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CrangapTHas Tepanusi 00JbHBIX C JIESTOUHON apTepu-
anbHOM runepteHsueil (JIAI) Ha NpOTSKEHUM LIEA0TO
psina JeT Oblia MpeAcTaBieHa TAKUMM JIEKapCTBEHHbBIMU
npenapaTamMy, Kak aHTarOHUCTbl KaJblLIMsI, aHTUKOAry-
JISTHTBI, IMYPETUKHU, WHOTPOIHBbIE cpencTtBa. OmHaKo
UX TMPUMEHEHHUE YacTO He TMO3BOJISIO MPEeNOTBPaTUTD
nporpeccupoBaHue 3ab0ojieBaHUs, MNPOMIUTb KU3Hb
OOJIBHBIX, CYIIIECTBEHHO YJIYYIIUTD €€ KaueCTBO.

B nocienHee necatuieTrie HaMeTUICS 3HAYUTEIbHbBIN
nporpecc B JieueHU 60abHbIX ¢ JIAL, cBsI3aHHBI ¢ COB-
PEMEHHBIMU TPEACTaBICHUSIMU O TAaTOGhU3UOJOTUU
3a00JIeBaHUs U KJIIOYEBOM poJud B Hel AUCHYHKIUU
9HAOTENIMSI KaK MPUYMHBI PEMOICTUPOBAHUS METKUX
JIETOYHBIX apTepuii U apTepuoa [1]. DHooTeauanbHbIE
kiaetku (DK) mpoayuupyroT Ba30aKTUMBHBIC BellleCTBa
UM MOTYT CBSI3bIBaTh, YCUJIMBATh CUTHABI, AEHCTBYIOLINE
Ha COCYIMCTBI TOHYC, BBI3bIBaTh KJIETOUHYIO Mposude-
paunio u 1uddepeHLMPOBKY KIETOK, MPOAYKIINIO (haK-
TOPOB POCTAa, LUTOKMHOB, OUOJIOTMYECKU aKTHBHBIX
BelIecTB [2].

Kak BugHo Ha puc. 1, npu JIAT MOXXHO ompeaenuTb
TPU TMATOT€HETUYECKUX TMYTU, a, 3HAYUT, TPU MOTEHIIU-
aJbHbIE MUILIEHU IJISI BO3NEUCTBUS JIEKapCTBEHHBIX TIpe-
MapaToB: NPOCTALMKIMHOBBIA MyTh, HAa KOTOPHIM BO3-
JNEWCTBYIOT aHAJOTM MPOCTALIMKJIMHA — MPOCTaHOWbI;
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OKCHJ, a30Ta, CUHTE3 KOTOPOI'0 YBEJIUUYUBAIOT MUHIUOUTO-
pbl pochoamacTepasbl TUNA 5 U, HAKOHEL, 0JI0Kaaa CBsI-
3pIBaHUsT dHAoTenuHa-1 (OT-1) co creuupuyecKuMu
pelienTopaMu Ha MOBEPXHOCTY SHAOTEIMATbHBIX U TJ1aI-
KOMBIIIEYHBIX KJIETOK C TTOMOIIbIO AaHTATOHUCTOB PeLeI-
TopoB 3HHoTeanHa (APD) [3].

BaxxHo momuepKHyTh, UTO U3 MEPCIEKTUBHBIX Kjac-
COB TIpernapaToB B Hallleil cTpaHe ISl JeUeHUsT 00JIbHbIX
¢ JIAT onmoOpeH eIMHCTBEHHBIN MpeacTaBUTENb Kiacca
APD — 06o3entan (Tpaxknup, “Actelion”, IlBeiiuapust).
B To ke BpeMsl akKTMBHO MOMOJIHSIETCS AOKa3aTeabHast
0asza o npumeHeHUto apyrux APD y GoabHbix ¢ JIATL
[MoaTomy mpencrasisieTcs 1iejecooOpa3HbIM OOO0OIIUTh
naHHble 00 addekTuBHOCTU APD ¢ TOYKM 3peHUsa
HX CPaBHUTEJbHOTO aHaJKM3a.

CeMeiicTBO 3HIOTEJIMHOB MPENCTaBIeHO TPeMsl U30-
NenTUIaMU, COCTOSIIIUMMU M3 21 aMUHOKUCTIOTHI — DT-1,
SHAOTENMHA-2, dHAOTENMHA-3, Cpeand KOTOPBIX TOJIBKO
MEPBbIMA UTPAET BAXXKHEUIIIYIO POJIb B PETYJISILIMU COCYIUC-
Toro ToHyca. DT-1 sgaBasgercd Haubojaee MOIIHBIM
13 U3BECTHBIX B HACTOSIIIIEE BPeMsI BA30OKOHCTPUKTHUBHBIX
BelIecTB [2].

B 1988 1. mpu u3ydyeHUM HYKJICOTUAHOM IMOCIea0Ba-
teabHocT JIHK mpenposHpoTennHa ObUIO TOKa3aHoO,
yTo cuHTe3 DT-1 cBsI3aH ¢ HEOOBIYHBIM MPOTEOJIUTHYEC-
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AdanmuposaHo: M. Humbert et al. N Engl J Med 2004; 351: 1425-36

Puc. 1. OCHOBHbIE MULLIEHN TEPANUN.
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*  Houonamuueckas JIAI, nepcucmupyroujas aecouHas eunepmeH3us
- JIr-C3CT I 3T-1

*  DiiseHMeHeepa CUHOPOM

* Mumpanbvhulii cmeHo3, XpoHuyeckas cepoeunas HedoCmamouHoCms

*  XObJI, unmepcmuyuanvHele 3a001€6aHUSL N€2KUX
*  Boicokoeopnas necounas eunepmensus, CUHOPOM anHod 60 CHe

*  Jleeounas ceUnepmeH3us nociae lcap@uoxupypemtectcux emeutamenbcme

Puc. 2. YpoBHu OT-1 B na3me KpoBU NOBbILLEHbI Npu JIAT.

KuM mpoieccoM. ITo XuMU4YecKoil CTpyKType aKTUBHBIN
nentug DT-1 cXooeH ¢ BHICOKOTOKCUYHBIM SIIOM 3MeEU
cemelicTBa Atractaspis capadOTOKCMHOM — SHAOTEHHbBIM
MOJIYJISITOPOM IOTEHIIMaI-3aBUCUMBbIX HATPUEBbIX KaHa-
JoB [4]. Kpome Toro, 9T-1 objagaeT MUPOKHUM CIEKT-
POM TaTOJIOTUYECKUX I(PDEKTOB, B YaCTHOCTH, BbI3bIBACT
TUINEepTPODUIO U TUIIEPILIA3MIO0 PAa3IUYHbIX KJIETOK, MPO-
nudepannio GubdpodJaACTOB, M3OBITOUHYIO MPOAYKLIMIO
BHEKJIETOYHOTO MaTpuKca, BOCHAIUTEIbHBIM Mpollecc,
MPOAYKIIMIO Ba30aKTUBHBIX BEIIECTB (MPOCTALIMKIIMH,
okcup azota (NO), ¢pakTopoB, aKTUBUPYIOLINX TPOMOO-
LUTHI [4].

Ha ponp OT-1 B maTtoreHese J1eroyHoil rurepTeH3nu
pPa3IMYHON 3THUOJOTUMM YKa3bIBAlOT 3HAUMUTEIbHO TOBbI-
ILIEHHBIE €r0 YPOBHM B IIa3Me KPOBU OOJIbHBIX, B TAKXKE
€ro TOBBILIEHHAs] AKCIPECCUsT B JIETOYHOM TKaHu [2,5].
IMoBbiienHass mpoaykuust DT-1 mokaszaHa Kak y 00Jb-
HBIX ¢ nepBuYHoOl (uanonarudeckoii) JIAI' (MJIAT), Tak
u JIAT, accollMMpoBaHHOI C CUCTEMHOI CKJIEpOAepMU-
eli, BpoxneHHbIMU nopokaMu cepaua (BITC) u 1. a. (puc.
2). Ilpu aHanuse cooTHoueHus ypoBHeit DT-1 B KpoBH,
B34TOM U3 XKEJIyI0YKOB cepaua y 6onbHbIX ¢ MIIATL, Obln
BBISIBJIEH CYLIECTBEHHBIN TpaIMeHT €ro KOHIEHTpaluu
MO CPaBHEHMIO C KOHTPOJEM, YTO YKa3bIBaeT Ha Hapy-
LIEHHBI! KJIMPEHC U/ WIX TMOBBILLIEHHYIO JIETOYHYIO TTPO-
nykuuto 9T-1 [1,2].

Adpdexter DT-1 peanusylorcsl 3a cyeT CBI3bIBAHUS
¢ ABYMS TuMnamu perientopoB- tuna A (BTA), koTopbie
JIOKAJIM3YIOTCSl Ha MManKombimeyHbix kierkax (I'MK)
u turia B (9TB), nokanusytoummucst Ha MK u sHmote-
nuanbHbIX KiaeTkax [4]. AxktuBaumsa DTA- u DTB-
peuenTopoB 'MK npuBoIUT K Ba30OKOHCTPUKLIMU, Kie-
TOUHOI TIpoaudepalu, TUMEPTPOGUU COCYIUCTON
creHkU. AktuBauusi DTB-pelLienTopoB sHAOTEIMATBHBIX
KJIETOK CITOCOOCTBYET BbICBOOOXKIEHUIO Ba30IUJIaTUPYIO-

wux mMeauatopoB (NO, mpocTalMKINH), aHTUTTpoande-
patuBHOMY B@ddeKTy, TMOoBbIIIEHNUIO KaupeHca DT-1
B JIeTKUX [2].

AxtuBauus cucteMbl DT-1y 6onbHbIX ¢ JIAT sBisieT-
cs1 000CHOBaHUEM JUIs UcTojib3oBaHusI APD, Giokupyio-
mux oba Tuna peuentopos — 3TA u OTB — unu uckio-
yuresbHO DTA- peLenTophl.

Bo3enTtan — HeceneKTUBHBIIE APD, cnocOOHBIN CBS-
3bIBaThCs ¢ 00ouMu TUIamu petentopoB (DTA u OTB).
DTOT TepBBI npernapar u3 kiacca APD nns npuema
BHYTPb JBaXK/bl B IeHb ObLJT ONOOPEH AJIsI ieueHUsT 00JIb-
HbIX ¢ JIAT ¢ Lenbio yaydleHUus: TOJIEPaHTHOCTU K (U3~
YeCKMM Harpy3kaM U 3aMeJlICHUs TEMIIOB ITPOTrpeccupo-
BaHUs 3a0oJyieBaHus [6]. B HacTosiee BpeMsi 603eHTaH
pekoMeHpoBaH s aedeHust 6obHBIX JIT ¢ 1T DK (pyH-
KLIMOHAJbHBIN KJacC) B COOTBETCTBUU C KJIacCU(UKALIM-
eit BO3 B EBpore, CIIIA, Kanange u IV ®K B CIIA,
Kanane. B nameii ctpane ¢ koHma 2006r. 603eHTaH peKo-
MEHIO0BaH IJ1s1 JieueHust 00JbHBIX ¢ JIAT 1151 mOBBIIIEHUS
MEePEeHOCUMOCTH (DU3UUYECKUX HArpy30K, 3aMelsIeHUs
TEMIIOB ITPOTPECCUPOBAaHUSI 3a00JIeBaHMsI.

B skcniepuMeHTalbHBIX paboTax Ha OMOJOTMYECKUX
Monensx JIAI, mpumeHeHue Oo3eHTaHa MPUBOIUIO K
YMEHBIIIEHUIO OOIIEero JISFOYHOIO COCYIMCTOIO COMpPO-
tusneHust (OJICC), perpeccy runepTpoduu U COCyauc-
TOI CTEHKU M IPABOT0 XEJIyI04YKa, YMEHBIIIEHUIO COIEP-
>KaHMSI KOJJIareHa B JIESTOYHOM TKaHU, YMEHbBIIIEHUIO BOC-
MaauTeNbHBIX peakiuii [7].

B Tabn.1 cymMupoBaHBbl pe3yJbTaThl psiia paHIOMU-
3MPOBAHHBIX UCCJICIOBAHUI TTO IPUMEHEHMIO 003eHTaHa
y 6osbHBIX JIAT pazauyHoOro reHesa, KOTophble JOKa3alu
€ro CIIOCOOHOCTb YJIYYIlIaTh TOJEPAHTHOCTb K (pusnyec-
KAM Harpyskam, pyHKuuoHanbHbIN Kiace (PK), remo-
JUHAMUYECKHE U 3XoKapauorpapuyeckue IapaMeTphl,
a Tak>Ke MPOTHO3 OOJIbHBIX.
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Taomuma 1
Bo3senran npu JIAT': KiuHNYeCKHe UCCIEI0BAHNUS
NcecnepoBaHue Kon-Bo naym- AnsanH PeaynbraTthl
EeHTOB
Wccneposanme 351 32 [BoiiHoe cnenoe, nnauebo-koHTponmpy- | 6 MTX + 76 meTpos, CA +1,0 J'I/MI/IH/M2
emoe, 12 HepenbHoe, VAT + JIAI C3CT | OJICC Ha 415 B cpaBHeHue ¢ nnauebo
BREATH-1 213 [BoliHoe cnenoe, nnauebo-koHTponupy- | 6 MTX + 44 m (p < 0,001), ynydweHve no
emoe, 16 HepenbHoe, VAT + JIAT C3CT | ®K (BO3), oocTtoBepHOE yBenMyeHme Bpe-
MEHU [0 KJIMHWUYECKOro yXyALeHus
BREATH-2 33 + Pgl, iBoiiHoe cneroe, nnaueb0-KoH- OJICC: 36% c 603eHTaHOM, 22% C nnaLe-
Tponpyemoe, 16 HegenbHoe, Tsaxenas 60 (p = 0,076), nonoxutenbHasa auHaMmmka
NAT rnokasaresiei reMoguHaMuKkm
BREATH-3 19 OTkpbITOE nccnenoBaHune y getein ¢ JIAI CxopgHasi dapmMakokMHeTuKa, remoguHa-
MUYECKNE YNyYLLEHWS, 3aBUCUMOCTb 403bl
OT Beca
BREATH-4 16 OTtkpbiToe 16-HepenbHoe, JIAI accoumm- 3HauyMMoe ynyylleHne cuMmnToMoB, 6 MTX
poBaHHas ¢ BUY N reMogmMHaMnKn
BREATH-5 54 [BoiiHoe cnenoe, nnauebo-KoHTPon- 6 MTX + 53 meTpa, OJICC - 472 (p = 0,04)
pyemoe, 16 HepenbHoe, JIAI cuHpopom
Ori3eHmMeHrepa
BENEFIT 157 [BoiHoe cnenoe, nnauebo-koHTponmpy- | LocTtoBepHoe yny4weHue OJICC (-24,1%),
emoe, 16 Hepenb, XTI 6 MTX — 6€3 U3MEHEHWIA.
EARLY 185 [BoitHoe cnenoe, nnauebo-kKoHTponmpy- | JoCcToBepHOeE ynyulleHne reMoanHaMmnKu,
emoe, 6 mec, JIAT Il dK anctaHumm 6 MTX, yBennyeHne BpeMeHu
[0 KIMHUYECKOT O YXYALIEHUS.

BaxxHeimmmy MUIOTHBIMU UCCIEI0BAHUSIMU T10 TIPH-
MeHeHu1o 6o3eHTaHa npu JIAT Obliu ucciaenoBanue 351
1 BREATHE-1 (Bosentan Randomized trial of Endothelin
Antagonist Therapy). Kak BunHo Ha puc. 3, cXxeMbl paHI0-
MU3UPOBAHHBIX, ABOMHBIX CJIETbIX, IJIale00-KOHTPOIM-
PYEMBIX MCCIeNOBaHU I ObUTM TTOTOOHBIMU 32 UCKITIOYEHH -
€M HCIIOJIb3yeMbIX TO3MPOBOK TpernapaTa U AJIUTeIbHOCTU
MEepUOIA 10 OLIEHKHX IEPBUYHON KOHEYHOM TOUKY — AWHA-
MUKM JUCTAHLWUK B TeCTe 6-MUHYTHOM X0onb0bl (6-MTX).
CrenyeT oTMETUTD, uTO Bee OonbHbIe ¢ JIAT (UJTAT u JIAT,
aCCOLIMUPOBAHHON C CUCTEMHOM CKJIEPOAEPMUEit), BKITIO-
yeHHble B ucciaenoBanune 351, mmemn III ®K (BO3),

351 nccnenosaHue
Mnauebo (n=11)

BboseHTaH (n=21)

62.5Mr x2p.

B To BpeMmsl Kak B uccinenoBaHnu BREATHE-1 npumepHo
10% nauuenros ¢ JIAT umenu IV @K [6].

B wuccnenmoBanuu 351 y 6oabHbiX ¢ JIAT nedyeHue
0O3E€HTAaHOM TMPMBEJIO K 3HAYUTEIBHOMY YJIYUIICHUIO
pe3ynbsratoB 6-MTX, yBeIMYEHUIO TUCTAHLIMKA, B CPEl-
HeM, Ha 71M K 12-i1 Henene. Y O0JbHBIX, TPUHUMABIINX
miamnebo, OTMeYaJoCh YXyIIIeHUWE IO CPaBHEHUIO
C MCXOOHBIM MpuMepHO Ha 6M. Takum obpaszom, K 12
HeJIeJie JICUSHUST pa3HULIa MEXIY ABYMSI TPYIIIaMU COCTa-
Buna 77 metpoB (p=0.021).

B uccnenoBanuu BREATHE-1 x 16 Henene B 00b-
eJIMHEHHOM TPyIIle MalMeHTOB, MPUHUMAIOIIUX 0O3¢H-

125 mr x2p.

MepBrYHasn kKOHeYHas To4ka: AguHaMuKa Tecta 6-MX

BREATHE-1
Mnauebo (n=69)

BboseHTaH (n=144)

62.5 Mr x2p.
Hepens 0 4

125 /250 mr x2p.

12 16 28
1

Mepuop oueHkn

[anbHenwee Ha-
ontogeHve ona 1-x 48
6onbHbIX (BREATHE-1)

Channick et al. Lancet 2001:358:1119 Rubin et al. N Enel J Med 2002:346:896

Puc. 3. [1Ba nnauebo — KOHTPOAMpyeMbix nccrenoBaHuns ¢ 6o3eHtTaHom npu J1AT
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Bpems 0o knuMHMYeckoro yxyaweHus (28 Hep,.)
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Puc. 4. Bo3eHTaH 3aMeansieT NporpeccupoBaHmie 601e3HN.

TaH, puctaHums ¢ 6-MX yBennmuuiack Ha 36 M. C yueToM
OTpULIATEJIbHOW AWHAMUKM B Tpymnre ranebo (-8Mm),
CpeIHsISI pa3HMIA MEXIY IPYIIaMu JIeYeHUs CoCcTaBuIa
44m (p<0.001). HaubGonplimii MpuUpoCT B AUCTAHLUU
6-MX oTMmeuaJicst B rpyrie OOJbHBIX, MOJyJYaBIINX 003eH-
TaH B g03e 250 mr x 2p (+46Mm), onHako npu 3tom y 14%
0OJILHBIX OOJIee UeM B TPH pa3a MOBLIIIAICS YPOBEHb TPaH-
camuHa3s. Ha ¢one neyeHust 603eHTaHOM B J03€ 125 Mr x
2 paza nmono0OHasl OTpUIIaTe/IbHash IMHAMKMKA ITeYeHOYHBIX
(epMeHTOB HabIOAAIACh TOJILKO Y 4% OONBHBIX.

ImaBHbIM UTOroM uccnenoBanuit 351 1 BREATHE-1
SIBUJIOCh TO, YTO OO3€HTaH IOCTOBEPHO YBEJIMYMBACT
gucraHumio B 6-MTX y 6oabHbix ¢ JIALL BropnuHbie
KOHEYHBIE TOYKU B 3TUX UCCJIETOBAHUSIX ObUIM Pa3HBIMU,
YTO TIO3BOJIMJIO OLEHUTh BO3JAEHCTBUE Mpernapara
Ha LeJIbIiA PsiI BaXKHEM X KIMHUYECKU 3HAYMMBIX Tapa-
MmeTpoB. B obOomx wucciegoBaHMsIX 0O3eHTAH BbI3LIBAJ
JIOCTOBEPHOE CHUXXEHHE, IO CpaBHEHUIO C ILIalebo,
MHIeKca 1o bopry, oTpaxaroliero crerneHb BhIpakeHHOC-
TH OIBIIIKY TIPU MpoBeaeHun 6-MX, a Takke (PYHKIIMO-
HaybHOTO Kinacca (PK) (BO3) [6].

KimHuyeckoe yxyaieHue onpeaesisyioch Kak HaCTyI-
JIEHWE CJICAYIOLIUX COOBITHII: CMEPTh, TPaHCILIAaHTALIUS
JIETKOTO, MpeacepaHasi CEeNTOCTOMHUS, IOTPeOHOCTh
B TPUCOCAMHEHMU IPOCTAHOUAOB, TOCIUTAIU3ALIUS
10 MPUYMHE YXYAILICHUS, TpeKpalleHre JIeUeHUs B CBSI3U
¢ yrsikenenuem JIALL B uccnemoBanuu 351 x 12 Heaene
HaOII0eHNS HU Y OAHOTO MallMeHTa B Tpyrre 003eHTaHa
He HaOJIIoAaNnoCh KIMHUYECKOTO YXyAlleHUs. AHaIu3
COOTHOIIEHMST TALMEHTOB, HE UMEBIIMX KJIMHUYECKOIO
yxyameHus: (kpuBble Kamnana—Maiiepa), mokasaj, 4To
MePUOJ 0 KIMHUYECKOTO YXYIILIEHUS 3HAYUTEIBHO yBe-
JIMYMBAJICI Yy TIALMEHTOB M3 TPYMIbl 0OoO3eHTaHa
(BREATHE-1) (puc. 4).

B uccaenoBanum 351 ¢GyHKIMOHANBHOE Yay4llIeHUeE,
o JaHHbIM 6-MX, y 6osbHBIX ¢ JIAT monrBep:kaaioch

Rubin et al. N Eng J Med 2002;346:896

MPU OlIEHKEe reMoAMHaMuJyecKux mapametpoB. K 12 Hexe-
Jie JiedyeHMs1 0O3eHTaH BbI3bIBAJ JOCTOBEPHOE, MO CpaB-
HEHUIO C UICXOHBIM, CHUKEHUE OOILEro JJErOUHOTro COCy-
nuctoro comnpotupieHus (OJICC), cpenHero maBieHUs
B ierouHoit aprepuu (JIJIAcp.), naBaeHus 3aK1MHUBaHUS
BsierouHoi aprepuu (A3JIA) u naBaeHus B mpaBoM IpeJi-
cepauu (IAITIT), mnoBbIlIeHUE CcepASYHOro MHAEKCa
(C).

85 maumentoB ¢ JIAI' (56 GOJIBHBIX, TMOJYyYaBIIUX
0o03eHTaH, 1 29 — n1a1e60) NTpMHUMAaIN yJ4acThe B TOIKC-
CJENIOBAaHUM IJIsI OLIEHKM JaHHBIX 3XoKapauorpahuu
(OxoKTI') wucxomHo wu uyepe3 16 Hededab JeYeHUS
(BREATHE-1). Ilo cpaBHeHMIO ¢ TpyImoi mialedo
y MalyeHTOB, MPUHMUMABIINX 003€HTaH, ObLJIO BBISIBJIEHO
3HauuTeabHOoe ynydineHue CU (mo gJaHHbIM JOMNIIEpDX-
oKI'), paHHero AMacToJUYECKOro HAIOJHEHUS JIEBOTO
KeJTyI0uKa, KOHEYHO-IUACTOJMISCKOM TIIOIIAAM JIEBOTO
JKEJIyI04YKa, OTHOIIEHMSI IMACTOJIMYECKUX ILIOIIaaeit
MPaBOTO M JIEBOTO XKeJyIouyKoB, uHaekca Tei. JleueHue
003eHTaHOM MPHUBOIMJIO K YIYUIIEHUIO CUCTOJUYECKON
(byHKLIMM MPaBOro Xelyaouka M paHHEro JMacToJIMYec-
KOI'O HAITOJTHEHUsI JICBOTO 3KEJYyJ04YKa, YMEHbIICHUIO
JAJIaTallMy TIPABOTro KeJIyI0uKa M YBEJIMYEHUIO pa3Mepa
JieBoro xenynouka. [TogoxuTenbHas IMHaMuUKa Mokas3a-
TeJeid ¢ JOKa3aHHBIM ITPOTHOCTMYECKMM 3HaYeHUEM
Takux, Kak uHaekc Tei u HaauuMe BBHITIOTA B MepUKapIe
y 0oabHBIX ¢ JIAT, moaTBepxxaaeT cnocoOHOCTb OO3eHTa-
Ha 3aMeJISITh TEMIIbl IIPOrpecCUpOBaHUs 3ab0JIeBaHUs
[7].

WUrtak, B paHAOMM3UPOBAHHBLIX HCcaeaoBaHusIx 351
1 BREATHE-1 0b1710 BriepBbie TOKa3aHO, UTO Y OOJbHBIX
¢ JIAT 6o3eHTaH COCOOCTBYET YBEJIMYEHUIO TOJEPAHT-
HOCTM K (MU3MYECKMM Harpys3kam, YJIy4lIeHUIO
®K (BO3), remognHaMUYEeCKUX U dXOKapauorpadudec-
KUX [apaMeTpoOB, a TaKXKe BPEMEHU 0 KIMHUYECKOTO
yxyauieHus. JIonoJHUTEIbHOE OTKPBITOE UCCIIeI0BaHUE
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MPOIEMOHCTPUPOBAJIO, YTO 3(PPEKTUBHOCTL OO3eHTaHa
COXpaHsIeTCsS TP MHOTOJIETHEM JICUEHUU, TOCTOBEPHO
yJIydiaeTcs BbKMBaeMoCTh 00JbHBIX ¢ JIAI mo cpaBHe-
HUIO ¢ JaHHBIMU perucTtpa HanmoHanbHbIX MHCTUTYTOB
3nopoBbs (NIH) (CIA).

B uccnenoBanuu BREATHE-2, nocBsiiieHHOM U3Y-
YEHUI0 COBMECTHOIO MNPMMEHEHMsSI 0O3eHTaHa M 3II0-
npocteHoa, y 33 6oabHbIxX ¢ JIAT TI1-1V (BO3) HaunHa-
JIU Tepanuio 3MOMPOCTEHOAOM 2 HI/KI/MUH B TeUeHUE 2
JHEW ¢ TUTPOBAHUEM [03bI IO TeparneBTUYeCKOil 14+2
Hr/kr/MuH. [8[. Yepe3 2 IHS MallMEHTOB PaHAOMU3UPO-
BaJIM JUISl HasHauyeHUs Tpakiupa 62,5 mr x 2pasa exe-
MHEBHO WM IU1alebo B TeueHue 4 Hemenab. B manbHeit-
1ieM B Tpyrmre 0o3eHTaHa Ha MPOTSLKeHWU 12 Heaesb
03y YBeIWYMBalIu g0 125 Mr x 2 pasa eXeaHEBHO.
ITepBUUHOI KOHEYHOIH TOYKOI SBUIOCH TMPOLEHTHOE
n3meHenue OJICC. Kpome Toro, olieHuBagach IMHaMU-
Ka IPYruxX reMOAMHAMUYECKUX TTapaMeTPOB, PE3YJIbTaThl
6-MTX, ®K (BO3), 6e30macHOCTh U MEPEHOCMMOCTD
Tepanuu. Y MalueHToB, MoJyyaBIIuX 003eHTaH, OTMeva-
JIMCh OoJiee BhIpaKeHHbIE TEMOIMHAMUYECKUE YIIydlle-
HUSI TI0 CPAaBHEHUIO C IPYIIOi Mialebo, HO 3TU pasiiv-
YUsl HEe TOCTUTAIN CTATUCTUYECKON 3HAUMMOCTH. Y 00JIb-
1LIero YucJa MalKMeHTOB B TPpyIine O03eHTaHa yJIydIuajcs
®K no cpaBHeHuwo ¢ rpymmnoi miamne6o (59% n 46%
COOTBETCTBEHHO) [3,8].

Ha mnpotsxeHuu psiga JaeT JokasaTelbHasi 0Oasa
o TIpUMeHeHUI0 003eHTaHa y 00abHbIX ¢ JIAT mocTosH-
Ho monojHsnack. B uccnenpoBanuun BREATHE-3 6b110
MOKa3aHo, YTO 003€HTaH BbI3bIBaJ 3HAYUTEIIBHOE YJIyd-
lIeHue reMoauMHaMuyeckux mokasareneit (OJICC, CHU,
HJTAcp.) Mo cpaBHEHUIO C UCXOAHBIMU y aeteil ¢ JIAT
crapiie 8 JieT Bo BceX BecoBbIX rpynmnax [3]. Jlunamuka
6-MTX u Ipyrux rmokasateJieil TOJIepaHTHOCTU K Harpys3-
KaM He JOCTHTaJla CTaTUCTUYECKOM 3HaUuMMOCTH. JIeueHue
003eHTAaHOM OTJIMYaJI0Ch XOPOIIE MePEHOCUMOCTBIO.

B 2003 r. mosiBUIMCh yOeaUTeNbHbIC JaHHbIC, CBUIE-
TeJIbCTBYIOLIME 00 3(P(HEKTUBHOCTU TpernapaTta y 00Jib-
Hbeix ¢ JIAI, accoumupoBanHoit ¢ BUY. B otTkpriToe,
HekoHTpoaupyemoe ucciegoBanue BREATHE-4 nns
OLIEeHKN 2(P@MEKTUBHOCTU U 0e30MacHOCTU 003eHTaHa
ObLI10 BKIIIOYeHO 16 GosbHbIx ¢ JIAI BeaenctBue BUY-
uHdexkimu, umeronux I — IV ®K (BO3) u cradbuib-
HOE, Ha MPOTSKEHUU MOCISIHUX 3 MECSIIEB 10 BKIIOYe-
HUS B UCCJIeloBaHUe, TeueHre 3a0oseBaHus. [1aneHThI
noJiyyaau 00o3eHTaH 62,5Mr IBaXIbl B JeHb B TeueHUe 4
HeJeJb, a 3aTeM B o3¢ 125 MT 1BaXIbl B IeHb B TEUEHUE
12 Henmenb. B pesynbraTte 16-HeneabHOM Tepannu 003eH-
TaHOM OTMEYaJIOCh 3HAUUTEIbHOE YBEJIMYCHUE pe3yIbTa-
TOB Tecta 6-MX 1O CpaBHEHUIO C MCXOOHBIM (+91M,
p<0,001), ynyuiienue @K (BO3) y 80% nauneHToB Ha I
wu II. Kpome Toro, neyeHue 603eHTaHOM MPUBOANIIO K
noctoBepHoMy yayuiieHuto CHU, OJICC, DxoKI mapa-
METPOB, MoKa3aTeseil KauyecTBa X13Hu 1o mkaie EQ5SD,
KOTOpasi OTpaXkaeT OCO3HaHWE MallMeHTOM CBOETO COCTO-
SIHMSI 3JI0POBbSI M €ro JAMHAMHUKY, a TakXe I10 IIKaje

SF-36, orpaxkalolueii pa3HOOOpa3Hble acIeKThl (Qu3u-
YECKOT0 U YMCTBeHHOTro (yHKIIMoHupoBaHus [9]. BaxkHo
OTMETHUThb, 4YTO JiedeHUME OO3eHTAHOM He BJIUIIO
Ha 3(P@GEeKTUBHOCTb AHTUPETPOBUPYCHOUN Teparuu.
He HabGntoganock cyliecTBEHHBIX J€KapCTBEHHBIX B3au-
MOJEICTBUI MeXay 003€HTAaHOM U aHTUPETPOBUPYCHbBI-
MM TIperapaTamu.

B  nnaueb6o-KOHTpoOJUMpyeMOM  HCCIAEIOBaAaHUU
BREATHE-5 a¢pdekTuBHOCTb O03eHTaHa OblIa MoKa3a-
Ha y 54 GOJbHBIX C CMHAPOMOM Dii3eHMeHrepa, Mmpoje-
MOHCTPUPOBABIIMX K 16 Heaee JCUECHUS YBEJIMUCHUE
TOJIEPAHTHOCTU K (hM3MYeCKOM Harpyske (+53m) u 1mo3u-
TUBHbIE M3MEHEHUs TeMOJMHAMMUYECKUX IapaMeTpOB
[3].

B ucciaenosanuu BENEFIT (BosEntan in iNopErable
Forms of chronic Thromboembolic pulmonary hyperten-
sion) y 157 OOJBHBIX C XPOHUYECKOI TpoMOOIMOOIMEit
JIETOYHOI apTepuu Teparnus 003eHTaHOM MPUBOIMIA K
cymiectBeHHOMY cHuXeHuo OJICC M yMEHbIIEHUIO
MHIEKca oAbIKuY 1o bopry.

HenaBHo Obl10 3aBeplIeHO MPOCIEKTUMBHOE, PaHI0-
MM3UPOBAHHOE, IIalle00-KOHTPOJUPYEMOE UCCIenoBa-
Hue EARLY (Endothelin Antagonist tRial in miLdlY
symptomatic PAH patients), B koTopom 3(p(peKTUBHOCTb
Tepanuu 603eHTaHOM U3yYaaach UCKIIOUUTETBLHO Y 00JIb-
HbIx co IT @K (BO3) (n=185) [10]. [Tpu cpaBHUTEILHOM
aHaJIM3e¢ MUCXOMHBIX JAHHBIX Y MAIMEHTOB, BKIIOUEHHBIX
B uccinegosanne EARLY ¢ yyacTHukamu mcciaenoBaHuit
351 u BREATHE-1, B cpenHem, nuctaHiys B tecte 6-MX
obL1a mouytu Ha 100 M 6oJibine u coctaBmia 435 M. OnHako,
HECMOTpsI Ha YMEPEHHO BBIPAXEHHYIO KJIMHUYECKYIO
CHMNTOMATHKY M COXPAHHYIO TOJIEPAHTHOCTbD, Y OOJBHBIX
OTMEUAJIUCh BBIPaK€HHbIC M3MEHEHUs TeMOIMHAMUKU,
yKa3bIBaIOIIME HAa HEOOXOMMMOCTD TILATEIbHOMN OLIEHKH
(byHKLIMM TTpaBOTO Xeaynouka ngaxe y 60iabHbIX co 11 DK.
INepBuyHOi1 KOHeYHOI Toukoii B ucciaenoBanu EARLY
o610 n3MeHeHue OJICC u ToJlepaHTHOCTU K (pu3nyec-
KM Harpyskam B Tecte 6-MX. IIporpeccuposanue 3a60-
JIEBaHUSI OLICHUWBAJIOCh 110 BTOPUYHBIM KOHEUHBIM TOY-
KaM: BPEMEHU 10 KIMHUYECKOIO YXYIIICHUS U U3MEHEe-
Hun ®K. Yepes 6 MmecsileB y MalMEHTOB, MOJTyYaBIINX
003eHTaH, OTMEUYAJI0Ch BHICOKO JOCTOBEPHOE CHIXKEHUE
OJICC mno cpaBHenuwo c¢ mmiauebo (p<0,0114). ¥V 14%
0OJIbHBIX, IPUMHUMABIIHKX ILJ1alle00, OTMEYaIOCh HACTYII-
JIEHWE KJIMHUYECKOTO YXYAILIEHUS TI0 CpaBHEHUIO ¢ 3,2%
B rpymnre 6o3eHTaHa. B 1ie1om, CHUXKeHUE BEPOSITHOCTU
pPa3BUTUSI KIMHUYECKOTO YXYAILIEHUSI Y OOJIbHBIX, MPHU-
HUMaBIIMX OO3€HTaH B TEUEHME ITOJIyroja, COCTABUJIO
70%. Tlpusnaku mnporpeccupoBanus JIAIT ormevanuch
noutu y 10% 6oJibHBIX B I11a1e60 1Mo cpaBHeHMIo ¢ 1,1%
OONBHBIX, TPUHUMABLIMX 003eHTaH. Hapsny ¢ ucciemo-
BaHusiMu 351 u BREATHE-1 uccnenosanue EARLY
MpeACTaBIsIeT COOO0I ellle OHO MPOCIEKTUBHOE, PaH/I0-
MM3UPOBAHHOE, IIalle00-KOHTPOJUPYEMOE UCCIIenoBa-
HUEe C 0O03eHTAaHOM, KOTOpOE IIPOJEMOHCTPUPOBAJIO
CYILIECTBEHHOE YJIy4YllleHHEe BPEMEHU [0 KJIMHUYECKOTO
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Taosmma 2

CI)apmaKOJlomqecme U CbapMaKOKl/lHeTl/l‘leCKlfle XAPAKTECPUCTUKH AHTATOHUCTOB pPELENTOPOB SHAOTEC/IMHA
3aboneBaHus nnr Nr-c3CT Nr-Bnc nr-By4 netnc r BO3 ®K I Heonep.TAJ1A
Bpems 10 kuH. | v6,7 V14
YXYALIEHUS
TonepaHTHOCTbK | v'6,7 v 11 v9 v15,17
Harpyskam
(Tect 6-MX)
femoguHamMmny. v7,13 va v11 v9 v'8,12 v14 v'15,18,19
napameTpbl
®K (BO3) v7 v3 v12 V17
KauecTtBO Xu3Hu | v'5 V3,5 v9
(QoL)
OxoKTr - napa- v10 v9
MeTpbl

Puc. 5. Pe3ynbtaThl Tepanuu 603eHTaHoM 60JbHbIX ¢ JIT*,

O603HayeHus: UIT-ngnonatuydeckas nerovHas runepteHamnst, C3CT-cuctemHble 3aboneBaHna coeamHnTenbHom TkaHu, BIMC- Bpox-

OeHHble MOPOoKK cepaua.
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yxynueHus. Kpome Toro, mo cpaBHeHMIO C ILIaiedo,
y OOJBHBIX B TpyrIe 003eHTaHa HabMoaadach CTaOMIN-
zaunst @K (BO3), yto Takke yKasbIiBaeT Ha 3aMeIeHUE
TEMIIOB MPOrpecCUpoOBaHMsI 3a00IeBaHNS.

ITpu nzyuennu nokasareseit 6-MTX oTMedanace JIMIIb
TeHaeHUMs K yiaydieHuto (p=0,078), yTro MOXHO 00BsIC-
HUTb TOCTATOYHO COXPAHHOU MCXOMHOM TOJIEPAHTHOCTBIO
K (U3MYeCKMM Harpy3kam y MalyeHTOB, BKIIOYEHHbIX
B ucciienoBaHue. B rpyrine 603eHTaHa JOCTOBEPHBIE MO3M-
TUBHbIE U3BMEHEHMSI ObLTA OTMEUYEHBI ITPU U3YUYEHU U AUHA-
MMKM YPOBHSI MO3TOBOIO HaTPUI-ypeTUUECKOro MenTuaa
(MHIT), noka3zateneii kayecTBa >kuU3HU. B moarpyrme
OOJIbHBIX, MOJYYaBIIMX KOMOMHUPOBAHHYIO Tepamnuio
003eHTaHOM M cuiIeHaduIoM, IMHAMKKA OblTa COMOCTa-
BUMa C IPyMIoil MOHOTeparnuu 003eHTaHOM.

Ha ocHoBaHum pesyasratoB ucciegoBaHusi EARLY
B HacTosllee BpeMsi 003eHTaH OJ0OpPeH B CTpaHax
EBpocoto3a s seyeHus 60abHbIX ¢ JIAT 1T @K (BO3).
YHukanbHble naHHble uccnenoBatuss EARLY nmomuepku-
BAlOT BaXKHOCTb PaHHEH TMarHOCTUKU 1 He3aMeITUTEb-
HOTro HayaJsia Teparnuu naxe y 00JbHbIX C HEBbIPaXKEHHOM
cumnromarukoit, umewmmx Il @K, yto mosBoisger
3aMEIJIUTh TEMIIbl TPOTrpecCUpOBaHUSI 3a00J€BaHUS.
CrnenyeT OTMETUTh, YTO TPOAOJIKACTCS OTKPbITas Mpo-
rpamMMma Iijisl M3y4eHMsl BIMSHMSI paHHEro Havajaa Tepa-
nuyu 0O03eHTAaHOM Ha OTHAJEHHbIE HCXOIbl Y OOJbHBIX
¢ JIAT II ®K (BO3).

B HacTosiiee BpeMst 1oKazaHo, 4To y 00JbHbIX ¢ JIAT
pasnuuHoii aTuonorun 6oseHtaH (Tpaknup) crmocobeH
yaydiaTh GyHKIMOHATbHBIM U TeMOAMHAMUYECKUI CTa-
Tyc, a TakKe KayecTBo Xu3Hu. [Tpu aToM addekT neue-
HUSI SIBJISIETCS] JOJTOCPOYHBIM (PUCYHOK 5).

AOcotoTHas1 OMOAOCTYITHOCTh OO3€HTaHa HE3aBUCU-
MO OT MpueMa MUY COCTaBjsIeT MpuoausuTeasHo 50%
Y TIPY TIPOBEICHMU JUTUTEIBHOTO JICYCHUsI HE MEHSIETCS.
PexomeHayemas 103a s IPUMEHEHUSI BHYTPb COCTaB-
nger 125 Mr. MakcumanbHasi KOHLIEHTpalusl 003eHTaHa
B IJ1a3Me KpoBU gocTuraercs yepes 3-5 yacos. [Ipemapata
MeTabOIM3UPYETCsl B TIEYCHU TPU Yy4acTUM (PepPMEHTOB
uutoxpoma P450, CYP2C9 u CYP3A4 c obpasoBaHueM
Tpex MeTabOJUTOB, U3 KOTOPHIX TOJBKO OAMH 00JiagaeT
(apmakosornueckoii akTUBHOCTbIO. OOpasyloluecs
MeTabOIUThI BBIICISIOTCS C XKeJTYblo, TOJbKO 3% BBIBO-
JIUTCS 4Yepe3 MOYKU. DBO3eHTaH TeCHO CBSI3bIBACTCS
(>98%) c GenkaMu IJ1a3MBbl.

Haubonee wuacto BcTpevawlinuecss TMOOOYHbBIE
3 @eKTh MpU UCMOJb30BAaHUU 0O3€HTaHA BKIIOYAIOT
TOJIOBHYIO 00JIb, TUIIEPEMUIO JIM1IA, MTOBBIIIEHUE TTeUe-
HOYHBIX (DEPMEHTOB, OTeKM HOT. Bce oHU ObLIM 1030-
3aBUCHMBIMU.

Paznuuus APD MoryT ObITh CBSI3aHbI KaK C CEJIEKTUB-
HOCTBIO B OTHOIIeHUU DTA-peLienTopoB, Tak U ¢ papma-
KOJIOTUUECKUMU U (HPapMaKOKUHETUYECKMMU OCOOEH-
HocTsimMu. CpaBHUTENIbHAS XapaKTepucThka 3-X Mpera-
paroB kiacca AI1D npeacrabieHa B TadI. 2.

Curak3senrad (TenuH) — BBICOKOCEJIEKTUBHBIN B OTHO-
meHun DTA-peuentopoB APD, obnanaromuii BICOKOM
OMOJOCTYNMHOCTbIO MpHU TepopaibHOM mpueme (Oosee
90%) W MIMTENbHBIM IeUCTBUEM (IIEPUO ITOTYBbIBE/IE-
Husg 10 yacoB). Kak u 603eHTaH, CUTaK3eHTaH OTHOCUTCSI
K cynboHamuagHoMy knaccy APD. B 2007r. mpenapat
B 103e 100Mr onuH pa3 B CYyTKM PEKOMEHAOBAH JJIsl Jieue-
Hust 6onbHBIX ¢ JIAT ITT @K (BO3) B crpanax EBpocorosa,
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Ta6muua 2
(I)apMaKonomqecme /1 (l)apMaKOKPlHeTH‘leCKl/le XAPAKTEPUCTUKH AHTATOHUCTOB pPELENITOPOB SHAOTECINHA
Mpenaparthbl BoseHTaH Cutak3eHTaH AmMbBpu3eHTaH
CTtpykTypa Linknunyecknin cynsdoHammp, AmunpoTrnodeH OndennnnponnoHosas
cynbdoHamng, Kucnorta
CenekTuBHOCTb 30:1 6500:1 4000:1
OTA:9TR
KoHueHTpauus 3T B nna3me 0 \) 0
[Ho3sa 125-250 100 5-10
MoTpebHOCTbL B TUTPOBAHUW A,03bl na HeT na
Bpems makcvmMansHoOW KOHLUEeHTpaumm 3-5 1-4 1,7-3,3
B nrasme, 4yac
Mepuvopa nonyBbIBEOEHWS, HAaC 5,4 10 15
YCTONYMBOCTb KOHLEHTPaUUK, OHEen 3-5 6 3-4
MeTtabonusm neyeHb neyeHb neyeHb
Yuactue umtoxpoma P450 CYP2C9 1, 3A4 1 CYP2C9 | CYP 3A4 1,2CI19 1
JlekapCTBEHHbIE CunpeHadun, rmmubeHknamuma, BapdapuH n umkno- LIMKIOCNOPUH A
B3aMMOLENCTBMSA BapdapviH 1 LMKAOCMNOPUH A CNopuH A

Kanane n ABCTpanuu ¢ UeJbIO YIydllieHUsI TOJAepaHTHOC-
TU K (pU3UUEeCKUM Harpy3kam [3].

Joka3zarenbHast 6a3a 00 3¢pGeKTUBHOCTU M Oe30rac-
HocTu Tiperapata y OosbHbBIX ¢ JIAIT ocHoBBIBaeTCs
Ha pesyasraTtax mnporpammbl STRIDE (Sitaxsentan To
Relieve ImpaireD Exercise), BKItouaBlIeil Tpy KPyIHBIX
PaHIOMHM3UPOBAHHBIX,  IJale00-KOHTPOJIUPYEMbBIX
uccaegoBanusi: STRIDE-1, STRIDE-2, STRIDE-4, psin
HEKOHTPOJIMPYEMBIX U IJIUTENAbHBIX (1m0 12-24mec.)
uccnegosanuii [11]. B uccnemoBanum STRIDE-1 178
oonbHbIX ¢ MJTAT, JIAT Ha ¢doHe 3a0osieBaHUIT COEAMHY-
TEJIbHOM TKAHW WM BPOXACHHBIX CHUCTEMHO-JIETOYHBIX
wyHToB (II-11T ®K, BO3) 6buti paHIOMU3UPOBAHBI B 3
rpymmbl: cuTak3eHTaH B go3e 100mr, 300Mr u miauebo
(Tabm. 3).

B pesynbrare 12-HenenbHOI Tepanuu CUTa3eHTAHOM
B 1o3e 100 u 300 Mr oguH pa3 B CyTKU Y 600abHBIX ¢ JIAT
JIOCTOBEPHO, 1O CPaBHEHMIO C IUIalebo, yJydilajaach
TOJIEPAHTHOCTb K (PU3MYECKMM Harpy3kam, reMoauHa-
MMUYECKHEe MapaMeTpbl, KIMHUYECKUE UCXoabl. [Ipuyem
nrHamuka 6-MX, OJICC u CU k 12 Henelte HaOIIOAEHUS
Kak Ha (poHe Tepanuu cutekzeHTaHoM B mo3e 100, Tak
u 300Mr B CyTKM ObL1a JOCTOBEPHOM M COMOCTABUMOIA.
OpHako, npu npueme cutak3eHTaHa 300Mmr Oojiee yem
TpeXKpaTHOE IIOBBIILIEHUWE TpaHCaMMHAa3 OTMEYajoch
y 9,5% GOJIbHBIX, B TO BpeMsI KaK B I'PYIINE CUTaK3eHTaHa
100Mr — Hu y ogHOro 6onbHOro (0%).

WccnenoBanue STRIDE-2 6bu10 MOCBSIIEHO OLIEHKE
ONTUMAaTbHON J03bl CUTAK3€HTaHa, aHAJIU3Y ero 3¢ deK-
TUBHOCTH, 10 CPABHEHMIO C I1J1a1ie00, U OTKPBHITHIM MPU-
eMoM OoseHTaHa. 245 0oJbHBIX B Bo3dpacte 12-78 et
¢ WA, JIAT BciencrBue 3a00jieBaHUIl COCAUHUTEb-
HOWM TKaHu, pe3uaynabHoil JIAI mocne xupypruueckoi
KOppeKIK JAedeKTa MEeXIPEeICePIHON WM MEXIKey-
JIOYKOBOI TIEPErOpoJIKM, OTKPHITOTO apTepuaJbHOTO
nporoka (II-1V ®K, BO3), nosyyaBiiye Teparnio Ba3o-
JIUJIaTaToOpaMu, TUYPEeTUKAMU, CepACUYHBIMU TJIMKO3Maa-

MM, KMCJIOPOAOM OBUIM paHIOMU3MPOBaHbI Ha 18-Heme-
JIbHBIN ABOMHOI clienoii mpueM Ijaledo, cuTak3eHTaHa
50mr, 100MT MM OTKPBITBIN MpueM 0o3eHTaHa 62,5Mr x
2pa3a B CyTKHU C yBEJMUEHUEM J103bI yepe3 4 HeleIu Jieue-
Hus g0 125 mr x 2pa3a B cyTku. B rpymnre miane6o auc-
TaHUMS B 6-MX ymeHbInmIach Ha 6,5M, Ha ¢oHe Tepa-
MUY cuTak3eHTaHOM SOMT — HEIOCTOBEPHO YBEINYUIIACH
Ha 18Mm, a cutakzeHTtaHoM 100mr (p=0,03) uiu 603eHTa-
HoMm (p=0,05) oTmeyanach MOJOXUTEIbHAs IUHAMMKA
C yBeJIMYEHHEM AUCTAaHLMUU B TecTe 6-MX Ha 25M u 23M
COOTBETCTBEHHO. JlocTOBepHasl IMOJIOXUTEIbHAS JIMHA-
Muka ®K Mmena MeCTO TOJIbKO B TPYIIIE CUTAK3eHTaHa
100mr. TToBeIlIeHME ypOBHSI TpaHCaMuHa3 0oJjiee, yem
B TPU pasa, IO CPAaBHEHUIO C BEPXHEW I'paHULIEH HOp-
MaJIbHbIX 3HaY€HU I, HA0TI01a10Ch Y 6% OONIBHBIX B IPYII-
e 1iane6o, y 5% u 3% 601bHbIX, IPUHUMABIIIMX CUTAK-
3eHTaH S0mr u 100mMr u y 11% — B rpyne 0o3eHTaHa.
[enaToToOKCMYHOCTL MOXHO paccMaTpuBaTh KakK Kjlacc-
appext APD. M3meHeHUs1 ObLIM OOpaTUMBIMU TMOCTE
OTMEHBI JICUCHUSI.

B uccnenosanuu STRIDE 498 6onbHbix ¢ JIATT 66111
PaHIOMU3MPOBAHbBI B TPU IPYIIIILI JUIS IPUEMa CUTAK3eH-
TaHa B nmo3ax 50 wnau 100Mr u rutane6o B TeyeHue 18
Henenb. [TonoxuTenbHas nuHaMuKa B 6-MX oTMevanach
B rpynimax 0oabHbIX, moaydaBiiux 50 u 100Mr cutak3eH-
TaHa 10 CpaBHEHMIO ¢ ruiane6o0. OmHAKO CyIIEeCTBEHHOM
Pa3HULIBI MEXY IPYIIIIaMU aKTUBHOM Tepanuu He HabJTio-
J1aJ10Ch,

O1ieHKa 10JroCpOoUHbIX 3pdekToB (10 12 Mec.) cuTak-
3eHTaHa MPOBOAMIACH Yy OTHOCHUTEIbHO HEOOJBIIOTO
yucaa OonbHbIX. KpoMe Toro, B monarpyrre OOJbHBIX
¢ JIAT Ha doHe BpoXXIEeHHBIX MOPOKOB cepilia He ObLIO
MPOJIEMOHCTPUPOBAHO KIIMHUYECKH 3HAYMMOTO YJIydIlle-
Hust B 6-MX. B rpyrne 6onbHbIX ¢ JIAT, accounmpoBaH-
HON C CUCTEMHBIMU 3a00JIEBAHUSIMU COCIUHUTETBLHON
TKaHu, 2(@eKT Ha TOJEepaHTHOCTb K (PU3NUYECKUM
Harpyskam 0bu1 coroctaBum ¢ rpymnnoit UJIAT.
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Ta6muua 3
Pe3syabraTsl BazKHeIMX ucciaenoBanuii ¢ APD
Mpenapatbl BoseHTaH CuTak3eHTaH AmMbpuseHTaH
Wccneposarme | Study 351 BREATH-1 STRIDE-1 STRIDE-2 ARIES-1 ARIES-2
(n=20) (n=251) (n=178) (n=185) (n=202) (n=252)
LOunsaiii Mnauebo/ Mnauebo/ Mnaue6o/ Mnaue6o Mnaue6o Mnaue6o
BoseHTaH BoseHTaH 250 CuTtakc 100 CwutakseHTaH 50 AmOpU3eHTaH 5 AmbBpur3eHTaH
BoseHTaH 500 Cwurakc 300 CwutakseHTtaH100 AmbpuseHTaH 10 2,5
BoseHTaH Ambpur3eHTaH
5
OnnTenbHOCTb, 12 16 12 18 12 12
Hen,
6 MTX,m 360 330 398 337 341 348
MNCXOAHO
OnHamuka +76, +44, 100/300mg: 50 mg: NS 5mg: 2.5mg: +32.3,
aucTaHummn p=0.021 p <0.001 +35/+383, +30.6, p=0.0219
6 MTX, m p <0.01 100 mg: +31.4, p =0.0084
p=0.03 5mg: +59.4
10mg: +51.4 p =0.0002
p =0.0001
YnyyweHne 9/43 30/43/41 15/29/30 100 mg: HAO HAO
DK, % p=0.0039 | p=0.0407 p <0.02 p <0.04
KnuHnyeckoe 27/0 14/5/4 5/0/2 10/6/4/9 7/4 13/8
yxyawexue, %
Bpewmsi o 0 0 T
KITMHUYECKOro HA HO HAO
yXyALWweHus

ITpuem cutak3eHTaHa HaubOJIEe YaCTO COMPOBOXK A~
csl CAeAyIIUMU MOOOYHBIMU A(PdeKTamMu: rojoBHas
001, epudepuvecKre OTeKH, TOLIHOTA, 3aJI03)KEHHOCTh
Hoca, ToJoBOKpyxeHue [11].

AMOpH3eHTaH (JIeTaupuc, BOJIMOpHUC)- HecyJbhoHa-
MUIHBIN cenekTuBHbIE APD B 2007r. ObL1 omoOpeH
AIMMHUCTpallMeld MO KOHTPOJIIO KavyecTBa MPOAYKTOB
NUTaHusT U JieKapcTBeHHbIX cpeactB (CIA) mis neve-
Hus 6onbHBIX ¢ JIAT (II-111 ®K, BO3) B go3e 5 u 10mr
JUTSL YJIYYILEHUST TOJEPAHTHOCTU K (DPU3MUECKUM Harpys-
KaM Y TIpeIOoTBpallleHMs] TTPOrpeccupoBaHusl 3aboJieBa-
Husg [12]. B 2008r. npenapat 661 0g00peH AJIsl JIeUeHUst
JIAT (IT-111 ®K, BO3) B ctpanax EBpocoro3a.

B 2004r. Obl1M MHULMUPOBAHBLI IBa 12-HeaeabHBIX
PaHIOMU3UPOBAHHBIX,  MJale00-KOHTPOJUPYEMbIX
uccnenoaHusi ARIES-1 u ARIES-2 (Ambrisentan in
PAH- a phase III, Randomized, Double-blind, placebo-
controlled, multicenter, Efficacy Study of Ambrisentan on
Subjects with pulmonary arterial hypertension) st oLeH-
Ku 0Oe3omacHOCTU U 3(h@PEKTUBHOCTU aMOpu3eHTaHa
y 393 6oabHbIX ¢ JIAT (Ta6a. 3). [Ipenapat B no3ax 2,5, 5
u 10mr osmydan 261 60abHOIM, miane6o — 132 mamueHTa.
JleyeHue aMOPU3EHTAHOM CONPOBOXKIAIOCH CYIIIECTBEH-
HBIM yBeJandyeHreM nuctanuuu B 6-MX. Ipuyem nosu-
THUBHAasI TMHAMUKa OTMedajiach yepe3 4 Heleau Teparuun
He3aBUCUMO OT J03bl amOpuseHTaHa. K 12 Henene yiyu-
1IeHue B Tecte 6-MX uMeso 10303aBUCUMBIN XapaKTep:
npu JjedeHun amOpuszeHTaHoM 2,5mr (+31Mm), 5 u 10mr
(+51M). Ha ¢done Tepanuu cTabUIM3UPOBAIOCH COCTOS -
Hue 060abHBIX ¢ JIAT, yMeHbIanach moTpeOdHOCTD B TpaHC-
TUTaHTalWU, TIPEACePIHON CeNTOCTOMMU, FOCIUTAIM3a-

Lusx 1mo nosoxay nporpeccuposanus JIATL Ipu pnurenb-
HOM HaOJIONEHUU B paMKax OTKPBITOIO MCCJIEIOBAHUS
3a 383 OOJBHBIMM, MOJYYaBIIMMU aMOpuseHTaH, 95%
0OJIbHBIX OCTAJMCh B XMBBIX B TeueHue 1 roma u 94%
MpoaoJIKaau MPUHUMATH npenapar [12].

W3 nobouHbix 3¢h¢heKToB Haubojee 4acTo OTMeya-
JIUCh TepudepruecKre OTeKH, 3aJ0XEHHOCTb Hoca,
CUHYCUTBI, NPUJIUBLI, cepaueOueHune, Ha3o(OapUHIUT,
rojioBHast 0607b. Y 0,8% OOJbHBIX B TeueHUe 12 Hemesb
JeyeHus u 2,8% npu romMyHOM HaOMoIeHUU Ha (hoHe
Tepanuu aMOpU3eHTAHOM OTMeYasJaoCh 0ojiee YeM Tpex-
KpaTHOE TMOBBIIIEHUE TpaHcaMKHa3. B HacTosiiee BpeMst
oonee 300 mauMEeHTOB Yy4acTBYIOT B JUIMTEIbHBIX, 10 3-X
JIET, UCCIIEIOBAHUSIX C aMOPU3EHTAHOM.

boszeHTaH, amMOpu3eHTaH M CUTaK3eHTaH 00JamaroT
pa3HbIMU (PapMaKOJOTMYECKUMU 1 (papMaKOKHMHETUYEC-
KMMM OCOOEHHOCTSIMU, YTO OTpa)kaeTcsl B KIMHUYECKU
3HAUMMBIX PA3TUUMSIX, KACAIOIIUXCSI METa00IM3Ma CaMo-
ro mperapara v JeKapCTBEHHBIX B3aUMOAEUCTBUI, B TOM
qucIie Py UX Ha3HAYeHUU B COCTaBe KOMOMHUPOBAaHHOM
tepanuu 6oabHbIM ¢ JIAIL Hanpumep, kak mokazaiu
dapMaKOKMHETUYECKHE HCCIeNOBaHUS TMpPU B3aUMO-
neicTBUM O03eHTaHa W cuiaeHaduia, KOHLIEHTPaLMs
MOCJeAHEero B ILJ1a3Me KPOBM YMEHBIIAETCS IOYTH
Ha 50%, KoHlleHTpalus e 003eHTaHa, HAIIPOTUB, yBe-
nuuuBaercs Ha 50% [3]. TeopeTtmyecku MOXKHO OBLIO
OBl TIPEIIIOJIOXUTh, YTO COBMECTHOE NMPUMEHEHUE Mpe-
IapaToB MPMUBEIET K CHWXKEHUIO KOHIEHTPAIMU CUJIIe-
Haduaa 10 cyoTepaneBTUYECKUX U BbI30BET I'elaTOTOK-
cuyeckuii apdexkt 6o3eHTaHa. OgHaKO B pesyabTaTe
KJIMHUYECKUX HAOIIOAEHWI, B TOM YUCJIe B paMKax paH-
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JTOMU3UPOBAHHBIX MCCEIOBaHUI, Hab0gaIach XOpPO-
1asi MepeHOCUMOCTb M KiIMHU4YecKass 3(p(GeKTUBHOCTD
KoMOMHaLuu 603eHTaH-cuiaeHagui. JInxs amOpuszeHTa-
Ha M CUTaK3eHTaHa MOoJ00HbIE JIEKAPCTBEHHBIE B3aUMO-
JEMCTBUS ¢ cUIeHa(WIOM He XapaKTepHBI.

BoseHTaH 4acTUYHO MHAYLIMPYET CUCTEMY LIUTOXPOMA
P450, yBeanuuBas MeTaboJIM3M BapdaprHa, 4To TpeOyeT
yBeJMYEeHUs ero 103bl. HanpoTuB, cuTak3eHTaH MHTUOW -
pyeT u3osH3uM CYP2C9. VYV 31mopoBbIX 100pOBOJIBLEB
CUTaK3eHTaH YBEJIMYMBAJ MEPUOJ MOJYBBIBEICHUST Bap-
¢dapuHa B 2,4 pa3a, 4TO TpeOOBAJIO YMEHBIIEHUS J03bI
BapdapuHa oyt Ha 80%. AMOpu3eHTaH ¢ BapapruHOM
JIEeKapCTBEHHBIX B3aUMOACHCTBUI He numeeT [12].

Takum obpazom, APD — 5T0 Kjacc JieKapCTBEHHbBIX
npenapaToB Juisl JiedeHus 6onbHbIX ¢ JIATL, mokazaBLumit
CBOIO KJTMHUYECKYIO 3(P(PEKTUBHOCTD U XOPOLIYIO ITEPEHO-
CUMOCTh. B HacTosiiliee BpeMsi He BbI3bIBAET COMHEHUIA,
YTO TJIaBHBIE pa3InuMs IpernaparoB u3 Kinacca APD cBs3a-
HbI HE CTOJIbKO C MX CEJIEKTUBHOCThIO, CKOJIBKO C (hapma-
KOJIOTUYECKMMM XapaKTePUCTMKAMU U OCOOCHHOCTSIMU
MeTaboJiu3Ma, JIEKAPCTBEHHBIMU B3aMMOACHCTBUSIMU,
KPaTHOCTBIO TIpHeMa, 4acTOTOl MOOOUYHBIX 2(P(PEKTOB.

B GonbiivHCTBe MccnenoBaHuii ¢ APD oueHuBancs
a¢pdekr 12-16-HemenbHO Tepanuu. s IeTaJbHOIO
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