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Lleab. Ouenuth Ge3onacHocTb U 3¢hheKTUBHOCTb NMPUMEHEHUS] HU3KOMOAEKYASIDHOTO renapuHa 3HOKcamapuHa y OOAbHbIX HecTa-
ouAbHOM cTeHokapaneit (HC) m octpbim uHpapkTom muokapaa 6e3 noabemos cermenta ST (MMBIT ST) B OTKPbITOM MHOTOLIEHT-
POBOM HECPaBHUTEAbLHOM MCCAEAOBAHUM W COMOCTaBUTbL Pe3yAbTaTbl C AAHHBLIMU KPYMHbIX PAHAOMMU3UPOBAHHBLIX MUcnbiTauuii ESSENCE
n TIMI-11B. Meroabl. BoAbHble, rocnuTaAu3upoBaHHbie ¢ auarHosom HC/MMBIT ST, noAyuaan 1 mr/kr sHokcanapuHa kaxable 12 4 B
TeyeHne 2—=8 AHel. CAOXKHYIO KOHEUYHYIO TOYKY MCMbITaHWSI COCTABASIAM CAyYau cmepTu, uHapkTa MHMOKapAa MAM MOBTOpsiouielics
cTeHOKapAuM 3a 15 AHelt (MAM AO BbINMUCKM). YUMTBIBAAUCH M AaHHble HaOAloAeHust B Teuenue 180 AHeir. PeructpupoBauch Takxke
KPynHble U meAkue KposoTeuenusi. Pesyabtarbi. B 109 uentpax 24 crpan BkAo4eHO 1902 60AbHbIX, U3 HMX 1901 NOAY4MA XOTs Obl
1 nmHbeKkuMIo 3HoKcanapuHa. MOAHOCTbIO 3aKOHUMAM UcCAeAoBaHue 1785 GOAbHbIX (M3BecTHa ux cyAbba 3a 180 Aweil). 3a 180 aweii
21,4% OOAbHBIX OblAM MOABEPrHYTbl NpPOLIEAYpaM PpeBacKyAsipU3auMM MHUOKapAa. YacToTa KOHEYHOW TOYKM, XapakTepu3oBaBuiei
3¢phexTUBHOCTL AeveHusi, Obina 16,3% 3a 15 u 27,9% — 3a 180 AHeii. ITo OAM3KO K 4acTOTam, HAOAIOAABWMMCS B Fpynnax
sHokcanapuia ESSENCE wn TIMI-11B, n meHbwe, yem B rpynnax He)pakUMOHUPOBAHHOTO renapuHa 3TUX MccAeroBaHui. K 15-my
AHIO MAM K BbINUCKE HACTOTa KPYMHbIX U MEAKMX KPOBOTEYeHUI COCTaBMAM COOTBeTCTBeHHO 1,1 u 6,6%, uto Huxe, yem B ESSENCE
n TIMI-11B. KpoBoTeyeHusi 4aue OTMe4aAUCh y OOAbHbIX 75 AeT u ctapwe (11,2%) no cpaBHeHMIO C DOAbHBIMM MOAOXKE 75 AeT
(7,1%). He3aBuCMMbIMM npeAuKTOpamn HebGAaronpusTHOro ucxoaa K 180-my AHwo (cmepTb, MH(pAPKT MHOKapAa, NOBTOPsIOWASCS
cTeHoKapAusi)) ObiAu Bo3pacT (oTHoweHue waHcos [OL] 1,02; 95% aAoBeputeAbHblii uHTepBaa [AU] 1,01—1,03), npeawecTsoBaBwee
Aevenune acnupurom (OW 1,33; 95%AM 1,15—1,47) u nepeHeceHHasi paHee KOpOHapHasi aHrmonaactuka (OW 1,4; 95% AU
1,11—1,59). 3akawouenne. Pe3yAbTaThl NPOBEAEHHOTO MCCAEAOBAHMUSI COBMAAAIOT C MOAYYEHHbIMU paHee B ucnbiTaHusix ESSENCE u
TIMI-11B n cBuaeTeAbCTBYIOT O Ge3omacHOCTH M 3¢h(heKTUBHOCTU UCMOAL30OBAHUS SHOKCAMapuUHA B A€YEHUM HECTAOMAbHOM CTEHO-
kapamu u UMBI1 ST.

Katouesbie croBa: HecTabuAbHasi CTEHOKapAMs;, OCTPbIAi KOPOHAapPHbIA CHMHAPOM 6e3 noAbemoB ST; HU3KOMOAEKYASIpHbIA renapuH;
3HOKCanapuH; porHo3.

Aim. To assess safety and efficacy of enoxaparin in patients with UA/NSTEMI in an open-label, multi-centre, non-comparative
study and to compare the results with data from large-scale randomized trials ESSENCE and TIMI-11B. Methods. Patients
hospitalized with a diagnosis of recent UA/NSTEMI were treated with 1 mg/kg enoxaparin every 12 hours for 2—8 days. The
composite endpoint of the study was death, myocardial infarction (MI) or recurrent angina at day 15 (or hospital discharge).
Minor and major bleedings were recorded. Results. A total of 1902 patients were enrolled in 109 centers across 24 countries,
of which 1901 received at least one injection of enoxaparin and 1785 (93.8%) completed the study (follow-up). Throughout the
study (day 180) 21.4% of patients underwent at least one revascularization, of which 4.4% were urgent. The incidence of the
composite efficacy endpoint was 16.3% after 15 days and 27.9% on day 180, which was comparable with the enoxaparin arm
of the ESSENCE/TIMI 11B studies, and lower than the incidence found in the UFH arm of those studies. At day 15 or hospital
discharge the occurrence of major and minor haemorrhages was 1.1 and 6.6%, respectively, which was lower than in ESSENCE/
TIMI 11B. More bleeding complications (major and minor) were noted in patients aged 275 years (11.2%) versus those of <75
years (7.1%). Independent predictors of 180-day adverse outcome (death, MI, recurrent angina) were: age (OR 1.02, 95% DI:
1.01—1.03), prior aspirin treatment (OR 1.33, 95% DI: 1.15—1.47) and previous PTCA (OR 1.4, 95% DI: 1.11—1.59).
Conclusion. These results which are highly consistent with those previously reported from ESSENCE and TIMI 11B trials evidence
for safety and effectiveness of enoxaparin in the treatment of UA and NSTEMI.

Key words: unstable angina; non-ST elevation acute coronary syndrome; enoxaparin; prognosis.
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Hwuskomonekynsgpueie remapunsl (HMI) obGnagaror
PAIOM TIpEMMYIIEeCTB Haja He(GpaKIMOHUPOBAHHBIM Te-
napuHom (H®PI) B jneueHMM OCTPOro KOPOHAPHOIO
cunapoMa 6e3 nogbeMmoB cermeHTa S7 Ha DKI (OKC BI1
ST): onu maioT Gosiee MpencKa3zyeMblii aHTUKOATYJISHT-
HBINA 2 (eKT, XapaKTepu3yrTCcs Aydlleil 6MOIOCTyIIHO-
CTbIO, TIPY UX IPUMEHEHUU OTCYTCTBYET HEOOXOIUMOCTh
B MOHUTOPUPOBAHUM AKTUBUPOBAHHOTO YACTUIHOTO TPOM -
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0OITIAaCTMHOBOTO BpPEeMEHM, OHM 00Jee YCTONYMBBI K
WHTUOUPOBAHUIO aKTUBUPOBAHHBIMU TPOMOOLIMTAMH.
Kpowme Toro, maHHble, MOJyYeHHbIE B KPYITHOMACIITA0-
HBIX paHIOMU3MPOBAHHLIX UcciaenoBanusax TIMI-11B n
ESSENCE, noxkazanu, uro y 6onbHbeix ¢ OKC BII ST
onuH 3 HMI' — sHokcanapun — 06ozee 3(ppeKTuBeH,
yem HOT, B Bo3meiicTBUM HAa CyMMAapHbI PUCK TaKUX
COOBITUI, KaK cCMepTh, MH(pAPKT MUOKapaa U MOBTOPSI-

* JlomoxkeHO Ha KoHrpecce EBpoIeiickoro KapauoJIornyeckoro
obiectBa. Bena, 2 centsopst 2003 r.
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Tabanua 1. UcxoaHasi xapakTepucTuka 60AbHbIX U thakTopbl pucka B ucnbitaiun ENO-INT, u B rpynnax 3HOKcanapuHa UCCA€AOBaHMIA

ESSENCE wn TIMI-11B

XapakTeprcTuKa ENO-INT TIMI-11B ESSENCE

Bospacrt, roabl. MeauaHHbIA (CpeaHUin) 61 (61) 66 (64) 63 (64)
Macca tena, kr. MeauaHHast (CpeaHssI) 72 (73) 77 (78) 79 (78)
MyxuuHsl, % 60,0 65,3 67,0
TonoxuTenbHbBINA TECT ¢ (PU3MUECKON HATPY3KOii B mpouuioM, % 12,5 14,4 25,0
Panee repeHeceHHast YpeCKOXHAS KOpOHAPHAsT aHTUOIUIACTUKA, % 7,2 11,4 21,5
PaHee nepeHeceHHasl orepaliist IyHTHPOBAHUSI KOPOHAPHBIX apTepuii, % 5,5 13,7 19,7
IMpeniiecTByollee JeueHUEe acCIUPUHOM, % 54,8 83,2 —
IlepeHeceHHbI paHee nHMapKT MuoKapaa, % 30,4 31,1 45,0
Cnyuyan KBC B cembe, % 37,5 34,6 41,9
Kypunbinnk B MomenT BosunkHoBeHuss OKC BIT ST, % 28,1 27,0 24.8
Tuniepronus, % 66,0 49,6 53,3
I'uniepxonecrepunemusi, % 35,2 338 44 8
CaxapHbiit nuaber, % 24,3 19,7 22,4
Henpeccust ST B a1ByXx unu 6ojee otBeaeHussx DKI 48,8 53,0 22,0
TToBBIIIIEHHBIE YPOBHU MapKepoB HeKpo3a MUoKapna, % 22,1 40,0 21,0

I0IIAasICsI CTeHOKapaAus, TpeOyolas uin He TpeOyrolas
MpoLeayphl peBacKyaspuzauuu Muokapaa [1, 2], mpu-
yeM MpeumylecTBo sHokcanapuHa Hag HOI coxpans-
nochk Ha mporskeHuu 1 roma [3]. OObenuHeHHE Ke
pesynbTatoB (Meta-aHanui) TIMI-11B n ESSENCE
mokasauo, 4yto Ha 14-ii m 43-ii n1HM cpean OOJIbLHBIX,
PaHIOMM3MPOBAHHBIX K TPUMEHEHUIO SHOKcArapuHa,
ObL71a MEHbIIEeH o011ast yacToTa MH(papKTOB MUOKapaa 1
cllyyaeB cMepTH [4].

Mpbz1 oueHMIM 3(PHEKTUBHOCTD U O€30MaCHOCTb SHOK-
canapusa mpu OKC BIT S7'B MHOTOLIEHTPOBOM HECpaBHU-
TeabHOM uccinenoBanuu ENO-INT, npoBoauBIIEMCS IIpe-
MMYILIECTBEHHO B CTpaHaX U perMOHaX, B KOTOPHIX HE ObLIO
ueHtpoB TIMI-11Bu ESSENCE u KoTOpbIe XapaKTepu3y-
I0TCSI MEHbIIIEH YacCTOTOM MPUMEHEHWsT NHBa3UBHBIX BMe-
1maTebCTB. [ToydeHHbIe pe3yIbTaThl ObUIM COMTOCTABIEHbI
¢ naHHbIMU uccnenoBanuii TIMI-11B u ESSENCE. Jan-
HbI€, TOJIydYeHHbIe B poccuiickux ueHTpax ENO-INT,
ObITM 00OOIIEHBI M TIOAPOOHO PAaCCMOTPEHBI paHee [5, 6]

Matepuan u metoanl

ENO-INT 6b110 OTKPBITHIM HECPaBHUTEIbHBIM MHO-
TOLICHTPOBBIM MEXIYHAPOAHBIM HCCIIEIOBAHUEM, TTPOBO-
nuBmmMcs B 109 nieHtpax 24 ctpad. boibHbie mosyyanu
9SHOKCANapuH MOJKOXHO 1Mo 1 Mr/Kr Kaxzasie 12 4 Ha
npotsikeHuu 2—8 cyT. OCHOBHBIM ToKazartejieM 3¢ dhek-
TUBHOCTU JieueHUs] (KOHEYHOW TOUYKOW) HCCIeI0BaHUS
Obl1a CyMMa CiyyaeB cMepTH, MHGpApKTOB MMoOKapaa U
MOBTOpSIIOIIeiCS (BO30OHOBJISIIONICICS) CTEHOKApAUU 3a
15 cyT Wi K MOMEHTY BBITTMCKU OOJIBHBIX M3 CTAallMOHapa.
BbesonacHoCTb ieueHUs OlIeHUBAJIACH IO YaCTOTE KPYITHBIX

2 Cratuctuyeckass obpabotka Mmartepuana ENO-INT npousBeneHa
coTpyaHuKamMu (Gupmbl “Aventis”, sIBISBILEICS CIIOHCOPOM 3TOr0
WCCIIeOBaHMSI.
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KPOBOTEUEHHUIT Ha MPOTSKEHUH BCETO MCCIeI0BAHUS, T.€.
BO BpeMsI BBEACHMS SHOKCaNapyuHa 1 3aTeM 10 15-X cyToK.
Kputepuu BkII0YeHUsST OOJIBHBIX B MCCIEIOBAHUE, METO-
JIMKa BBEICHMS TIperapara, XapakTepUCTHKa KOHEUHBIX
TOYEK MOAPOOHO M3JIOKEHKI paHee [5].

1714 cortocTaBeHUST KITMHUUECKMX XapaKTePUCTHK TPYTIIT
OOJIbHBIX C 0JAaronpUSITHBIM U HEOJAronpUsITHBIM (T.€. C
KOHEUHOI TOYKOI) MCXOJaMM MCIOJIb30BAJICS OMHO(paK-
TOpHBIN aHanu3. [TapaMeTphl, pazauyaBiInecs C YPOBHEM
3HaunMoct p<0,10, ObUIM BKJIIOYEHBI B MHOTO(MaKTOp-
HBIiT aHAJIM3 7151 BBISIBIIEHMSI IPOTHOCTUUECKOTO 3HAYCHUS
pasHbIX (HaKTOPOB pHCKA C OMpeaeeHrMeM OTHOIIEHMIA
maHcoB (OL — odds ratios) m 95% noBepuUTEIHLHBIX
untepBanioB (JIN)2. I1poBeseHO cpaBHEHME MOJYYEHHBIX
pe3yabTaToB ¢ maHHbBIMU wucciaenoBanuii ESSENCE n
TIMI-11B.

PE3YAI>TaTbI UCCAEAOBaAHUA

Bcero B uccinenoBanue Obutn BKItOYeHBI 1902 Gosb-
HbIX, U3 KOTOpbIX 1901 mosyuns XoTs1 Obl OTHY UHBEKIIUIO
SHOKcamapuHa. 3aKOHYMJIM MCCIeloBaHue, T.e. Cyabda
MalMeHToB Obla nmpociexeHa 10 180-ro qHs mocie BKITI0-
yeHUs B uccienoBanue, 1785 (93,8%) 6onbHbIX. Ucxon-
HblIe XapaKTepUCTUKU OOJbHBIX B uccienoBaHuu ENO-
INT 6bimy OM3KM K XapaKTepUCTUKaM OOJIbHBIX, BKITIO-
yeHHbIX B ESSENCE v TIMI-11B (ta6a. 1). 3a 180 nHeit
21,4% OGONBHBIX MIEPEHECIN 110 KpaliHEel Mepe OHY Ipo-
LIelypy peBacKyJspu3allui MUOKapia, M3 3TUX BMella-
TeNbCTB 4,4% GBI OKCTPEHHBIMM (Urgent).

Pesynvratet ENO-INT nipencraBieHsl B TabJ. 2 U Ha
puc. 1—3. CymmapHasi yactoTa cliydyaeB CMepTH, MH(papKTa
MHUOKap/a ¥ 3TTM3010B ITOBTOPSIOINIECS CTEeHOKApIUH (T.e.
YacTOTa BOBHUKHOBEHUSI CJIOKHON KOHEYHOM TOUKHU) CO-
ctaBmia 16,3% 3a 15 cyru 27,9% 3a 180 cyT (cM. puc. 1). Dt
IUGpPBI 6IM3KY K MOJYYEHHBIM B IPYITIIaX 3HOKcarmapuHa
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Puc. 1. Koneunbie Touku ENO-INT Ha 15-e cytku. CpaBHeHue c
KOHEYHbIMM TOYKaMM B rpynnax >3HOKcamapuHa u HOI B
nccaeaoBannsix ESSENCE w TIMI-11B na 14-e cytku.
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Puc. 2. KoHeunble Toukn ENO-INT 3a 180 cyr. CpaBHeHue c
KOHEYHbIMM TOYKaMM B rpynnax >3HOKcamapuHa u HOI B
nccaeaoBannsix ESSENCE w TIMI-11B 3a 180 cyrT.
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KpynHsle kpoBOTEYEHMS Menkue KpoBOTEUEHNS!

Puc. 3. Kposoteuenus B uccaeaoBanusix ENO-INT (3a 15 cyT),
B ESSENCE n TIMI-11B (3a 14 cyT).

B ESSENCE v TIMI-11B v MeHbllIe YacTOTbl COObITUI B
rpymmax HOT B atux Xe uccnenoBanusix [1, 2, 4].

K 15-m cyrtkam uaM K MOMEHTY BBIITMCKM 4YacToTa
KPYITHBIX Y MEJIKUX KPOBOTEUEHU (COOTBETCTBEHHO 1,1 1
6,6%) Obuta Oosiee HU3KoM, ueM B ESSENCE n TIMI-11B
(cm. Taba. 2 v puc. 3). KpoBoTeueHuii (KPYITHBIX U MEJTKUX)
ObLIO OoJibllie Y OOJNBHBIX B BO3pacTe 75 JIeT W cTapiiie
(11,2%), yem y 6onbHBIX Mosioxe 75 net (7,1%; OP 1,6;
95% 11 1,0—2,4).

HaHHble, mojydeHHbIe y 1476 OONBHBIX, OBUIM WC-
TMOJIb30BaHBI JIS1 U3YUYEHUsI aCOLIMALIM MEXTy HEKOTOPbI-
MM XapaKTeprUCTUKAMU BKIIOYEHHBIX B MCCIIEIOBAHNE Ma-
LIMEHTOB 1 pe3yiabTaTaMy HaOoaeHus B TeueHue 180 cyT.
[To pesynpTaTam MHOTO(MAKTOPHOTO aHaIM3a, HE3aBUCH-
MO CBSI3aHHBIMU C BOBHUKHOBEHUEM CJIOXKHOUW KOHEYHOM
TOYKM (CMEPTh, UM UH(APKT MUOKap/a, WA TTOBTOPSIIO-
1asicsl CTeHOKapusl) 0Ka3ajauch CJIEAYIOLINE TTapaMeTphbl:
BO3pacT, TpUeM aclMpuHa, TPEAlIeCTBOBABIINI Pa3BU-
tnio OKC BIT S7, u nepeHeceHHas paHee YpecKOXHast
KOpOHapHasi aHThoriacTuka (taoui. 3).

Tabanua 2. OcHoBHble pe3yAbTaTthl uccaeaoBaHus ENO-INT 3a 15 n 180 cyt, ESSENCE m TIMI-11B 3a 14 cyt

ENO-INT
Koneunast Touka (%)

ESSENCE TIMI-11B

15 cyT (MM K BBITTHUCKE) 180 cyr 14 cyt (rpynmna sHoKcanapuHa)

CmepTh 1,1 43 2,2 2,2
Mudapkr Muokapaa 1,6 2.4 2,7 4.2
IMoBropsrolascs CTeHOKapaus 13,6 21,3 11,6 9,6°
CnoxHas KOHEUHas TOYKa 16,3(95% OU 14,6—18,0) 27,9 (95% AU 25,9—30,0) 16,6 14,2
KpoBoTeueHus:

KpYITHBIE 1,1 (0,4%) 1,5 I,1* 1,5%

MeJIKIE 6,6 6,7 10,6* 9,4*

Ipumeuanue. ° — SKCTpEeHHbIE MTPOLIEAYPHI PEBACKYISIPU3AIINY MIUOKAp/Ia; * — BO BpeMsl JIeUeHUsI B OCTpoH (ha3e (BBeleHUE SHOKCATIAPUHA).

3akAlouyeHue

IMonyyennsie B ENO-INT pe3ynbTaThl COINIACYIOTCS C
JNAHHBIMU KpyIHOMAcIUTaOHbIX uccnenoBaunii ESSENCE
u TIMI-11B 1 cBUAETENbCTBYIOT 00 3(PHEKTUBHOCTU U
0e30MacHOCTH MCIIONIb30BaHWs SHOKCANapuHa B JeUEHUUN
OOJIBHBIX C HECTaOWIbHOI CTeHOKapaueil U MH(GApKTOM
Muokapaa 6e3 3youa Q.

HeszaBucUMBIMU TpeAMKTOpaMU HeOJIaronpusTHOTO
ucxona K 180-My gHIO y OOJBHBIX, Y KOTOPBIX B KOMILIEK-
caom jeyeHun OKC BIT ST npuMeHsicsl SHOKCaNapuH,
obutn Bo3pact, pazputue OKC Bo BpeMs IpreMa acrupu-
Ha ¥ TIepeHeceHHas paHee Mpolierypa KOpOHApHO aHTHO-
TUIACTUKM.
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Tabanua 3. Ceasb hakTopoB pucka
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C Ucxoaamu (pe3y/\bTaTbI MHOFO(‘JaKTOpHOrO aHaAu3a)

B ToM uncne 6onbHbBIE p
TlokasaTens Bee MMEBIIINE COOBITUS (CMEPTh, MH(APKT 663 5THX OJTHO- MHOTO-
GosbHbIe MMOKap/a, TOBTOPSIOLLYIOCS ~  (aKkTOpHBI  (PAKTOPHBIiA
COOBITUI
CTEHOKapIUIO) aHaJIu3 aHaJIu3
Bcero 601bHBIX 1476 437 1039
Bospacr, roasl (cpenHuii=CO) 61,1£11,0 62,8+10,5 60,4%11,2 0,0002 0,0004
ITox: 0,0933 H
MYX4YUHBI, 1 (%) 853 (57,8) 238 (54,5) 615(59,2)
XEHIIUHBI, 1 (%) 623(42,2) 199 (45.5) 424 (40,8)
HMHpekc Maccol Tena 26,5+4,2 26,7+4,3 26,5+4,1 HIT —
(cpennsist = CO)
Kypunbiuuku, n (%) 396 (26,8) 102 (23,3) 294 (28,3) 0,0502 HIT
I'unepxonectepunemusi, n (%) 537 (36,4) 181 (41,4) 356 (34,3) 0,0092 HI
CaxapHbiit nuabet, n (%) 355(24,1) 107 (24.,5) 248 (23,9) HI —
IMepenecennas YKA, n (%) 115(7,8) 48 (11,0) 67 (6,4) 0,0033 0,0122
IMepenecennoe K1, n (%) 91 (6,2) 27 (6,2) 64 (6,2) HIT —
[MonTeepxneHHbIN TTepeHeceHHbIr 488 (33,1) 165 (37,8) 323 (31,1) 0,0130 HIT
nHdapKT Muokapaa, n (%)
WM BI1 ST npu noctyruienuun, % 354 (24,0) 107 (24,5) 247 (23,8) HI —
Henpeccuu cermeHTta ST 1ipu 741 (50,2) 222 (50,8) 519 (50,0) HI —
noctyruieHnu, %
IMpuem acupuHa 10 BKIIIOUEHUS 891 (60,4) 297 (68,0) 594 (57,2) 0,0001 0,0011

B UCCJIEAOBAHUC, %

Ilpumeuanue. YKA — upeckoxHasi kopoHapHas aHruoruiactuka; KIII — koponapHoe mwyHtupoBanue; MM BIT ST — uHbapkT Mmuokapaa
6e3 mombeMoB cermeHTa ST Ha DKI; CO — craHmapTHOE OTKIOHEHME.
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