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List Results Refine Search Results by Topic Results on Map Search Details

Found 3784 studies with search of: Stem Cells

Hide studies that are not seeking new volunteers. =4 Display Options
Hide studies with unknown recruitment status.

Rank Status Study

1 Active, not Umbilical Cord Mesenchymal Stem Cells Infusion for Ulcerative Colitis
recruiting Conditions: Ulcerative Colitis; Mesenchymal Stem Cells; Umbilical Cord
Intervention: Biological: Umbilical Cord Mesenchymal Stem Cells

2 Active, not Umbilical Cord Mesenchymal Stem Cells Infusion for Initial Type 1 Diabetes Mellitus
recruiting Conditions: Diabetes Mellitus; Diabetes Mellitus, Type 1; Mesenchymal Stem Cells; Umbilical Cord
Intervention: Biological: umbilical cord mesenchymal stem cells

3 Mot yet Umbilical Cord Mesenchymal Stem Cells Infusion Via Hepatic Artery in Cirrhosis Patients
recruiting Conditions: Liver Cirrhosis; Radioclogy; Mesenchymal Stem Cells; Umbilical Cord
Interventions: Biological: umbilical cord Mesenchymal Stem Cells; Drug: Conserved therapy

4 Terminated The Application of Cultured Cornea Stem Cells in Patients Suffering From Corneal Stermn Cell Insufficiency
Condition: Unilateral Limbal Stem Cell Insufficiency
Intervention: Procedure: Transplant of cultured limbal stem cells on cormnea

5 Mot yet Umbilical Cord Mesenchymal Stem Cells Injection for Diabetic Foot
recruiting Conditions: Diabetic Foot; Critical Limb lschemia; Mesenchymal Stem Cells; Umbilical Cord
Interventions: Biclogical: umbilical cord mesenchymal stem cells; Drug: Standard Therapy
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From: Current status and perspectives on stem cell-based therapies undergoing clinical trials for regenerative medicine:
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KNeTO\uHbIE I'IpO,EI,yKTbI .
e Thermo Fisher Scientific

 BD Biosciences, a Division of Becton
Dickinson

* Merck KGaA

* Miltenyi Biotec

e STEMCELL Technologies

* Lonza Group

* Clontech (a Takara Bio Company)
* GE Healthcare Life Sciences
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Clinical research on regenerative medicine

Project Acronym

TREGeneration
RETHRIM
SCIENCE
ADIPOAZ2
SCOBOD6

ARISE

NISCI
BOOSTB4
RESSTORE
SEPCELL
TETRA
BetaCellTherapy
BIO-CHIP

T,

(2014 - 2015) / sor-

Area covered/Condition

GvHD (chronic)
GvHD (acute)

Ischemic heart disease

Osteoarthritis
Spinal cord injury
Heart valve

Spinal cord injury

Osteogenesis imperfecta

Stroke

Sepsis

Trachea (severe airway disease)

Type-1 diabetes

Knee cartilage injury

Approach/Technology

Allogeneic Treg lymphocytes
Allogeneic MSC (bone marrow-derived)
Allogeneic adipose-derived MSC
Autologous adipose-derived MSC
Recombinant growth factor + device
Allogeneic decellularized aortic valve
Antibodies against Nogo-A

Allogeneic MSC (fetal-derived)
Allogeneic adipose-derived MSC
Allogeneic adipose-derived MSC
Autologous MSC + decellularized trachea scaffold
Encapsulated progenitor cells (hESC-derived)
Autologous nasal chondrocytes

"To allow an adequate coverage in the field of regenerative medicine,
proposals should take into account the projects previously funded under
this topic in Horizon 2020"

HORIZOMN 2020

ﬂ European
Commission
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1 Recruiting  "ESTIMATION Study" for Endocardial Mesenchymal Stem Cells Implantation in Patients After Acute Myocardial
Infarction

Conditions: Acute Myocardial Infarction; Heart Failure
Intervention: Procedure: PCl and Stem Cells or Placebo injections
Phase: Phase 3
Sponsor: Meshalkin Research Institute of Pathology of Circulation

2 Recruiting  Safety and Efficacy of Allogeneic Mesenchymal Stem Cells in Patients With Rapidly Progressive Interstitial Lung

Disease
Conditions: Idiopathic Interstitial Pneumonia; Interstitial Lung Disease; Idiopathic Pulmonary Fibrosis
Interventions: Drug: Bone marrow mesenchymal stem cells; Drug: Placebo
Phases: Phase 1/Phase 2
Sponsor: Federal Research Clinical Center of Federal Medical & Biological Agency, Russia
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Intervention: Procedure: PCI and Stem Cells or Placebo injections
Study Type: Interventional
Phase: Phase 3
Sponsor: Meshalkin Research Institute of Pathology of Circulation

2 Recruiting Safety and Efficacy of Allogeneic Mesenchymal Stem Cells in Patients With Rapidly Progressive Interstitial Lung
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Interventions: Drug: Bone marrow mesenchymal stem cells; Drug: Placebo
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CraHpapT KanHuuecknx UccneposaHni

CooTBeTCTBME UCCeA0BaHNA 3TOMY CTaHAAPTY rOBOPUT O NYOB/INYHOM
cobnogeHnu:

NpaB Y4aCTHUKOB MCCNe0BaHMA;
npaBua No obecneyeHmo x 6e3onacHOCTY;
CTPEM/IEHMA K HEHAHECEHUIO Bpeaa;
TpeboBaHWI K AOCTOBEPHOCTM UCCeA0BaHUN.
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OcobeHHOCTH paHHUX da3 KU BuomeamnuymuHckoro

KNETOYHOro NPoAYyKTa

BONbLWNHCTBO KAWMHUYECKUX nccneaoBaHuUin GUHaAHCUPYIOTCA
aKaeMNYEeCKMMMN NHCTUTYTaMU UAN MANEHBKUMU- CPEeaHMMMU
BMOTEXHOIOTMYECKMMM KOMMAHUSMMU.

B ¢da3e | KAMHMYECKOro nccnegoBaHMA He y4acCTBYHOT 340POBbIE
n006poBONbLbI .

ObLulee KONM4ectBo NALMEHTOB Y4YacTBYIOLLUMX KAUHUYECKUX
nccnefoBaHMAX MeHblle Yyem B papMaKo/Iormyeckmnx NnpoeKTax

- ¢a3al 10-40 naumeHTOB
- ¢a3a ll 20-100 naumeHTOB
- das3alll 120-500 naumeHTOB

OAHOKpaTHOe BBeAeHMe CTBOJIOBbIX KNEeTOK NauueHTam,
BK/IFOYEHHbIM B KIMHUYECKMe uccresoBaHus.

I'Ipe,u,nhoMTeano nocnenoBartesibHoe Br/iro4YeHne nauneHToB 414
KOHTPOJ/1A HeXe/1aTEJ/IbHbIX ABJIEHUN U KOHTPOJ1IA PUCKOB.



OcobeHHOCTU paHHUX a3 KU
6uoMeaUUMHCKOro KNeTOMHOro NPoAyKTa

cneundurueckne buonornyeckme o0cCo6eHHOCTU N PUCKMU
NPUMEHEHUA KNETOUYHbIX NPOAYKTOB:

» - TeTeporeHHOCTb W BO3MOHOCTb PUCKa HeaaeKBaTHOM
AMdPepeHUMpPOBKN CTBONOBbLIX KNETOK B OMYX0/b |
TepaTomy) u Ta..

> MEXaHN3M AENCTBUA U NYTU MUTPALMM CTBONOBbIX K/IETOK
4acTo He NpeacKa3yembl .

> MMKPOBMONOrMyeckas KOHTaMUHaLUKA .

> BapmnabenbHOCTb AOHOPOB BeAET K Pa3/IMYHOMY OTBETY

Ha Tepanutlo B NaaHe 3dPEeKTUBHOCTU U MMMYHHOIO OTBETQ,
CMMMNTOMOB.

> PUCKMN CAMUX XUPYPTrUYECKUX MAaHUNYAALUA Npwn
NnpoBeAEeHNN TePanmMnU CTBOJIOBbIMU KNETKaMM.



OcobeHHOCTU paHHUX a3 KU
6uoMeaUUMHCKOro KNeTOMHOro NPoAyKTa

HeobxoammocTtb GOpPMUPOBAHMNA HKECTKOU
Nnporpammbl MOHUTOPUHIA HeXenaTenbHbIX
3P PEKTOB, YETKMX KPpUTEPUEB MPUOCTAHOBKMU
M NpeKkpaLlLeHna nccaeaoBaHuA.

BaxkeH nepuoa nocneayowero HabnogeHus
C MOHUTOPUHIOM MOKa3aTteseun
3PpPeKTUBHOCTU U Be30NacHOCTU NOCE
3aBepLUeHMA KIMHNYECKOTO NCCNea0BaHuUA .



fnobanunsauma KAMHNYECKUX
nccnenoBaHUM

MeKXpermoHanbHble pas3nnyuua
- UCXOAHbIe XapPaKTEePUCTUKU NaUUEHTOB
- pa3InyHble ucxoabl

yBennyeHume Yyncna HeyaavHbIX
nccnepoBaHUM Ha no3gHuMx ¢asax
pa3paboTKu

UHcneKkuun FDA
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EDITORIAL

Geographic variation in heart failure trials:

time for scepticism?

Bertram Pitt1* and Mihai Gheorghiade?

1Unh'ur:-lq'u'|' Michigan School of Medidne, Ann &rbar, M1, US4 and I Centor of Cardir Innovation, Mortwester Fainbarg School of Medidne, Chicagn, IL, LSA

This editorial refers to ‘International differences in clini-
cal characteristics, management, and outcomes in acute
heart failure patients: better short-termn outcomes in
patients enrolled in Eastern Europe and Russia in the PRO-
TECT trial,' by R.). Mentz et al., published in this issue on
pages 614-824,

Randomized trials that affect regulatory approval, guideline, and
third party payer conziderations in patients with cardiovascular dis-
ease have increazingly reguired a relativaly large number of patients
and reliznce upon geographic locations arcund the world. The rea-
sons for inclusion of geographic locations around the world in these
large-scale studies varies but, in general, these are related to speed
of recruitment and costs. Centres in several parizs of the world
guch as Eastern Europe have a relatively lower cost per site and
a record of relatively rapid recruitment. The wide geographic and
ethnic cpectrum of patients in these large-scale trials has impor
ant advantages beyond ease of recruitment and costs, imcluding
worldwide applicability of results and impact upon global health.
Thare are, however, disadvaniages, including increasad patient het-
erggeneity and the number of cites, often with 3 low number of
patients per site."™? Thess dizadvantages are of particular con-
carm in -:Ieslgnlng andi |n|:erpreung trizle in patients with heart failure

T

Mentz et ol” have analysed data from the PROTECT trial in which
2033 patients with acute HF and renal dysfunction hospitalized at
173 sites in 17 countries were randomized to rolofylline or placebo
in an atternpt to explore the implications of geographic disoributdon.
They noted significant gecgraphic differences in baseline character
iztics, HF phenogype, in-hospital diuretic and vasodilator strategies,
and length of smy. Following multivariable adjustment, region was
an independent predictor of the rick of morizlity'hospitalization
at &0 days, with a then lowest risk in Russia vs. Western Europe
(HR 0.3%) becauze of lower re-hospitalization, but litcle differ
ence in long-term morality. They comment on the clinical impli-
cations of these findings and emphazize that after rick adjustmeant
re-hospitalization rather than morality was the driving factor for
geographic differences in composite outcomes and note that these
findings are consistent with previous studies chowing 2 poor cor
relation between re-hogpitalization and mortality, 4%

While the gecgraphic variztions noted by Mentz stal? and
others™*™ in patientz with HF clearly influence the rate of
re-hospitalizations, they may also influence mortality. For example,
in the Eversst trial that enrclled 4,133 patients hospitalized with
worsening chronic HF and a reduced ejaction fraction the mortalicy
was 30% in North America compared with 20% in Eastern Europe.”
In the recent TOPCAT trial® evaluating the role of spircnolac-



BrnusiHne pervoHanbHbIX pa3fiMiMn Ha Ucxop B
MMKW no neyeHnto XCH OGeta 6bnokaTopamu:
BEST ; CIBIS-Il ; COPERNICUS; MERIT-HF.

Beta- blockers in heart failure
Landmark outcome trials

Number of patients
COPERNICUS 2289 %88

P<0.001
0.67

MERIT-HF 3991 —_—— P<0.001
0.68

CIBIS Il 2647 P<0.001

0.92
BEST 2708 —— NS
0.77
Overall 11,635 e p<0.0001

0.7 0.8 0.9 1.0 1.1 1.2

Relative Risk

ROW
997 deaths
COPERNICUS

P<0.001

MERIT-HF P<0.001
CiBIS Il
BEST
Overall “ p<0.0001
0.7 0.8 0.9 .1 1.2 0.60.70.80.91.01.1

Relative Relative Risk

Major B-Blocker Trials
(A) Overall results. (B) The United States versus the rest of the world (ROW). BEST = B-Blocker Evaluation of Survival Trial; CIBIS-II

= Cardiac Insufficiency Bisoprolol Study; COPERNICUS = Carvedilol Prospective Randomized Cumulative Survival trial; MERIT-HF =
Metoprolol Controlled-Release Randomized Intervention Trial in Heart Failure.

J Am Coll Cardiol. 2011;58(9):915-922. d0i:10.1016/j.jacc.2011.03.057



Continental Differences in Clinical

Characteristics, Management, and Outcomes

in Patients Hospitalized With Worsening Heart Failure
Results From the EVEREST (Efficacy of Vasopressin

Antagonism in Heart Failure: Outcome Study with Tolvaptan) Program

John E. A. Blair, MD,* Faiez Zannad, MD,} Marvin A. Konstam, MD, FACC,#

Thomas Cook, PHD,§ Brian Traver, MS,§ John C. Burnett, Jr, MD,|| Liliana Grinteld, MD, FACC,
Holly Krasa, M5# Aldo P. Maggioni, MD,* Cesare Orlandi, MD, FACC #

Karl Swedberg, MD, PHD, FACC,+4 James E. Udelson, MD, FACC # Christopher Zimmer, MD,#
Mihai Gheorghiade, MD, FACC,* for the EVEREST Investigators

Chicago, lllinois; Nancy, France; Boston, Massachusetts; Madison, Wisconstn; Rochester, Minnesota;
Buenos Atres, Avgentina; Rockville, Maryland;, Flovence, Italy; and Gothenburg, Sweden

Objectives

Background
Methods

Results

Eamalinclaam o

Chur aim was to examing continental and ragional differencas in baseline characteristics and post-discharge

clinical outcomes in the EVEREST (Efficacy of Vasopressin Antagonism in Haart Failura: Qutcome Study with
Toleaptan) trial.

Continental and regional differences in clinical trials of acute haart failure syndromes (AHFS) have not bean well studied.

We analyzed data from the EVEREST trial, which randomizad 4,133 patients hospitalizad for worsening (HF) and left
ventricular gjection fraction =40% to oral tolvaptan, a vasopressin antagonist, or placebo and followad for 2 median
of 9.9 months. Basaling characterstics, mortality, and outcomes were analyzed across North America (n = 1,251),
South America {n = GBE), Westarn Europe (564 patients), and Eastern Europe in = 1,619},

Ther were major differencas between the 4 groups in the severity, etiology, and managemant of HF. Unadjusted
Ayear maortality and cardiovascular mortality 'HF hospitalization wera 30.4% and 52.5% in Morth America, 27.2% and
41.6% in South America, 27.1% and 47.32% in Western Europa, and 20.5% and 35.3% in Eastern Europa, Aftar ad-
justment, South Amearican patients had the highast overall mortality (hazard ratio: 1.42, 95% confidence intemval:
115 to 1.76), while Eastern European patients had the lowest cardiovascular death and HF hospitalization rate (haz-
ard ratio: 0.84, 95% confidence interval: 0.73 to 0.97), compared with patients in North America.

| W[ pp— S, p— | —— ———— " |, ' (Sp——————— (R [ | ceeupnp— o S . gy [N R —— S ——————— e S jonr pen————— N [ | " o ey i (—"—



EVEREST

B nccnegosannm EVREST, nauneHTbl
rocnmTann3npoBaHHbLIE C OCTPOWN cepaevyHOU
HegocTaTovHoCThIO (CH) ¢ cnctonmnyeckon
OVUCMYHKUMEN Ha cTaHOapPTHOM Tepanun ObInu
paHOOMM3NPOBaHbI B rpynny ToriBantaHa unu
nnaueoo.

[lporpamma EVEREST nokasana, YTo aHTaroHucT
Ba3ornpeccuHa TornBanTaH, Jo0aBreHHbIN K
CTaHOAPTHOW Tepanuun, NPUBEN K yny4dLlleHUIo
HEKOTOPbIX, HO HE BCEX, MPU3HAKOB N CUMITOMOB
CH BO Bpems rocnutanusaumm no CPaBHEHUIO C
nnauebo; npenapaTt He oKa3ar AOCTOBEPHOro
BIIMAAHUA Ha yryJlleHue AOoNrocpo4YHoro
NPOrHo3a y 605fbHbIX C OCTPOU cepaeYvYHOu
HeAOCTaTOYHOCTbLIO.



Cumulative Event Rate (%)

AHanu3 KannaHa-Meuepa
AN COBOKYNMHON CMEPTHOCTU MO pernoHam

60 —
50 —
40 —
30 —
20 — —— North America
—— South America
10 — ——  Western Europe
— Eastern Europe
ONA 1251 632 396 221
SA| 699 372 188 60
WE| 564 299 164 43
EE|1619 949 432 178
! ! I I
0 6 12 18

Time from randomization (months)

Blair, J. E.A. u apyrue J Am Coll Cardiol 2008;52:1640-1648
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EVEREST peTpocnekTuBHbIN

dHaJ1n3.
NA SA WE EE
n=1251 n=g99 n=564 n=1619
BASELINE CHARACTERISTICS
Sex, % male 74.7 74.5 79.1 725
Age, years £ SD 67.5+128 622 +124 6O+ 1131 64.9 + 10.5
Etiology, % ischemic 63.8 38.9 29.8 786
Ejection Fraction, % ¢ SD 245485 2604739 212417 30.5 £ 7.1
Hypertension, % 8.7 69.5 o4.2 7.5
Diabetes, % 51.6 299 42.5 31.2
Chronic Renal Insufficiency, % 47.2 15.9 371 12.2
Prior Myocardial Infarction, % 55.6 29.5 48.9 56.3
i~

3 MONTH K-M ESTIMATE 7’ \
Death, % (95% CI) 11.4(9.63-13.2)  11.3(8.84-13.6) 121 (9.36-14.8) %8 (9.53-8.0)
CV Hospitalization, % (95% Cl) 30.8(28.1-334) 203(17.2-23.3) 234(19.7-27.0) " 11.7(101-13.3)
Death/CV Hospilalization, % (95% C1)  36.3(33.5-36.8) 26.7(23.3-28.9) 30.7 (26.8-344) " 16.1 (14.3-17.8) 1
1 YEAR K-M ESTIMATE ! |
Death, % (95% Cl) 30.4 (27.6-33.1)  27.2(23.3-30.8) 27.1(23.0:31.1)\ 20.5(18.1-22.8) /
CV Hospitalization, % (95% Cl) 4.8 (51.6-57.8) 428(38.4-47.0) 46.9(41.9-51.5) \ 34,6 (31.6-37.4) /
Death/CV Hospilalization, % (95% C1)  62.9(59.9-65.6) 51.0(46.6-54.9)  55.8 (51.1-60.1) \ii.? (39.745.5) ,

~_."



EVEREST peTpocneKkTUBHbLIN
aHanu3, aBTopckmnn ob3op:

[aHHble nccnegoBaHUs Nokasanu, YTo, HECMOTPSA Ha ycunua nogobpartb
OOBOMbHO OAHOPOAHYHO NONyNAUMIO NaUNEHTOB, UMENUCH BaXHble
MEXPErMOHaribHbIE PasfnNynsa B 3TUONOMNN, TSXKECTU TEYEHUS , NEYEHUSA U
ncxogax y 0omnbHbIX C OCTPOM cepaedHOn HEAOCTAaTOYHOCTbIO.

Pe3yl1bTaTbI nccriegqoBaHumn MOryT pa3rninyatbCHd B
3daBUCUMOCTUN OT PErmoHa U 31O TAXeJ10 KOHTPOJINPOBATDb.

Byaylime nccnenoBaHUsa CUHAPOMa OCTPOW CcepAeyYHON HEAOCTAaTOYHOCTU JOIMKHbI
MPUHUMAaTb BO BHUMaHWE 3TU KOHTUHEHTAarbHbIE U perMoHarnbHble pasnuyuns u,
BO3MOXXHO, CTpaTUdULMPOBaTb paHAOMU3ALMI0 OCHOBbLIBAACh HA KOHTUHEHTE UK
pervoHe, Korga aTo LenecoobpasHo U Ha aHanmse gaHHbIX OTAerNbHO.



MeXXpermoHanbHble pa3iuuma Npu 1e4eHnn cepaeyHomn
HeAOCTaTOMHOCTU BO BpemsA rocnutaziu3auum npu ocTpou
cepaevyHoun HepgocTaTtouHocTu: Pe3synbraTtbl uccneposaHmna PROTECT

* MNnauebo-KOHTpOAMpPYyeMoOe, paHAOMU3UPOBAHHOE UcCcaea0BaHUe
AHTAaroHMUCTa peuenTopoB aaeHOo3uHa (ponoduUNnuH).

2033 nauuneHTOB

* JonycKatoTtca naymeHTbl ¢ octpor CH m aucdyHKumei nouek
* Bkawyanucb naymeHTbl He3asucMmo ot B J1XK

 Habop mexay 2007-2009

* 173 yeHTtpos B 17 cTpaHax

 HeuTpanbHaa anA NepBUYHON KOHEYHOMN TOYKN U3SMEHEHUA CUMNTOMOB U
NPU3HAKOB, KJIMHUYECKOro COCTOAHMA U PYHKLUMN NOYEK Yepes cemb gHen

- Ponodpunnuu: ysennueHue umcna annnentmopmMHbIX NPUNaZKoB U UHCYIbTOB



Enrollment

17 Countries & 173 Sites

2033 patients

Russia = 14%
N =283

N4

Argentina = 3%
N =55
-

Eastern Europe = 33% 1 '
‘ N =676
Israel = 16%

N =318




Death or CV/renal rehosp to 60 days
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Y nauueHtos s P® Habnopganocob
61 % cHu)XeHUe puUcKa
rocnutanmsauum B CpaBHEHUN C
naumeHtTamum n3s 3anagHou Esponbi.



Original Article

Regional Variation in Patients and Outcomes in the

Treatment of Preserved Cardiac Function Heart Failure
With an Aldosterone Antagonist (TOPCAT) Trial

Marc A. Pleffer, MD, PhD; Brian Claggett, FhD; Susan F. Assmann, PhD; Robin Boineau, MDDy
Inder 5. Anand, MD; Madine Claussll, MD, PhD; Akshay S. Desai, MD, MPH;
Rafael Diaz, MDDy, Jerome L. Fleg, MD; Ivan Gordesy, MD; John E Heitner, MDy;
Eldrin F. Lewis, MD, MPH; Eileen O'Meara, MDy, Jean-Lucien Rouleau, MDv;
Jeffrev L. Probstfield, MDy; Tamaz Shaburishvili, MD, PhDy; Sanjiv J. Shah, MD;
Scott D, Solomon, MD; Nancy E. Sweitzer, MD, PhDy; Sonja M. McKinlay, PhD»; Bertram Pitt, MDD

Rackground—Treatment of Preserved Cardiac Function Heart Failure With an Aldcsterone Antagonist (TOPCAT) patients
with heart failure and preserved left ¥ entricular ejection fraction assigned to spironol actone did not achieve a signifi cant
meduction in the primary composite outcome (Hme to cardiovascular death, aborted cardiac amest, or hospitalization for
management of heart failure) compared with patients receiving placebo. In o post oo analysis, an=4-fold difference was
identified in this composite event rabe between the | 678 patients randomized from Russia and Georgia compared with the
1767 enmolled from the United States, Canada, Brazil, and Argentina (the Americas).

Methods and Results—To better understand this regional difference in clinical cutcomes. demographic characteristics of
these populations and their responses to spirnolactone werne explomed. Patients from BussiadGeorgia were younger, had
les= atrial fibrillation and diabsates mellitus, but were more likely to have had prior myccardial infarction ora hospitalization
for heart failure. Russia’Georgia patients also had lower left ventricular ejection fraction and creatinine bt higher
diastolic blood pressure (all P=0.001). Hyperkalemia and doubling of creatinine were mome likely and hypokalemia wes
les= likely in patients receiving spimonolactone in the Americas with no significant treatment effects in Russia/Georgia.
All clinical event rates were markedly lower in BussiafGeorgia, and there was no detectable impact of spironolactone on
any outcomes. In contrast, in the Americas, the rates of the primary outcome, cardiovascular death, and hospitalization
fior heart failure were significantly reduced by spironolactone.

Conclusions—This post hoo analysis demonstrated greater potassium and creatinine changes and possible clinical benefits
with spimnolactone in patients with heart failure and preserved ejection fraction from the Ameri cas.

Clinical Trial Registration—URL: hitp:/wwwclinicaltrials gov. Unique identifier NCTOO094302.

(Circulation. 2004; 131 040-08.)

Eey Words: heart failure m randomized contmlled trials m spironol actone

De:ap&m upiform inclugion and exclugion crtern. some rezulis underatood to be the most reliable. " The randormdned.
wariation in the patient population and teckground demo- placebo-controlled Treatment of Preserved Candiac Function
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1.00

0.90

0.80

0.70

0.60

Probability of Survival

0.50

0.40

Reviews of Mechanisms : Pitt Heart Fail Rev 2012; Kamalov,...,Weber JCV Pharm 2013

RALES
(Severe HFrEF)

30% Risk Reduction

RR =0.70
P <0.001
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12 24 36

Months
Pitt NEJM 1999

0.50 1

EPHESUS
(Post-Ml)
15% Risk Reduction

Epleronone

Placebo

RR =0.85
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Baseline

: Spironolactone Placebo
Variable* i N = 1722 N = 1723
NYHA Class

Il 63.3% 64.3%
1] 33.0% 32.2%
LVEF % 56 (51, 61) 56 (51, 62)

Stratum
Hosp. for HF 71.5% 71.5%
Natriuretic Peptide** 28.5% 28.5%
Age 69 (61, 76) 69 (61, 76)
Female 52% 51%
Hypertension 91% 92%
Coronary Artery Disease 57% 60%

Myocardial Infarction 26% 26%
Stroke 7% 8%
Atrial Fibrillation 35% 35%
Diabetes Mellitus 33% 32%

*Reported as % or median (Q1, Q3)
S!Hm:l(ng({%HfrW%)NT nroBNP >360 pg/ml ) 10% 11%

S. Shah Circ HF 2012



Baseline (2)

) Spironolactone Placebo
Variable* i N = 1722 N = 1723
Systolic Blood Pressure 130 (120, 139) 130 (120, 140)
Diastolic Blood Pressure 80 (70, 80) 80 (70, 80)
Heart Rate 68 (62, 76) 68 (62, 76)
BMI (kg/m?) 31 (27, 36) 31 (27, 36)
eGFR (ml/min/1.73m?) 65 (54, 79) 66 (54, 79)

< 60 (ml/min/1.73m?) 39% 38%
Serum Potassium (mEq/L) 4.3 (4.0, 4.6) 4.3 (4.0, 4.6)
Hemoglobin (g/dl) 13.2 (12.1, 14.4) 13.3 (12.2, 14.5)
Medications

ACE-l or ARB 84% 84%

Beta-blocker 78% 77%

Diuretic 81% 82%

Statin 53% 52%

Anticoagulant 23% 22%

*Reported as % or median (Q1, Q3)

A. Shah Circ HF 2013 (echo)
S. Shah Circ HF 2012 (baseline)



1° Qutcome
(CV Death, HF Hosp, or Resuscitated Cardiac Arrest)

351/1723 (20.4%)

320/1722 (18.6%)

Placebo

Probability
0.00 0.05 0.10 0.15 0.20 0.25 0.30 0.35

Spironolactone

HR =0.89 (0.77 — 1.04)
p=0.138

[
0 12 24 36 48 60 72
Months
Number at risk

Spiro 1722 1502 1168 870 614 330 53
Placebo 1723 1462 1145 834 581 331 53



1° and Components

# and % of Subjects with Event,
and Event Rate

OTHOCUTEeNbHbIN

Outcome PUCK
CnMPOHONAKTOH Mnauebo (95% Cl)
(N=1722) (N=1723) p-value
MeDBUYHbIE DE3VALTaT 320 (18.6%) 351 (20.4%) 0.89 (0.77-1.04)
P PE3Y 5.9/100pt-yr 6.6/100pt-yr P=0.138
Primary Components
CmepTHOCTb (cepaeyHo — 160 (9.3%) 176 (10.2%) 0.90 (0.73-1.12)
cocya,) 2.8/100pt-yr 3.1/100pt-yr P=0.354
OCTaHOBKA CebaLLA 3 (<1%) 5 (<1%) 0.60 (0.14-2.50)
PAN 0.05/100pt-yr 0.09/100pt-yr P=0.482
focnutanusaumsa (cepaevHom 206 (12.0%) 245 (14.2%) 0.83 (0.69-0.99)

HeA0CTaTOYHOCTH) 3.8/100pt-yr 4.6/100pt-yr P=0.042




Heart Failure Hospitalizations

Total HF Hosp

| Spiro : 394
Placebo: 475
>9 | P<0.01* 245/1723 (14.2%)
3
=t Placebo
o 206/1722 (12.0%)

Spironolactone
HR = 0.83 (0.69 — 0.99)

0.00 0.05 0.10 0.15 0.20 0.25 0.30 0.35

. p=0.042
i [ [ [ [ [ [ [
0 12 24 36 48 60 72
Months

*poisson regression



Deaths, Hospitalization — all causes

Probability

0.10 0.20 0.30 0.40 0.50 0.60

0.00

Hospitalization

HR = 0.94 (0.85 — 1.04)
p=0.248

Placebo _
Spironolactone

[15.9%]

[14.6%]

HR =0.91 (0.77 - 1.08)
Spironolactone p=0.294

\ \ \ \ \ \
12 24 36 48 60 72
Months



Cepbe3Hble HexenatenbHble ABneHUA(SAE:

CywiecmaseHHbIx pa3nuyul He bbls10 0bHapyHeHo 8:

Konnyectso NnaumneHToB

— cnupoHonaKToH 835 (48.5%) vs. nnauebo 855
(49.6%)

nnu Utorosble otyeTtbl o0 CHA
— CNUPOHONAKTOH 2395 vs. nnaue6o 2387

Ho. . .



Serum Potassium*®

Potassium Spiro Placebo P (chi-sq)
Hyperkalemia 322 157

(> 5.5 mmol/L) (18.7%) 0.1%) 0001
Hypokalemia 279 394 <0.001
(<3.5 mmol/L) (16.2%) (22.9%)

No deaths related to hyperkalemia were reported.

*Monitoring at each dose change and visit (algorithm in Desai Am Heart J 2011)
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Placebo Rates:
Primary Outcome, by region

Placebo:
| 280/881 (31.8%)
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Exploratory (post-hoc):
Placebo vs. Spiro by region

Probability

0.20 0.30 0.40 0.50
]

0.10

0.00

___Placebo:

US, Canada, 280/881 (31.8%)

Argentina, Brazil
HR=0.82 (0.69-0.98)

Interaction p=0.122

=TT 71/842 (8.4%)
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BbiBOAbI :

B TOPCAT no oueHKe ponu CNMPOHONAKTOHA Y
3,445 nauuneHTos ¢ CH c coxpaHeHHOU dpaKuueun
Bblbpoca (HFpEF) ypoBeHb cepaeuyHo-cocyancTom
CMEpPTHOCTU Y NALUEHTOB, NPUHMMAIOLWMX Naauebo
u3 Poccuun n Npysmm 6bin B HECKO/IbKO pa3 MeHblLue,
yem y naumeHTtoB U3 CesepHon n KOXXHOU AMepUKn
(KaHapa , CLLUA, Bpa3suaua u ApreHTuHa).

MayueHTbl moryT 6bITb BKIKOYEHDbI B UCCIe40BaHME
Ha OCHOBaHUM nNpeAablaywen rocnutanmnsauuu, B
yactHoctu ¢ CH unm c cumntomamm CH ¢
nosbiwleHHbiMm MHI1 nnau Hatpuypetuueckmm
ropmoHom (B-tnna) N-KoHuUeBOM nponenTua,



BbiBOADbI:

B HacToAee Bpema He cywecTtByeTr 06bACHeHUA
CyLLLeCTBEHHOW Pa3HULbl B CMEPTHOCTU MEXAY NauueHTamum,
paHAOMMU3NPOBaHHbIX B Poccumn n Pecnybamnku MNpysma no
cpaBHeHuto ¢ CesepHou U KOXKHOU AmepuUKM.

9TO NPOMU30LII0 NOTOMY, YTO MPUMEPHO Y NOJIOBUHDI
nauneHTos n3 CesepHou un KOX>KHOU AMEpPUKU C HaCTOTOMU
cobbiTK B Naauebo rpynne, CONOCTaBUMYIO C
npeabiaywMMmmM UccneaoBaHMAMM NaLUEHTOB C
coxpaHeHHOM ¢paKumen Bbibpoca (HFpEF), Habnroganocb
3HaUUTe/IbHOE CHUXXEeHUe NepBUYHON KOHEYHOM TOUYKH, B TO
BpemaA Kak B Poccuum m lpy3uum, rae yactora cobbitum B
rpynne, npyuHumatowei nnauebo cpaBHMBanachb ¢
nauyueHTamm ¢ GakTopom pUCKA, TaKMX KaK apTepuanbHasn
runepteH3na 6e3 npusHakos CH, 6b1n10 6bI TPYyaHO
ob6HapyXutb 6aaronpuaTHOE BO3AEUCTBUE HA NEPBUYHOMU
KOHEYHOM TOUYKMU C yyeTom obuiero o6vbema Bbl6OpKHU, U
KONIM4YeCcTBO NAaUUEHTOB, HABPaHHbIX U3 3TUX CTPaH.



MoTeHuManbHble 0OBACHEHUA PErMoHaNIbHbIX PEe3yNbTaToB
acCMMMEeTpPUN BO BpemMsa UccneaoBaHun cepaedHom
HeAOCTaTOYHOCTU Ha 3Tane BKAYEeHUs

AJTHOC, FreHeTU4YeCKne pasnuyuuns

CoumnanbHO-3KOHOMMYECKUE YCIIOBUSA, COCTOSIHNE NMUTaHNSA,
KyNbTYPHbIU ¢pOH

ATUONIOMMNA N pacnpocTpaHeHHOCTb 3aboneBaHus,
KOMOpPOUAHOCTbL Npochnnb, NPOAOCIHKNTENIBHOCTb XXU3HU

CTtporoe cobnogeHne npnema meanKameHToB
Npo6nembl B anarHoctuke CH - COB (HF-PEF)

OTcyTcTBMe CTaHOAPTHbLIX MeTOoAOB (Hanp., HaTpunypeTnveckue
nenTuabl) CUCTEM 34pPaBOOXpPaHEHUSA, OTYHETOB O peakuusx, a
TaKxxe BegeHue nayueHTa

Paznuuusa B MICXO4HbIX NeKapcTBax, Npodunakrmyeckme
cTpaTernn, MHTepBeHUUOHHbIe Npoueaypbl

Mopor rocnutanusauum 1 pasnnyme B NpPoAOSHKUTENIbHOCTHU
npeodobiBaHUA

Pa3znnuua B MHTepnpetaumm (Hanpumep, AMarHOCTUKa peakuumu u
onucaHwue)

CTpyKTypa KNMHU4YECKOW NPAKTUKN, KITMHNYEeCKas
UH(pPaACTPYKTYpPA, U NNaTexHasa cmcrema

OTcyTCcTBME NOATrOTOBKM UccriegoBaTenemn



®daKTOpbl KOTOpPbIE HY>XHO Y4YMUTbIBaTb MNpw

naaHmposaHinn MMKU

ICH HARMONISED TRIPARTITE GUIDELINE ETHNIC FACTORS IN THE ACCEPTABILITY
OF FOREIGN CLINICAL DATA E5(R1) Current Step 4 version dated 5 February 1998

BHYTPEHHUE BHELUHUE
[eHeTn4eckune dusmonormnyeckme n CBasaHHble ¢ OkpyxatoLen cpegom
naTornorndeckne CoCToSAHUS
Mon BospacTt Knnmat
(oeTtu - NoXunble) CornHe4HbIn cBeT
3arpsisHEHUs1 OKpyXKatoLlen cpeqbl
[MevyeHb Kynbtypa
[Mo4kn Couno-akoHoMUYeckmne pakTopbl

CepaeyHo-cocyamcTble doyHKL.

YpoBeHb 00Opa3oBaHs
A3bIK

MeguuunHckasa npakTuka
Onpepenenne 6onesnu/uarHos

Paca

[[eHeTn4yecknmn

TepaneBTUYECKNN Noaxon
KomnnaeHc

nonmMmMmopunam

MeTabonmama
npenapaToB

[[eHeTun4yeckune bonesHu
oones3Hun

PerynatopHaga npaktuka/ GCP /
Metononorusa/ KoHe4yHble TOYKU




BbiBOAbI:

 Tnobanunsauma KAMHNYECKNX uccnesoBaHnUm
co3aaeT nepcrneKkTusbl U PUCKU ONA
PerynaTopHbIX OpraHoB, CMOHCOpPaA
KAunHunyeckoro uccneposaHma , CRO un
uccnepgosartenem .

* HeobxoAMMO yuuTbIBaTb BO3MOXKHbIE
MeXperuoHanbHble pasanuma npum
N1IaHUPOBAHUMU KJIMHUUYECKUX nccnegoBaHUM.



«Scientific Clinical Center of “Russian Railways JSK” 1270

125315, Moscow, 20 Chasovaya sttr,
phones:

+7 (916) 541-44-94

+7 (925) 803-87-20

+7 (905) 535-33-11
clinpharmcb6@mail.ru

www.nccrzd.ru




