bo3eHekc — Bozeneks (bo3eHTaH)

JledeHne nerovyHow apTepuanbHon runepTeH3nn (JTIAT) c uenbio ynydweHus
TONIEPAHTHOCTU K (PU3NYECKUM HaArpyskam M KJMHUYECKUX CUMMNTOMOB Y
nayneHToB II-IV ®K no knaccugukaumm BO3, B3poCabIX U AeTen cTapLwie 3-x NeT,
BKJ1H0YaA:

* MEPBUYHYIO (MAMONATUYECKYIO W HACNEACTBEHHYI) NEerovyHyto
apTepuanbHyo r’MNepTeH3nto;

* BTOPUYHYIO JIEFrOYHYI apTepPUasbHyl0 TUNEPTEH3NI Ha (QoHe
CKJiepoaepMun npu OTCYTCTBUU 3HAYUMOrO0 WUHTEPCTULUANBHOIO
NOPa)eHNs NErkux;

* IETOYHYIO apTepuasibHYl TUNEepPTEeH3U, aCCOLUMPOBAHHY C
BPOXOEHHbIMY MOPOKaMU cepala M B HYaCTHOCTM C HapyLeHMsMU
nokasaTenen reMoanHaMUKM no TUMy CMHAPOMa D3eHMEHrepa.

ona yMeHbLWEHNA YNCNa HOBbIX AUTNTaJIbHbIX A3B Y B3POCJIbIX MNMPK CUCTEMHOM
cknepogepMnn n nporpeccnpyrowemMm a3BeHHOM Nnopa>xeHnm KOHEYHOCTEMN.

Bnapenely PEerucTpaumMoHHOro
yOOCTOBepeHusa:

®apmodupma COTEKC, 3A0 (Poccus)

NpousBepneHo:

NccneposaTenbcknn MHCTUTYT XuMndeckoro PasHoobpasus, AO (Poccus)

KOHTaKTbl Ana obpalieHun:
®apmdunpma COTEKC 3A0 (Poccus)

Kop ATX: C02KX01 (Bosentan)
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AKTuBHOe BewwecTBo: 603eHTaH (bosentan)Rec.INN 3apernctpuposaHHoe BO3

PopMa BbiNyCKa, ynakoBkKa U COCTaB
npenapaTta bo3seHekc®

TabneTku, nokpbiTbie NJ1€HOYHOU 0060/104KOM PO30BOro LIBETA, KPYrible,
NBOAKOBbLINYKJbIE; Ha Nonepe4yHoM pa3pese aapo 6enoro nam noyTtn 6enoro
LIBETA, JOMNYCKAETCS XKENTOBATHIN OTTEHOK.

1 1ab.

603eHTaH MoHOrMapaT 64.541 wmr,

4YTO COOTBETCTBYET COEpXKaHuio bo3eHTaHa| 62.5 mr

BcriomoratenbHble BeLjecTBa: KpaxMmas KYKypy3Hbll, KapbokcuMeTunkpaxmarl
HaTpWSA, KpaxMan npexxenaTUHU3NPOBaHHLIN, ranuepun aubereHaT, nosmaoH K90,
MarHus cteapar.

CocTaB niaeHo4YyHou 060104KM: onafdpan Po30BbIA (FrMnpomennosa, TUTaHa
ovnokenp (E171), Tanbk, aTunuensonosa, TpMaueTuUH, KpacuTesNb Xesesa oOKCug
xentbin (E172), Kpacutenb xenesa okcug KpacHoln (E 172)).

14 WwT. — ynakoBKN A4E€NKOBblE KOHTYPHbIE (4) — Nayky KapTOHHbIE.

TabneTkn, noKpbITbie NN€HOYHOU 000J104KOM PO30BOro LBETA, KPYyrible,
NBOSIKOBBIMYKJIbIE; HA MoMepeyHoM pa3pese sapo 6enoro unm no4yTtn 6enoro
LiBETa, JOMNYCKAETCS XKENTOBATLIN OTTEHOK.

1 1ab.

603eHTaH MoHormapaT 129.082 wr,

4YTO COOTBETCTBYET coAep>xaHuto 6o3eHTaHa 125 mr

BcnomoraTesnbHble BeLjecTBa: KpaxMasl KYKypy3HbIl, kKapbokcnmeTunkpaxman
HaTPWA, KpaxMan NpexXxenaTUHN3NPOBaHHbLINA, Fauuepun aubereHaT, noBuaoH K90,
MarHusa cTeapar.

CoctaB nsaeHo4yHou 060104KkM: onaapan Po30BbIA (runpomensosa, TUTaHa
anokcup (E171), Tanbk, aTUALENNON03a, TPUaALETUH, KpacuTeNb Xenesa oOKCug
xentoin (E172), Kpacutenb Xxenesa okcnpg kpacHoin (E 172)).



14 WT. — yNakoBKN A4ENKOBbIE KOHTYPHbIE (4) — Naykn KapTOHHbIE.

KnuHuko-cpapMmakonormyeckaa rpynna: HecenekKTUBHbIM aHTAroHUCT
3HOO0TeNnHOBLIX peuenTopos Tuna ET, n ET;. BaszogunaTtaTtop

dapMako-TepaneBTM4YecKas rpynna: BasogunatupytoLiee cpeacTBo

dapmMaKkonormyeckoe aeucrteme

bo3eHTaH ABNAeTCA HeCeNneKTUBHbIM aHTarOHMCTOM 3HOO0TEIMHOBLIX PeLenTopoB
Tuna ET, n ET;. bo3eHTaH CHM)XXaeT KaK ero4yHoe, Tak U CUCTEMHOe COCyancToe

COMPOTUBAEHNE, NPMBOAS K MOBbILIEHNIO CepaevyHoro Bolbpoca 6e3 ysennyeHus
4CC.

HenporopMoH sHgoTennH-1 (ET-1) aBnseTca ogHMM N3 CaMbiX MOLHbIX Cpeau
N3BECTHbIX B HACTOSALLNA MOMEHT Ba3OKOHCTPUKTOPOB, KOTOPLIN TakXXe obnanaeT
cnocobHoOCTbO CcTUMynupoBaTb (GuUOPO3, KAETOYHYK nponaudepayuto,
rmnepTpouio U peModenMpoBaHMe, a TakKxe TnMpogaBnaseT
NPOTUBOBOCNAJINTENIbHYID aKTUBHOCTb. DTW 3P(EeKTbl MHAYLUPYIOTCA MNpwu
cBA3bIBaHUM 3HAO0TeNNHa-1 (ET-1) ¢ peuenTtopamu ET, n ET;, pacrnonioXXeHHbIMK B

SHAOTENINN N KNeTKax rnagkonm MyckynaTtypbl cocynoB. KoHueHTpauun ET-1 B
TKaHAX W Nia3Me KPOBW MOBLILWAKTCA MNPU HEKOTOPLIX CepheyvyHOo-CoCyanCThbIX
3aboneBaHuax n 6onesHn coeANHUTENbHOW TKaHW, B T.4. NPU Nero4yHou
apTepuanbHon runepteH3un (JIAIN), cknepogoepmmun, OCTPON M XPOHUYECKOWN
cepheyHon HefOoCTAaTOYHOCTM, UWEeMUM MUOKapLa, CUCTEMHON TUNEPTEH3UN U
aTepockKsepo3e, 4YTO npepnonaraeTt y4vyactue ET-1 B naToreHese 3Tux
3abonesaHun. Mpu JIAT n cepoeyHoOnm HeOoOCTaTOYHOCTWU, B OTCYTCTBUU
aHTaroHnMsMa peuenTtopoB K ET, noBbiWeHHble KOHUeHTpauum ET-1 cTporo
KOPPENUPYIOT C TAXKECTbO M NMPOrHO30M yKa3aHHbIX 3abonesaHui.

bo3eHTaH KOHKYypupyeT ¢ ET-1 n gpyrumum ET nentugamum 3a cBa3biBaHue ¢ ET, n
ET;, C He3HauynTenbHO 6onee BbICOKMM CPOACTBOM K peuentopam ET, (Ki=4.1-43
HMOJIb) MO CpaBHeHUIO ¢ peuenTopamn ET; (Ki=38-730 HMONb).

Bo3eHTaH cneumndunyeckn 6noknpyeT ET-peuenTopsl 1 He CBA3bIBAETCS C APYr UMY
peLenTopamu.

Mpn n3ydyeHun JIAI Ha MoLensax y XWBOTHbIX MOKa3aHO, YTO AJINTeNlbHOe



BBefeHne 603eHTaHa BHYTPb CHMXXAET JSlIero4yHoe COCyaAnCToe CONPOTUBJIEHUE U
crnocobcTByeT obpaTHOMY pa3BUTUIO TMNEPTPOGUN COCYLO0B NErKMX U NPaBoro
Xxenynoyka. lMoka3zaHo, 4To npu neroyHom ¢pubpose 603eHTaH yMeHbLIaeT
HaKOMJieHWe KoJilareHa B Jlerkux. Pe3ynbTaTbl MHBA3MBHbIX UCCIe40BaHNN
reMmoanHaMNKN NokKasanu, 41o fevyeHne 603eHTaHOM NPUBOAUT K 3HAYUTENbHOMY
MNOBbILLEHNIO CepAevyHOro MHAeKCa, a TakXe CYLWeCTBEHHOMY CHUXEHWUI
LaBJIeHUS B JIErO4YHOW apTepuun, JIEro4HOro COCyaAMCTOro CONPOTUBAEHUSA Y
cpefHero gasseHNa B NpaBoM npeacepann. JnntenoHoe (B TeyeHne 12 n 16
Helenb) nevyeHne B3POCabIX naumeHToB C JIA[ (NepBUYHOM U BTOPUYHON,
NPeENMYLLECTBEHHO accouMMpoBaHHOe co cknepogepmumen) III-IV ©OK no
Knaccupukaumm BO3 603eHTaHOM B KOMOMHaAUWMKM C aHTUKOArynsHTamu,
BasogunatatopaMmu (b6bnokaTopamum KanbUMEBBLIX KaHaNoB), OWypeTUKamu,
KMC/IOPOAOM N OUFOKCWMHOM, HO He 3MONPOCTEHOJIOM, COMPOBOXAOasl0Ch
YMEHbLUEeHNEM BblpaXeHHOCTU CMMNTOMOB JIAI M 3HaYNTENbHbIM YBEIMYEHNEM
TONEPAHTHOCTN K (PM3NYECKMM Harpyskam (no pesysbTaTaM TecTa C 6-MUHYTHOW
xoabbon). 3T 3phekTbl OTMEYANNCL Yepe3 4 Hegenn, oTYETIMBO NPOSABASNCH
Yyepe3 8 Hefenb N COXPAHANNCL 00 28 Hefesb B nogrpynne nauneHToB akTUBHOIO
NleveHuns.

B nccneposaHmnu nauneHToB ¢ JIAI IT ®K noka3aHO 3Ha4YnTeNbHOE yBesnyeHune
BPEMEHUN A0 Havasa KJWHUYECKOro yxyplweHus (KoMbMHMpoBaHHaa TOYKa,
BKJIlOYatoLWaa nporpeccnposaHne cCMMNToMoB 3aboneeBaHunsa, rocnuTanmnsaunto
Bcsieacteme JIAI n cnydam cmepTm).

Y nauyneHToB c JIAT III ®K n nopokamMn cepfLla B COYETaHUM C HapyLLUEeHNaMU
nokasaTteJsien reMoguHaMUKK MO TUMYy CMHAPOMa DU3eHMeHrepa, yBeaunyeHue
CpeflHero 3Ha4yeHus HacblleHNna KPpoBM KNCI0POLAOM CBUAETENLCTBOBAJIO O TOM,
4TO D03eHTaH He ycyrybsiseT runokCeMuio, 1 4YTo cpefiHee 3Ha4YeHmne ero4yHoro
COCYANCTOro CONPOTUBSIEHNSA 3HAYMUTENBHO CHUXKAETCS B rpynne 6o3eHTaHa.

Mpwn n3yyeHun 6o3eHTaHa y nayneHtoB ¢ JIAT III ®K B covyeTaHunm ¢ BUY-
NH(EeKUMEN NOKA3aHO MOBLILWEHNE TONIEPAHTHOCTU K PU3NYECKMM Harpys3kam B
CpPaBHEHUN C NCXOAHbIMU AaHHbLIMN,

B OBYX OCHOBHbIX NAaLeb0-KOHTPONNPYEMbIX UCCIEAOBAHMAX U UX OTKPbITbIX
NPOANEHNAX Y BCEX MALIMEHTOB, NoayYatoLmMx 603eHTaH, B TeYEHME ANMTENBHOMO
BPEMEHU NPOBOANIN OLEHKY XU3HEHHO BaXXHbIX MOKa3aTesei.



CpeaHss Npoao/KUTENbHOCTL NpueMa 6o3eHTaHa coctasmna 1.9£0.7 net (o7 0.1
00 3.3 neT), KJINHNYEeCKOoe COCTOSAHNE NauMeHTOB KOHTPOJIMPOBaaM B CpefiHEM B
TeyeHune 0.2+0.6 neT. Y 6onblien 4acTn nauneHToB bbla NOATBEPXKOAEH ANArHO3
nepsudHon JIAI (72%) v onpenenen III ®K (84%) no knaccupumkaumm BO3.
[Moka3aTeslb BbXKMBAEMOCTU B rpynne B LesIOM (COrfiacHoO OLeHKe rno metony
KannaHa-Manepa) 4yepe3 1 ron nevyeHns 603eHTaHoOM cocTaBma 93%, a vyepes 2
ropa — 84%. Y nauueHTOB C CUCTEMHOW cKJiepohepMUelnn nokasaTenu
BbKMBAEMOCTU no Metoay KannaH-Mamnepa 6blin Huxe.

N3y4eHne appekTusHoctn y ageteu ¢ JIAlI. WNccnepoBaHne napaMeTpos
hapMaKoKUHETUKN 6o3eHTaHa nposoaunn y geten ¢ JIAI II-III ®K B Bo3pacTe oT
3 0o 15 net B Te4yeHue 12 Hepenb Tepanunm npenapatomM. AHanus
reMoAMHaMM4yeCKUX MokKasaTesiel yKas3blBaeT Ha YyBeJM4YeHue CepheyvyHoro

nHaoekca (CW) Ha 0.5 n/MUH/M®, @ TakXKe Ha YMEepPeHHOe CHUXEeHUEe CpefHero
LaBJsieHNsa B fieroqHom aptepun (OJ1A) po 8 MM pT. CT. U NE€ro4YHOro COCYAUCTOro

conpoTtumsneHns (JICC) — 0o 389 auHxc/cm’.

CuctemHas ckiepoepmMusi C AI3BEHHbLIM MOPaXKEHNEM KOHEYHOCTEN. Pe3ynbTaThl
OBYX KJAWHWYECKUX UCCNefoBaHWM Yy B3POCAbIX MNaUWEHTOB C CUCTEMHOW
CKNnepoaepMmnen n A3BEHHbIM NOParKeHMEM KOHEYHOCTen (B cTaaum obocTpeHuns
NN B CNyYasXx, Korga A3BeHHOE NopaXKeHue oTMeYann B Te4YeHune nocseqHero
roga) nokasanu, 4TO B Te4YeHWe BCero nepuoga npumeHeHus 6oseHTaHa
HabngaeTCcs OOCTOBEPHOE YMEHbLUEHNE YUCA HOBbIX SI3BEHHbLIX MOpPaXKeHUn
KOHEYHOCTEeN Mo CpaBHEHUIO C nnavebo.

Y nauneHToB, nony4yaswux 6oseHTaH nam nnauebo B TevyeHue 16 Hepenb, B
cpefHeM, oTMeyeHO 1.4 n 2.7 HOBbIX A3BEHHbIX NOPaXeHUN COOTBETCTBEHHO
(p=0.0042). B uccnegoBaHu NpoAO/IKUTENLHOCTbIO 24 Heaenn YUcao HOBbIX
S3BEHHbIX MOPa)KeHUN KOHEeYHOCTEN Y nauneHTa CoCTaBsano B cpeHeM 1.9 n 2.7
cooTBeTCTBEHHO (p=0.0351). BausaHue 6o3eHTaHa Ha CKOPOCTb 3a>XWUBJIEHMS
S3BEHHbIX MOPaXKeHWN He YCTaHOBJEHO.

PapMakKOKUHEeTHUKa

dapMakoKMHeTUKY Bo3eHTaHa NoapoObHO n3yvanm B UCCNEOOBAHNUAX C Y4aCcTUEM
300poBbIX gobpoBonbuUeB. [aHHble MO U3YYEHUO BDapPMaAKOKUHETUKK Y
OrpaHMYeHHOoro 4Yncna naumeHTos C JIAI cBUOeTeNbCTBYIOT O TOM, YTO CUCTEMHOE



Bo3nencTBme 603eHTaHa y NMaUMEHTOB B 2 pa3a Bbille, YEM Yy 340POBbIX
0o6poBOSbLEB.

dapMaKOKMHETMYECKNE NapaMeTpbl Y 340P0BbIX 106POBOJIbLIEB 3aBUCAT OT [A03bl
N BPEMEHW NpueMa npenapaTa.

Mocne B/B BBeAeHNS 603eHTaHa Vy U KINPEHC CHUXKAKTCSA C yBEIMYEHNEM [03bl U

MNOBBLILLAOTCSA CO BpemeHeM. [ocse npMeMa BHYTPb CUCTEMHAs 3KCMO3MLMS
6o3eHTaHa NponopLmnoHanbHa B fo3ax A0 500 mr. Mpu npueme BHYyTpb 6onee
BbICOKOW [103bl 603eHTaHa yBennyeHue C,,, B naasme kposu u AUC no

OTHOLUEHWIO K NMPUHATON [03€ HernpOonopLNOHaNbHO U OOCTUraeTCA C MeHbLUel
CKOPOCThIO.

BcacbiBaHne

AbcontoTHaa buopocTynHocTb 603eHTaHa y 340p0OBbIX AOOPOBOMbLLEB Moc/e
npuema BHYTpb cocTaBnsdeT okoao 50%, npuem nuwm He BAUAET Ha
buopoctynHocTb. C,,, B MNJa3Me KPOBU AOCTUraeTcsa vyepes 3-5 4 nocne npuemMa

npenapaTta BHYTPb.
PacnpeneneHune

Bo3eHTaH B BbicOkOoW cTeneHU (b6onee 98%) cBa3biBaeTCA C benkamMm nnasmbl
KPOBW, B OCHOBHOM C a/ibbyMNHOM. Bo3eHTaH He NPOHMKAET B 3PUTPOLINTHI.

[Mocne ofAHOKpaTHOro BBefeHns B/B B fo3e 250 mr V, coctasnsaet 18 n.

MeTabosm3m n BbiBEAEHUE

[Mocne ogHOKpaTHOro BBeAeHnsa B/B B fo3e 250 mr knnpeHc — 8.2 n/4. T, , — 5.4 4.

[P MHOrOKPATHOM MPUMEHEHUN KOHUEeHTpauua 6o3eHTaHa B nNia3Me KPoBMU
CHM)XaeTca nocTeneHHO M cocTaBndeT 50-65% OT KOHUEHTpauuun npwu
OAHOKPaTHOM MpPUMEHEHUN. BepoATHO, CHMUXXEeHNEe KOHLUEeHTpauun H6o3eHTaHa
obycnosneHo ayTouHAykumen pepMeHTOB nevyeHun. PaBHOBECHOe COCTOSIHME
LOCTUraeTca B TeyeHue 3-5 aHen. bo3eHTaH BbIBOOUTCHA Yepes3 KULWEYHUK C
XKeNyblo nocse 3asepleHns MetabosiMaMa B NeYeHn npu y4actum n3ohepmMeHToB
CYP2C9 n CYP3A4. MeHee 3% NpUHATON [03bl BHYTPb BbIBOAUTCSA NoYkamu. B
npouecce metabonusma 6o3eHTaHa obpa3yoTcsa 3 meTabonnTa, HO TOSIbKO OAUH
N3 HMUX obnafaeTt hapMaKosIorM4yeCKon ak TMBHOCTLIO.



®apMaKoNornyeckn akTUBHbIN MeTabonnT NpenmMyL,ecTBEHHO BbIBOAUTCH C
XKenyblo. Y B3pOC/bIX NAaLMEHTOB KOHLLEHTPaUMa akTUBHOro MmetabonmTta B nnasme
KPOBW Bbllle, YeM Yy 3400poBbIX A06poBOAbLEB. Y NauneHTOB C NpU3HakKaMu
XxonecTtasa CMCTEMHOe BO3L4eNCTBMe 3Toro mMetabosiMTa MoXeT BO3pacTaTb.
bo3eHTaH aBnseTca MHAYKTOpPOM nsopepmeHToB CYP2C9 n CYP3A4, a Takxe,
BO3MOXHO, n3oepmeHta CYP2C19 n P-rankonpotenHa. In vitro 6o3eHTaH
nopassseT akTnsHocTb BSEP (Bile Salt Export Pump, Hacoc BbiBeieHMs Coslien
XKeNYHbIX KUC/0T) B KYJIbTypax renatounToB. B nccnenosaHusax in vitro nokasaHo,
4TO 603eHTaH He OKa3blBaeT 3HAYUMMbIA UHTNOUpPYOWNA dPHEKT Ha pag
nsogpepmeHtos CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4).
CnepoBaTenbHO, H03€HTaAH He MOBbIWAET KOHUEHTpauuk B njasme KpPoBMU
NeKapCTBEHHbIX NpenapaToB, MeTabonnMsM KOTOpbIX OnocpefoBaH AaHHbIMU
n3ohepMmeHTamu.

CDapMaKOKI/IHE'TVIKa B 0CO0ObIX KIMHNYECKNX CJiyHdasax

Ha ocHOBaHWW MCCNenoBaHUn BCEX MAapaMeTPOB MOXHO NMPeAnosioXnNTb, YTO Ha
hapMaKOKNHETNKY B03eHTaHa Yy B3POC/IbIX HE OKA3bIBAlOT CYLLECTBEHHOE BJIMSHNE
Takune hakTopbl, Kak MoJj, Macca Tena, pacoBas NPUHAANEXHOCTb WU BO3pPacCT
naumneHTa.

ldetn cTtapwe 2 net. PapMakoKUHETMYECKNE NapaMeTpbl NPU OAHOKPATHOM U
MHOFOKpPaTHOM NpumeHeHnn 6o3eHTaHa B fleKapCTBeHHOW opMme TabneTku,
NOKPbITble NeHOYHON 060NoYKon, n3ydanu y aeten ¢ JIA, no3y npenapaTa
noabupanm Ha ocHoBaHUM Macchl Tena nauneHToB (AC-052-356 [BREATHE-3]).
Bo3gencrteue 603eHTaHa CHMXXasloCb CO BPEMEHEM MO XapakKTepHOW Ans
6o3eHTaHa KpnBoKn, 0byCNOBAEHHON CMNOCOOHOCTLIO BO3EeHTaHa K ayTOMHAYKLMUK.
CpenHue 3HavyeHnsa AUC (CV%) y netenn, nonyyatowmx 6o3eHTaH 2 pa3a/cyT B
nosax 31.25 mr, 62.5 mr n 125 wmr, coctasnsanu 3.496 Hrx4/mn (49%), 5.428
HEXY/MN (79%) n 6.124 (27%) HrX4/Mn COOTBETCTBEHHO, U BbIIN HUXE, YeM
3Ha4yeHnsa 8.149 Hrx4/m 47%) y B3poC/bIX nauneHToB € JIAI, KOTopble nosyyYanu
125 mr 603eHTaHa. B paBHOBECHOM COCTOAHUM CUCTEMHAS 3KCNO3NLNS Yy OeTen C
mMaccon Tena 10-20 kr, 20-40 kr n 6onee 40 kr coctasuna 43%, 67% n 75% ot
COOTBETCTBYIOLWMX NOKa3aTenen y B3pocCsibiX.

HapylueHne yHKUMM riedeHn. Y naumeHToB C IerkKMMN HapyLeHnaMmn yHKLmum
neyeHun (knacc A no knaccmpumkaunm Yamna-roto) He 0TMEYEHO CYLLECTBEHHbIX
N3MEHEHNIN MoKa3aTenen hapMakoKUHeTUKN 6o3eHTaHa. o cpaBHEHUIO CO



300p0oBbiMM A06pOBObLAMMK Y MALUEHTOB C NErKUMU HaPYLLUEHUAMN YHKLNN
neyeHn 3HavyeHna AUC 6o3eHTaHa B paBHOBECHOM COCTOSAHUW Bbile Ha 9%, a
akTuBHoro metabonuta Ro 48-5033 — Ha 33%. Y nauMeHTOB C YMEPEHHbLIMU
HapyLweHnsaMun yHKUMn nevyeHn (knacc B no knaccudukauum Yanng-feto) n JIA,
aCCcoUMMPOBAHHOW C nopTanbHOW runepteH3snen, AUC bo3eHTaHa B paBHOBECHOM
COCTOSIHMM OKa3asioCb B 4.7 pa3a Bbllle, @ akTUBHOro metabonuta Ro 48-5033 — B
12.4 pa3a Bbiwe, 4eM y naumeHToB C JIAI C COXpaHHOM (hyHKLIMEN NOYeEK.,

dapMaKoKMHeTMKa Bo3eHTaHa y NauMeHTOB C TSXXeNbIMU HapYLLIEHNSAMU DYHKL NN
nevyeHn (knacc C no knaccupmkaumm Yamna-feto) He nyyeHa. PekoMeHayeTcs

n3beraTb NpuMMeHeHns npenapaTta bo3eHekc® y NauLMEHTOB C YMEPEHHbLIMU U
TAXKEeNIbIMU HapyweHnaMn pyHKuMm nevyeHn (knacc B n C no knaccmpumkauunm
Yanna-Meto).

HapyLlieHne pyHKLUMM noYyek. Y nauneHToB C TAXKENbIMA HapyLIeHUAMU PYHKLNK
no4vek (KK 15-30 MA/MWH) KOHUEHTpaumMs B naa3me KpoBu D03eHTaHa CHUXaeTCs
npumepHo Ha 10%. KoHueHTpauns metabonntoB 603eHTaHa B Nja3Me KPOBMU
BO3pacTaeT NPMMEPHO B 2 pa3a Mo CPaAaBHEHMUIO C NauMeHTaMn C COXPaHHOM
(MYHKLUMEN NoYeK. Y nauMeHTOoB C HapyWeHUsaIMN PyHKLKK novyek He TpebyeTcs
Koppekuus Oo3bl. NpuMeHeHne 603eHTaHa Yy NauneHToB, KOTOPbLIM NPOBOANTCSA
remMoguanns, He N3y4eHo. Y4nTbiBas U3MKO-XMMUYeckne CBOMCTBa bo3eHTaHa U
ero BbICOKYIO CTeneHb CBA3bIBaHUA C 6enkamu njaasmbl KPOBM, 3HAYUTENbHOIO
BbiBeAeHNsA 603eHTaHa M3 COCYAMCTOro pycsia BO BpeMs remogunanunsa He
oXupaercs.

NMoka3saHus npenapaTta bo3eHekc’

JleyeHne nero4yHonm apTepumanbHOW runepteH3nm (JIAI) C uenblo ynydweHuns
TONEPAHTHOCTN K (PU3NYECKMM Harpy3kam N KAUHUYECKUX CUMMTOMOB Y
nauneHTos II-IV ®K no knaccnmkauymm BO3, B3poCabIX U AeTen cTapwe 3-x feT,
BKJ1I0YaSA:

* MEPBUYHYIO (MAMOMNATUYECKYD W HACNeACTBEHHYI) JIErOYHYI0
apTepuanbHyo rMNepTeH3NnIo;

* BTOPUYHYIO JIEFrOYHYI apTepuasbHyl0 TFUNEepPTEH3N Ha QoHe
CKJiepoaepMun npu OTCYTCTBUM 3HAYUMOTO WHTEPCTULMUANIBHOTO
NOPa)eHNs NErkux;



* 1ErOYHY0 apTepuasbHYyl TFUNEPTEH3N, aCCOUMUPOBAHHYK C
BPOXAEHHBIMY MOPOKaMU cepaua M B YaCTHOCTM C HapyLleHWsaMu
nokasaTene reMoAuHaMUKM Mo TUMY CMHAPOMA D3eHMeHrepa.

Ons yMeHbLUIEHNS YNCJla HOBbIX AUTUTabHbIX 3B Y B3POC/bIX MPU CUCTEMHOMN
CKNepoJepMnmn 1 NPOrpeccmpyoieM S3BeHHOM MOopaXKeHNN KOHEYHOCTEN.

Pe)XXuM 0o03uMpoOBaHUA

TabneTkun, NOKpbITbIE MAEHOYHOM 000/104KOM, CNeayeT NPUHUMATb BHYTPb YTPOM
N Be4epoM, HE3aBMCMMO OT BPEMEHU NPUEMa NULLK, HE pa3XKeBbiBas M 3annBas
BOZON.

Jleyenmne JIAI ¢ uenbvio yny4dyuweHNss TONEPAHTHOCTU K (PU3IUYECKUM
HarpyskaM M KJIMHUYECKUX CUMNTOMOB y nauumeHtoB II-1V ®K no
Knaccngpukaunn BO3

anMeHeHMe Y B3pPOCabIX

HauyanbHas fo03a npenapaTa boseHekc® cocTaBnseT 62.5 Mr 2 pas3a/cyT B Te4yeHue
4 Hepenb, 3aTeM [03a yBe/IMYMBaAETCS 00 nognepxueatowen 125 mr 2 pasa/cyT.

Tepanusa B cnyd4ae KJAUWHUYeCKoro yxygaweHums JIAI. CnepyeT pacCMOTpeTb
BO3MOXHOCTb MPUMEHeHMsA aJibTePHaTMBHbLIX METOLOB JieYeHUs B Cly4yae
KIVMHUYECKOro yxypweHusa (Hanpumep, Npu yMeHbLIeHUW AUCTaHUWUKU MO
pesysibTaTaM TecTa C 6-MUHYTHOM Xoabbon He MeHee YeM Ha 10% Mo CpaBHEHUIO

C UCXOAHbLIMU MOKa3aTesaMmn), HeCMOTPA Ha NpuMeHeHne npenapaTta GoseHekc® B
TeYyeHne He MeHee 8 Hefenb (U3 HUX B PEKOMEHAYEMOW [03e — He MeHee 4
Hegenb). OAHAKO y 4acTW NaUMEHTOB NpPuU He3IdPEeKTMBHOCTK npenapaTa

Bo3eHekc® mocne 8 Hedesib NMPUMEHEHWUS, MOJIOKUTENbHbLIN 3MPEKT MoXKeT
Habno4aTbCsA Nocse AONONHUTENbHbIX 4-8 Heaenb fieyeHus. MNpu HacTynAeHun
KJIMHUYECKOr0 YXYALEeHNa CNyCcTS HEeCKOJIbKO MecsAueB JleYeHns npenapaTom

Bo3eHeKkc®, LenecoobpasHOCTb ero JasibHenwero NpUMEHeHUs cnenyeT OLeHUTb

3aHOBO. YBesinyeHue [03bl npenapaTta boseHekc® no 250 Mr 2 pas3a/cyT y
HEKOTOPbLIX MaUMEHTOB NPU HEQOCTATOYHON IPPEKTUBHOCTN €ro A03bl 125 Mr 2
pa3a/cyT, MOXeT CnocobCTBOBaTb HEKOTOPOMY MOBbLILWEHWUIO TONEPAHTHOCTU K
msndeckonm Harpyske. CnegyeT TWaTes/IbHO B3BECUTb COOTHOLLEHME NOJIb3a/PUCK



ONS MPUHATUA pelleHns 06 yBesMYeHUN [03bl NpenapaTa, NPUHUMAs BO

BHUMaHME 3aBUCUMOCTb rernaToTOKCUYECKOro AencTemns npenapaTa Bo3eHekc® oT
€ro Ao3bl.

lMpekpaweHne Tepanuu. NIMeeTcs OorpaHWYeHHbIR OoNbIT HabnwaeHWn 3a

nauveHTaMu nocsie BHE3anHoro npekpaLeHns Tepanun npenapatom boserekc®,
CBefleHNN 0 KJINHUYECKN 3HAYMMOM yxyaweHun TevyeHunsa JIAI B pesysbTaTe
PE3KOW OTMeHbl NpenapaTta HeT. TeM He MeHee, 4TOObl CHU3UTb PUCK
KJIMHNYECKOro yxXyaleHUsa COCTOAHNA nauueHTOoB U NpefoTBpaTUTb CUHAPOM
OTMeHbI, 403y NpenapaTta PeKoMeHAYeTCs CHMXaTb NOCTENEeHHO (YMeHbllas ee
Hanos0BUHY B TeyeHue 3-7 OHeN), OLHOBPEMEHHO HayuMHasa MpoBefeHue
a/lbTePHATMBHOW Tepanuu.

Ana ymeHbLUeHNA KOJINY4eCTBa HOBbIX AUrUTalNIbHbIX 3B Y B3POC/bIX MPHU
CUCTEeMHOM CKaiepoaepMumn

Ha3HayeHune nevyeHns n HabnawgeHne 3a HAM O0JIKEH OCYLLECTBJIATb TOJIbKO Bpay,
NMEKLLNA ONbIT NeYEeHNA CUCTEMHOM CknepozepMun. Y B3pOoCAbIX MaLMeHTOoB

HavasbHas [03a npenapata bo3eHekc® cocTaBnsaeT 62.5 Mr 2 pa3a/CyT B Te4eHue
4 Hepenb, 3aTeM [03a yBeNM4YMBaeTCs A0 nogpepxueawowen — 125 mr 2
pa3a/CyT. 3TUM PeKOMEeHAaUMsAM HYXKHO C/iefoBaTb U Npu BO30OHOBAEHUN NpMeMa

npenapaTta boseHekc® mocnie nepepbiBa B fleYeHUN. KNWHWYECKWUIA OMbIT
npuMeHeHNsa npenapaToB 603eHTaHa N0 AAaHHOMY MOKa3aHWIO He NpeBbIlWaeT 6
MecsaueB. Heobxoonmo perynsipHo oueHmBaTb 3PPEKTUBHOCTb Tepanuu u
HeobXxoOMMOCTb ee NpogoskeHnsa. CnenyeT NPOBOAUTL HaA/eXallUW aHann3
COOTHOLLUEHMA MOoJb3bl OT Tepanun 1 NOTEHLUMaIbHOro PUCKa NOBOYHbLIX peakLnn ¢
y4eTOM renaToTOKCUYHOCTN Bo3eHTaHa.

NaHHble 06 3dhheKTMBHOCTU 1 6€30MacHOCTM NpUMeHeHNs npenapaToB 603eHTaHa
No AaHHOMY MOKAa3aHWUIo Y NaLMeHTOB MaaLe 18 net oTcyTCTBYIOT.

anMEHeHMe y naLueHToB 0cobbix rpymnn

Y nauMeHTOB C NIerKMMMU HapyweHusasMu (pyHKuuu nevyeHm (knacc A no
Knaccupukauumn HYaunp-Mero) He TpebyeTcsa Koppekunn O03bl npenapaTa.

CnegyeT wusberaTb npumeHeHus npenapata boseHekc® y MaLMeEHTOB
C NMe4YeHOYHOW HepOCTAaTOYHOCTbIO YMEPEHHOW U TAXKEJION CTeneHwu



TaXectn (knacc B m C no knaccupukauun Yaunp-Molo).

Y nauMeHTOB C HapylweHUAMU PYHKLUM nouek, He TpebyeTcs KoppekLus
003bl NpenapaTta. Y nauneHToB, HaXoAsLWMUXCA Ha reMoaManuse, He TpebyeTcs
KOPPEeKLMM 003bl NpenapaTa.

Y nauMeHTOB NOXXMUJIOro Bo3pacTa cTapwe 65 net He TpebyeTcs KoppekLums
003bl Npenapara.

NMpuMmeHeHue y peTen cTapwie 3 NeT M y NauMeHToB C HU3KOW Maccou Tesa
JleroyHas apTepuasibHas rmnepTeH3ns

Y neteu ctapwe 3 net Cc JJA[, a TakXe Yy NallUeHTOB C HU3KOWU MacCOM Tesa

(Menee 40 kr) npenapaT bo3eHekc® npuMeHseTCs B [03aX, MCXO4A U3 pacyeTa
Maccbl Tesla pebeHka/nayuneHTa.

HavyanbHag po3a (4

Macca Tena Moppep>xusalowias go3a
Hepenu)
oT 10 no 20 1 pa3/cyT 31.25 mr (1/2 2 pa3a/cyT 31.25 mr (1/2 TabneTkun
Kr TabneTkn no 62.5 mr) no 62.5 mr)
oT 20 o 40 2 pasa/cyTt 31.25 mr (1/2
2 62.5
Kr TabneTkn no 62.5 mr) pasa/cyT Mr
bonee 40 kr 2 pasa/cyT 62.5 Mr 2 pasa/cyT 125 mr

[laHHbIE 0 NMPUMEHEeHMM MpenapaTa Yy NauUueHTOB C Maccou Tena po 40
Kr orpaHuyeHsl. na nogbopa O03bl TakMM naynmeHTam cienyeT UCnosib3oBaTb
NHopMaLMIo, yKa3aHHyo B Tabauue nogbopa 0o3 y aeten ¢ JIAT.

NMNobo4yHOe penucrTteue

B 20 nnauebo-KOHTPOAMPYEMbIX NCCNef0BaHNAX, MPOBEAEHHbIX MO Pa3/INYHbIM
nokasaHuam, 2486 nauneHToB noay4anum 603eHTaH B go3ax ot 100 mr go 2000 mr
n 1838 naumeHToB Nony4anu nnauebo. NpoaoKUTENLHOCTb IeYEHNS COCTaBUIa
B cpegHeM 45 Hepenb.

Hanbonee 4acto (y 1% n 6onee nonyvatowmx 6o3eHtan n y 0.5%, nonyyatoLmx
nnauebo), otmevyann ronosHy 60ab (11.5% npoTtmB 9.8%), OTEKN HUXKXHUX



KOHEYHOCTEeN n/mnn 3agepxky xunagkoctun (13.2 % npotms 10,9 %), noBbileHne
AKTUBHOCTK neyvyeHo4YHbIX TpaHcammHas ACT n/wnun ANT (10.9% npoTus 4.6%) u
aHeMuIo/CHMXeHne remornobuHa (9.9% npotme 4.9%).

MpuMmeHeHne 603eHTaHa accouumpyeTcs C A0303aBUCUMbIM MOBbILIEHUEM
AaKTUBHOCTM MEYEHOYHbIX TPAHCAMUHA3 U CHUXXEHUEM remMoriobuHa.

Mobo4Hble peakuumn B 20 nnauebo-KOHTPOANPYEMbIX NCCNefoBaHMAX Bo3eHTaHa B
3aBMCUMOCTM OT YacCTOTbl BO3SHUKHOBEHUSA BbiNN CrpynnuMpoBaHbl CAeayLWnm
obpa3om: o4yeHb YacTo (=1/10); yacTto (=1/100, <1/10); HevacTo (=1/1000,
<1/100); peako (=1/10 000, <1/1000); oyeHb peako (<1/10 000); yacToTa
Hen3BecTHa (He MOXXeT BbITb OLleHEHA MO MMEKLLNMCS OaHHbIM),

MoboyHble peakumnn, COOBLLEHNA O KOTOPbIX MNOMyYEeHbl Ha NOCTMAPKETUHI OBOM
3Tane NpUMeHeHWa npenapaTta, BKJIOYEHbl C 4aCTOTOM BCTPEYaEMOCTH,
ykaszaHHon B xope 20 nnauebo-KOHTPOAUPYEMbIX WCCAEQO0BAHUNA, U
OTMEYEHbl KYpCMBOM.

KaTeropuu 4acToTbl HE YYMTLIBAIOT Takne (PakTopbl, Kak NPOAO/KUTENBHOCTD
npuMeHeHns 603eHTaHa, AaHHbIE aHAMHE3a, UCXOMHble KINHUYeCKMe OaHHble. B
KaXxgon rpynne noboyHble peakLUWU yKa3aHbl B NOPAAKE YyMEHbLIeHUN
cepbe3HOCTU. KNNMHMYECKN 3HAYUMbIX PasanMynii No noboYHbIM peakuunam,
yKa3aHHbIM B obuiein 6a3e JaHHbIX U OTAENbHO MO 3aPErucTPUPOBAHHLIM
MoKa3aHWsAM, He O0TMeYeHo.

'PeakLny NOBLILLEHHON YYBCTBUTENLHOCTM BblM OTMeYeHbl Y 9.9% nauneHTos,
KOTOpble noayyanu 603eHTaH, ny 9.1% — nnauebo.

‘TonoBHyto 60sb 0TMeYanun 11.5% nauneHToB, KOTopble NosyYann 603eHTaH,
9.8% — nnauebo.

*[laHHble peakLuun MoryT 6bITb 06yCNOBAEHbI OCHOBHBLIM 3a00/1€BaHMEM.

‘MNosiBneHne nepudepmyecknx 0TEKOB 1 3a4ePXKKY XUAKOCTU oTMeydanun 13.2%
NaLneHToB, KoTopble nony4vanu 6o3eHTaH 1 10.9% — nnauebo.

B NoCcTMapKeTUHIOBbIA Nepuos UMeTCs CoobLEHNs 0 peaknx ciy4vasx Lmpposa
neYyeHNn HesICHOW 3TUONOTrMK MPU OANUTENbHOM NpuMeHeHun 603eHTaHa Y



NaUMEeHTOB C TSAXKENbIMU CONYTCTBYKLWMMM 3aboneBaHMsaAMN, OOHOBPEMEHHO
NoJlyYaloWmMX MHOMOYMCIEHHbIE IEKAPCTBEHHbIE MpenapaThl. TakXXe O0TMeYeHsl
pegkune ciyYyan pa3BUTMS HEAOCTATOYHOCTM (DYHKUWKW MevyeHn. ITU Caydau
MOBbLIWAT 3HAYMMOCTb CTPOroro cobsloaeHUs eXeMecCcsa4yHOro KOHTpons

(YHKLMN MeYeHn B Te4YeHne BCero rnepuona JiedeHuns npenapatom boseHekc®.

HekoHTponunpyemble wuccrnepgosaHus 'y pgeteun ¢ JIAT (A
C-052-356[BREATH-3]). Mpodunnb 6e3onacHoCTN npumMmeHeHnsa bo3eHTaHa y aeTten
(BREATH-3: n=19, 603eHTaH 2 Mr/Kr 2 pa3a/cyT B Te4yeHue 12 Hegenb) He
OT/INYaNCa OT COOTBETCTBYOLLEro npoduas 6e30nacHOCTU y B3POC/IbIX NALMEHTOB
c JIAI B onopHbIX nccnenoBaHuax. Hanbonee 4acto y geten oTMedann «nNpunBbl»
KpoBM K Ko)Xe nuua (21%), ronosHyto 60/b M NOBbILLEHNE aKTUBHOCTHU
NeYyeHOoYHbIX TpaHcaMuHas (16% ona kaxgon noboyHom peakuumwn).

N3meHeHne n1abopaTopHbIX roKasaTese

N3meHeHne akTUBHOCTY NMEYEHOYHbIX TPaHCaMMHa3. B KNMHWYECKOW nporpamme
00303aBUCMMOE TMOBbILEHNE QAKTMBHOCTW MEYEeHOYHbIX TPaHCaMWUHa3
Habsloanocb B TeyeHme 26 Hedeb SleYeHus, pa3BUBAIOCb MOCTEMNEHHO, Kak
npaBuno, 6€CCMMNTOMHO. B MOCTMapKeTUHroBbIN nepuofd Obln Noay4YeHsl
cooblleHns o peakux cnyyvyasix pasBuTusa y B0NbHbIX LUPPO3a MeYeHU W
He0CTAaTOYHOCTU YHKLUN NeYeHn. MexaHn3M BO3HUKHOBEHWS YKa3aHHbIX BbiLlE
NoBOYHbIX peakuui HesceH. AKTUBHOCTb MEYEHOYHbIX TPAHCAMWHA3 MOXET
CMOHTAHHO CHW)XATbCA MPU NPOAO/IKEHUN NevyeHns 6e3 n3MeHeHUs [03bl

npenapata bo3eHekc® WAK NOCNEe ee CHUXKEHUSA, TEM He MeHee, NMpeKkpalleHue
NevYeHNs UNN KPaAaTKOBPEMEHHbLIN MepepbiB B Tepanunm BCE Xe MOXeT
notpeboBaTbCa. B 20 npoBefeHHbIX MCCNeA0BaHUAX OTMEYEHO MOBbIIEHUE
aKTUBHOCTW MeYeHOYHbIX TpaHCaMUHa3 B 3 pa3a n 6onee y 11.2% nauneHTOB,
nonyyaslwmnx 6o3eHTaH, ny 2.4% — nnauebo. MNMosbiweHne B 8 n 6onee pas Boille
BI'H oTmMeyeHo y 3.6% naumneHToB, nony4vatowmx 6o3eHtaH, ny 0.4% — nnauyebo.
OTMe4yeHO, 4YTO MNOBbIWEHNE AKTUBHOCTU MNEYEHOYHbIX TpaHCaMWHa3
acCoUMMPOBAHO C MOBbLILIEHMEM KOHLEHTpauun bunnpybuHa B nnasme Kposu (B 2
n bonee pa3 Bbiwe BIH) y naumeHTOB Npu OTCYTCTBUKN OOCTPYKL MUK
xenyesbiBogawmx nyten B 0.2% cny4vaes (5 naumeHToB), NnoayyaroLmnx 603eHTaH,
n B 0.3% cnyvaes (6 NnaumeHToB) — Nnauebo.

Femorn06uH. CHUXeHne remornobmHa HUXe 1 r/n oT UCXOAHbIX 3HAYEHUN



oTMe4eHo Yy 8% naumeHTOoB, noayyatowmx 6o3eHTaH, n y 3.9% — nnauebo.

MpoTuBONOKa3aHUA K NPUMEHEHUIOo

* NOBbILEHHAA YYBCTBUTENbHOCTb K 603eHTaHy wuam nwbomy u3
KOMMOHEHTOB MNpenapaTa;

= HapyweHne QyHKUNM NeYeHN YMEPEHHOMN N TAXKEN0N CTENeHn TAXXeCTun
(knacc B n C no knaccngpukaumm Yanng-leio);

= NICXOLHOE MNOBbILLEeHNe aKTUBHOCTW MNeYeHOYHbIX TPpaHCaMUHa3:
ACT wn/vnn AJIT 6bonee 4em B 3 pa3sa oT BI'H;

= 0[JHOBPEMEHHOE NPUMEHEHME C LMKIOCMNOPUHOM A;

= TSHKESIasd apTepuanbHasa runoTeHsns (cuctonndyeckoe ALl meHee 85 MM pT.
CT. Yy B3poCabIX nnaun cuctonnyeckoe ALl <80% HWMXKHEN rpaHULbl HOPMBI,
COOTBETCTBYIOLWLEN BO3PaCTYy K nony pebeHka);

= 6epeMeHHOCTb;

= IPUMEHEHNE Y XEHLWMNH C COXPaHEHHbIM PENPOAYKTUBHbLIM MOTEHLMAJIOM,
He NOJb3YLWNXCA HaL4eXHbIMU MeTo4aMN KOHTpauenuum;

= Nepuos rpygHoro BCKapMnBaHus;

= MIpUMEHeHne y geTten A0 18 neT ANA YMeEHbLWEHUS YMuCaa HOBbIX
OUTNTaNbHbIX A3B (B CBA3M C OTCYTCTBUEM KJIMHUYECKUX OAHHbIX);

= 0ETCKUIM BO3pacT 80 3 NeT (TBepaas flekapCTBeHHas opma);

= He peKoOMeHOyeTCAa OAHOBPEMEHHOEe MNpUMeHeHMe npenapaTta C
rnmbeHknamugom, GAyKOHa30a0M, puUdaMnMUMHOM, MOLHbLIMK
nHrnbmtopamm mnsogpepmeHtos CYP3A4 n CYP2C9 (cM. pasgensl
«JlekapcTBeHHOe B3auMogencTeme» n «0Ocobble yKazaHMa»).

C OCTOPOXHOCTbIO: apTepuanbHaa runoteH3us; XOBJl; nerkune HapylweHUs
PYyHKUMKN nevyeHn (knacc A no knaccugpukauum Yanng-fMeto); npn JIAM I OK
(HeJOCTaTOYHO KJMHUYECKUX AaHHbIX N0 3O(PEeKTUBHOCTU M He30MacHOCTM
NPUMEHeHns); COMyTCTBYIOLLAs N1eBOXKelyJ04KOBasA HeLOCTaTOYHOCTb.

NMpuMmeHeHue npu OepeMeHHOCTM U
KOPMJIEHUMU TPYAbIO

BepeMeHHOCTb. B JOKNMHUYECKNX UCCNIeA0BaHUSAX YCTAHOBIEHA PENpPOIYKTUBHAS
TOKCUMYHOCTb O03eHTaHa (TepaToreHHoe M (PeTOTOKCUYECKoe [encTeue).



KNMHMYeCKUX UCCnefoBaHUN Mo MPUMEHEHUIO NMpenapaTa Yy XeHWWUH npu
bepeMeHHOCTN He NPoBOAMN. BO3MOXHBIN pUCK npuMmeHeHnst 603eHTaHa BO

Bpemsa 6epeMeHHOCTU He u3y4veH. MpuMeHeHne npenapaTa boseHekc® npwu
bepeMeHHOCTI MPOTMBOMOKA3aHO.

[TouMeHeHNEe y XXEeHLUNH C COXPaHEHHbIM PENPOAYKTUBHLIM MOTEHLMa oM. MNepen

Ha4yaJioM NeyeHUs npenapatoMm BGo3eHEKC® y XEHWMWUH C COXPaHEHHbIM
PEMNPOAYKTUBHBLIM MOTEHUMANOM clnefyeT MNOATBEPAUTb OTCYTCTBUE
bepemMeHHOCTHM, Bpayn ob6si3aHbl AaTb PEKOMEHAaLUW Mo npenynpeXxaeHuio
6epeMeHHOCTHY, a NaLUueHTaM cneayeT HavyaTb NPUMEHEHME HAZeXHbIX METO0B
KOHTpauenuuun. MauneHTbl U Bpayn, KOTOPble HAa3HAYalT NlevYeHne, A0JIKHbI
YUYMTbIBATb, YTO BCAEACTBME (DAaPMAKOKMHETMYECKOro B3anMOAEeNCTBIA nNpenapaT

Bo3eHeKkC® MOXXeT CHMXaTb 3MPEKTUBHOCTb FOPMOHAJIbHBIX KOHTPALENTUBHbIX
cpencTts. 1o 3TOM NpUYNHE XEHLWMHAM C COXPaHEHHbIM PenponyKTUBHbIM
NOTEHLMANIOM He peKOMeHAyeTCs WCMoJib30BaTb MeT0[ FOPMOHAaJIbHON
KOHTpauenuun (nekapCTBeHHble npenapaTbl, MPUMeHsAeMble BHYTPb, B BUAe
NHBEKLWIN, TPAaHCLEepPMaibHbIX TepaneBTUY4eCKUX CUCTEM UAN UMMJIaHTATOB), Kak
€OWHCTBEHHbIN; UM HeobX0AUMO MNPUMEHATb [LAOMOJAHUTENIbHbIN WK
aNbTEPHATUBHbLIN METOL HafeXHOW KOHTpauenuun. Ecnm nmeroTcs COMHeHUsa B
OTHOLIEHUN UCMONb3yeMOoro Metofa KOHTpauenuuun, Ans WHOUBUAYAJSIbHOrO
noabopa HageXXHOro MeTofa KoHTpauenuun nauneHTke cnenyet obpaTtnTtbCs K
Bpayy-rMHeKonory. Y4ymtbiBasgs CHUXeHWe 3PEHEeKTUBHOCTU TOPMOHAJIbHON
KOHTpauenuun v BO3MOXHOE HeraTUBHOE BANSHUE OepeMeHHOCTU Ha TeYyeHue

JIAT, BO Bpems Tepanuu npenapaTtoM Bo3eHekc® peKOMeHOyeTCs eXeMeCAa4Ho
NpOBOANTL TeCcT Ha 6epemMeHHOCTb, 4TO MO3BOJIMT AMAarHOCTMPOBATb
bepeMeHHOCTb Ha paHHUX CpoOKax.

[pyaHoe BCKapManBaHue. He yCTaHOBNEHO, BblAeNseTcs i 603eHTaH C rpyaHbIM

MOJIOKOM. B mepuop neveHns npenapaTom GoseHekc® rpynHoe BCKapMMBaHue
cnenyeT OTMEHUT.

®QepTUNIbHOCTb. B OOKAMHUYECKMUX WCCNIEA0BAHUSX BbISBJIEHO BAUAHME Ha
CEMEHHUKN. Pe3ynbTaThl KIMHNYECKOro NCCAea0BaHNs NokKasanu, 4Toy 8 us 24
NAaUNEHTOB-MYX4YUH c JIAT 4yepe3 3 nam 6 MecsiueB neyeHuss 603eHTaAHOM
OTMEYasioCb YMEHbLUEHNE KOHLEHTPaLUMmn crepMbl Ha 42% 1 6onee 0T NCXOAHbIX
3HaYeHUn. Ha OCHOBAHUN KIUHUYECKUX WU OOKJUHUYECKUX JaHHbIX HENb3s



NCKJTIOYNTb PUCK HEraTUBHOIO BJANAHNA 603eHTaHa Ha cnepMaToreHes y MyXx4uH.
Henb3d WCKAOYUTDL He6naronp|/|9|THoe BANAHNE LONNTEJIbHOIo JNevyeHunsd
603eHTaHOM Ha cnepmMmatoreHes y nauyneHToB-MaJib4HUKOB.

NMpuMeHeHue Npu HapyweHuax GyHKUUU
neYyeHu

MpoTMBOMNOKa3aHUA: HapyweHne MYHKUUU MEeYEHU YMEPEHHOW N TAXKEeson
cTeneHn Taxectn (knacc B u C no knaccupmkaynm Yamng-fero); ncxogHoe
NOBbILLEHNE aKTUBHOCTM NEYEHOYHbIX TpaHCaMuHasz: ACT n/wnun AJTT 6onee 4yem B
3 pa3a oT BIH.

NMpuMeHeHue Npu HapyweHuax GyHKULUU
no4ek

Y nauMeHTOB C HapyweHuaMu GYHKLUM novyek, He TpebyeTcs Koppekums
003bl NpenapaTta. Y nauMeHToB, HaX0AALWNXCA Ha remoaManuse, He TpebyeTcs
KOPPEKLMMN 003bl NpenapaTa.

NMpuMeHeHMue y peteun

MpoTMBOMOKa3aHMA: NpUMeHeHne y ageten 00 18 neT ANa yMeHbLUEHUS Yucna
HOBbIX AUMNTaNbHbIX 3B (B CBA3M C OTCYTCTBUEM KJIMHUYECKNX OaHHbIX); OETCKUN
BO3pacT A0 3 neT (TBepaas NekapcTBeHHasa hopma).

anMEHEHMe Y NOXKUJbIX NalUneHTOB

Y nauMeHTOB NMOXXMUJIOro Bo3pacTa cTapwie 65 net He TpebyeTcs KoppekLus
003bl NpenaparTa.

OcoOble yKkasaHus

Y nauveHToB C Taxenon JIAI 3ppeKTUBHOCTb NPUMEHEHUSA MpenapaTos
603eHTaHa He ycTaHoBJeHa. Mpy yXyALWEHNN KINHNYECKOro COCTOSHUSA NauneHTa
LenecoobpasHo pacCMOTPETb Ha3Ha4YeHue Opyrux CpeacTs, PEKOMEHA0BAHHbIX



npu TsHxenon ctaaun 3abonesaHna (Hanpumep, anonpocTeHona) (CM. pasaen
«Pexum po3npoBaHns»). He ycTaHOB/SIEHO COOTHOLUIEHME MOJIb3bl U PUCKA
npumeHeHnsa 6oseHTaHa y nauuneHToB ¢ JIAT I ®K no knaccugpumkaumm BO3.

MpenapaT Go3eHekc® MOXHO Ha3Ha4YaTb TONLKO B C/ly4ae, ec/in CUCTOINYECKoe
AJl He Bbilwe 85 MM pT. CT. He ycTaHoB/IeHa CNOCOOHOCTL npenapaToB 603eHTaHa
BJINATb Ha 3a)KUBJIEHNE Y)Ke CYLLeCTBYIOLWNX ANTUTaSIbHbIX S3B.

OyHKUNA nevyeHu. MNosbiweHne aktneHoctn ACT, AJIT B CBA3M C NpUeMom
6o3eHTaHa HOCUT [O0303aBUCUMbIA XapakTep. M3MeHeHUs aKTUBHOCTU
NeYeHOYHbIX TPpaHCaMUHa3 0ObIYHO NMPOUCXOAAT B TEYEeHMe NEPBLIX 26 HeOesb
Tepanuu, HO MOryT BO3HUKaTb U B bosee no3gHue CPokKnU. PUCK HapyleHus
PYHKLNN NMeYvyeHn MOXeT Tak)Xe Bo3pacTaTb NpU OAHOBPEMEHHOM npueme C
603eHTaHOM NeKapCTBEHHbIX CpencTs, nogdasnsdwwmnx BSEP, Takux Kak
pudamMnuunH, raumbeHknamMma U UWKNOCAOOPWUH, XOTS [HOaHHbIE,
cBuaeTenbcTBylOWwMe 06 3TOM, OrpaHUYEHHbI.

PekomeHpaaumm B csiy4ae nosbileHns aktuBHocTun AJIT/ACT

lMpun aktusHoctm ACT /AJIT B 3-5 pa3 Bbiwe BIMH: npoBecTn NOBTOPHOE
onpepeneHne akTtusHocTtm ACT/AJIT. npu nNOATBEpPXOEHWUW MOBbILEHNA
akTusHoctn ACT n AJIT cnepyeT CHU3UTb CYTOYHYIO OO03Y WM OTMEHUTb

npenapaT bo3eHekc®; KOHTPOJb aKTUBHOCTU MEYEHOYHbIX TPaHCaMUHa3
NPOBOAUTbL KaxAable 2 Hepenun. ECnm akTMBHOCTb MEYEHOYHbIX TPaHCaMUHa3
BEPHYNACb K NokasaTenam, HabnoaaBwWmMmMca A0 Hayvana NpoBeAeHUs Tepanuu,
OLEeHMBAeTCAa BO3MOXXHOCTb MPOAO/IKEHUA WAN BO30O6HOBNEeHUS nNpuema

npenapaTa Go3eHekc® B pexuMe, yKa3aHHOM HUXKe.
lNpun aktneHoctm ACT/AJIT B 5-8 pa3 Bbiwwe BIH: npoBeCcTU MOBTOPHOE
onpeneneHne aktmsHocTu ACT/AJIT, npu NOATBEPXOEHUN MOBbIWEHUS

akTMBHOCTU ACT n ANT cneayet oTMeHMUTb npenapaT Bo3eHekc®; KOHTPOb
AKTUBHOCTM MEeYeHOYHbIX TPaHCaMMWHa3 NPOBOAUTb Ka)kable 2 Hepenn. Ecan
AKTMBHOCTb MeEeYeHOYHbIX TpPaHCaMWHA3 BepHYNacb K [MOKa3aTenam,
HabnooaBWMMCA 00 HavYana NpoBedeHNs Tepanuun, OLEeHNBAETCS BO3MOXHOCTb

BO30OHOBNEHUS npmeMa nperiapata Bo3eHekc® B peXnNMe, YKa3aHHOM HUNXKE.

lMpn aktuBHocTu ACT/AJIT B 8 n bosee pa3 Bbilwe BIMH: Tepanuio cnegyeTt



NnpekpaTnTb, BO306HOBJIEHMNE MpreMa rnpenapaTa bo3eHekc® NCKYaeTCs.

Mpu accouUMpPOBAHHbIX KJIMHUYECKUX CUMNTOMAX NOPa)KeHUs NnevyeHum, T. e.
B CJly4ae NOSIBJIEHNS TOLIHOTLI, PBOThI, MOBbILLUEHHON TeMMNepaTypbl Tena, 6onen B
XKMNBOTE, XXENTYXW, NOBbILUEHHON YTOMASEMOCTI U anaTun, NPy FPUNNonoaobHbIX
cMMnToMax (apTpanrus, Muanrus, nuxopalka) Tepanuio npenapaTtoMm

BoseHeKkc® cnepyeT npekpaTuTb, BO30OHOBJIeHMe npuema npenapaTta

Bo3seHekc® He pekoMeHAayeTcs.

Bo3obHoBeHne Tepanuu. Bo3obHOBUTL Tepanuio npenapaTom boseHekc® MOXXHO
NNLLb B TOM CJly4ae, eCcsin 0XKUAAEMbIA TepaneBTUYecKuin 3heKT oT Tepanuu
NPEeBbILAET MOTEHLMaNIbHbIA PUCK PA3BUTUS HEXenaTeslbHbIX SABAEHUA W
aKTWBHOCTb MEYEeHOYHbIX TpPaHCaMWHa3 He TnpeBbllWaeT 3HAYeHWN,

3aMKCUPOBaHHbLIX 00 Havana nevyeHus npenapaTtom boseHekc®. PekomMeHayeTcs
MPOKOHCY/IbTUPOBATLCA C BPAYOM-raCcTPOIHTEPOSIOroM, Creumaan3npyowmmcs B
obnactn 3aboneBaHn nNevyeHn N xXen4yeBbiBOAALWMX NyTen. Tepanuo cnepyet
BO30O6HOBNATL, cobnofgas pekoMeHAauun, U3N0XKEHHbIe B pasfesie «Pexum
LO3NPOBaHUA». AKTUBHOCTb MEYEHOYHbIX TpaHcaMumHa3z Heobxoaumo
NPOKOHTPOJINPOBaTL Yepe3 3 AHA nocjie BO30OHOBNEHUS Tepanuu npenapaTom

Bo3eHeKkc®, 3aTeM NOBTOPUTbL KOHTPOJIb, CJIeAys PEKOMEHOaLUAM Bpada, rnocse
YEro BEPHYTbCA K CXEME PEryasiPHOro KOHTPOS.

[emornobuH. Tepanuns C npuMeHeHumem 6Ho3eHTaHa accouummpyeTcs C
00303aBUCUMbIM CHUXeHUeM remornobmHa. B nnauebo-KOHTPOANPYEMBbIX
NCCNefOBaHMAX CBA3aHHOE C NpuMeHeHnem 6o3eHTaHa CHMXeHne remornobuHa
He ABNSEeTCSA NporpeccuMpyowmm, remornobmH ctabmunmnimpyeTcs nocne nepsbix
4-12 Hepenb Tepanun. PekoMeHOyeTCA KOHTPOJIb AAaHHOIM0 nokasaTesns nepen

HayaJioM Tepanuu npenapaTtom boseHekc®, Yyepe3 1 n 3 mMecsAua Tepanuu 1 B
nocnegywouwem — 1 pa3s B 3 mecsua. Ecnm HabnofaeTcs KNMHNYECKN 3HAYMMoe
CHMXeHWe colepxaHusa remornobuHa, cnepyeTt NpoBecTW pfdajbHenwee
o6cneu03aHV|e C UeJiblo YCTaHOBMEHUA MPUYUNH WU H606XOJJ,VIMOCTI/I npoeeneHnNs
COOTBETCTBYIOLLEN Tepanuu.

Tepanusa y XeHLNH C COXPaHEHHbIM PENPOAYKTUBHbLIM MOTEHLMAIOM. TTOCKONbKY

Ha ¢oHe npuema npenapata bo3eHekc® 3P PEKTUBHOCTb FOPMOHAJIbHbIX



KOHTpaLenTUBHbIX CPeACTB MOXXeT CHUXXaTbCA, a bepeMeHHOCTb crnocobcTByeT
yxyaweHuto TedyeHusa JIAl, n npuHnMasa BO BHUMaHMe faHHble 0 TepaToreHHOM
LEeNCTBUN, BbIIBJIEHHOM Y XXUBOTHbIX:

= npenapat bo3eHekc® MoXeT BbiTb Ha3HAaYeH XKEHLMHAM C COXPAaHEHHbIM
PEnPOAYKTUBHBIM NOTEHLINANIOM TOJIbKO Ha (hOHE MPUMEHEHMNS HaZlEXHbIX
MEeTOA0B KOHTPAUEnuun 1 B ciy4ae oTpuLaTeNbHOro pesyabTaTa TecTa
Ha 6epeMeHHOCTb 10 HaYasla NeyveHus;

= METOJI FOPMOHANIbHOW KOHTpPALUEenuun He cnefyeT MPUMEHATb Kak

eMHCTBEHHbIN B Nepuo nevyeHns npenapatom boseHekc®;
= TeCT Ha 6epeMeHHOCTb PEKOMEHAYEeTCS NpoBoAUTL 1 pa3 B Mecal ANs
yCTaHOB/IEHNSA BEPEMEHHOCTM Ha PAHHMX CPOKaX.

Bo3MoXxHoe BansHWe Ha crepMaToreHes y B3poC/bix. B mccneposaHumn
AC-052-402 nsy4anu sBnnaHNe Ha cnepmaTtoreHes 6o3eHTaHa nNpu npueMe B fo3e
62.5 Mr 2 pa3sa/cyT B TedyeHue 4 Hepenb, a 3aTeM — 125 Mr/cyT B Te4yeHune 5
MecsaueB. B nccnenosaHue Oblsin BKAOYEHbl 25 B3poCblX MyX4uH ¢ JIAT III n IV
®K npu UCXoLHO HEM3MEHEHHOW CcnepMorpaMme; NpPoBOAUAN aHANN3 LaHHbIX,
MNONYYEHHbIX Y 23 NaUWEeHTOB, ABOE NaLMEHTOB OblIN NCKIOYEHbl B CBA3N C
NO6OYHBIMU 3S(PPeKTaMn, He UMELWUMU OTHOWEHUA K WU3IMEHEHMWUIo
crepmaToreHesa. Y 60nblWINHCTBA NAUNEHTOB (n = 22) CAYCTS 6 MecsaueB fievyeHns
obLiee KOMYeCTBO cnepmbl Haboganock B Npefenax HopMasbHbIX 3HAYEHUI, He
YCTAHOBJIEHO W3MeHeHW:n Mopgosiormm, MNOLABMXKHOCTU CNepMaTo30MAOB,
NM3MEHEeHMWN TFOPMOHANIbHOro cTaTyca. TOJIbKO y OAHOro nauueHTa B
cnepMorpaMme OTMeYeHbl NpU3HakKu oNnrocnepMmnm Yyepes 3 Mecsaua sievyeHus
6o3eHTaHOM, obLiee KOIMYECTBO CNepMbl OCTaBasloCb CHUXXEHHbIM MpU ABYX
nocnefywLlmnx aHannsax B Te4eHne nocnefyowmnx 6 Hegenb. Yepes 2 mecqua
nocsie oTMeHbl 6o3eHTaHa obliee KONMYECTBO CNepMbl Yy 3TOr0 nauumeHTa
BEPHYJI0Cb K UCXOOHbLIM NMOKasaTenam 40 UCCiefoBaHNA. 3Ha4MMOCTb OMUCAHHOIO
HabnwogeHnda He onpepeneHa, 0CO0B6EHHO y4YUTbiBasg BbICOKYIO
MEeXWUHOUBMUAYyanbHyt0 BapuabenbHOCTb obwero kKonuvyecTBa Cnepmbl Y
nauyneHToB. TeM He MeHee, NOJYy4YeHHble OaHHble He MO3BOJIAIT UCKIYUTb
BO3MOXHOCTb BJINAHUSA @aHTArOHNUCTOB SHAOTENMHOBbLIX PeLenTopoB, K KOTOPbIM

OTHOCMTCS mpenapaT Bo3seHekc®, Ha cnepMaToreHes y MyXX4YMH, @ OTCYTCTBUE
cuctemMaTuyeckoro sddekTa Npu 4NNTENbHOM NPUMEHEHUN HE MPOTUBOPEYUT
pe3ynbTaTaM TOKCUKOMOrMYECKUX MCCNeloBaHUA 603eHTaHa.



BeHOOKKt03MOHHas 60/1€3Hb JIerkKux. CnenyeT y4uTbiBaTb BO3MOXXHOCTb
conyTcTBytowero BeHOOKK/IIO3MOHHOI O 3aboneBaHNsa, ecam Ha (poHe npuema

npenapaTa bo3eHekc® y 60nbHbIX ¢ JIAT MOABAAIOTCA NPU3HAKN OTEKa Nerkux.

MauyneHtol ¢ JIA  n conyTCTBYWLWEN JI€BOXETYLOYKOBOMU
HegocTaTto4yHocThbio. CrnieynanbHbiX UCCNegoBaHUM y naunmeHToB C JIAT u
CONYTCTBYIOLLEN ANCHYHKLMNEN IEBOr0 XeJlyo4Ka He NpoBoguan. TeM He MeHee,
1611 nauymeHToB (M3 HUX 804 — nonydyanm 6o3eHTaH, a 807 — nnayebo) ¢
TAXKENON XPOHMYECKOW cepaeyHon HepocTaTovyHocTbio (XCH) Habnwopanm B
cpenHeM B TeyeHne 1.5 neT B nnauebo-KOHTPOAMPYEMOM MUCCNeaoBaHUN. B 3TOM
nccnefoBaHUM OTMEYEeHO yBesiInYeHne Konn4yecTBa rocnuTanmsaunm B CBA3N C
XCH B TeyeHue nepsbiX 4-8 Hepenb fev4eHns 603eHTaHOM, MPUYNHON KOTOPbIX
MOrfo ObiTb yBeJIMYEeHWE 3a[epXKU XUOKOCTU B opraHumime. bbicTpoe
yBe/IM4eHne MaccChbl Tena, CHUXeHne remorsiobnHa n ycnneHmne 0TEKOB HUMXHUX
KOHEYHOCTEN MOryT ObiTb CUMATOMaMN 3a4€PXXKN XUOKOCTWU B opraHuime. o
3aBepWweHnn nccnepoBaHms He ObIIO0O OTMEYEHO pa3IMYUn B Yucie
rocnmTanmsayuin B CBA3N C CepAeyvyHON HepoCTaTOYHOCTbI W MNokKasaTene
CMEPTHOCTM Yy nNauuneHToB, nNpuHMMaswmx 6o03eHTaH unam nnauyebo.
CnepoBaTenibHO, obcsiefoBaHMe NauMeHTOB AOJIXKHO OblTb HarnpaB/lieHO Ha
BbISIBIEHME 3a4EPXKKMN XUAKOCTM (Hanpumep, yBesindyeHne Maccol Tesa), 0Co6eHHO
B CJly4ae CONYyTCTBYIOLLEN TAXKENON CUCTONYECKON ANCHhYHKUMN. Mpn NosaBAeHUN
CAMMTOMOB 3a4€PXXKM XUOKOCTM NauueHTy cnefyeT Ha3Ha4YnUTb QUYPETUKN WUan
YBENYNTb UX A03Y. PelleHne 0 NnpMMeHeHNN ONYPETUKOB B CBA3MN C 3a4€PXKKON Y
nauneHTa XULKOCTU cnefyeT NPUHMMaTb OO0 Hayvana NevyeHus npenapaTtom

Bo3eHekc®.

3a4epXxKa XugKoctu n yxyaweHwe tedeHuns JIAT. Tepupepunyeckme oTekn —
OOWH U3 KNMHUYeCKUX cumntomoB JIAl, B TO e BpeMsa Nnpu npuMeHeHuu
QHTaroHMWCTOB 3HAOTE/IMHOBbLIX peLenTopoB yxyaweHue JIAI HabntogaeTcs YacTo.
B 20 nnauebo-KOHTPONNPYEMBIX NCCAE0BaHUAX, NPOBOANMBIX MO MOKa3aHUAM
JIAT 1 opuruTtanbHbIX A3B, Nepudepnyeckmne oTeKN 1 3apepxKa XNULKoCTu B
opraHmsme 6blin oTMeYeHbl Y 13.2% nauneHToB, NoJsiyyatowmx 603eHTaH, Ny
10.9% — nnauebo. Kpome TOro, B NOCTMapKETUHIOBbIA NEpMUoa MOJIyYeHbl
MHOIO4YMC/IEHHbIe COOOLLEHNS O 3aepXKKe XXUAKOCTM B OpraHn3Me y NnauneHToB B
TeyeHune nepsbiX Hedesb npuMeHeHns 6o3eHTaHa. B ¢BA3M € 3TUM, NnauneHTam
Ha3Ha4vyalT NPMEM OANYPETUKOB, NPOBOAAT KOHTPOJb NOTPebneHns XNAKOCTU U
ounypesa, Npyu yxygleHun TevyeHns cepLevyHon HefoCTaTO4YHOCTM HeobxoamnMma



rocnnTannsauyna. Ecnm otMedyaeTCcsds KAWHUYECKU Bblpa)KeHHad 3afep)xKa
XNOKOCTU B OPraHmn3mMe, He3aBncnMMo OT TOro, CONnpoBoXaaeTcqd OHa yBEJNYEHNEM
MacCCbl T€Jla W HET, CNeayeT NpoBecTHn obcnenoBaHne ans YTOYHEHNA NMPUYNHDbI

3a0ePXXKN XUOKOCTWN B OpraHusme (MpumeHeHue npenapaTta Go3seHekc® nnam
cepaeyHas HeJloCTAaTOYHOCTh), @ TaKXe OLLEHUTb HEO0BX0AMMOCTb MPOAOJIKEHNS

fledeHns npenapaTom bo3eHekc® um ero OTMeHb!.

JIAI, accoummpoBaHHble ¢ BUY-nHpekumen. [laHHble 0 NpUMMeHeHn bo3eHTaHa y
naunmeHToB C BUY-nHbekymen, noayyarwwmx aHTUPETPOBUPYCHYIO Tepanuio,
OorpaHuyeHbl. Pe3ynbTaTbl U3y4eHUS B3aUMOLEWNCTBMA MNPM COBMECTHOM
npumeHeHnn 6o3eHTaHa N KoMbUHauUM NONUHABUP+PUTOHABUP Y 340POBbIX
nobpoBoabLEB MOKasannW, 4TO KOHUeHTpauus 6o3eHTaHa yBenn4mBaeTcH,
0OCTUras MaKCMMaJibHbIX 3HAYeHUA B TevyeHne 4 fHen.

Heobx04MM KOHTPOJIb MEPEeHOCUMOCTM Tepanuu npenapaTtom boseHekc® y
MaLMeHTOB, MoyYaloLMX PUTOHABUP B KOMOUHALMM C UHTMOMTOPaAMKN NPoTea3
MOBLILIEHHOW aKTUBHOCTU, 0COBEHHO B Hayasie JIeYeHUs, NOCKOJIbKY BO3MOXKHO
CHuXeHne All, a TakXe M3MeHeHMe aKTUBHOCTM TPaHCAMWHA3 ne4vyeHun. Mpu

OJNTEbHOM COBMECTHOM TMNPUMEHEeHUW npenapaTa bo3eHekc® u
AHTUPETPOBUPYCHbLIX MPenapaToB BO3MOXHO YBeJINYeHMe pUCKa HeraTUBHOIO
BANAHUA Ha PYHKLMUIO NEeYeHN U NnoKasaTenn KJINHUYECKOro aHanam3a KpPoBMU.
Benay BO3MOXHOIO B3aMMOAENCTBUSA, CBA3AHHOr0 C MHAYKUMEN 6O3eHTaHOM
n3ohepMeHToB UMTOXpoMa P450, akTUBHOCTb aHTUPETPOBUPYCHOW Tepanuu
MOXET CHMXaTbCA, Y Taknx 60/bHbIX HE0OX0AMMO TWATeNbHO KOHTPOJNMPOBATH
3h(peKTMBHOCTL Tepanun BUY.

JIAI B pe3yabTate XOBJI. 9pPpeKTUBHOCTb N 6e30MaCcHOCTbL NMPUMEHEHUS
6o3eHTaHa n3yyYanm B NOUCKOBOM 12-HefeslbHOM MCCNefoBaHUM C yqacTuem 11
nayuneHToB C BTOpU4YHOM JIAT B pesynbTaTte Taxenom XOBJT (ctagmsa 3 no
MeXayHapoaHon knaccmpukaumm GOLD (FnobanbHas uHuumatmea no XOBJT)).
Pe3dynbTaTbl MCCNeOOBaHMSA CBUAETENLCTBYIOT 06 yBeAMYEHMM CKOPOCTMU
MUHYTHOW BEHTUNALNN NErKUX N CHUXKEHUN CaTypaunmn KNcaopoaa; n3 noboyHbix
3pdekToB Hambonee 4aCTO OTMeYeHa OAblllKa, BblPaXXEHHOCTb KOTOPOW
yMeHbllanacb nNpn oTMeHe 603eHTaHa.

O/Z1HOBPEMEHHOE NPUMEHEHNE C APYTUMU JIEKAPCTBEHHBIMY npenapaTamm



[nnbeHknamui: He PpeKoMeHAYyeTCsl OfAHOBPEMEHHOE MPUMEHeHue npenapaTa

BoseHekc® u rnmbeHknamumaa B CBSA3U C PUCKOM NOBblIlUEHNA aKTUBHOCTMU
nevyeHo4YHbIX TpaHCaMWHa3. ona nevyeHuns CaxXapHoro nnabeTa Y NMauneHToBs,

nosyvaownx GoseHekc®, cnefyeT NpUMeHATb OPYrue runorjimkeMumyeckue
CpencTBa Aas NpUeMa BHYTPb WM UHBEKLUW UHCYNMHA.

®/yKoHa30/1: OLAHOBPEeMeHHOe npuMeHeHue (JyKoHa3o/sla W npenapaTa

Bo3eHekc” He pekoMeHayeTCs. KOMOVHUPOBAHHOE JSIeYeHNEe He U3Y4aoch, HO Npu
ONHOBPEMEHHOM TMPUMEHEHUN BO3MOXHO 3HAYUTENIbHOE TMOBbILIEHWNE
KOHUEeHTpauun 6o3eHTaHa B MNla3Me KPOBMW.,

PugpamMnuumH: OLHOBPEMEHHOe npuMeHeHWe npenapaTa boseHekc® u
puamMnuumHa He peKoMeHaOyeTcCs.

NMpuMeHeHUs codeTaHua npenapaTta boseHekc® U MHFMBUTOPOB M30(DEPMEHTOB
CYP3A4 n CYP2C9 Heobxogumo niberatb.

BansaHune Ha CrnocobHOCTH yrnpasJjAaTb TPaAHCMOPTHbLIMW CcpeacTBamMn wu
MexXaHun3Mamu

BivaHue npenapaTta boseHekc® Ha cnocobHOCTbL yrnpasBnaTb aBTOMOOUIEM K
3aHUMATbCS OPYrMMM MNOTEHLMANbHO OMAaCHbIMKW BWAAMMW [LOEATENbHOCTH,
TpebylWwmnMMN MNOBbLILEHHONW KOHLUEHTPaLUUU BHUMAHUA U ObLICTPOTHI
NMCUXOMOTOPHbBIX peakuWui, He M3y4yanocCb, HO, YYUTbIBAA, 4YTO npenapaT

Fo3eHekc® MOXeT Bbi3biBaTb rOJIOBOKPYXeHUe, chnegyeT cobiogaTs
OCTOPOXHOCTb MPW BbIMOJIHEHUN TAaKUX BUOOB AEATENbHOCTM.

Nepeno3npoBKa

bo3eHTaH NpuMeHsaAca B 0AHOKpaTHoM fo3e 2400 Mr y 340poBbix A06pOBO/bLEB
n 2000 Mr/cyT B Te4eHue 2 MecsauUeB y NaUneHToB C ApyrnMun 3abonesaHmamu,
nomumo JIAl. Hanbonee 4acTo BCTpeYaroLWMMCa CMMITOMOM Nepeno3npoBku bbina
ronosHas 60/b Ierkom UM yMepeHHon CTeNeHN MHTEHCUBHOCTK. Mepeo3npoBKka
MOXET MPUBECTUN K BbIPa)XEHHOMY CHWXeHuto All, 4To MoxeT noTtpeboBaThb
MeOWKaMeHTO3HOro ne4vyeHusa. 3aperucTpumpoBaH cCjayd4an nepeno3mMpOBKU
6o3eHTaHa y Manbyuka-nogpocTka nocne npuema 10 000 mr, B pesynbTaTe



KOTOPOro OoTMeYvasiaCb TOLWHOTa, PBOTa, BblpaXeHHOe CHUXeHune AL,
FO/IOBOKPY)XEHNe, MOoBbILeHHOe MNOTOoOTAesieHne, HapylleHue YeTKOCTH
3puTenbHoro socnpuAaTna. CoctosHMe MoJHOCTbLIO HOPManM30BaloCh B TeYyeHue
24 4, npyn 3TOM NMPOBOAMSIAaCh KOPPEKLMSA BblpaXXeHHOro CHmxeHna All. bo3eHTaH
He yganaeTcs npu remoguanuse,

JlekapcTBeHHOe B3aMMOoaenucTeme

bo3eHTaH noaBepraetca metabonusmy npu yvyactum umtoxpoma CYP u ero
n3ogepmeHtos CYP2C9 n CYP3A4. NHrubmnposaHue mnsogepmeHta CYP3A4
NOBbILWAET KOHLUEHTpaUMIO B Naa3me KposBu 6o3eHTaHa (CM. KETOKOHa30.).
BnnaHne nHrnbuposaHusa nsogpepmenta CYP2C9 Ha KoHUeHTpauuio 603eHTaHa B
naa3mMe KpoBW He u3ydanu. NMpun KOMOMHUPOBAHHOM MPUMEHEHUWN CneayeT
cobnogatb OCTOPOXHOCTL. OQHOBPEMEHHOE MPUMEHeHne C (h1YKOHa30J10M,
KOTOPbIN B OCHOBHOM OKa3blBaeT UHrMbupytoulee Bo3aenCcTeme Ha N30pepmMeHT
CYP2C9 n nuwb He3HauyuTenbHOe — Ha u3opepmeHT CYP3A4, moxeT
CONPOBOXAATbCA MOBbILUEHNEM KOHLEHTpauun H6o3eHTaHa B nja3Me KPOBW.
NaHHaa kKoMbuHauma He pekomeHAayeTcs. [lo 3TOM Xe NPUYNHE He
peKoMeHOyeTCs OOHOBpPeMeHHOe npuMmeHeHune 6O03eHTaHa U MOUWHbIX
nHrnbntopos nsodepmenHta CYP3A4 (HanpuMmep, KETOKOHA30/, UTPAaKOHA30/ UK
puTOHaBMp) N nHrnbutopa nsohepmeHta CYP2C9 (Hanpmnmep, BOPUKOHA30).

bo3eHTaH aBngeTca MHOYKTOopoM nsogepmeHtTos CYP2C9 n CYP3A4. o faHHbIM
nccnenoBaHUaM in vitro npegnosiaraeTcs TakXXe poJib UHOYKTOpa n3odepMeHTa

CYP2C19. Mo3ToMy npu 04HOBPEMEHHOM MpUMeHeHun npenapata boseHekc® v
NeKapCTBEHHbIX MNpenapaToB, MeTabo/M3M KOTOPbIX OMNOCPeAOBaH 3TUMMU
n3oepMeHTaMmn, KOHLUEHTpaUMa nUx B nja3mMe KpoBW CHUxaeTcd. Cnepyet
YYUTbiBaTb BO3MOXHOCTb CHUXEHUA 3(PPeKTUBHOCTU JieKapCTBEHHbIX
npenapatoB, MeTabosIM3M KOTOPbIX OCYLWECTBAAETCA C y4aCTUEM 3TUX Xe
n3odepmeHToB. BOo3MOXHO, noTpebyeTcs Koppekuusa Oo3bl 0OAHOBPEMEHHO
NPUMeHsAeMblX JIeKapCTBEHHbIX CPeACTB MOC/e Hadvajna npuveMa npenapaTa

503eHeKC®, n3MeHeHnqa ero go3bl UWJin OTMEHHLI.

LnKka0CrnopuH: OOHOBPEMEHHOE npuMeHeHue npenapaTa boseHekc® u
LWKNOCNOPUHA (MHrMbuTopa KanbLMHEBPUHA) NPOTUBOMOKa3aHo. Mpn Takom
COYEeTaHUM NpenapaToB MUHUMANbHAsA HaYalbHas KOHLEHTpauus 6o3eHTaHa B



nJia3mMe KpoBu noBbillaeTcs B 30 pa3 no CpaBHEHUIO C NpuMmeHeHnem 603eHTaHa B
MoHoTepanuun. C,, 603eHTaHa B nNia3mMe KpoBM yBennymBaeTcs B 3-4 pasa no

CPaBHEHNIO C KOHUeHTpauuen 6o3eHTaHa NpPU MOHOTepanun. Bo3MOXHbIN
MEeXaHW3M [OaHHOro B3aMMOAENCTBMS 3aKJl0OYAaeTCs B MHrMbupoBaHUM
LLWKNOCMOPWUHOM TPaHCNOPTHOro 6enka, OTBETCTBEHHOrO 3a MOCTYMJIEHME
6o3eHTaHa B renatounTbl. KOHUEHTPaUNS LUNKJIOCMOPUHA B NJla3Me KPOBW Mpw
3TOM CHMXXAETCS NoYTU Ha 50%.

TakpoMMyC, CUPOUMYC: ONHOBPEMEHHOe MNpuMeHeHue ¢ 603eHTaHOM B
KJIVHUYECKUX UCCNea0BaHUAX He M3y4yanoCb, OAHAKO Mpeanofiaraetcs, 4To
KOHLIeHTpaLusa 603eHTaHa B MJla3Me KPOBU MOXKET YBENYMBATLCSA MO aHaNOrn C
LIUKJTIOCMIOPUHOM. KOHLIEHTPaLWS B Naa3Me KPoBU TAaKPOJUMYyCa U CUPOJIUMYCA
MOXXET CHUXXATbCS MPU COBMECTHOM MpUMeHeHnn ¢ 603eHTaHoM, B cBA3K C 3TuM,

npenapat Go3eHekc® He cnefyeT NPUMEHATb OLHOBPEMEHHO C TAaKPOJIMMYCOM
AN CUPONMMYCOM. B cny4yae HEOBXOAUMOCTY NPUMEHEHMUA OaHHON KOMBUHaLMK
06s3aTeNleH KOHTPOJIb COCTOSHUS MaUMEHTa U KOHLIEHTPALUWUKM TaKpoaumyca u
CUPOJIMMYCa B MJ1a3Me KPOBM.

[nnbeHknamug: Npu 0AHOBPEMEHHOM NpMMeHeHUn bo3eHTaHa B Ao3e 125 mr 2
pa3a/CyT B TeYeHne 5 AHen CHMXKAETCS KOHUeHTpaunsa ranberknamunaa (cybctpat
n3opepmeHTa CYP3A4) B nna3sme KpoBu Ha 40%, 4TO MOXET CONPOBOXAAaTbCA
3HAYUTENbHLIM CHUXEHUEM TUNOrIMKEMUYECKOro ddgekTa rnmbeHknammaa.
KoHueHTpauuna 603eHTaHa B Nnjla3Me KPOBU TakXe CHMKaeTcsa Ha 29%. Kpome
TOro, y nauMeHTOB, NOJIyYaKLWMX CONYyTCTBYOLWEE SlIe4eHne, BO3pacTaeT PUCK
NOBbILEHNA aKTUBHOCTM NEYEHOYHbIX TpaHCaMnHa3. Oba akKTMBHbLIX BELWECTBa,
rnmbeHknamug n 603eHTaH, oKa3blBaOT UHIrMOMpYyloLLee BO3AENCTBME HA HAcoC
TpaHCNopTa COJIeN XENYHbIX KUC/IO0T, 3@ CHET Yero MOXKHO 06bACHUTbL NOBLILIEHNE
AKTUBHOCTWU MNe4YeHOYHbIX TpaHCamMuHa3. B CBA3M C BblleyKa3aHHbIM,

Bo3eHekc® He ciefyeT NPUMEHATb OJHOBPEMEHHO C ranbeHknammgom. Het
OaHHbIX O BO3MOXHOM JIeKapCTBEHHOM B3aWMMOOENCTBUM C APYrMMHU
NPOU3BOAHBLIMU CYNbGOHNIMOYEBUHDI.

[opMOHa/ibHble KOHTPAaLEenTUBbl: NP OAHOBPEMEHHOM NMPUMEHEeHNN B TevyeHune 7
nHen 6o3eHTaHa B fo03e 125 Mmr 2 pasa/CcyT 1 nepopasibHOro KOHTpauenTuea Aas
OAHOKPATHOro npueMa — KOMBMHMPOBAHHOIO npenapaTa, cogep)awero 1 mr
HOP3TUCTEPOHa N 35 MKI 3TUHWJI3CTPALANOIa,— OTMeYasocb CHMxXeHne AUC gns
ero KoMrnoHeHToB Ha 14% u 31% COOTBETCTBEHHO. Y OTAENbHbIX MaLUMeHTOK



CHVXKEHME 3KCNO3MLMN HOPITUCTEPOHA N 3TUHUAN3CTPaaMona gocturano 56% u
66% COOTBETCTBEHHO. TakMM 06pa30M, FOPMOHaNbHAA KOHTpaLEenuns He MOXeT
CYMTATbLCSA OOCTATOYHO 3P PEKTUBHON, HE3ABUCUMO OT NYyTW BBEAEHMS NpenapaTa
(BHYTpPb, MHBEKLMOHHO, TPAaHCAEPMAJIbHO MM B BUAE UMMNJIAHTATOB) BO BpPeEMS

npvema npenapata boseHekc®.

BapgapuH: npn o4HOBPEMEHHOM MPUMEHEHUN Y 340POBLIX LOOPOBOALLEB C
6o3eHTaHoOM B go3e 500 mMr 2 pa3a/cyT B TeyeHue 6 OHEN CHUXaAeTCH
KOHLUEeHTpauna S-sapdapuHa (cybctpaT nsodepmerta CYP2C9) n R-BapapuHa
(cybcTtpaTt m3ogpepmeHTa CYP3A4) B nnasme kpoBu Ha 29% u 38%
COOTBETCTBEHHO. ONbIT 0AHOBPEMEHHOI0 NpMMeHeHnsa 6o3eHTaHa 1 BapgapuHa y
6onbHbIX € JIAT He conpoBOXAaaCsA 3HAYUMbIMU KIMHNYECKN n3MeHeHnsMn MHO
W [0o3bl BapapnHa (Ha MOMEHT OKOHYaHUSA UCciefoBaHMSA MO CPAaBHEHUIO C
NCXOAHbIMY 3Ha4YeHMsaMN). Kpome TOro, 4actoTa Koppekuun 003bl BapdapnHa BO
BpeMs nccaefoBaHua B CBA3M C naMeHeHnsMun MHO nam B ¢BA3M C NOOOYHBbIM
LEVNCTBUEM He OTINYaJINCh Y NaUMeHTOoB, NonyYaBlunx 6o3eHTaH unum nnauebo. He
TpebyeTcs Koppekuusa [A03bl BapdapuHa WAW OPYrux nepopanbHbIX

aHTWKOArynsaHTOB B Havajse Tepanuu npenapatom Bo3eHekc®. OgHakKo
pekoMmeHayeTcs obs3aTenbHbIM KOHTPOob MHO, 0cobeHHO B HaYane NpuMeHeHuns

npenapaTa bo3eHekc® 1 Ha 3Tanax yBesm4yeHuns L03bl.

CuMBacTaTvH: NPV OAHOBPEMEHHOM NPUMEHEHUWN B Te4YeHue 5 aHen bo3eHTaHa B
nose 125 mr 2 pasa/cyT CHMXaeTCs KOHUEeHTpauus cmmBacTtaTuHa (cybcTpaT
n3ogepmeHta CYP3A4) n ero akTUBHOMN (POPMbl P-rMAPOKCUKNCIOTHI B MnJasMe
KpoBn Ha 34% un 46% cooTBeTCTBEHHO. OAHOBpPEMEHHOEe MPUMEeHeHune
CMMBACTaATUHA He BJINAET Ha KOHUeHTpauuto bo3eHTaHa B naa3Me Kposu. Mpu

COBMECTHOM MPUMEHEHNN CUMBACTaTVHA W npernapaTa boseHekc® pekoMeHayeTcs
KOHTPOJIb KOHLEHTPaLMUKX XO0necTepuHa B Mjaa3Me KPOBU C nocnenytoLle
KOppPeKLuen no3bl cuMBacTaTUHA.

KeToKOHa30/1: 0LHOBPEMEHHOE NPUMEHEHMNE B Te4YeHne 6 aHen 6o3eHTaHa B 403e
62.5 Mr 2 pa3a/CyT U KETOKOHa30/1a, MOLWHOro MHrnbutTopa m3odepmeHTa
CYP3A4, conpoBoXXAaeTcs ABYKPATHbLIM MOBbILLEHWEM KOHLLeHTpaunn 603eHTaHa

B MJiasaMe KpoBWu. KoppeKLu/m A03bl NMpenapaTa Bo3eHekc” He npoBoAnNTCA.

[oBbILLEHNE KOHLeHTpaLmn 603eHTaHa B nna3me KpoBW npeanosaraeTca TakxXe



npyv 04HOBPEMEHHOM MPUMEHEHUN UTPAKOHa30Jla U pUTOHaBMpa, HECMOTPSA Ha
OTCYTCTBME MOOTBEPXAEHNA B UCCNefOoBaHUAX in vivo. TeM He MeHee, npu
KoMBbMHauumn 6o3eHTaHa ¢ nHrnbmntTopom CYP3A4 y nayneHTOB CO CHUXXEHHBIM
meTabonmsmom unsodepmeHta CYP2C9 cywecTByeT PUCK 3HAYUTENbHOrO
NOBLILLEHNA KOHLUEHTpauum 603eHTaHa, 4YTO MOXET YyBeAM4YMBaTb 4aCTOTY U
BbIPaXXEHHOCTb MOOO0YHbLIX 3hEKTOB NpenapaTa.

PugamnnymH: npn 04HOBPEMEHHOM MPUMEHEHMUN Y 340POBbLIX JOOPOBOJbLEB B
TevyeHue 7 aHen 603eHTaHa B go3e 125 Mmr 2 pasa/cyT n pudaMnuumnHa, KOTopbli
ABnfeTca MHOAyKTopoMm msogepmeHtos CYP2C9 m CYP3A4, KoHueHTpauus
603eHTaHa B Nja3Me KpoBM CHMXanacb Ha 58%, a y oTAeNbHbIX NaUNEeHTOB — Ha
90%. Bcneacrteue 3TOro, BO3MOXHO 3HA4YMMOe CHUXXeHMe 3¢hdpekTa npenapaTa

Bo3eHeKkc® npM COBMECTHOM MPUMEHEHUU C pUudamMnuuUHOM. [daHHbIX O
COBMECTHOM MPUMEHEHUN C APYrumu MHAyKTOopamu mnsogepmeHta CYP3A4,
TakuMn Kak kapbamasenuH, peHobapbuTan, PeHNTONH, a TakXKe npenapaTtamu, B
COCTaB KOTOPbIX BXOAWUT 3Bepobon npoabipsBAEHHbIN, HEAOCTAaTOYHO, TEM He
MeHee, ¢ bonblIon foNen BEPOSATHOCTM NPU UX COBMECTHOM NMPUMEHEHUN HESb3A
NCKJOYNTb 3HAYUTENbHOr0 CHMXEHUA 3OMPEKTUBHOCTM NIe4YeHMs npenapaTom

Bo3eHekc®.

3n0npoCcTEHO/I: OrpaHUYeHHble pe3synbTaTbl uccneposaHma (AC-052-356
[BREATH-3]), B xoae koToporo 10 getenn nony4yann 603eHTaH B COYeTaHUN C
3MONPOCTEHOJ/IOM, YKa3bIBalOT Ha TO, YTO MOCAE OLHOKPATHOr0 N MHOIFOKPaTHOro
npuema 3Tnx npenapatos C ., 603eHTaHa B Nna3me Kposu 1 AUC bbian npumepHo

OONHAKOBbIMK Yy NaUWMEHTOB, MOJyYaBWNUX N HE MONYyYHaBLUUNX I/IH(pyBI/HO
3NonNpocCTeHOJ1a.

CungeHagua: npn ogHOBPEMEHHOM npuMmeHeHun 6o3eHTaHa B Ao3e 125 mr 2
pa3a/cyT (paBHOBECHOe CoCToAHME) N cnngeHaduna B gose 80 mr 3 pasa/cyT B
TeyeHne 6 OHeW y 340pOBbIX A0OpoBOAbLLEB OTMeYanocb cHuxeHune AUC
cnnpgeHaduna Ha 63% u nosbiweHne AUC 6o3eHTaHa Ha 50%. M3MeHeHUS
KOHLUEHTPaUWUA BELEeCTB B Na3Me He NUMEIT KJMHNYECKOr0 3HaYEeHUS, KOppeKL S
003 npenapaToB He TpebyeTcs.

ANrokcuH, HUMoANNuH, 103apTaH: 0QHOBPEMEHHOE NpuMeHeHne 6o3eHTaHa B
nose 500 mr 2 pasa/cyT B TedyeHue 7 AHEN CONPOBOXOAETCHA CHUXEHUEM
KOHUEHTpauun AnrokcnHa B nnasme kposn AUC, C,., U MUHUMaNbHON HaYaNbHOM



KoHueHTpauumn (C,,,) Ha 12%, 9% n 23% coOoTBETCTBEHHO. MexaHn3M 3TOoro

B3aUMOOENCTBUSA, BO3MOXHO, CBSI3aH C BAUSHWEM Ha FMMKOTMPOTENH P.
KnnHnyeckasa 3Ha4MMOCTb OAHHOM0 B3aMMOOENCTBUSA He3HavyuTesbHa.

O,EI,HOBpeMeHHOG NPMMEHEHNE HUMMOAUMWNHA WJIN N03aPTaHa HE OKa3blBae€T
BIMSIHNE Ha 3KCno3muuto 603eHTaHa.

JlonuHasup/putoHasup (N agpyrve WHrnbutopbl MNpoTea3s MoOBbILEHHOM
aKTUBHOCTM): NPN OQHOBPEMEHHOM NMpUMeHeHUN 6o3eHTaHa B fo3e 125 mr 2
pa3a/cyT u KombuHaumm nonnHasup+putoHasmp 400+100 mr 2 pasa/cyT B
TeyeHue 9.5 aoHen y 300poBbIX Aobposonbues C,,, b03eHTaHa B nja3Me KPoBU

6blna NnpuMepHo B 48 pa3 Bbille MO CPAaBHEHMWIO C KOHLEHTpauuen npu
NPUMEHEHNN TONbKO oaHoro 6o3eHTaHa. C,, 603eHTaHa B Nja3mMe KPpoBM Ha 9-1

NEeHb OKa3ajlaCb B 5 pa3 BbiWe, 4eM Npu npueme Toabko 603eHTaHa.
NHrnbmnposaHne putoHasupom mnsodepmeHta CYP3A4 n TpaHcnopTHoOro 6enka,
oTBevalwero 3a TpaHcnopT 6o3eHTaHa B renaToUUTbl, TEM CaMblM CHUXaeT
KInpeHc 603eHTaHa, U BEPOATHO, TakKUM 006pa3omM MOXHO 0OBbACHUTL MEXAHU3M
LAHHOro B3aumMoLencTBusa. Y nNauMeHTOB, OLAHOBPEMEHHO MOoJy4aloLlWwmnx

Bo3eHekc® 1 npenapaTsl, COAEPXKaLline KOMBUHALMIO NOMUHABUP+PUTOHABNP WK
apyrue mHrnbnTopbl NpoTeas NOBbILWEHHOW aKTUBHOCTU, HEOBXOANM KOHTPOb

nepeHocuMocTu npenapata bo3eHekc®. MpuW COBMECTHOM MPUMEHEHUN C
6o3eHTaHOM B Te4vyeHue 9.5 gHeN, KOHUEHTpauun NonnHaBmpa U pMToOHaBUpPaA
CHMXXAKTCA 00 KJINHUYECKN HE3HAYMMOro ypoBHSA (NpumepHo Ha 14% n 17%
COOTBETCTBEHHO). He0bX0ANM KOHTPOb 3PPEKTUBHOCTM NPOBOAMMON Tepanum
BWY. Mpennonaraetcs, 4TO Apyrne UHrnbuTopbl NpoTeas MNOBbILLUEHHON
aKTUBHOCTW B KOMBUHALMM C pPUTOHABMPOM MOrYyT OKa3blBaTb TaKom e 3 eKT.

lpyrne nHrnbnTopsl NpoTeas MoBbILLEHHOW aKTUBHOCTU: B CBSA3N C OTCYTCTBUEM
OaHHbIX, HE MOTYT ObITb AaHbl cneynduyeckme pekoMeHgaumm no NpPUMeHeHnto
603eHTaHa C ApYyrMMn NeKapCTBEHHLIMU CPeaCTBaMM OaHHOW rpynnbl. B cBA3K C
Bblpa>XE€HHbIM TOKCMYECKMM BANSAHMEM Ha MeYeHb HEBMPAMNMHa, KOTOPbIA TakXe
MOXeT YyCUAnTb HebnaronpusaTHoe Bo3AencTBue 603eHTaHa Ha MeYeHb,
COBMECTHOE MNPUMEHEeHNe AaHHOW KOMBUHaLMM He pekoMeHAOyeTcs.



Ycnosus xpaHeHus npenapata bo3senekc®

MpenapaT cnefyeT XpaHUTb B HEOOCTYNHOM A8 AeTei, 3alWMLeHHOM OT CBeTa
MecTe Nnpu TemnepaType He Bbiwe 25°C.

CpokK roaHocTu npenapaTta bo3seHekc®

CpoK rogHoCTN — 2 roga.

YcnoBua peanusauuu

[MpenapaT 0TNYyCKaeTCA Nno peLenTy.



