoint or Censor (calculated)

Cum Hazard

I Spironolactone

BNP available

089

089

047

0.09

Americas

Russia / Georgia

T T T
1.00 200 300 400

8-

Time to Primary Endpoint or Censor (calculated)




narHoctmka XCH-cPB

KAnHM4Yeckmne cMmnTombl cepaevyHomn
HeAO0CTAaTOYHOCTM

. HopmanbHasa ¢ppakyma Belbpoca neBoro
XenyAo0uKa

[pu3Hakmn ancoyHkumm paboTbl cepaua



KpuBble BbixnBaemocTtn KanaaHa-Meunepa
B 3aBUCMMOCTU OT DXO-KI™ HapyweHun

—  Sbnormal
— rmal

- xoTsl 6bl 04HO HapyLweHue HeT HapyLeHWA

MnepTpodusa mmokapaa JIK Anactonnueckas aucpyHkuymsa JIXK

KoHueHTpuueckoe pemogennposaHue JIDK JlerouHas runepTeH3us



PesynbtaTthl 2XO K[

% nauneHTOB Yy KOTOPbIX eCTb gaHHble DXO
. US—-41%

2. Canada — 30%

3. Brazil — 25%

4. Russia —22%

5. Argentina — 22%

6. Republic of Georgia — 6%



PesynbtaTthl 2XO K[

% nccnepoBaHnm 6e3 UBETHOIO
A,0MN/1epOBCKOro NCC1e[0BaHNS

I. Canada — 0%

2. US - 2%

3. Brazil — 21%

4. Argentina — 28%

5. Russia — 30%

6. Republic of Georgia — 87%



PesynbtaTtbl X0 KI

% nccnefoBaHUM C U3SMEPEHMEM MHTErpasa
JIMHEMHOM CKOPOCTM B BblHOCALWEeM TpakTe MK

I. Canada — 74%
2. US - 62%
3. Russia — 22%

4. Brazil — 7%

5. Argentina — 0%

6. Republic of Georgia — 0%



PesynbtaTthl 2XO K[

% 60/1bHbIX 6e3 IXO-KI HapyweHun
. US — 4%

. Canada — 7%

. Brazil — 7%

2
3
4. Argentina — 14%
5. Russia — 20%
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ent of Preserved Cardiac Function Heart Failure with an Aldosterone Antagonist
I tnal, patients with heart failure and preserved ejection fraction were randomily

i ts who were enrolled in the trial in the Ameticas (Umted States, Canada. Brale and
gentina) and the patients who were enrolled in Russia and Georgia, and these differences
have aroused concerns about study conduct at the Russian and Georgian sites.”



[lepenncka MHULMATUBHOU rPyMnbl

Medical Adviser’s Group (MAG)

www.mdwrt.com

Date : 2017-05-03
HanucaH 3anpoc B agpec KoppecrnoHanpylouiero
aBTopa, Simon de Denus ¢ npocbb60 0 gaHHbIX

Monday, May 8, 2017
Mony4eH OoTBET, 4TO NMCbMO nNepeHanpaeneHo Drs
Pfeffer and Rouleau

Wednesday, May 10 2017

BcemM yyacTHMKaAM neperimckm oTrnpasneHo
obbACHEHNEe, Y“TO MMEeHHO Mbl cobupaemcs
NOCMOTPETL , A1 TOro, YTobbl HepopManbHO
HaAaNoOMHUTbL O 3anpoce.

Monday, May 15, 2017
Bcem otnpaeneH Bonpoc, NonyuYunn nu agpecartbl
NMUCbMO.

Wednesday, May 17, 2017

B kKonun Bce y4acTHUKN Nepernmckn.

3apaH sonpoc Simon de Denus 0 TOM, HET N1 Y Hero
OPYIrMx KOHTaKTOB, B CBA3MN C TEM, 4YTO T€, KOTOPbIE OH
ykKasan , He oTBe4alor.

Ha mMmomeHT 21 Masa oTBeTa He NnosyyeHo.
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Anpecarbl

 Simon.Dedenus
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Jean.Rouleau
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J.C. Tardif
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* J.Fleg

« S.de.Denus
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 J.Fleg
 B.Pitt
 M.Pfeffer



-i- Enrollment

3138 Tomsk Valentin Markov

3120 Gatchina Lyudmila Ermoshkina 164
3122 Saratov Yury Shvarts 107
3114 Moscow Ivan Gordeev 106
3124 Yaroslavl Oleg Khrustalev 64
3117 Kemerovo Olga Barbarash 48
3129 Saint-Petersburg Maria Butomo 46
3126 Saint-Petersburg Nina Bessonova 36
3105 Saint-Petersburg Alexander Filippov 35
3123 Saint-Petersburg Alexey Panov 34
3145 Voronezh Marina Giorgadze 32

3125 Yaroslavl Nataliya Shilkina 31



' PaccnepgoBaHmMe MHULMATUBHOM FPynnbl
‘ Medical Adviser’s Group (MAG)
www.mdwrt.com

Valentin Markov

Lyudmila Ermoshkina 164 164
Yury Shvarts 107 107
Ivan Gordeev 106 106

Oleg Khrustalev 64 63
Olga Barbarash 48 49
Maria Butomo 46 48
Nina Bessonova 36 37
Alexander Filippov 35 35
Alexey Panov 34 34
Marina Giorgadze 32 32

Nataliya Shilkina 31 31
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Frequency of temporary discontinuation (for both Spironolactone and Placebo)

Country WK04 WKO08 MN04 MNO8  MNI2

USA  2.6% 3.2% 3.5% 2.8% 2.8%

Canada 2.8% 0.9% 2.5% 0.6% 3.0% 3.5%

Russia  0.6% 0.6% 0.6% 1.3% 1.9% 3.0%

< Georgia 0.0% 0.0% 0.0% 00%  0.0%>

Argentina  2.5% = 3.1% @ 13% @ 2.6%  2.0% 2.5% 1
Brazil 33%  17%  17%  09%  0.9% 2 0% -
m USA & Canada
USA & Canada  2.6%  27%  33%  23%  2.8% 1.5% 1 B Russla
Russia 0.6% = 0.6%  06% 13%  1.9% 1.0% -
Fisher's Exact Test, p-value  0.000  0.000 0000  0.091  0.167 3
0.0% -

WK04 WK08 MN04 MNO8 MN12

Frequency of temporary discontinuation, all patients

Frequency of temporary discontinuation (Spironolactone only)

Country WKO04 WK08 MNO4 MNO§  MNI2
USA 29% @ 40% @ 40% @ 21% @ 2.6%
Canada 43%  12%  3.1%  13%  2.6% 4.5%
Russia  0.4% 0.8% 0.6% 1.4% 1.2% 4.0%

< Georsia  0.0%  00%  0.0%  00% @ 00% > | 35%

Argentina  2.4% 6.1% 2.5% 0.0% 2.6% 3.0% -

Brazil 4.8%  16%  32%  00%  1.7%

Frequency of temporary discontinuation, Spironolactone

=34 B USA & Canada
USA& Camada 32%  34%  38%  19%  26% | %7 —
Russia 04%  08%  06%  14%  12% 1% 1
Fisher's Exact Test, p-value  0.000  0.003  0.000  0.650  0.138 1.0% -
0.5%
0.0%

WK04  WKO8  MNO4  MNO8  MNI2
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