MUHHCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKON (I)EI[EPAI_[I/II/I ‘

NMHCTPYKIUA
[10 MEJJULIMHCKOMY TTPUMEHEHHMIO JIEKAPCTBEHHOI O IPETTAPATA

PerucrpaunoHHblil HOMep:

COPYMATA

ToproBoe naumenoBanune: COYMATA

Memnynapoz:moe HeNnaTeHTOBAHHOE UJIH TPYNNINIHPOBOYHOE€ HAUMEHOBAHHE!

ATazaHaBup

JlekapcTBeHHasi popma: KarcyJsl

CocraB

Ha OJ[HY Karcyy:
eticmsyrowee geujecmso:
ATazaHaBup

B BHJIe aTa3aHaBUpa Cylbdara

150 mr

150,00 mr
170,85 mr

200 mr

200,00 mr
227,80 Mr

Bcnomozamenvhuie seujecmeda codep:)fcwwozo Kancyiol.

KpocrnoBunon
JlakTO3BI MOHOTHAPAT

Hatpus cteapun ¢pymapar

Karicyna TBepaas xenatuHoBas
Kopnyc kancynwi:

Turana guoxcun (E 171)
KpacuTrenp xene3a OKCUI KEIThIH
(E 172)

Kenatun

Kpvuwka kancynor:

16,50 mr
81,00 mr
1,65 mr

2,00 %

o 100,00 %

22,00 Mr
108,00 mr
2,20 Mr

1,00 %
0,50 %

1o 100,00 %

300 mr

300,00 mr
341,70 mr

33,00 mr
162,00 mr
3,30 Mr

2,00 %

1o 100,00 %



Turana guoxcun (E 171) 2,00 % 1,00 % 2,00 %

Kpacurens xene3a OKCHI KeJIThIN - 0,50 % -

(E 172)

Kenatun 10 100,00 % 1o 100,00 % mo 100,00 %
Onucanue

Jlozuposka 150 me:

Trepable xenaTuHOBBIE Karcysisl Ne 1 Genoro merta HMUIHHAPUYECKOH (GOPMBI C
nosrycepudecKuMHi KOHLIAMHU.

Jlozuposxa 200 me:

Tepaple xenaTHHOBBIE Karcybl No 0 jKeNnToro 1BeTa HUIMHIPUIECKOH (HOPMBI C
noiycepudecKuMHU KOHLIAMHU.

Jozuposxa 300 me:

Trepasle xenatuHoBble Karcysisl Ne 00 Genoro 1BeTa HUIMHAPUIECKOH (GOPMBI C
nostyc(hepruyecKUMU KOHLAMHU.

CozepXUMOe KaIlCyJl — CMeCh IpaHyJl ¥ MOPOIIKa OT OeI0ro WiIM NoYTH Oesoro 1o
0esloro ¢ JKenToBaThIM OTTEHKOM LiBeTa. [[omyckaeTcst coiep)kaHne KOMOYKOB M
CTOJIOMKOB, JIETKO PpACMaJArOIIUXCs IPU JIETKOM HAaJaBIMBaHUU CTEKIITHHOW
MaJIOYKOM.

dapmakoTepaneBTHYecKas rpynna: npotusosupycHoe [BUU] cpencrso

Kon ATX: JOSAEO8

dapmako/ioruyeckue cBOHCTBA

DapmakoOuHamuKka

ATazaHaBHp SBNISETCS a3aleNTHAHBIM HHrHOMTOpoM mpoTeassl BUY-1. Oro
BEILECTBO CEJIEKTUBHO MHIHOMPYET BUPYC-CIIeIM(PUIECKUH ITPOLIECCHHT BUPYCHBIX
Gag-Pol mporenHoB B BUWY-uHQHUMPOBaHHBIX KIE€TKax, IMpeloTBpallas
o0pa3oBaHKeE 3peIbIX BUPUOHOB U 3apa)KeHUE APYTUX KJIETOK. B mpoiiecce neueHus
Y HEKOTOPHIX MAIMEHTOB MOJKET Pa3BUTHCS PE3MCTEHTHOCTH (yCTOHYMBOCTB) K
nefcTBHIO TIpenapara (crenupuyeckas pe3uCTEHTHOCTb) WM K JEHCTBHIO Kak
aTasaHaBMpa, TaK W JApyrux uHruouropo mporeassl BHY (mepexpectHas

PE3UCTEHTHOCTH).



Pezucmenmuocmov u nepekpecmuas pe3ucmeHmuocmeo

Pe3HCTEeHTHOCTD U NIepeKpecTHasl Pe3UCTEHTHOCTh K MHruouTopam mpoteassl BUY
HaOmofanack B pa3IMYHOM CTENEeHH ee€ IMposBIeHUs. Pe3ucTeHTHOCTh K
aTa3aHaBUpy HE Bcerga SBISETCS MPENSTCTBUEM [UIS  IOCIEJ0BATENIBHOIO
IpUMEHEHHUs JPyTruxX UHruouTopoB nporeazsl BUY.

Pesucmenmunocmy in vitro (8 kynemype K1emok)

YyBCTBUTENBHOCTh K aTa3aHaBUPY M3y4alld Ha KyJIbTYpe KIIETOK, BBIICJICHHBIX Y
MALMEHTOB, IPEX/E He M0TyYaBILINX MIpernapar.

BrisiBiieHa 4deTkash TeHACHLUMS K CHI)KCHMIO YYBCTBUTEIBHOCTH K aTa3aHaBUPY
KJIETOK, OOHApYHUBIIMX BBICOKUN YPOBEHb MHOXXECTBEHHOW DPE3UCTEHTHOCTH K
apyruMm uHruouropam mnporeassl BHWY. Hampotus, 4YyBCTBHTEIBHOCTH K
aTa3aHaBUPy COXPAaHsAIACh y KJIETOK, PE3MCTEHTHBIX TOJIBKO K 1-2 MHrHOMTOpaM
npoTteassl BUY.

Pezucmenmnocme in vivo

HccenenoBaHus Moka3aid Y€TKYIO 3aBUCUMOCTb pa3BUTHS PE3UCTEHTHOCTH OT TOTO,
moJyyaj JIM TalMeHT paHee AaHTUPETPOBUPYCHYIO Tepanuio, |, eclid [a,
IPUMEHSIICS JIM aTa3aHaBUp B KauecTBE €JUHCTBEHHOTO MHIMOMTOpA MpPOTEeasbl
BUY wiu B KOMOMHAIIUK C PUTOHABUPOM.

Ilayuenmeoi, panee He nonyvasuiue aHMupempOosUpyCHy0 mepanuro.

ATtazanaBup, 400 mr (6e3 puToHaBUpa)

He BbIABIEHO IMEPEKPECTHOW PE3UCTEHTHOCTH MEXJY ara3aHaBHpOM |
amrpeHaBupoM. DEHOTUNHYECKUI aHalu3 M30JMPOBAHHBIX KJIETOK MOKa3all
pa3BUTHE YCTOWYMBOCTH, CHNELM(UYECKOM TONBKO JUI  ara3aHaBHpa U
coyeTaBIleics C MOBBIIIEHUEM YyBCTBUTEIBHOCTH K IPYyTUM HHTHOUTOPAM IIpOTEa3
BUUY.

ATtazanasup, 300 mr/putonasup, 100 mr

UccnenoBanue 3pPpeKTUBHOCTH KOMOHHALINK aTa3aHaBUP/PUTOHABUP (B CPABHEHHH
Cc KOMOMHaLMeW JIONWHABUP/PUTOHABUP) y MNALMEHTOB, paHee HE IMOTyYaBIIMX
AHTHPETPOBUPYCHOW TeparuM, I10Ka3ajo, 4To 4Yepe3 96 Hesenb Iocie Hadala

TE€parnvy TOJIbKO B OJHOM Ciy4dae€ HCyJaqdH TEparnuu pa3BUJIaChb q)eHOTI/II'II/I'-IeCKaH



YCTOWYUBOCTD K aTa3aHaBUDPY.

llayuenmul, panee nonyuasuiue aHmupemposupyCcHyo mepanuro.

Amaszanasup unu amasanasup/pumonasup

B GospIMHCTBE CiTy4yaeB HeyjauM Teparuu Ha 48 Hejielle y MallMeHTOB pa3BUBajIach
MHOYKECTBEHHAs! pE3UCTEHTHOCTH K pa3IMyHbIM UHrHOuTOpam nporea3sl BUY, a He
crieruduyeckas yCTOWYUBOCTD K aTa3aHaBUPY.

DapmakoKuHemuKka

dapMakOKMHETHYECKHE CBOWCTBAa ara3aHaBUpa OLICHUBAIUCh Ha 3J0POBBIX
nobposoibiax 1 BUY-uHQHUUMPOBAHHBIX MallMEHTAaX.

Abcopoyus

[lpu nmnmurensHOM mpueme arazaHaBupa B jo3e 400 Mr oauH pa3 B JI€Hb
OJIHOBPEMEHHO C IPUEMOM JIETKO YCBOSEMOM IHUIIM MAaKCHUMallbHas paBHOBECHas
xouueHTpaiys (Cpax) aTa3aHaBUpa B IJTa3Me YCTaHABJIMBAeTCs IPUMEPHO Yyepes 2,7
yaca [oclie MpuemMa. YCTOWYMBash pPaBHOBECHAs KOHIEHTpallMs ara3aHaBUpa
JIOCTUTaeTCst MeXy 4 ¥ 8-M JHIMU IIpHEMa.

Brnuanue nuwu

[TprMeHeHKe aTa3aHaBHpa BMeECTe C IMUIIEH yJIydIlaeT ero OMOJOCTYNHOCTh H
yMeHbIIaeT (hapMakOKHHETHYECKYIO BapHabelbHOCTh. [IpuMeHenre KOMOWHALMH
aTa3aHaBUP/PUTOHABHP C MHIIEH yIydlIaeT OMOAOCTYIIHOCTh aTa3aHaBUpa.
Pacnpeoenenue

Arta3anaBup Ha 86 % cBs3bIBaeTCs ¢ OeIKaMH CbIBOPOTKH KPOBH, IIPH 3TOM CTETIEHb
CBSA3BIBAHMS C OeJKaMH He 3aBUCUT OT KOHLEHTpaLUU. ATa3aHaBUP CBA3BIBAETCS C
anbha-1 KMCIIBIM TIIHKOMIPOTENHOM U aTbOyMHUHOM B PaBHOM CTeNeHH. ATa3aHaBHp
oTpeeNiieTCss B CTIHHHOMO3TOBOM M CEMEHHOM XKHMIKOCTSIX.

Memabonusm

ATazaHaBUp MeTabOIM3UPYETCS B OCHOBHOM IocpeicTBoM u3opepmenta CYP3A4
¢ 06pa3oBaHWEM OKHCIIEHHBIX MeTab0IMTOB. MeTaboIUThI BBIICTISIOTCS B KEITYb B
CBOOOJHOM BHJE HIM B BHJIE KOHBIOTaTOB C TIJIOKYPOHOBOH KHCJIOTOM.
He3nauWTenpHas  uyacTh  ara3aHaBupa  Merabomusupyercs — myTem  N-

JAE3AJIKUIIMPOBAaHUA U THAPOJIU3a.



Buvigedenue

ITocne omHOkpaTHOro BBefieHHsi '‘C-arasamasupa (400 Mr) B Kajle u Mode
OTIPEeIeNISIIOCh, COOTBETCTBEHHO, 79 % u 13 % obmel paguoakTUBHOCTH. [loiis
HEU3MEHEHHOr0 aTa3aHaBUpa B Kajie ¥ MOYe COCTaBJIsAIa, COOTBETCTBEHHO, OKOJIO
20 % u 7 % BBeneHHOM n03bl. CpeHUM MEepUOJ IMOIYBBIBEICHUS aTa3aHaBUpa y
3710pOBBIX J100poBosbIleB 1 BUY-MHGUIMPOBAaHHBIX B3POCIIBIX COCTABIISAI OKOJIO 7
yacoB npH npueme B 103e 400 Mr B IeHb C JIETKO YCBOSIEMOU IHUIIIEH.
DapmakokuHemuka y 0cobblx 2pynn RAUUEHMOE

Ilayuenmuol ¢ neyeHoUHOU HEAOCMAmMOYHOCMbIO

ATazaHaBUp MeTa0ONIM3UPYETCS U BBIBOAUTCS IPEUMYLIECTBEHHO IEYCHBIO.
BausiHue HapymieHHd (QyHKIUM Me4eHH Ha (apMaKOKHHETHYECKHE IapameTphl
aTa3aHaBHpa TP COBMECTHOM IpHeMe M 0e3 pUTOHaBHpa MOXET YBEIUYHTHCS Y
MAIMEHTOB C IIEYEHOYHON HEJOCTATOYHOCTBIO CPEAHEN U TSIKEION CTEIEHH.
Iayuenmuol ¢ noueuHou HEOOCMAamMoOYHOCMbIO

V 310poBBIX T0OPOBOJIBIEB BBIBEIEHHBI C MOUYOH HEHW3MEHEHHBIH aTa3aHaBHp
COCTaBJISUT OKOJIO 7 % MPUHATOMN A03BI.

OTcyTcTBYIOT (hapMakOKHHETHYECKHe JaHHblE M TAlMEHTOB C IOYeYHOM
HEJI0CTATOYHOCTHIO, IPUHUMABIINX aTa3aHABUP C PUTOHABHPOM.

[IpuMeHeHHe aTazaHaBHpa 0e3 PUTOHABUpA H3y4aloCh y IAlMEHTOB C TSOKEJIOH
[IOYE€YHOI HEJOCTATOYHOCTBIO, B TOM YHCIE HAXOAAIIMXCS Ha TIeMOIUalu3e,
NPUHAMABIIKX Tpernapat B no3e 400 Mr oauH pa3 B JeHb. Pe3ynbraThl mokasanu
CHWXKeHHe (apMakoKHHeTHYeCcKuX mapameTpoB Ha 30-50 % y mamnueHToB,
HAXOJAIIMXCS HAa TeMOJMalu3e B CpPAaBHEHWH C TMAllMEHTaMH C HOPMabHOM
byHKIHel HoYeK. MeXaHU3M 3TOro CHHXKEHHUsI He H3BECTEH.

Bospacm/non

He oTMeueHO KIMHMYECKHM 3HAYMMBIX OTIMYMN  (hapMaKOKUHETHYECKUX
rapamMeTpoB B 3aBUCHMOCTH OT BO3pacTa M I10J1a MalueHTa.

bepemennvle scenHujurbl

3HaYeHHss MaKCUMalbHOH paBHOBeCHOM KOHUIEHTPAMHU (Cmax) M IUIOMIAIH TOJ

KpUBO# «koHueHTpaius-pems» (AUCs) 1 aTazaHaBupa Obuin Bblile Ha 26-40 %



y J)KEHIIKH B IOCIepo1oBoM Teproze (4-12 nenens), ueM y BUU-unpuumupoBaHHbIX
HeOepeMeHHBIX MalUeHTOK. MMUHUManbHas KOHIEHTpalus aTa3aHaBHpa B
TIOCIIEPOIOBOM TiepHojie Obula MPUOMU3UTEIBLHO B 2 pa3a BhILIE TOW, KOTOpas
Habmoanack 10 3Toro y BUU-uHGUIMpoBaHHBIX HeOepeMEHHbIX KEHIIMH.
Jemu
Benuunna abcopOLuu aTa3aHaBUpa y JeTel BhIlIE, YeM y B3POCIHIbIX MMAlMEHTOB. Y
MaJleHbKHX JIeTel CyIIecTBYyeT He3HAauMTellbHas TeHAEHLHs K Ooyiee BBICOKOMY
KJIMPEHCY IIperapara MpH HOPMHPOBaHHHM 10 Becy Tena. BapuabenpHOCTBH
(bapMaKOKHHETHUYECKHMX ITapaMeTPOB y JI€TeH TakKe BbILIE, YEM Y B3POCIIBIX.
Paca
WccnenoBanuss He TOKa3aJld KakKOro-iubo BIMSHMS pachkl IIallMEHTOB Ha
bapMaKoKHHETHYECKHEe TapaMeTphl aTa3aHaBUPA.
IToka3aHusi K NPUMEHEHHIO
Jleuenne BUY-1 wHekuu B KOMOMHALMM C JPYTMMH aHTHPETPOBHPYCHBIMH
npenapaTaMd |y TAIMEeHTOB, paHee IMOIy4aBUIMX WIM He IOJy4YaBIIUX
AaHTHPETPOBUPYCHYIO TEPAITHIO.
IIpoTruBonoKa3zanus
— TloBbllIeHHas YyBCTBHTEIBHOCTh K aTa3aHABUPY WM JIFOOOMY IpYromy
KOMIIOHEHTY TIperapara
— Hapymenus ¢yHKid rnedeHu Tsbkenod  cremennm  (kmacc C o mo
knaccudukaipy Yaitna-I1er0) npu Jr00bIX pexrMax 103UpOBAHUS
— Tsxenas modeyHas HEIOCTATOYHOCTh Yy IAIlMEHTOB, HAXOAAIIMXCS Ha
reMoJidajin3e U paHee MOJy4YaBIIUX AHTUPETPOBUPYCHYIO TEPAITHIO
— Komb6uHaiuss ara3aHaBUpP/pUTOHABUpP Yy TALMEHTOB C HapyIICHUSIMH
GyHKIMH TedeHH cpeiHed u Tspkenod cremenu (xkmacc B uw C mo
kiaaccudukanpu Yaina-I1sr0)
— Jlebuuut saktasbl, peikas HacleICTBEHHas HENEPEHOCHMOCTH JIaKTO3bI,
IJIFOK030-TalaKTo3Has MajibabcopOuus
— ArtazaHaBup B KomOuHaumu c¢ uHruoutopamu ['MI-KoA-penykrassl

(CMMBACTaTHHOM, JIOBACTATHHOM ), CUIIZIEHA(QUIIOM (mpu ero Ha3HAYEHHUH IS
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JIeYeHusl JIETOYHON apTepHalbHOW T'MIIEPTEH3WH), TpernapaTaMu 3BepoOos
IPOJBIPSBIEHHOr0,  pU(DAMIHUIIMHOM,  acTeMU30JIOM, TepheHaIuHOM,
[M3aNpPUIOM, TTHUMO3HIOM, XMHHUIWHOM (B TOM 4YHCle OIS KOMOMHaLUH
aTazaHaBMp/pUTOHABUD), OETMPHANIOM, TPUA30JaMOM, MHIA30J1aMOM (Ui
nMpueMa BHYTPB), QIKaJOWAaMU JproraMuHa (OCOOEHHO 3ProTaMHHOM,
IUTHAIPOIPTOTAMUHOM, PrOMETPUHOM, METHJIIPTrOMETPHUHOM),
an(y303MHOM, KBETHAITMHOM (B TOM YKCJIe B KOMOMHAIIMU C PUTOHABUPOM)

— Jletu ¢ Maccoi Tena MeHee 35 kr (uist qo3upoBok 150 mr u 300 mr)

— Jlerckuii Bo3pact 1o 6 set

C 0CTOpPOKHOCTBIO

— CaxapHnbiii quabet

— l'unepriaukemus

— JlucnunuaemMus

— TunepOounupyouHeMus

— Hedponutnas

— BupycHble renaTtuTsl

— XPpOHUYECKUW aKTUBHBIN ENaTUT

— Hapyuenus GyHKIMH TIEY€HHU JIETKOM U cpeiHel CTeNeHH THKeCTH (Kimacce A
1 B no xnaccudukanuu Yaing-ITero) (U1 ata3aHaBupa)

— Hapymenus QyHKUMM T[eYeHH JIETKOW CTeNeHH TsHKeCTH (Kmace A 1o
knaccuukanuu Yaitna-ITero) (Ui KoMOUHAIMY aTa3aHABUP/PUTOHABHP)

— T'emodunus A u B

— CHHIPOM BpOXIeHHOTO yinHeHus nHTepBana PR u PQ

— CoBMecTHOe INpUMEHEeHHe ¢ Mpenapatamu, ymnuHsiomuMud PR u PQ
WHTepBal (HalpUMep, aTeHOJION, IUITHA3eM, BeparaMul)

— CunzapoM BpoxIeHHOro yuinHeHus nHTepBana QT

— TloHWXeHHast KUCIOTHOCTh JKEJIyJI0YHOro coka (IoBbIlIeHHe 3HaYeHus pH
KEITy TOYHOTO COKa)

— CoBMmecTHOE IIPUMEHECHUE C WHIWHABUPOM, HPHHOTCKAHOM, HEBUPAIIMHOM,



3¢ aBUPEH30M, TTTIOKOKOPTUKOCTEPOUIaMU, BOPUKOHA30JI0M, CaJIMETEPOJIOM,
KJIQpUTPOMHUIITHOM, OouenpeBUpoM, TeHOOBHpa  TU3OMPOKCUIIA
bymaparom, KapbamazernuHoM, (beHUTOMHOM, benobapOuTazom,
JTaMOTPUDKUHOM,  IUKJIOCIIOPUHOM,  TaKpOJIUMYCOM,  CHPOJIUMYCOM,
aMHOJapOHOM, JIUJOKAaWHOM (ISl  MapeHTepaJbHOTO  MPUMEHEHHS),
(uryTHKa30HOM, cuiIIeHapuIoM, TaganaduiIomM, BapaeHahuIOM,
aTOpBacCTaTHHOM, I[IpaBacTaTHHOM, (IyBacTaTUHOM, OympeHOp(hUHOM,
cybctparamu pyrux uzopepmenton uuroxpoma P450 (CYP)

IIpumeHeHHe Npu OepeMEeHHOCTH U B MEPHO/ IPYAHOr0 BCKapMJIMBAHUS

bepemennocmo

[Tpennapar COYMATA noimkeH MPUMEHSTHCS MPU OEPEMEHHOCTH TOJBKO €CIIH

MIOTEHIMATbHAs TI0JIb3a IPUMEHEeHUs] Y MaTepH MPEeBbIIAET NOTEHIIUAIbHBINA PUCK

JUTS TIIOJ1A.

VYMepeHHbIi 00beM AaHHBIX y OepeMeHHBbIX KeHIMH (0T 300 no 1000 ucxomos

OepeMEeHHOCTH) TI0Ka3ajl OTCYTCTBHE TOKCHYHOCTH aTa3aHaBMpa B BHJE IIOPOKOB

pa3BuTHs y Tuioga. VccnenoBaHust Ha OKMBOTHBIX HE IIOKasald IIPU3HAKOB

TOKCUYHOCTH B OTHOIIEHUU PENPOAYKTUBHON CUCTEMBI.

I'pyonoe eckapmnueanue

ATta3zaHaBuUp OOHApYXHMBaJICS B TPYJHOM MOJIOKE, YTO IOATBEPXKIEHO IaHHBIMH

MCClIeIoOBaHMs Ha KpbicaX. HeT MaHHBIX O BIMSHUM aTa3aHaBHpa Ha CEKPELHUIO

rpyZHOro MoJjioka. B ¢cBsi3u ¢ Bo3aMoskHOCTHIO nepenayu BUY ot matepu k peGeHKy

C MOJIOKOM, a TaKXe BBHJY PHUCKa pa3BUTHUS CEPhE3HBIX MOOOYHBIX 3(P(HEKTOB y

pebeHKa, KOPMHUTH I'PYABIO Y NPUMEHEHHH IIpernapara He peKOMEHIyeTCsl.

DepmunibHocHb

B NOKIMHMYECKHX MCCIIEOBAHUAX BIIUSHUSA aTa3aHaBUpa Ha (EPTUIBHOCTh U

5SMOpPHOHAIBHOE pa3BUTHE aTa3aHABUP M3MEHAJ 3CTPabHBIA LMK, HE BIHSSL MPU

5TOM Ha (ePTUIBHOCTbD.

Cnoco0 npuMeHeHHsl U 103bl

[lpemapar NPUHUMAIOT BHYTpPb, LEJIMKOM, HE pa3kKeBbiBas, B COCTaBe

KOM6HHHpOBaHHOﬁ TEpaIrnu. Pemienne o Hauaie Tepalyu IMpUHUMAET Bpady,



uMeronmi onelT jedenus BUY-undexuun. DddexTuBHOCT U 6€30MacHOCTH
IpYMEHEHHs aTa3aHaBUpa B KOMOHHAIIWK C PUTOHABUPOM B CyTOYHOH Jj03e Gonee
100 Mr He W3ydYeHa, KCIIOJb30BaHUE 03 PUTOHABUpA, npeBbimarommx 100 mMr B
CYTKH, MOXeT M3MEHUTHh MpoQuiib 0e30MacHOCTH aTa3aHaBHpPa, IMIO3TOMY OHO He
peKOMeHIyeTcs.
B3spocavie
Peoicum 003upoeanus 015 NAyUeHmos, panee He NOIYHasuux aHmupemposupyCHyio
mepanuio:

— mpenapat COYMATA 400 Mr oauH pa3 B IeHb BO BpeMs €JIbl;

— mnpenapar COYMATA 300 mr B komOuHaiuu ¢ putoHaBupom 100 Mr onus

pa3 B IeHb BO BpeMsl eIbl.

Pesicum 003uposanust 015 NayueHmos, paHee NOLYy4auiux anmupemposupycHyio
mepanuio:

— mnpenapat COYMATA 300 mr B komMGuHanuu ¢ putonasupom 100 Mr oxuH

pa3 B JIeHb BO BpeMs €/Ibl.

[TprMeHeHue aTa3aHaBUpa 0e3 PUTOHABMpa HE PEKOMEHIYeTCs UL MalMeHTOB C
HeOIaroNpUATHBIM ~ BHUPYCOJIOTHYECKAM  HCXOJOM  paHee  NPOBEJCHHOH
aQHTHPETPOBUPYCHOMN TEpaIuu.
[Memu
ATa3aHaBHp B KalCyJax Ha3HA4aeTcs ACTSM OT 6 JIeT ¥ cTaplie B KOMOWHALUHU C
puToHaBUpoM (B (opme Kamcyrn, Tabnerok). Oba mpenapara ciefyeT NpHHUMATh
OJIHOBPEMEHHO, OJIUH pa3 B IeHb BO BPEMSI €/Ibl.
Jlo3bl aTa3aHaBUpa IS JeTeil OT 6 JeT U cTaplle pacCUYUTHIBAIOTCS M0 Macce Tela
(cM. TabJHMIly H¥DKE); T03bI ISl eTeld He JTOJDKHBI IPEBBIIATh 103, TPUMEHAEMBIX
JUIS JIEYEHUsI B3POCIIBIX MAIllUEHTOB.

Pacuem 0o3bl amazanasupa 075 0emeti no macce mena

Macca Tena (Kr) Jlo3a aTazaHaBupa (Mr) Jlo3a puToHAaBHpa (M)
>15<35 200 100
=35 300 100




ITayuenmot ¢ noueyHou HEOOCMAMOYHOCHbIO

Koppekis 10361 He TpeOyeTcs Ul MalMeHTOB, HE HaXOSIIMXCsl Ha FTeMOIHalIH3e.
JIns TalMeHTOB Ha IeMOJMaliM3e, paHee He TOJy4aBIIMX aHTUPETPOBUPYCHOM
tepanuu, npernapat COYMATA 300 mr Ha3HauaeTcs TOJIbKO B KOMOWHALMH C
putoHaBupom 100 mr.

[TanpeHTaM ¢ TSOKEJIOW TOYEYHOHM HEIOCTaTOYHOCTBIO, HaxXOIMUIMMCS Ha
reMoJMaliu3e ¥ paHee IMOJY4aBIINM AHTUPETPOBHUPYCHYIO TEPaIvio, NMPUMEHATH
npernapaT COYMATA npoTuBOIIOKa3aHo.

IMayuenmost c neueHOUHOU HEOOCMAMOYHOCMbIO

CrenyeT cobII0aTh OCTOPOKHOCTS NpH HazHadeHuH npenapara COYMATA 6Ges3
PUTOHABHpA MAllMEHTaM C HapyIIeHHsMH QYHKIMM MeYeHH JIETKOH WM Cpe/HeH
creneny TshkecTH (k1ace A u B mo kinaccudukanuu Yaiina-I1ero). [Ipu HapymeHusx
(GYHKIMM TIeYeHu cpelHeil cTerneH: TshkecTH (knace B no knaccupukaunu Yanna-
[Tb10), peKOMeHayeTcs CHU3UTh 103y 10 300 Mr ofiMH pa3 B €Hb.

[Tpenapar COYMATA mnpu moObIX pexuMmax [JO3WPOBaHUsS IPOTHBOIIOKA3aHO
IPUMEHATh TIpH HapylueHusX GYHKUMH [edeHH Tskesnoi crenenu (kmace C o
knaccudukanuu Yaina-ITsto).

[TpiMeHeHHWe aTa3aHaBHpa B KOMOMHAIIMKM C PUTOHABUPOM Yy TIALMEHTOB C
HApYIIeHUAMH (YHKIMHM TeYeHH He M3ydaloCh, MO3TOMY NaHHYK KOMOHHALMIO
cleyeT MPUMEHSTh ¢ OCTOPOXKHOCTBIO y IMAIlMeHTOB C HapyIIEHHAMH (yHKLHH
TleueHy JIETKO# cremeHd TskecTd (kmace A mo kinaccubukarmu Yaina-I1eo) u
IIPOTHBOIOKA3aHO MPUMEHSTH y MAlMeHTOB C HapyUIEHUSIMH (QYHKUUU INeYeHH
cpenHeil u Tskenoi crenenu Tshkectd (kmace B u C no knaccuduxarmu Yauna-
[T610).

Ioxcunvie nayuenmol

KnuHuYeckue McCcieoBaHMs Ipernapata He BKIIIOYaIM JOCTAaTOYHOE KOJIWYECTBO
MalMEeHTOB B Bo3pacTte 65 JIeT U cTapile.

OcHOBBIBasiCh Ha HPapMaKOKHHETHIECKUX JaHHBIX, KOPPEKIHs 1035l B 3aBUCUMOCTH

OT BO3pacTa He Tpebyercs.
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Kombunupoeannaa mepanus

Juoano3un: TUAHO3MH ClleyeT IPUHAMATh HaToulak, a npenapar COYMATA Bo
BpeMsl IIpHeMa THIIH, TI03TOMY ITPU KOMOMHHMPOBAHHOW TEpann¥ PEeKOMEHIyeTCs
MPUHMMATh JWMJAHO3WH 4epe3 2 yaca nocie mpuema npernapata COYMATA c
MHULLEH.

Tenogosupa duzonpokcuna gymapam: PeKOMEHIYeTCsl IPUMEHEHHe KOMOMHALMH
arazanasupa 300 mMr u putonasupa 100 M coBMecTHO ¢ TeHO(OBHPA TM30MPOKCHIIA
¢dymapaTom 300 Mr (Bce mpenapartsl cielyeT IPUHAMATh OJIUH pa3 B I€Hb BO BpEMS
npuema mumm). Ilpumenenne muperapata COYMATA (Ge3s puroHaBHpa)
COBMECTHO ¢ TeHO(OBHpPa AU3OMPOKCHUIIA PyMapaToM He PEKOMEHIYeTCs.
bepemennocmo

Bo Bpems 2 1 3 TpuMecTpa 6epeMeHHOCTH KOMOMHAIMY aTazaHaBupa B 1o3e 300 mr
1 puTOHaBHpa B 03¢ 100 Mr 1 pa3 B CyTKH MOXeT ObITh HEIOCTATOYHO, OCOOCHHO
KOrJa AaKTHBHOCTb  aTa3aHaBUpa MJIM  BCEr0  pEXHMa MOXKeT  ObITh
CKOMIIPOMETHpPOBaHA  JIEKAPCTBEHHOH  ycTOW4YMBOCTBIO.  TepaneBTHYeCKHH
JIEKapCTBEHHBI MOHUTOPHHI MOXKET OCYIIECTBIIATHCS NMPU MIPOBEACHUU TEPAIHUH.
Puck CHM)XKEHHMsS KOHIIEHTPAl[MM aTa3aHaBUpa MOXET OXHIAThCSA B Cllydae, €Clid
nperapar COYMATA Ha3HadaeTcss COBMECTHO C TEHO(pOBHpA AM3ONPOKCHIA
dymapaTom Win aHTaroHucTaMid Hp-rHCTaMMHOBBIX peLenTopoB. PekoMenyemas
no3a npernapata COYMATA cocrasisier 400 Mr coBmectHO co 100 Mr puTOHaBHpa
ONMH pa3 B J€Hb. TepaneBTHYECKUH JeKapCTBEHHbIH MOHHTOPHHI MOXKET
OCYIIECTBIATECS TpPM TPUMEHEHWH aTa3aHaBUpa COBMECTHO C TeHO(OBHpaA
NU30MPOKCHIA (pymMapaToM M 61okaropamu Hp-rHCTaMUHOBBIX PELIENITOPOB UL
obecrieyeHUs] aIeKBaTHOrO peXxuMma Jo3upoBaHus. He cyiiecTByeT A0CTaTOYHO
JAHHBIX [ TOro, 4YTOOBI MOXXHO OBLIO PEKOMEHI0BATh OJHOBPEMEHHOE
NpUMeHeHHe aTa3aHaBHpa ¢ PUTOHABUPOM, TeHODOBUpA JM30MPOKCHIa (pymapara
W aHTaroHUCTOB H)-TMCTaMMHOBBIX PELENTOPOB y OepeMEHHBIX JKEHIIUH, paHee
T0JTy4aBIIMX aHTUPETPOBUPYCHYIO TEPAITHIO.

Belienl 33 BO3MOXHBIM CHIDKEHMEM KOHLIEHTpallMi aTa3aHaBupa Bo 2 U 3

TPpUMECTPAX 6€peMeHHOCTI/I BO3MOKHO TTOBBIIIICHHUE €ro KOHILIEHTPAllUUu B TEYCHUC
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TIEPBBIX JIBYX MECSIIEB TOCIE POIOB, IO3TOMY CllefyeT 00ecreYrBaTh TIIATEIbHOE
MEIUIMHCKOE HaOJIoleHHe 3a MAIlMEHTKOW Ha MpeaMeT BBIIBICHHS MOOOYHBIX
peakuuii. B mocieponoBoM nepuoje NalHeHTKU JOJDKHBI II0JIy4YaTh T XKe camble
JI03BI, YTO ¥ HeOepeMeHHbIe, BKJIOYasi TeX, KTO COBMECTHO IOJy4aeT Ipernaparsl,
CHIDKAIOIIME KOHIIEHTPAILMIO aTa3aHaBUpPa B KPOBHU.

M3-32  BO3MOXHOIO pHCKAa Pa3BUTHUS TSDKEJOH TIHIepOMIMpyOMHEMHH U
MOTEHIIMAIBHOIO pHCKa pPa3BUTHS SIIEPHOM JKENTYXd Yy HOBOPOXKICHHBIX
He00X0UMO Ha0JII0IeHHE 32 HUMH B TeYeHHE IIePBbIX JHEN XKHU3HH; B IIPEPOIOBOM
TIEpHOJIE CIIeayeT 00eCeunTh AOMOIHUTEIBHBIA MOHUTOPHHT TIO/A.

ITo6ouHOe AelcTBHE

B3pocavie

HauGonee uacTeiIMM MOOOYHBIMH peaKIMsAMH JIOOOH CTENEHH TSHKECTH,
OTMEUaBIIMMHKCS IPH TNPUMEHEHWU aTa3aHaBUpa M OJHOIO0 WM HECKOJIBKHX
HYKJICO3MIHBIX, HYKJIEOTUIHBIX M HEHYKICO3UJHBIX HHIMOMUTOPOB OOpaTHOMU
TpaHckpunTassl (6onee 10 %, «odeHs 4acToy) 6bUIH: TomHoTa (20 %), *Kenryxa
(13 %) u muapes (10 %). Cpenu manpeHToOB, Mody4aBKx arazaHaBup 300 mr u
putonasup 100 Mmr, Haubosiee 4acTOM MOOOYHOM peakiMer SBISIACH HKENTyXa
(19 %).

B GONBIIMHCTBE CIy4aeB JKEJITyXa OTMeyalach CITyCTs HECKOJBKO JHEW HIH
MecsIeB I0oc/ie Hayayia JiedeHus U y MeHee 4yeM | % manueHTOB NMPHUBOIWIA K
OoTMeHe mpemapara. JlunomucTpodus CpefHeH WM  TSDKENIOM — CTeNeHH,
OTMeuaBIIasicss TIPU IIPUEME aTa3aHaBHpa M OJHOr0 WM Ooyiee HyKIEO3HIHBIX,
HYKJIEOTUIHBIX ¥ HEHYKJICO3MIHBIX MHIMOMTOPOB OOpaTHOW TPAaHCKPHUITA3BI, H,
BO3MOJKHO, CBSI3aHHAs C JIeYeHHEM, OTMedanach y 5 % NalMeHTOB.

Husxe mpuBe/ieHbl MTOOOYHBIE PEaKLHUd YMEPEHHOH WM BBIPOKEHHOH CTEIEHU B
COOTBETCTBHMH C OOLIENPUHATON Kiaccupukanuei: odenp 4dacto (>1/10), gacto
(>1/100, <1/10), mewacto (>1/1000, <1/100), peaxo (=1/10000, <1/1000) u oueHb
penko (<1/10000).

Hapywenus co cmoponbl UMMYHHOUL CUCMEMbl. HEYACTO - alIEPrUieCcKhe peaKiuH.

Hapywenus co cmoponel obmena eewecms u numauus: HEYaCTO - aHOPEKCHA,
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MOBBIIICHHBIN AalIeTHT, CHIDKEHHEe MacChl Tella, yBEJIMYEHHE Macchl Tela,
MIOCTPErUCTPAlIMOHHbIE JaHHble (JacToTa HE YCTAHOBJIEHA) - THIEPrIMKEMHS,
caxapHbIi quabeT, runepaaKTaTeMus.

Hapywenus co cmoponbl HepeHOll CUchmeMul: 4acTo - TOJIoBHas 00JIb; HEYacTo -
0OMOpOK, mepudeprdeckas HeHponaTHs, TIOJOBOKpPY)KEHHE, IOTeps MaMATH,
COHJIMBOCTB, OECIIOKOMCTBO, JAeNpeccus, HapylleHHWs CHa, H3MEHEHHE XapaKTepa
CHOBH/IEHHUH, 0ECCOHHUIIA, HApYLLIEHUE OPHEHTALIMH.

Hapywenus co cmoponbsl 0p2ana 3peHus: 4acTo - JKeNTYyIIHOCTb CKIIep.
Hapywenus co cmopomsl cepdya: HeYacTo - Taxukapius Tuna «torsades des
pointes» (IIOCTPerMCTPAaLMOHHbIE JAaHHBIE); PEIKO - YHalleHHOe cepledueHue,
ynHenne untepsaia QTc (OCTperncTpalluoHHbIE TaHHBIE).
[TocTperucTpalioOHHbIE JTaHHBIE (dacroTa He yCTaHOBJIEHA) -
arpuoBeHTpuKysipHas (AV) 6xokana II u III crenenw.

Hapywenus co cmopoHbl cOCy0o6: HEYacTo - TOBBIIICHHE apTepHANBHOTO
JIaBJIEHHS;, PEAKO - OTEKH.

Hapywenus co cmopoHsl ObIXamenbHOl CUCMeMbl, 0p2aH08 2PYOHOU KIemKu U
cpedocmenus; HeUacTo - OJIbIIIKA.

Hapyuwienus co cmopoHbl s#cely004HO-KUUEYHO20 MPaKkma: 4acto - 60k B XKHBOTE,
nuapesi, JUCIENCHS, TOLIHOTA, PBOTA; HEYAcTO - CyXOCTb BO PTY, M3BpAIICHHC
BKyCa, METEOPH3M, FACTPHT, ITAHKPEATHT, aTO3HBIH CTOMATHT.

Hapywienus co cmopoHbl KOXCU U NOOKOJICHOU KNEMYamKu: 4acTo - ChIIlb; HEYaCcTO
- 00JIBICEHHE, 3y/1, KpallMBHHLIA; MYIbTH()OPMHAs SpUTEMA, JIeKapCTBEHHAs ChIIb C
so3uHO(HIMel U cucTeMHON cumnTomatukoi (DRESS-cunapom), Tokcndeckas
KOYKHas! ChIITb, aHTHOHEBPOTHUECKUH OTeK (TOCTPErNCTPAllMOHHBIE IaHHbIE); PEMIKO
- Ba3OJMJIATALMS, BE3HKYJe3HO-Oyjle3Has Chilb, 3k3eMa; cunapom CrHBeHca-
J>koHCOHA (MTOCTPErnCTPAMOHHBIE JTaHHBIE).

Hapywienus. co CmMOpOHbl CKeNeMmHO-MblUedHOl U COCOUHUMENbHOU MKAHU:
HEJacTo - apTpaJirks, MbIILIEYHas! aTpO(usl, MUAIITUS; PEIKO - MHOTIATHUS.
Hapyuwienus co cmoponsl NOYEK U MOY€Ebl600AWUX Nymell: HeJacTo - TeMaTypus,

y4JalieHHOoe MOYEHCITyCKaHHE, MIPOTEUHYPHS, HedponuTHas
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(MOCTPEruCTpaLMOHHbIE [JaHHbIe), HHTEPCTHULHAIBHBIH HeQpuT; penko - 6oib B
o0JiacT Mmouex.

Hapywenus co cmopomsl penpo0yKmueHo Cucmembl: HE4aCTo - THHEKOMACTHUS.
Hapywenus co cmopoHbl nevenu U iHcenuesbl800Auux nymeu. 4acto - KeaTyxa,
HEYacTo - TeMaTUT; XOJIeINTHA3, X0JIecTa3 (MOCTPEruCTPallMOHHbIE JaHHBIE); PEIKO
- renaToCIIEHOMErausl, XOJIEUCTUT (TTOCTPEruCTPallMOHHbIE JAHHBIE).
Paccmpoiicmea obwezo xapakmepa: 4acTo - yCTalOCTh; HE4acTo - 00Jb B IPy/IH,
JIMXOpajika, HeJIoMoraHue, crabocTh, NepepacrnpeieleHue XUPOBOW KIIETYATKU
(munogucTpodus); peKO - HapyLIeHHE ITOXOKH.

VMeroTcs OTHeNbHbIE ClIydad KPOBOTEUEHHH, CIIOHTAHHBIX KOXHBIX PEaKUHid U
reMapTpo30B Yy IalieHToB ¢ remModumavein tina A W B npu NpUMEHEHUH
UHTUOMTOPOB MPOTEA3HI.

Haubonee uacro (6omee 10 %, «odeHb 4YacTOo») OTMEYAIHMCH ClEIyIOIINe
OMKIOHEHUs. 1abopamopHbIX nokasameeti y IAIIAEHTOB, MOJTyYaBIINX JeYeHNe, B
COCTaB KOTOPOIO BXOAWIM ara3aHaBUp M OAMH MM 0ojiee HyKJIECO3WIHBIX,
HYKJICOTHIHBIX M HEHYKJICO3MIHBIX HHTUOMTOPOB OOpaTHOW TPAaHCKPHUIITA3BI:
noBeIeHne obmero 6unupyouna (87 %), 0ocoOEHHO HEmpsSMOro (HECBA3aHHOIO)
OunMpyOuHa B CBIBOPOTKE KPOBH.

Jlpyrye 3HaYMMBble OTKIOHEHHs J1aGOPAaTOPHBIX MapaMeTpoB OTMEYaNuCh y >2 %
MAIMEeHTOB («YacTo»): MOBBINIEHHE AKTUBHOCTH kpeaTHH(ocdokunasel (7 %),
MOBBIIEHHe aKTUBHOCTH anaHuHamuHOTpaHcdepassl  (AJIT)/ceiBopoToYHOM
TITyTaMHHO-TIMPOBUHOTPAHONW TpaHcaMHHa3bl (5 %), CHIDKEHHE KOJIUYeCTBa
HEUTPODUITBHBIX JIEHKOLIUTOB (5 %), MTOBBIIIIEHUE aKTUBHOCTH
acrapraTaMUHOTpaHchepaspl (ACT)/cpIBOpOTOUHOIA IJIyTaMHUHO-
L1aBeJIeBOYKCYCHO# TpaHcaMuHasbl (3 %), MOBBILICHHe aKTHBHOCTH NUMa3bl (3 %).
OTMeHa JiedeHHs1 BBHAY pa3BUTUA MoO04YHBIX d(¢dekToB moTpeboBanach y S5 %
MALMEHTOB, KaK IIONy4aBIIMX, TaK W He TOJy4YaBUIMX aAHTHPETPOBUPYCHYIO
TEpPAIIO.

VY 2 % nauueHToB, 0JyYaBIIkX aTa3aHaBUpP, OTMEYEHO KOHKYPEHTHOE MTOBBIICHUE

AJIT/ACT u obuiero 6unupy6buna 3-4 creneHu.
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Onucanue omoenbHbLX nOGOUHbIX Ighexkmos

VYV BUY-uHOHUIMPOBAaHHBIX TALKEHTOB C TSDKEIBIM HMMYHOAE(HIMTOM B Hayaje
NpYMeHEHNsI KOMOMHUPOBAHHON aHTUPETPOBUPYCHOU TEPAITMH MOTYT pa3BUBAThCA
BOCIAJIUTEIbHbIE pEaKIUH B OTBET HA OECCUMIITOMHBIE HIJIM OCTAaTOYHBIE
OMIOPTYHUCTHUYECKHE HH(eKIHMU. TakKe OTMEYaNUCh Cily4ad ayTOMMMYHHBIX
3aboseBanuii (HampuMmep, Oone3Hb ['peiiBca), OIHAKO BpeMs Havaja pa3sBUTHUSA
TakuX 3a00J1€BaHU# BAPHPOBAIOCH Y Pa3HbIX ITALIMEHTOB ¥ MOIJIO HACTYTIATh Yepe3
MHOT'0 MECSIIEB ITOCIIe Havajla Tepanuy aTa3aHaBUPOM.

[Tpy nprMeHEeHHH KOMOMHHPOBAHHOM aHTUPETPOBUPYCHOW Tepanuu B TEYEHME
JUTHTETFHOTO MepHoJa BPEMEHH OTMEYaIHCh CIydah OCTEOHEKPO3a, OCOOEHHO Y
MaLUeHTOB ¢ ()aKTOpaMH prcKa (BBICOKUH MHAEKC MacChl Tejla, HMMYHOCYTIPECCH,
YIoTpeOIeHre alKoros, COMy TCTBYOIIee IPUMEHEHHe KOPTUKOCTEPOHUIOB).
MertaboauyecKue mapameTpsl - COOTHOILIEHHE U COJIEPXKaHHe JIMMTUIOB U TTTHOKO3bI
B KPOBU MOJKET ITOBBIIIATHECS BO BPeMsl aHTUPETPOBUPYCHOM TepaIHHy.

ChINb ¥ aCCOLMUPOBAHHBIE CHHAPOMBI - CBIIIb B BH/IE MaKyJIOMAIyJIe3HbIX KOXKHbIX
BBICBHITIAHUH OT JIETKO# 10 Cpe/IHEM CTENIeHH TSHKECTU OOBIYHO MOXKET MOSBIIATECS B
TeueHHe MEPBBIX 3 Hellellb C Hauasla Tepalnuy aTa3aHaBUpOM.

Cunzpom CtuBeHca-/DKOHCOHA, My IbTH()OPMHAs SpUTEMA, JIEKAPCTBEHHAS CBIIb C
s03uHOMMIMEH M cucTeMHol cumnTomaThkoi (DRESS-cunnpom), Tokcnyeckas
KOYHasl ChIIIb OTMEYATIMCh ITPH IIPUMEHEHUH aTa3aHaBUpA.

Memu

[Tpodusis Ge30MacHOCTH aTa3aHaBHpa y JeTedl 6 JIeT W CTaplle CONOCTaBUM C
TaKOBEIM Y B3POCIIBIX MALIUEHTOB.

Hau6onee dacteiM (Gonee 10 %, «OYeHb 4acTO») OTKIOHEHHEM J1abOPaTOPHBIX
rokasatesneii 3 ¥ 4 cTereHy y neTeil 65110 MOBbIIIEHKE 001Iero 6unupy6ouna (>2,6
x BT'H; 45 %)).

Hawubonee yacThiMu M06OYHBIME d(dekTamu 2-4 creneHn Obuth Kamens (21 %),
noBbIlIeHre Temnepatypsl Tena (18 %), xenryxa/noxenrenue ckiep (15 %), coinb
(14 %), peota (12 %), tuapest (9 %), rooBHas 60716 (8 %), nepudeprueckie OTeKu

(7 %), 6oy B KoHedHOCTIX (6 %), 3a5105KeHHOCTh HOca (6 %), 60/Ie3HEHHOCTD TIPH
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rnotanuu (6 %), oxsika (6 %), uaKue BbIIeNeHHs U3 Hoca (6 %). B pemkux
CITydasx OTMevanach aCHMIITOMAaTHYeCKas aTpHOBEHTPHKYJIsIpHas (AV) biokana I
u Il crenenn (<2 %).

Iayuenmot ¢ zenamumom B wunu C

[TarueHThl ¢ coueTaHHBIM XpoHr4YecKuM renatiutoM B n/umm C Gosee moaBepKeHb!
MOBBIIIEHUIO AKTHBHOCTH II€UEHOYHBIX TPAaHCAMHMHA3 HO CPaBHEHHIO C
HeMH(DUIMPOBaHHBIMUA TanMeHTaMu. He oTMeyanoch pasHUIBI B 4acTOTe
MOBBIIIEHUST Ounupy6uHa y maunueHtoB ¢ rematutoM B wwm C u
HenH(UIMPOBAHHBIX MaI[MeHTOB. YacToTa pasBUTHs renaTuTa BO BPEMs JICUCHHUS
WIA TIOBBIIIEHUS AaKTHBHOCTH TpaHCAMHMHA3 Yy MAlMEHTOB C COYETaHHBIM
xponudeckuM reratutoM B w/unu C Oblta conoctaBuMa Ipy NMpHUeMe aTa3aHaBupa
M PEXKUMOB CPaBHEHHS.

[TalMeHTH! ¢ COYeTaHHBIM XpoHudeckuM reratutoM B u/umu C B Gosiblieii CTeneHu
MOJBEP)KEHbl PUCKY PA3BUTHS TSDKEJBIX M TOTEHIHMATbHO (aTaibHBIX MOOOYHBIX
peaKkui Co CTOPOHBI MIEYCHH.

Ilepeno3upoBka

B xome KIMHUYECKUX WUCIBITAHMM IPHEM 3IO0POBBIMU J0OPOBOJIBLIAMH /103
npenapata a0 1200 Mr OJHOKpaTHO He CONPOBOXIAJICA KaKUMH-JIU00
He)XeJIaTeTbHBIMU SIBIICHUSMHU.

EJMHCTBeHHBIH ciydail Tmepeno3upoBku mpenapata BUY-unbumpoBaHHEIM
ManpeHToM, NpuHsBIIMM 29,2 T mpemapaTa (fo3a B 73 pasa IpeBhIIIANONIAs
peKoMeH10BaHHyI0 103y 400 Mr), COmpoBOXIAICs OecCHMITOMHOM Ookaznon
obenx Hokek Mydka ['mca u yanuHeHHeM HHTepBana PQ. JlaHHbIe NPU3HAKK I10
DKI ucuesnu crioHTaHHO. OXXKAaEMBIMUA CUMIITOMaMH NIEPe03UPOBKH IIperiapara
ABIAIOTCS JKENTyXa 0e3 M3MEHEeHMil pe3ylbTAaTOB IIEYEHOYHBIX TeCTOB (H3-3a
ITOBBILIIEHNS] KOHLEHTPAIMK HEMPSIMOro OMIMpyOKHa) ¥ HapyleHHe CepAeYHOro
puTMa (yuiHeHue nHTepBana PQ).

Crierupuieckoro aHTH10Ta HeT.

ITpu nepenosuposke npenapatom COYMATA ciexyer oCylmecTBIATE KOHTPOIb

OCHOBHBIX (bI/I3I/IOIIOI‘I/I‘{€CKI/IX HOK%aTCHeﬁ, BECTH Ha6JHOﬂeHI/Ie 3a O6H_[I/IM
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COCTOSTHHEM TMalueHTa, KoHTpoaupoBaTh DKI', Ha3HaYUTH MPOMBIBAHUE JKEITY/KA,
BBI3BaTh PBOTY JUISI YAaJleHHUST OCTATKOB Iperapara; pPeKOMEHIYyeTcs IpHEM
AKTUBUPOBAHHOIO yTJISl.

Jluanu3 HeabdekTUBEeH s BBIBEACHHS Tpernapara W3 OpraHu3Ma, TakK Kak
aTa3aHaBHp XapaKTepU3yeTCss MHTEHCUBHBIM MeTa00IM3MOM B IIEUE€HU U BBICOKOM
CTETeHbIO CBSI3bIBAHUS C OEeJIKaMH.

B3anMopeiicTBHe ¢ IPYrHMH JIeKaPCTBEHHbIMH CpeACTBAMH

ATta3zaHaBUp MeTabOJIM3UPYETCS B MEYSHU C ydacTheM cucTeMbl nurtoxpoma P450;
OH TakXe siBlseTcs uHruoutropom uzodepmenta CYP3 A4, Bxoxsiuero B JaHHYIO
CUCTEMY.

CoBMecTHOe NTpUMEHEHHe aTa3aHaBUpa U APYTUX IPEnaparoB ¢ TEMHU XK€ ITyTAMH
MeTabonu3Ma, (OJ0KaTOpbl «MEUIEHHBIX» KaJbLIMEBBIX KaHAJIOB, HEKOTOpbIE
MHTUOUTOPBI  3-THAPOKCH-3-METUIITITy TapriI-Ko9H3UM-A-penykra3sl  (I'MI-KoA-
pelyKTa3sl), HMMMYHOJENPECCAHThl, WHIMOUTOPBl (QochoaudcTepasbl) MOKET
MPUBECTH K YBEJIWYEHUIO KOHIIEHTPALUHU OJHOIO M3 HHUX B IIa3Me, YTO MOXET
IIPUBECTH K YCUJICHHUIO BBIPQKEHHOCTH HJIM IIPOJIOHTallMH €r0 TEPANeBTUYCCKUX U
00OYHBIX 3G (HEKTOB.

CoBMeCTHOe TpPUMEHEHHME aTa3aHaBUpa M  IIPEnaparoB, HWHIYLHUPYIOLIUX
uzopepment CYP3A4 (pudamnuuuH), MOXET IPUBECTH K 3HAYUTEIBHOMY
TaIeHUIO KOHIIEHTPAIMY aTa3aHaBUPa B IJ1a3Me M CHU)KEHHIO BCJIEICTBHE 9TOTO €ro
TepaneBTHYeckod akTHBHOCTH. (CoOBMECTHOE INpHMEHEHHE aTa3aHaBHpa H
npenapatoB, uHruOuUpyrommx usopepment CYP3A4, Moxer mnpuBeCTH K
yBeJMUEHHIO KOHLIEHTPALUK aTa3aHaBUpa B IIa3Me.

Bripaxennocts  usodepment CYP3A4-omocpenoBaHHBIX — B3aMMOJEHCTBUH
aTa3aHaBupa C APYIMMH MpenapatamMd (M3MeHeHHe >(dexTa aTazaHaBHpa HIH
u3MeHenre s¢G¢ekTa Ipyroro Impenapara) MOXET HM3MEHSTBCS NpU IpUeMe
aTazaHaBHpa C PUTOHABUPOM, MOIIHBIM HHrHOUTOpoM H3opepmenta CYP3A4.
JInst MOJIHOTEI MH(OPMAIMKA O B3aMMOJEHCTBUAX JIEKAPCTBEHHBIX IMpenapaToB C
PUTOHABMPOM  ClleyeT O3HAKOMUTBCA C HHCTPYKLHEH MO0 IPUMEHEHHIO

pUTOHaBHpA.
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ITpenapamol, coemecmHblii npUeM KOMOPLLX ¢ AMA3AHABUPOM NPOMUEONOKA3AH
Xunuoun: TpUMeHeHHe BMeCTe C KOMOWHAIMeld aTa3aHaBHp/PUTOHABHP
TIPOTHUBOMOKA3aHO B CBA3M C PUCKOM CEPhE3HBIX U YTPOKAIOIIMX KUZHM apUTMHH.
Pugpamuuyun: TpH COBMECTHOM MPHUMEHEHHM aTa3aHaBHpa ¢ pPU(aMIUIKMHOM
3HAUUTENIEHO CHIKAETCS KOHIIEHTpAllMs aTa3aHaBUpa B IJIa3Me KPOBH, YTO BEJIET K
CHIDKEHHIO TepareBTHUeCKON 3P (GEeKTUBHOCTH M Pa3sBUTHIO PE3UCTEHTHOCTH K
atazaHaBupy. OJHOBpeMEHHOE€ TNpPHMEHEHHe aTa3aHaBUpa M pHpamMIULKHA
MIPOTUBOIIOKA3aHO.

Benpuoun: B CBS3M C BBICOKMM PHCKOM Pa3BHTHS yTPOKAIOIIMX KU3HU OOOIHBIX
5} }eKTOB COBMECTHOE ITPUMEHEHHE C aTa3aHaBUPOM IIPOTHBOIIOKA3aHO.
IIpouseoonvie 3peomamuna (OU2UOPOIP2OMAMUH, IP2OMAMUH, 3P2OMEMPUH,
Memua3peoMempur); B CBSI3H C BBICOKUM PHCKOM Pa3sBUTHS YIPOXKAIOMIMX KU3HH
o60YHBIX 3 PEKTOB COBMECTHOE IPUMEHEHHME C aTa3aHaBUPOM ITPOTHUBOIIOKA3aHO.
[TposIBIEHHs] OCTPOI TOKCMYHOCTH IPOM3BOJHBIX 3PrOTAMHMHA: TEpUEPHICCKHH
Ba30CIIa3M, UIIIEMUs KOHEUHOCTEH U JPYTIHX 30H.

L{uzanpud: B CBA3M C BBICOKMM PHCKOM Pa3BHTHs YTPOKAIONIMX JKU3HU [TOOOYHBIX
5} (heKTOoB (apUTMHsL) COBMECTHOE IPUMEHEHHE C aTa3aHaBUPOM ITPOTHUBOIOKA3AHO.
Jlosacmamun, cumeacmamur. TIOBBIIIEHHBIA PUCK Pa3BUTHS MUOMNATUH, BKIIIOYAs
pabaoMuonus.

ITumo3ud: B CBS3H C BHICOKMM PUCKOM Pa3BUTHs YIPOXKAIOIIMX XKU3HH MOOOYHBIX
5} (heKToB (apuTMHs) COBMECTHOE IPUMEHEHHE C aTa3aHaBUPOM ITPOTHBOIIOKA3AHO.
Mudazonam (018 napeHmepanbHo20 NPUMEHeHUs), mpuazonam: COBMECTHOE
NPUMEHEHHE C aTa3aHaBHUPOM MPOTHBOIOKA3aHO B CBS3M C BO3MOXKHOCTBIO
MOBBIIIEHUs KOHIEHTpAlMd MHKAa30jlaMa/TpuasojiaMa ¥ BBICOKMM  PHCKOM
NPOJUIEHUS CeAaTUBHOTO 3 QeKTa ¥ YrHETCHHUS [IbIXaHUS.

[Ipenapamui 36epobos npodwvipasnennozo (Hypericum perforatum): KOMOMHAIUS C
aTa3aHaBMPOM IMPOTHBOIMOKA3aHa, TAK KaK KOHIEHTpalus aTa3aHaBUpa B IUIa3Me
MOYKET CHIDKAThCsl, IPUBOJS K yTpaTe TeparneBTUYECKOro JEHCTBHS U Pa3BUTHIO

PE3UCTEHTHOCTH.
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Acmemuzon: npu COBMECTHOM IPUMEHEHUH C KoMOUHauen
aTa3aHaBUP/PUTOHABHUP TMOBBIIIAETCS PUCK Pa3BUTHS TSKENBIX, YTPOXKAOIINX
)KU3HHU M0O00YHBIX 3)(HEKTOB, TOATOMY JJaHHAsi KOMOMHALMA IPOTHBOMOKA3aHa.
Tepghenaoun: npu COBMECTHOM IPUMEHEHUHU v KOMOUMHaLMen
aTa3aHaBUP/PUTOHABUD TIOBBIIIAETCS PUCK PA3BUTUS THKEIBIX, YTPOXKAFOIINX
KM3HU TI000YHBIX 3P ()EKTOB, TOATOMY JaHHasi KOMOMHALUSA IPOTHBOIIOKA3aHa.
Anghysozun: BBULY TOTEHIMAILHO BO3MOMKHOIO IIOBBIIEHUS KOHLEHTPALMU
andy3o3uHa, KOTOpOe MOXET TIPHUBECTH K  pasBUTHIO  TUIOTEH3HH,
MIPOTHUBOIIOKAa3aHO COBMECTHOE pUMEHEeHUE G KOMOMHaLKen
aTa3aHaBUP/pPUTOHABHUP.

Cundenagun (01 npumenenus npu JNe204HOU 2unepmeH3uu): TPUMEHEHHE
COBMECTHO C aTa3aHaBHPOM IPHU JIETOYHOW TMIIEPTEH3UHU IIPOTHBOIIOKA3aHO.
Keemuanun:  TIPOTHBOINOKA3aHO  COBMECTHOE  NpPUMEHEHHE  KOMOMHALUH
aTa3aHaBUp/pUTOHABHP W KBETHAlMHA M3-3a IIOBBIIIEHHS PHCKA Pa3BUTHUSA
no604YHbEIX 3(G(EKTOB, CBA3AHHBIX C KBEeTHAnMHOM. [loBbIlIEHHEe KOHLEHTPAIMH
KBETHAIIMHA B IJIa3Me MOXKET IPUBECTH K PA3BUTHIO KOMBI.

JINsa npuee0eHHbIX HUdce RNPenapamos Moxcenm nompeboeambvca UsMeHeHue
pexcuma 003UpoGaAHUsA 6 C6A3U C OHCUOAEMBIMU 63AUMOOCUCMEUAMU

Anmupemposupychuole cpedcmea ons nevyenus BUY9

Hyxneozuonvie un2ubumopbt 06pamnou mpancKkpunmasol

Jludanosun: TIPUMEHEHHE KarCyJl IUJaHO3MHa, MOKPBITHIX KUIIEYHOPACTBOPUMON
060710uK0i, (400 MI) BMecTe ¢ aTa3aHaBUPOM HIIH ¢ aTazaHaBupoM (300 mr) u/uiu
putoHasupom (100 Mr) W numieil ymeHbIIaeT OWOLOCTYNHOCT JHIaHO3MHA.
JIufaHO3HH CieyeT TNpUHMMATh 4epe3 2 daca Iocie Nphema artasaHasupa. He
OTMEUYEHO 3HAYUTEIBHOrO0 BIHWSHUA Ha KOHIEHTPAIMIO aTa3aHaBUpa IpH
COBMECTHOM TIPUMEHEHMH C [MJAHO3MHOM; IIpHeM OJHOBPEMEHHO C MHUINEH
CHI)KAaeT KOHIIEHTPALHUIO IU1aHO31HA.

Hyxneomuonvie uneubumopot 06pamnou mpaHcKpunmasol

Tenoghosup: TeHOGOBHP CHIDKAET aKTMBHOCTh aTa3aHaBUpa IPU OJHOBPEMEHHOM

IPUMEHEHWH, aTa3aHABUp yBEIMYMBACT KOHIEHTPALMIO TEHO(QOBHpa B IIa3Me
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KpPOBH. BBICOKHE KOHIIEHTpAllMH TEHO(POBUpa MOTYT YCHIMBATh I0OOYHBIE
3¢ QeKThI, CBSI3aHHBIE C €r0 MPUEMOM, B TOM YHcIIe JeHCTBUEe Ha QYHKIUIO MOYEK,
TI03TOMY CJIE/IyET OCYLIECTBIISATH MOHUTOPUHT MMOOOYHBIX 3 PeKTOB TeHOHOBUPA Y
MalKeHToB. B ciiydae coBMecTHOro mprema ¢ TeHodoBupoM arazaHasup (300 mr)
clle/lyeT Ha3Ha4yaTh COBMeCTHO ¢ purtoHaBupoM (100 mr); nosa teHodosupa - 300
MT (U1 BCeX MpernapaToB pa3oBble J03bI, C MUIIEH).

Henyxneozuouvle unzubumopsl 0opamuoi mpaicKpunmasvl

D¢pasupens: KOMOMHUPOBAaHHAS TepaIus aTa3aHaBUPOM U 3(aBUPEH30M IIPUBOIUT
K yMeHblLIeHHIO 3(deKTa ara3aHaBUpa, MOITOMY ee cienayeT uzberatb. Ecnu
NpYMeHeHWe JaHHOW KOMOWHAaIMKM abCONIOTHO HEOOXOAMMO, paspelaeTcs ee
IPUMEHSATL TOJIBKO Yy TAIlMEHTOB, paHee He IOJy4YaBLUIMX aHTUPETPOBHPYCHOM
Tepanuu. IIpu sToM arasaHaBup B jpo3e 400 mMr u putoHaBup B jpo3e 200 mr
HA3HAYalOT B BUJIE OJHOKPATHOW 03Bl BO BpeMs elbl, a 3(aBUPEH3 - HATOIIAK,
nepeJi CHOM.

Hesupanun: HeBUpanuH, sBisisich MHAyKTopoM H3odepmenta CYP3A4, cHmxkaer
nelicTBre atazaHaBupa. Kpome Toro, n3-3a yBeauyeHus KOHIIEHTPAIIMK HEBUPAIIMHA
BO3PACTaeT €ro TOKCHYHOCTh, I0ITOMY JJaHHas KOMOMHAIMA HE PEKOMEHYeTCH.
Hneubumopwer npomeasol

Boyenpesup: ~ COBMeCTHOE TpUMeHeHHe KoMOuHauuu  arazaHaBup 300
mr/puronasup 100 Mr (oauH pa3s B IeHb) ¢ 6GouenpeBupoM B no3e 800 mr (tpu pasa
B JIeHb) NIPUBOAMT K CHIDKEHUIO KOHLIEHTPALMK aTa3aHaBUpa B KPOBH, KOTOPOE, B
CBOIO OYepe]b, MOXKET OBbITh TNPUYMHOW CHIDKEHHs 3(Q(EKTHBHOCTH Teparuu U
notepel KoHTposst Hax uHpekuued. Takyro KOMOMHALMIO BO3MOXHO Ha3HAyaTh
TOJILKO B MCKIJIFOUHTENBHBIX CIIy4asX IalMeHTaM C HeOoIlpeleNsieMON BUPYCHOU
Harpyskoii BUU u y mamueHToB co mrtammamu BUY 6e3 mono3penus Ha
PE3UCTEHTHOCTh K BhIOpaHHOW Tepamuu. JloMmKeH ObITH obecrieyeH yCHICHHBIM
KJIMHUYECKUH ¥ TabopaTOpHBIi MOHUTOPUHT BUPYCHOW HAarpy3KH MalkeHTOB.
Caxeunasup (Mszkue dxceramunogeie kancyvt): 3Q(EKT cakBUHABHPA BO3pACTaeT
NMpY COBMECTHOM IIpHeMe C aTa3aHaBUpoM. JlaHHBIX, TIO3BOJAIOMIMX 1aTh

COOTBETCTBYIOIIIUE PEKOMEHAAIINH I10 JO3UPOBAaHUIO HaHHOﬁ KOM6PIHaLII/II/I, HET.
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Pumonasup: Tpu COBMECTHOM IIPUMEHEHHMH C aTa3aHaBUPOM KOHIEHTpaIus
aTazaHaBUpPA yBEJIUYUBAETCS.

Jlpyaue unzubumopel npomeaszvl BUY: ogHOBpeMeHHOE IPUMEHEHHE KOMOMHAIMH
aTa3aHaBUp/pUTOHABHpP ¢ JPYrdMH uHrHOWTOopamu mnpoteassl BHY  He
PEKOMEHYETCS.

,HDVZHQ npenapamnivl

Anmayuovr u 6ygepnvie npenapamvl: TPA COBMECTHOM IIPUMEHEHHH C
aHTALUIHBIME ¥ Oy hepHBIMU IpenapaTaMy CHHXXAeTCsl KOHIIEHTpallks aTa3aHaBHpa
B IJIa3Me KpoBH. ATazaHaBHp ClieyeT NPUMEHSThH 3a 2 4aca 10 WM 4yepe3 | dac
ocJie IprueMa TaKuXx IpenapaTos.

Anmuapummuueckue npenapamol

Amuodapon, nudokaun (Mpu NAPeHMepanrbHOM — 66€0eHUl), XUHUOUH: TIPH
OJJHOBPEMEHHOM MPUMEHEHHH C aTa3aHaBMPOM BO3MOXXHO YBEIMYEHHE HX
KOHLIEHTpaLyii. [IpHeM B TaKUX COUETAaHUSX TPeOYeT MOBBILIEHHOH OCTOPOIKHOCTH,
PEKOMEH/yeTCsl CIIeUTh 3a KOHLEHTpalMed OSTHX MpernaparoB B ILIa3Me.
KoMOMHanus ara3aHaBUp/pUTOHABUp IPOTHUBONOKAa3aHa JUIs  COBMECTHOIO
IIPUMEHEHHs C XUHUIMHOM H3-32 BO3MOXXHOCTH BO3HUKHOBEHHUS CEPBE3HBIX HIIH
YIPOXKAOIINX KUZHU peaKLui (apUTMH).

Bema-aopernobnokamopol

Amenonon: TpU  OJHOBPEMEHHOM [pPUMEHEHWHM aTa3aHaBupa C  Oera-
azpeHo0I0KaTOpaMHu KJIMHUYECKH 3HAYUMBIX (hapMaKOKUHETUYECKUX
B3aMMOJEICTBUIA HE OXKHUIAETCS, MOATOMY KOPPEKLMH PEXHMa NO3MPOBAaHHUSA HE
TpeOyeTcs.

Bnokamopul «MeONeHHbIX» KalbyUeBblX KaHal08

Junmuazem: COBMECTHOE NPUMEHEHHE C aTa3aHaBMPOM TMPHBOIUT K YCHJIEHHIO
JeWCTBUS TUITHA3eMa M ero MeTaboInuTa - Je3aleTIauIThaseMa. PekoMeHtyeTcs
CHIKeHHUe 10361 quinTrazema Ha 50 % u konTpoas OKI'.

Jlpyeue 610Kamopel «MEONeHHbIX» KANbYUeBbIX KAHAN08, MAaKue KaK genoounum,
HUheOUnuH, HUKAPOUNUH U 8epanamun. CleayeT COO0IaTh OCTOPOXHOCTD IPH

COBMECTHOM IIPUMEHEHUH, H€O6XOIII/IMO TUTPOBaHHUE  O3bI 6J'IOKaTOpOB
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«MeJJIEHHBIX» KaJbLIMEeBBIX KaHaoB, KOHTPoJb JKI'.

Anmazorucmoi peyenmopos SHOOMeNUHa (6ozenman): 003eHTaH
Mmetaboimsupyercs  mocpenctBoM — uzodpepmenta CYP3A4, sBiusasace  ero
uHIyKTopoM. KOHIIeHTpalusi arazaHaBhpa B IUIa3M€ MOXKET CHMXKATHCS IPH €ro
OJJHOBPEMEHHOM ITPUMEHEHUH ¢ O03eHTaHOM, HO Oe3 pUTOHaBHpa. B cBA3M ¢ 5TUM
KOMOHMHAIIMS aTa3aHaBUP/003eHTaH MOXET MPUMEHSATHCS TOJIBKO C PUTOHABHUPOM.
Hwke npuBOASTCS peXXUMBbI JO3UPOBAHHUS

1. HazHayeHue Go3eHTaHa MalMEeHTaM, PUHUMAOLIAM aTa3aHaBUP/PUTOHABHD B
teuyeHue He MeHee 10 cyTok: 603eHTaH B fo03e 62,5 Mr 1 pa3 B CyTKH WM Yepe3 IeHb
(B 3aBUCHMOCTH OT HHIUBHIYaJIbHOM [IEPEHOCUMOCTH);

2. Ha3nauenue KOMOMHAIIMU aTa3aHABUP/PUTOHABUD MMALIMEHTAM, IPUHUMAIOLIIM
603eHTaH: NPEKPaTUTh MpHeM 003eHTaHa He MeHee 4eM 3a 36 4acoB 10 Mmpuema
KOMOMHaLMK ata3aHaBup/putoHaBup. He panee uem yepe3 10 cyTok mocie Havana
npreMa KOMOMHALMHA aTa3aHaBUp/PUTOHABHDP, BO30OHOBMTL IpHeM OO3€HTaHA B
no3e 62,5 Mr 1 pa3 B CyTKd WIH 4Yepe3 JIeHb (B 3aBUCHMOCTH OT WHIMBHIYalIbHOM
MIEPEHOCUMOCTH).

Hueubumopor I'MI-KoA -pedykmasol

Amopeacmamun: TpA COBMECTHOM IPUMEHEHMH C ara3’aHaBUpOM JeHCTBHE
aToOpBACTATHHA MOXeET YCHJIMBAThCS. PHCK MHONATHM, BKIIOYas pabIOMHONIH3,
MOXeT Bo3pactaTb. HeoOxomumo coOioaaTte OCTOPOXXHOCTH M OCYIIECTBIIATH
MOHMTOPUHI  1000YHBIX dddexToB. Crexyer NpUMEHSTH  HAUMEHBIIME
>(GdeKTUBHBIE 03B aTopBacTaTHMHA B KOMOMHALMSX C ara3aHaBUPOM WM
aTazaHaBUPOM/PUTOHABHPOM.

Posyeacmamun: 1032 PO3yBacTaTHHAa IIPH COBMECTHOM IIPUMEHEHHH C
aTa3aHaBUpOM He Jo/DKHAa mpeBblmaTh 10 Mr/neHs. Ilpu  0QHOBpEMEHHOM
NpUMEHEHWHM pO3yBacTaTWHA M aTa3aHaBUpa I[OBBIIIACTCS PHUCK Pa3BUTHSA
MUOIIATHH, BKIIIOYast pPabaoMHOIHN3.

Ipasacmamun, ¢ayeacmamun: NOTEHIAAN B3aMMOJEHCTBUN B KOMOMHALMAX C
aTa3aHaBUPOM HITH aTa3aHaBUPOM/PUTOHABHPOM HEHU3BECTEH.

HH2u6um0pbz npomonnoﬁ nomnsl. BO BpeMs JICUCHHUS aTa3aHABUPOM I/IHFI/I6I/ITOpI>I
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IIPOTOHHOM MTOMITBI HA3HAYAIOT TOJIBKO B TOM CITy4ae, €CJIM UX IPUMEHEHHE KpanHe
IIOKa3aHo.

[Ipy coBMECTHOM NpUMeHeHUH aTazaHaBupa 400 Mr UM KOMOMHALMK aTa3aHaBHUp
300 mr/putonasup 100 mr ¢ omenpa3zonom 40 Mr (Bce IpenapaTsl OJMH pa3 B JI€Hb)
KOHIIEHTPAIlMU a3aTaHaBUpa B IIa3Me KPOBU 3HAUUTENIEHO CHH)KAIKMCh, YTO MOXET
MPUBECTH K CHMIKEHHIO TEPareBTHUECKOW aKTMBHOCTH IIpernapara W K pa3BUTHIO
PE3UCTEHTHOCTH.

[Tarmentam ¢ BAY mpu oTCyTCTBMM BO3MOXKHOI'O WJIM BBISBIIEHHOTO CHIDKEHHS
YYBCTBUTENLHOCTH K aTa3aHaBUPy PEKOMEHAYyeTcs IPHMEHATh KOMOWHALMIO
arazanasup 400 Mr/puronasup 100 Mr ¢ oMernpa3ojoM B MaKCUMabHOH 03¢ 20 mMr
OZIMH pa3 B JIeHb (MM JPYTHM IpernapaTtoM M3 TPYIIbl HHTHOMTOPOB IIPOTOHHOM
TIOMITBI B 9KBUBAJIEHTHOH J103€).

He pexoMeH/IyeTCs IPUMEHATH OMENpa3ol B Jo3e 6osee 20 Mr B ieHb (WK Apyrou
Tpenapar U3 rpyIibl KHTUOGUTOPOB MPOTOHHOM MOMIIBI B 9KBHBAJIEHTHOH 103€).
Brnokamoper Hjy-eucmamunogeix peyenmopos. KOHLUEHTpAllMs a3aTaHaBUpa B
[Ula3Me KPOBHM 3HAYMTEJIbHO CHM)KAJlach IIPH COBMECTHOM TNPUMEHEHUU
arazanasupa 400 Mr ofuH pa3 B IeHb ¢ paMoTHIMHOM 40 MI' IBXIbI B IeHb, YTO
MOXET MPUBOIUTH K CHIDKCHHIO TEpaleBTHYECKON aKTHBHOCTH Iperapara MM K
Pa3BUTHUIO PE3UCTEHTHOCTH.

Ipu nevenuu nayuenmos, pawee He noxyuasuiux mepanuio, arazanasup 400 mr
MOJKET PUMEHATHCS OJJMH pa3 B IeHb C MUIIEH 3a 2 Jaca JI0 1 He MeHee YeM 4epes3
10 yacoB mocie npuMeHeHus 6;10kaTopoB Ha-rucTaMuHOBBIX perenTtopoB. OxHaKo
OJHOKpaTHasi 103a OnokaTopoB H)-rMCTaMMHOBBIX pELENTOPOB HE JOJDKHA
MpeBbIIATh 703y, COOTBETCTBYMOILyI0 1x03¢ ¢amorumuHa 20 Mr, a ofuas
eXxxeJHeBHAS MX 7032 He JIOJDKHA MPEBBIIATH 03y, COOTBETCTBYIOUIyI0 40 mr
dbamoTuauHA.

AnbTepHaTUBHO, atazaHaBup 300 mMr ¢ puronaBupoM 100 Mr MOXET NPUMEHATHCS
OJIMIH pa3 B JIeHb BO BpeMs e]Ibl, 3a 2 4aca JIo U He MeHee 4eM yepe3 10 qacos mociie
IpUMeHeHHs1 6710KaTopoB H,-rHCTaMHUHOBEIX PELENTOPOB B OXHOKPAaTHOH 1103,

cpaBHUMOII ¢ 40 MI haMOTHAMHA.
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IIpu nevenuu nayuenmos, paxee NOLYYABUWIUX MmMepanuio, €XETHEBHas 1032
610kaTopoB H,-rHCTaMUHOBBIX PELENTOPOB He JIOJDKHA IMPEBBIIIATH 103y,
cooTBeTcTByOImyt0 40 wMr ¢damMoruauHa. Y TakuMxX IIallMEHTOB aTa3aHaBHp
300 mr/puronasup 100 Mr ciieyeT MpUMEHSTh OAUH pa3 B JIEHb C IHMILEH 3a 2 Jaca
10 M He MeHee 4eM dyepe3 12 dacoB mocie NpHMeHeHMs OnokatoposB Ha-
TMCTAMHHOBBIX peLenTopoB (OAWH pa3 B JeHb) B J103€, COOTBETCTByIomEH 40 Mr
pamoruauHa. AsnpTepHaTHBHO, ara3zaHaBup 300 mr/putonaBup 100 Mr moxer
NPUMEHATBLCS OJMH pa3 B JI€Hb BO BpeMsl ellbl OJHOBpeMeHHO ¢ Ginokatopamu Hy-
TMCTaMUHOBBIX PELENTOPOB, 3a 2 yaca 10 ¥ He MeHee 4yeM 4depe3 10 gacoB mocine
npuMeHeHHss OnokatopoB  Hj-rMcTaMHMHOBBIX — pEelENTOPOB B J103€, HE
NpeBbIIaroIei 103y, KoTopasi cooTBeTcTByeT 20 MI haMoTUAMHA. DTa 1032 MOXKET
OBbITH NPUHSATA OJMH WM 1Ba pasa B JeHb. [Ipy Ha3HaueHWM TAKUM NALUEHTaM
KOMOWHAIIMK ~ aTa3aHaBUp/puTOHaBMp © TeHodoBup ¢ Onokaropom Hp-
TMCTaMHUHOBBIX PELIENTOPOB ClIeTyeT IPUMEHATD CIIEIYIOIINIA PeXXUM JO3UPOBAHHU:
arazanasup 400 mr u putoHaBup 100 Mr oauH pa3 B ICHb.

He cyIecTByeT JOCTATOYHO JA@HHBIX IS TOTO, YTOOBI MOXKHO OBLIO PEKOMEH/10BaTh
OIHOBPEMEHHOe TpHMEHEeHWe aTa3aHaBHpa, TeHOMOBHpa M aHTAaroHUCTOB Ho-
TUCTaMHHOBBLIX DELENTOPOB Yy OEpeMEHHBIX JKCHIIMH, paHee IMOIy4YaBIInX
AHTUPETPOBUPYCHYIO TEPAIIHIO.

Hmmynooenpeccanmsl (YukIoCNOPUH, MAKpOIUMYC, CUPOIUMYC). TIPH COBMECTHOM
IPUMEHEHHH [IUKJIOCTIOPHHA, TAKPOJIIMMYCa, CHPOJIUMYCa 1 aTa3aHaBUpa BO3MOXHO
MOBBIIIIEHHE B  KPOBH  KOHIIEHTPAllMd  HMMYHOJENPECCAaHTOB,  [MO3TOMY
PEKOMEHIy€eTCsl MOHMTOPHHT MX KOHLIEHTPALIHH.

Anmudenpeccanmeol

Tpuyuxnuueckue aHmuoenpeccanmol. PU COBMECTHOM NPUMEHEHUH aTa3aHaBHpa
C TPUIMKIMYECKMMH aHTUJIETPECCAaHTaMH BO3MOXHO BO3HMKHOBEHHE CEPbE3HbIX
W/MIH  YIPOXKAIOUMX  JKW3HH  NMOOOYHBIX — peakluH, — CBA3AHHBIX  C
aHTHUIENpeccaHTaMi. PeKOMeHIyeTcs KOHTPOJIMpOBaTh KOHUEHTPALMH 3THX
IpenapaToB PH COBMECTHOM IPUMEHEHHUH C aTa3aHABUPOM.

Tpa30()0H: IIpx COBMECTHOM NpUMEHEHUHN Tpa3oJ0oHa C arazaHaBUpOM UK C
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KOMOHWHaIMel aTa3aHaBUP/PUTOHABUP BO3MOXHO YBEJIWYEHHE KOHIEHTpaLuu
Tpa3oJoHa B Iula3Me KpoBH. [Ipy COBMECTHOM IIPMMEHEHHWH Tpa3oJoHa U
pUTOHaBHpa COOOIIANIOCH O BO3HUKHOBEHMM TOLIHOTBI, TOJOBOKPYXEHHH,
CHIDKEHUM apTepHaJbHOTO JaBJIEHUs] M KPaTKOBPEMEHHOM notepe co3HaHus. Ilpu
COBMECTHOM IPHMEHEHHH Tpa3oioHa ¢ MHruOutopamu msopepmenta CYP3A4,
TaKMMHM KaK aTa3aHaBUp, CIeAyeT IPUMEHITh MEHBIIUE 103bl TPA3010Ha.
Benzoouazenunvi: mupaszonam Metabonusupyercs usopepmentom CYP3A4.
HecMmoTps Ha TO, 4YTO HCCIEJOBAaHUN HE IPOBOAMIIOCH, IIPH COBMECTHOM
NMPUMEHEHUH aTa3aHaBMpa W MMJa3ojlaMa MOXHO OXHIATh 3HAYUTETBHOTO
yBEJIMYEeHUs] KOHIEHTpauuu nocienaHero. IIpu sToM yBennyeHHe KOHLEHTpAIMH
MHJIa30JlaMa TIpH epopaTbHOM PUMEHEHUH OyAeT 3HaYMTENIbHO BBIIIE, YEM MPH
rapeHTepaIbHOM BBeeHUH. [ [puMeHenne arazaHaBipa COBMECTHO C MH1a30]1aMOM
IS T[pWeMa BHYTPh NPOTHBOIOKa3aHO. JlaHHele 00  OJHOBpPEMEHHOM
MCIIOIb30BAHMM aTa3aHaBHpa C MHIA30JIaMOM B BUJI€ HHBEKIUH OTCYTCTBYIOT; Ha
OCHOBaHMH JAHHBIX 00 OJHOBPEMEHHOM HCIIOJIb30BAaHUM JPYTUX HWHIMOMTOPOB
nporea3sl BUY ¢ MuIa301aMOM MOXKHO IPEANOI0XUTh BO3MOXXHOE YBEINYECHHE
KOHIIEHTpAI[MK MHIa30jaMa B 1ia3Me B 3-4 pasa. [Ipu coBMECTHOM NpHMEHEHUH
aTa3aHaBMpa ¢ MHBEKIIMOHHBIM MH/Ia30J1aMOM ClIelyeT COOJII0aTh OCTOPOXXHOCTb,
KOHTPOJIMPOBATH JBIXaTeIbHYIO QYHKIHIO U JUTUTETLHOCT CEaTUBHOIO d(heKTa.
B HeKOTOpBIX CiTydasix Heo0X0AuMa KOPPEKIHs PEXUMa JT03UPOBAHUS.
IIpomugosnunenmuyueckue npenapamal

Kapbamasenun: Tpu  OIHOBPEMEHHOM  Ha3HAayeHMH  KapbamasenuHa U
arazaHaBupa 0e3 pUTOHaBHpa KOHLIEHTpALMs aTa3aHaBUpa B IJIa3Me KPOBH MOXKET
CHIDKATbCS. B CBA3M C STUM OJHOBPEMEHHOe Ha3Ha4deHHWe KapOamasenuHa u
aTrazaHaBupa 0e3 puTOHaBHpa He pekoMeHayercs. I[oCKOIbKYy pUTOHABUP MOXKET
yBeIMYMBaTh KOHILEHTPAIMIO KapbaMasenuHa B IUIa3Me KPOBH, Yy MNallUEeHTOB,
NPUHUMAIOIIMX KapOaMa3ellMH M Ha4YMHAIOUIMX JIeYeHHe aTa3aHaBUPOM H
PUTOHABHPOM, HEOOXOIUMO COOIIOIaTh OCTOPOXKHOCTE TPU COBMECTHOM IPUEME
3THX IIPENapaToB, a TAK)KE MOKET OTPeOOBATHCS CHIDKEHHE N103bl KapbamasenuHa.

®ernumoun, genobapbuman: TpA OJHOBPEMEHHOM Ha3HAauYeHWHM (DEHUTOMHA WIIH
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(penobapbuTaia W arazaHaBHpa 0e3 PUTOHABMpA KOHIIEHTpAIlMsA aTa3aHaBUpa B
TJ1a3Me KpPOBH MOXKET CHHMXKAaThCs. B CBSI3M C 3TUM OJHOBPEMEHHOE Ha3HaueHHUE
¢penuronHa wiM (¢eHobapOuTana W ara3aHaBupa 0Oe3 pUTOHAaBHpa He
pekoMeHayeTcs. [lOCKOJIbKY PHTOHaBMpP MOXET CHIDKAaTh KOHLEHTPAIHUIO
dbenuTonMHa ¥ (QeHobapbuTaia B IUIA3Me KPOBH, HEOOXOAMMO COONIOAaTh
OCTOPOXHOCTh IIPH COBMECTHOM mpreMe (eHuToMHa uau (¢enodbapburaia
COBMECTHO C aTa3aHaBUPOM M DPHUTOHABHPOM, a TAaKXK€ MOXET MOTpeOOBaTHCS
KOppEeKIHs 1036l heHUTOuHA UK GpeHodbapouTaa.

Jlamompudscun: TP COBMECTHOM NPHMEHEHUH JIAMOTPHIDKUHA U aTa3aHaBHpa €
PUTOHABUPOM KOHILIEHTPALMS JTaMOTPUKMHA B IJIa3Me KPOBU MOXKET CHUXKAThCA.
B CBS3M C 3THM MOXET MOTPeOOBaThCS KOPPEeKUHMs N03bl JaMOTpukuHa. [Ipu
COBMECTHOM IIPMMEHEHHMH JaMOTPU/DKHHA U arasaHaBupa 0e3 pHUTOHaBHpa
CHM)KEHHE KOHIIEHTPAIIUH JJAMOTPHU/DKUHA B IIJ1a3M€ KPOBU HE OTMEYEHO, M03TOMY
KOPPEKIIMH 1035l IJAMOTPHIKMHA He TpedyeTcs.

Maxkponuorvie anmubuomuxu

Knapumpomuyun: Ipi  COBMECTHOM  INPUMEHEHHWHM  KIapUTPOMHULIMHA  C
aTa3aHaBMPOM KOHIEHTpALMs KIApPUTPOMHUIIMHA YBEJIUYUBACTCS, YTO MOXET
BBI3BIBATH yIMHeHHe uHTepBana QT; OTCyTCTBYIOT peKOMEHIALMHU 110 CHHXKEHHUIO
J103BI KJTADUTPOMHIIMHA, B CBSI3H C 4eM HEOOX0AMMO COOII0IaTh OCTOPOXKHOCTD NPH
COBMECTHOM IPUMEHEHUH KJIapUTPOMUIIMHA C aTa3aHaBUPOM.

Opa/ibHble KOHMPAyenmMmuesl

SMuUHUAICMPAOUOSL U HOPIMUCMEPOH UNU HOp2ecMUMam: TIPH COBMECTHOM
TIPUMEHEHHUH C aTa3aHaBUPOM KOHLIEHTPALMHK STUHHIBCTPANKOTIa 1 HOPITUCTEPOHA
Bo3pacTaioT. COBMECTHOe MpMMEHeHHe KOMOWHAIMK aTa3aHaBUP/PUTOHABHP C
STHHUIACTPAJMOIOM W HOPreCTUMaTOM CHHXKAeT CpPeJHIOI KOHUEHTPALHMIO
STHHWJIACTPAAHONa U TIOBBIIIAET CPEHIOK  KOHIEHTPALHIO 17-
JealleTHIHOPrecTUMaTa, akTUBHOIO MeTabo/IMTa HoprecTuMara.

B ciiyuae COBMECTHOTO NMPUMEHEHHs OpalbHBIX KOHTPALENTHBOB ¥ KOMOMHAIMH
aTa3aHABUP/PUTOHABAP  PEKOMEHIYeTCs  NPUMEHSTb  KOHTPAUENTHBBI  C

colep)KaHWeM JTHUHHWIIICTpaanoJia HE MEHee 30 wmkr. Ecimu BMecTe C
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KOHTpAIlENTUBAMU KCIIOJIb3yeTCsl aTa3aHaBUp 0Oe3 pPUTOHABUpA, COJEpKaHUEe
STHHWJIACTPANUOIA B MEPOPAIbHBIX KOHTPALENTHBAX HE JOJDKHO mpeBblnath 30
MKT. [Ip# cCOBMECTHOM NpPUMEHEHHWH aTa3aHaBUpa M OpAJbHBIX KOHTPALICIITUBOB
clelyeT  COONIOJaTh  OCTOPOXHOCTb,  IOCKONBKY  d(QeKT  yBelrdeHus
KOHIIEHTPAIIMHU MTPOTeCTareHOB HEU3BECTEH; PUCK Pa3BUTHS aKHE, NIUCIUIUIEMHUU U
PE3UCTEHTHOCTH K HHCYNHHY MOXeT yBenuduBarbes. l[lpu yBenmudeHHH
KOHILIEHTPAllU¥ HOPITUCTEPOHa BO3MOXHO CHIDKeHHe KoHueHTpauuu JIIIBIT uiu
TOBBIIIEHHE PE3UCTEHTHOCTH K MHCYJINHY, OCOOEHHO Y JXEHIIMH C COMYTCTBYIOLINUM
caxapHbIM JuabeToM.
PekoMeHayeTcss NPUMEHATh HaWMeHbIIHe J(QEKTHBHbIE O3Bl  KaXAO0ro
KOMIIOHEHTa OpaJIbHOr0 KOHTpALeNTHBa, Lel1eco00pa3sHO TaKXKe HCIONB30BaTh
Jpyrue HaJeXHble MeTo/bl KoHTpanenuu. CoBMECTHOE MPUMEHEHHE aTa3aHaBupa
WM KOMOWMHALIMM aTa3aHaBUp/PUTOHABHUP C APYTMMH (OpMaMH TOPMOHAIIBHBIX
KOHTPAIENTHBOB (KOHTPAIeNTUBHbIE IIACTBIPH, KOHTPAICNITUBHBIE BllaraJIMIIHbIE
KOJIbI[a, MHBEKIIMOHHBIE KOHTPAIENITUBbI) UM C OPaJbHBIMH KOHTpallelITUBAMH,
COZIEPXKAIIMMH TIPOTeCTAareHbl, OTIMYHBIE OT HOPITUCTEPOHA WJIM HOPrecTuMara, a
TaKKe C MperapaTtaMH, COIep)KalllUMH MeHee 25 MKI 3THHWIICTpaauona, He
M3y4aoch, MIO3TOMY JaHHbIE METOJbl KOHTPAlENUHHu He ClelyeT NPUMEHATH B
COYETaHHUM C aTa3aHABUPOM.
IIpenapamel Ons nevenus nooazpol.
Konxuyun: KOIXULHH sBasercs cybcrpatom uzodepmenta CYP3A4, ero apdext
MOXET YCHJIMBATHCS MPU ero MPUMEHEHUH OJJHOBPEMEHHO C aTa3aHaBUPOM.
PexoMeHayeMble 03Bl KONXUIMHA IIpM [PAMEHEHWH OJHOBPEMEHHO C
aTa3aHaBUPOM IMPUBEJIEHBI HUXKE.
Ocmpuuii npucmyn nodazpui: 0,6 Mr - IepBbIi IpreM, 3ateM 0,3 Mr yepes Jac nocie
niepBoro npuemMa. [loBTopHOE MPUMEHEHUE TAHHOM CXeMBbI BO3MOXKHO HE paHee, 4eM
yepe3 3-€ CyTOK.
Ipoghunaxmuxa ocmpuix npUCmMynos nooazpbl.:

— ecad OOBIUHBINA peXMM J03upoBaHus cocTtaBusn 0,6 Mr 2 pasa B JIeHb,

clielyeT CHU3UTh 103y 10 0,3 Mr 2 pa3a B JIeHB;
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— ecyM OOBIYHBIN peXxKuM J03upoBaHus coctasisii 0,6 Mr 1 pa3 B I€Hb, ClIeIyeT
CHHU3UTH 103y 110 0,3 Mr yepes3 JeHb.

Cemetinas cpeduzeMHOMOpCKaAs JNuxopaoka: MaKCHMajlbHas CyTOYHas 1032
KOJIXUIMHA cocTasiser 0,6 Mr. DTy 103y MOXKHO pa3leiuTh Ha 2 mpuema - 1o 0,3
MT 2 pa3a B [I€Hb.
IIpomusomuxkobakmepuanvivie npenapamol
Pughabymun: aKTUBHOCTb pU(paOyTHMHAa IpH COBMECTHOM MPHUMEHEHHH C
ara3zaHaBUpOM yBeiwuuBaercs. [Ipy OJHOBPEMEHHOM IpHEME 3THUX IPernaparoB
PEKOMEH/IyeTCsl CHIDKeHHeE 1036l prudabyTuna 10 150 Mr depe3 IeHb WM TPU pasa
B HeJiel1r0. HeoOX0auM TIaTeTbHbI MOHUTOPUHT NOOOUYHBIX PEaKIMi y MAl[HEHTOB
(BKJIIOYAs HEMTPOIIEHHIO W YBEUT), IPUHUMAIOIMX pHU(aOyTHH U aTa3aHaBUP UIH
KOMOMHALIMIO ara3aHaBUp/PUTOHABHP B CBS3M C BO3MOXXHBIM TIOBBILICHHEM
KOHIEHTpaIuu prdabyTHHA; MOXKET OTpeOOBaThCA JallbHEHIIas KOPPEKIHs 103bI
pudabytina no 150 Mr 2 pasa B HeAeO y MAlMEHTOB C HENEPEHOCHMOCTBIO
no3upoBku 150 mr 3 pa3a B Hezenmo. OHAKO cieyeT HMETh B BUIY, YTO 103UPOBKa
150 Mr 2 pasa B HeIeT0 MOXET He 00ecre4yuTh ONTHMAIbHOW KOHIIEHTPALUH
pudabyTHHA W TPUBECTH K PE3UCTEHTHOCTH M HEIPHEKTUBHOCTH JICUCHHS.
Koppekuust 10361 aTazaHaBHpa He TpeOyeTcs.
Hneubumopwr pocgpoouscmepasvi-5 (®[3-5)
IIpumenerue npu spekmunbHOU OUCHYHKYUU
Cundenagpun, maoanragun, eapoexagun: TPH COBMECTHOM INPUMEHEHUH
uHru6uTopoB nporeassi BUU ¢ uHruéuropamu docdoauscrepasbi-5 BOZMONKHO
3HAYUTEIbHOE YBEIMYEeHHe KOHIEHTpALMH HHTHOMTOpoB (ochoaudscrepassli-5 U
yCUJIEHHE WX TO000YHBIX 3(h@eKToB. PeKOMEHIyIOTCS yMEHBIICHHE JI03:
cungeHadui - 25 Mr He dvamie 4eM Kaxzable 48 9acoB NpU NPHUMEHEHHH C
PHTOHABUPOM Mk 6€3 Hero; Taganadui - 10 Mr He yaIe YeM Kax/ple 72 daca npu
TIpUMEHEHUH C PUTOHABHPOM WM Ge3 Hero; BapaeHadui - 2,5 Mr He Jalle 4eM
Kaple 72 daca MpU MPYMEHEHUH ¢ PUTOHABUPOM H 2,5 MI He Yalle YeM KaxIple
24 yaca mpM NMpPUMeHEeHHH Ge3 PUTOHABHMpA; HEOOXOIUM MOHMTOPHMHI ITOOOYHBIX

peaKIu.
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Taoanaghun:

— IS TIAIMEHTOB, IPUHUMAIONINX aTa3aHaBUp B TEUEHHE HE MEHEe CEMH [THEH:
Taganadui HasHayaroT B 1o3e 20 Mr 1 pa3 B cyTku. J[03y MOXHO MOBBICHTD
mo 40 wmr 1 pa3 B cyrkd (B 3aBHCHMOCTH OT HHIMBUIYaJIbHOH
IIEPEHOCHUMOCTH);

—  [UIs TALMEeHTOB, IPUHUMAIOIIUX Tafaladuil: IPeKpaTUTh IPUEM Tajaaduia
He MeHee ueM 3a 24 yaca 0 Hayaja rpuema aTa3aHaBupa. He paHee uem
yepe3 ceMb CYTOK IOC/e Hayalia IpHeMa aTa3aHaBupa BO30OHOBUTH MPHEM
taganapuia B gose 20 mr 1 pa3 B cyTku. J[03y MOXHO NOBBICHTH 10 40 Mr 1
pa3 B CyTKH (B 3aBUCMMOCTH OT MHIMBUIyaJIbHOH EPEHOCHMOCTH).

IIpomusozcpubkoswvie npenapamoi

Kemoxkonazon, umpakoHazon: W3y4daloch TOJIBKO COBMECTHOE TIPHMEHECHHE
KETOKOHA30JI1a C aTa3aHaBMpPOM 0e3 pUTOHAaBHMpa; KOHIIEHTPALMU aTa3aHaBHUpa IIPH
MCIIOJIb30BAHUH JJAHHOM KOMOMHAIIMKY HE3HAYMUTEIbHO TTOBBIIIAIOTCS.

KeToKoHa30/1 ¥ MTPAKOHa30J MOTYT YBEJIMYMBaTh KOHLEHTPALMK aTa3aHaBHpa U
pUTOHABUpA B I1a3Me kpoBH. CiieyeT cobI01aTh OCTOPOKHOCTE TPU PUMEHEHUH
KETOKOHA30J1a M MTPaKoOHa30Jia B CyTOYHBIX J03ax Bbille 200 MI COBMECTHO C
KOMOUMHALMeN aTa3aHaBUp/pUTOHABHDP.

Bopukonazon: cOBMECTHOe IpUMeHeHHe BoprkoHasona (200 Mr 2 pasa B NIeHb) C
KOMOWHAILIMEeH aTa3aHaBUP/PUTOHABHP Yy IALMEHTOB C KaKk MUHMMYM OJIHHMM
dynkroHanbHEM ameneM u3odepmenta CYP2CI9 npuBoauIo K CHHKEHHIO
KOHLEHTpALMii BOPMKOHA30/la M arasaHaBupa B TnasMe Kpoed. CoBMeCTHOE
npUMeHeHHe BopukoHasoma (200 mr 2 pasa B JIeHb) C KOoMOMHalueH
aTa3aHaBUP/PUTOHABUP y MAlMEHTOB 6e3 HYHKIHOHAIBHOTO alIelis n3ohepmMeHra
CYP2C19 npuBoamIiIo K MOBBIIEHHIO KOHIIEHTPALMI BOPUKOHA30J1a U CHIKCHHUIO
KOHILIEHTpAIIMU aTa3aHaBUpPa B IJIa3Me KPOBH.

CoBMeCTHOE NPUMEHEHHe BOPMKOHA30Jla ¥ KOMOMHAIMM aTa3aHaBHp/PHTOHABHP
pEeKOMEH/IyeTcs TOJBKO B TeX CITydasx, KOra MOoTeHIHalbHas M0/1b3a IPUMEHEHHA
BOPUKOHA30J1a MpEBBILAET PHUCK. IIpH NMpHUMEHEHHH TakKoH KOMOWHHUPOBaHHOM

Tepanuu HeOOXOAMMO TIPOBOIUTE TILATEIbHBIH MOHUTOPHHT 1000YHBIX 3 (HEKTOB
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BOPUKOHA3071a, a Takke 3((PEeKTUBHOCTH BOPMKOHA30j1a U aTa3aHaBHpa, KOTOpbIE
MOTYT CHHIKATBCSL.

Anmuxoazynanmol

Bapgapun: w3-3a yCUIEHUs] aKTUBHOCTU Bap(aprHa OJHOBPEMEHHOE TIPUMEHEHHUE
C aTa3aHaBMPOM MOXKET BBI3BIBATh TSDKENOE W/WIM YrpOXKarollee IKH3HU
KPOBOTEYEHHE. Pexomenayercs KOHTPOJIHPOBATh MEXIyHapOAHOE
HopMam3oBarHoe otHoieHre (MHO).

Kopmuxocmepouow:

Hneanayuonuvie/nasanvHole  21H0KOKOPMUKOCmMepoudsl  (63aumooelcmeue ¢
pumonaeupom): TPUA COBMECTHOM IPHMMEHEHWHM DPHUTOHABUpa C (QIyTHKa3oHa
NPOMHOHATOM  3J0POBBIMH  JOOpOBONBIIAMH  KOHLEHTpalHs  KOPTH30Ja
3HAYUTEJIBHO CHIDKAJTach 3a CYET 3HAUYUTEIbHOI'O IIOBBLIIIEHHS KOHIEHTPALUU
dmyTukazona B ruasMe.  CoOBMeCTHOe  NpUMEHEHHE  KOMOMHAIUH
ara3aHaBUP/PUTOHABUP C (UIyTUKA30HA IPOIMMOHATOM MOXET MPUBECTH K
nogobHomy sddekty. Ilpy coBMECTHOM NpPUMEHEHHWH pHTOHaBHpa H
MHTIAIMOHHBIX (MM MHTPaHA3alIbHBIX) MpernapaToB (IIyTHKa30Ha MpOIMOHATA
OTMEYaJioCh Pa3BUTHE CHCTEMHBIX TTOOOYHBIX 3D (PEKTOB IIIIOKOKOPTUKOCTEPOH/IOB
(cunmpoM Mienko-Kymmnra, yrueTeHHe KOpBI HaunouedHuKoB). [lomoGHble
5pdexThl BO3MOXHBI W TIPH  COBMECTHOM TPUMEHEHHM C  JPYTUMH
TIIIOKOKOPTUKOCTEpouIaMH, MeTtabonusupyromuxes uzodepmentom CYP3A4,
HarpuMep, ¢ OylecoHWgoM. B CBs3M ¢ OTHM NpUMEHEHHE KOMOMHALHH
aTa3aHaBUP/PUTOHABUP COBMECTHO C (UIyTMKA30HA MPOMHOHATOM HIH IPYyTrUMH
TIIOKOKOPTHKOCTEpOUIamMy, MeTabonmsupytoummucs uzodepmentom CYP3A4,
ONpaBJaHO TOJIBKO B TOM Ciydyae, €CIlM MOTeHLHalbHas TI10Jb3a TEparyu
pEBBINIAET PHCK CHCTEMHBIX 3((EKTOB TIMIOKOKOPTHKOCTeponnoB. Ilpu
COBMECTHOM TNpHMEHEHMH aTa3zaHaBupa (0e3 pHTOHaBHMpa) M (IIyTHKa3oHA
TIPONMOHATA KOHIEHTPALMs TTOCIEJHETO B IUIa3Me KPOBH MOXET YBEJIHYMBATHCS.
CrnenyeT cob0IaTh OCTOPOKHOCTD U, 110 BO3MOXHOCTH, IPUMEHATh MPEnapaTsl,
He cojepxamme (IyTHKa30HA IPONHOHAT, OCOOEHHO TpU JIUTEIEHOM

IIPUMEHCHUH.
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Cybecmpamer  Opyaux uzogpepmenmos yumoxpoma P450 (CYP): KIMHUYECKH
CYIIECTBEHHBIX B3aMMOJENCTBHI MeXIy aTa3aHaBUpOM M  CyOCTparamu
nzopepmentos CYP2C19, CYP2C9, CYP2D6, CYP2B6, CYP2A6, CYPIA2 unu
CYP2E1 He oxupaercs. AtazanaBup — cliabbiit uaruéutop nzopepmenra CYP2CS.
CrnexmyeT cobIr0AaTh OCTOPOXKHOCTD IIPA COBMECTHOM HCIIOJIb30BaHUHU aTa3aHaBUPa
(6e3 puTOHABMpA) ¥ MPENApaToB, B OONBIION CTENEHH 3aBUCALIUX OT H30(pepMeHTa
CYP2C8 u uMeroux y3Kuil TepaneBTUUeCKUil NpoGuIb (HaIprUMep, ITaKkIuTaKcel,
penarnuHua). Ilp¥  MCHOJNB30BaHMM  KOMOMHAIMM  aTa3aHaBUpP/PUTOHABHP
coBMecTHO ¢ cyOcrtpatamu uzodepmenta CYP2C8 KIMHHYECKH 3HAUYMMBIX
B3aMMOJICHCTBUI HE 0KUAAETCS.

Hapkxomuueckue ananbeemuxu

Bynpenopgpun: B cBsizu ¢ unrubuposanrem usodepmentos CYP3A4 u UGTIAL
npu COBMECTHOM IpUMEHEHUH aTa3aHaBUpPA WU KOMOUHAIUH
aTa3aHABHP/PUTOHABMD M OyNpeHOp(WHA KOHLEHTpauuu OynpeHoppuHa U
HOpOynpeHopprHa TIOBBIILIAJIHCE. [Tpu TIPUMEHEHUH KOMOUHAIMU
aTa3aHaBUp/pUTOHABHP C  OyNpeHOP(GUHOM  CYIIECTBEHHOTO  H3MEHEHUA
KOHLIGHTpAIlM{ aTa3aHaBUpa B IUIa3Me He BBHIABJICHO; NPMMEHCHHE TOH Xe
KOMOMHALIMH, HO 6€3 pUTOHABHUPA, MOXKET IIPHUBOJUTE K 3HAYUTEILHOMY CHIKEHHIO
KOHIIEHTpAaLlMM aTa3aHaBupa B Iu1a3Me. [Ipy OIHOBpeMEHHOM IPUMEHEHUH
KOMOMHAIIMN aTa3aHABUP/PUTOHABMP U OyNpeHOpGUHAa HEOOXOIMM TIIATEeTbHBIH
MOHHTOPHHT COCTOSIHUS TTallieHTa (OLIeHKa CeIaTUBHOTO ICHCTBUS 1 KOTHUTUBHBIX
dyHKImit). MoxeT notpe6oBaThCs CHIKEHHE 10361 OyIpeHOphUHA.

Hpunomexan: arazanaBup uHruoupyet Y JIQ-rmokypoHosuITpaHcdepasy YIT)u
MOJKET OKa3bIBaTh BIMSHME Ha MeTaOOIM3M MPUHOTEKaHa, BBI3bIBAs MOBBIIICHHE
€ro TOKCHYHOCTH, II03TOMY IIPU COBMECTHOM IIpMMEHEHHWH ara3aHaBHpa C
MPUHOTEKAaHOM HEOOXOIUMO KOHTPOJIMPOBAThH COCTOSHUE MALMEHTOB Ha MPEAMET
pa3BUTHs MOOOYHBIX PEAKIUii, BEI3BAHHBIX TIPHEMOM HPHHOTEKAHA.

Hnounaeup: ara3aHaBUp W HWHIWHABHP MOTYT OBITb NPHYMHON pPa3BUTHSA
rUNepOuIMpyOHHEMHIH, TIOITOMY €r0 COBMECTHOE IIPUMEHEHHE C aTa3aHaBUPOM He

PEKOMEHIO0BAHO.
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Hneanayuonnvie bemal-adpeHomumemukuy (caimemepon): TIOBBIIIEHHBIH pPUCK
pa3BUTUS MOOOYHBIX 3(P(HEKTOB CO CTOPOHBI CEPAEYHO-COCYAUCTON CUCTEMHI,
CBOMCTBEHHBIX CaJIMETEPOITY, B TOM uucie yinHeHre uutepsana QT, omrymenne
cepaueOueHus, CAHycoBas Taxukapaus. CoBMECTHOE IPUMEHEHHE CaJIMETEPOTIa U
aTa3zaHaBHpa HE PEKOMEHJ0BAHO.

s npusedeH bIX HUdce NPenapamos K1uHU4eCKu 3SHaYumble 63auMo0eicmeus
He 0Icudaomcsa, 6 C6A3U ¢ ueM He mpebdyemca KoppeKuus 003bl Npenapamos
Jlamusyoun (150 mz 0ea pasza 6 denv) + 3udogyoun (300 me 0sa pasa € denv): TP
COBMECTHOM IIPUMEHEHUH ¢ ara3aHaBUpOM B no3e 400 MI 3HaYMMBIX U3MEHEHHH
KOHIIEHTpAIHii JAMUBYIMHA U 3UI0ByIMHA He HaOmonanock. Takke He 0XKUaeTCs
3HAYUMOIro M3MeHeHHS (apMaKOKMHETUYECKUX I1apaMeTpOB HYKJICO3UIHbBIX
MHTUOMTOPOB OOPATHON TPAaHCKPHIITa3bl MOJ BIHSHMEM PUTOHABHpPA. YYUTHIBAS
3TU JIaHHbIE, HE OXKUIAETCs 3HAYUMOI0 M3MEHEHHUsI KOHIEHTpallMi JJaMUBYIMHA U
3UJIOBYMHA npu COBMECTHOM IPUMEHEHUHU C KOMOMHaLen
aTa3aHaBUP/pPUTOHABHUP.

Ab6akasup: Ipu COBMECTHOM NPUMEHEHHH ¢ KOMOUHaIMeH aTazaHaBUp/pPUTOHABUP
He 0)KMIaeTCsl 3HAYMMOro U3MEHEH sl KOHIIEHTPAIK abaKkaBupa.

Panmezpasup:  1ipu COBMECTHOM IPUMEHEHUHU C KOMOMHaLKen
aTa3zaHaBUp/PUTOHABUP HABIIIONATIOCH yBeINUSHNE 3HAYeHUH TLIOMIA/IH 101 KPHBOH
«xoHnenTpanus-spems» (AUCs) mmst panrterpaBupa Ha 41 %, MakcHMalbHOH
paBHOBecHOW KoHueHTpauuu panterpaBupa (Cmax) Ha 24 %, paBHOBECHOH
KOHIleHTpaimu pairerpasupa uepe3d 12 u (Ciaq) Ha 77 %. Koppekuus no3bl
paiTerpaBupa He TpeOyeTcs.

Dnykonazon: npH COBMECTHOM IPUMEHEHUN G KOMOUHaIHen
aTa3aHABUP/PUTOHABHUD 3HAYMMBIX H3MEHEHMH KOHIEHTpAalM{d aTa3aHaBHpa H
dirykoHazona He Habmogan0ch. Koppexius 1036l He TpeOyeTCs..

Memadown: y TAlMEHTOB, MOCTOSHHO MPUHUMAIOIIMX METAJOH, HE OXKHIAeTCH
Pa3BUTUS KJIMHHYECKU 3HAYUMBIX B3aUMOJIEHCTBUM [IPU COBMECTHOM NPUMEHEHHUH
C aTa3aHaBUPOM.

Jlancon, mpumemonpum/cynbghamemokcason, azumpoMuyut, SpumpomMuyun. He
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O)KHJIaeTCs Pa3BUTHS KIMHUYECKH 3HAYMMBIX B3aUMOJCHCTBUHN IIPH COBMECTHOM
NIPUMEHEHHH C aTa3aHaBUPOM.

Ocobble ykazaHus

Hasnauyenne mpemapata COYMATA  HeuenecooOpa3HO  NalMeHTaM  C
MHOXXECTBEHHOM PE3UCTEHTHOCThIO K MHrudutopam mnpoteazsl BUY (Gonee 4
mytanuid). Beibop mnpenapara COYMATA nns nedyeHus ITalMEHTOB, paHee
TI0JTy4aBIIMX aHTHPETPOBUPYCHYIO TEpAIUIo, IOJDKEH 0a3supoBaThCs Ha MaHHBIX
WH/IMBH/YaJIbHON PE3UCTEHTHOCTH U PE3YJIbTATOB MPEALIECTBYIOIIETO JICYCHHUS.
Xors >(¢heKTHBHOEe TMOfaBleHHe pPEIUIMKAlUK BHUPYCa aHTHPETPOBHPYCHOM
Tepanuell 3HAYUTENBHO CHIXKAeT pHcK nepenayun BHY Bo Bpems monoBoro
KOHTAKTa, IOJIHOCTBIO PUCK Mepeady UCKIIOYUTh HENb3sl, B CBA3M C YeM CIIedyeT
coOMI0aTh Mephl MPEJIOCTOPOKHOCTH (UCIIOIb30BaHHE OapbepHOro MeToja
KOHTpALICTILIUN ).

D deKTHBHOCTE ¥ 6€30MacHOCTh NPUMEHEHUs aTa3aHaBUpa B KOMOWHALMH C
PUTOHABHUPOM B CyTOYHOH 03¢ Gonee 100 Mr He M3ydyeHa; MCHOJB30BAaHUE J103
pUTOHAaBHMpa, mnpeBbluaronmx 100 Mr B CYTKH, MOXET W3MEHHTh MPO(HIb
6e3onmacHOCTH araszaHaBupa (MoOodHbIe JPQHEKTHl CO CTOPOHBI CEpACHHO-
COCY/IMCTOM CHUCTEMBI, THIepOuIupyOuHEeMus ), IO3TOMY OHO HE PEKOMEHIYeTCH.
Tonpko TPU COBMECTHOM MPUMEHEHHH KOMOWHALMHM aT3aHaBUP/PUTOHABHD H
3(haBUpeH3a BO3MOXKHO yBelIUYeHHe 03Bl puToHaBupa 10 200 mr 1 pa3 B cyTkH,
obecreumB IIPH 3TOM KIIMHUYECKUHA MOHUTOPHHI NAllUEHTA.

Caxapnolit Ouabem/zunepiuKkemus

Ha ¢oune neuyenus wunruburopamu mporteassi BUY y Hekoropeix BHY-
MHOUIMPOBAHHBIX IAlMEHTOB OTMEYEHbl TMIEPIIMKeMHs, BO3HHKHOBEHHE
caxapHoro amabeTa MaM OBOCTpEHHE yXe HMeIoIerocs caxapHoro auabera. B
HEKOTOPBIX CITydasX OTMeyalcs AnabeTHUeCcKui KeToalu103.
[IpHYMHHO-CTIEICTBEHHAs CBS3b MEX/y Teparnuei nHruouropamu nporeasst BUY u
STHMH CJIy4asMH He YCTaHOBJICHA.

I'emopunusn

V nanueHToB ¢ remModuiueil TMna A u B Ha doHe NevyeHuss MHrHOMTOpPAMH
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nporea3sl BUY oTMedanuch KpoBOTEUEHMs, B TOM YHCIE CIIOHTAHHBIE KOXKHBIC
KPOBOM3IIMSHUS M TIeMapTpo3bl. HEKOTOpHIM M3 3THX TNALMEHTOB TPebOBAIOCH
BBeJeHMe (akTopa cBepThiBaHus kpoBu VIII. B GonblIMHCTBE CilydyaeB JieueHHeE
uHru6uTopamu mporteassl BUY 6bUI0 MPOJOIDKEHO WM BO30OHOBJIEHO MOCIE
nepepbiBa. [IpUUMHHO-CIIEJICTBEHHAS. CBS3b MEXIy Tepanued HHrHOMTOpaMu
npoTea3sl BUY 1 3THMH cilydasiMu He yCTaHOBJIEHA.

[TaupenTsl ¢ reMmoduineit A i B TOMKHBI OBITH OCBEIOMIJIEHBI O BO3MOXXHOCTH
MTOBBIIIEHHON KPOBOTOYHMBOCTH.

Ilepepacnpeodenenue s#cuposoit Kiemuamku (1unooucmpoghus)

OTMeyvanuch eIMHMYHEIE CIIydaW Tepepacrpe/ieleHHs KUPOBOM KIETYaTKH, YTO
TIPOSIBISTIOCH OXHMPEHHEM [0 I[IEHTPAJIbHOMY THIY, YBEJIMYEHHEM IHKHPOBOH
KJIeTYaTKA B JOPCOLEPBUKaIbHOM 30He («OyiBOIMHBIA Tropb»), MOXyHaHUe
KOHEYHOCTeH M JMIa, yBeIMYeHHEe TPyIH, «KYIIHHIOMAHOE JULO». IIpudnHHO-
CIIeICTBEHHAs CBS3b MEXIy Tepanuei uHruouropamu mporeassl BUY u stumu
CJIy4astMH HE yCTaHOBJIEHA.

[MatmenTtsl ¢ (AaKkTOpaMM pHCKA OTHOCHTENBHO Da3BUTHS JMIOAUCTPO(HH
(MOXUIIONH  BO3pacT, JUIMTEIbHBIA IIPUEM MPOTHBOBHPYCHBIX IPENaparos,
HapyIIeHHs 0OMeHa BEIEeCTB) IOJDKHBI IOJIeKATh KITMHUYECKOMY 00CIIeJOBaHHIO,
BKJIIOUYasi BHELIHIOK OLIEHKY MepepacrpeieleHUs] dKUPOBOM KII€TYaTKH.
Memabonuueckue napamempoi/éec meja

Bec Tena, a TakKe COOTHOIIEHHE W COJEP)KaHUE JIMIIKUIAOB U TIIFOKO3Bl B KPOBU
MOJKET TOBBIIIATECS BO BPEMsSl aHTHPETPOBHPYCHOH Tepamuu. Takue W3MeHEHUS
MOTYT OBITH OOYCIOBJIEHBI TPOBEIECHHEM TEepaluK OCHOBHOTrO 3aboieBaHHMs, a
Takke 00pa3oM Ku3HM. KOHTpOJb 3a JIMMMAaMH M [JIFOKO30H  KPOBH
obecreYnBaeTcss COrIacHO peKoMeHjanusM 1o JedeHmo BUY-unbpexuui.
Hapymenus o6MeHa KMPOB JOJDKHBI KOHTPOJIMPOBATBCS COITIACHO KIMHUYECKOH
npakTUKe. [lpy MpuUMeHeHHH KOMOMHMPOBAHHOW aHTUPETPOBHUPYCHOH TEparuH,
BKJIIOUasi TaK)K€ COBMECTHOE TIPUMEHEHHE C OpajbHBIMH KOHTPALENTUBAMH,

OTMEYaJIUCh ClIy4Yau pa3sBUTHUA JUCIUITHICMHH.
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Cunopom eéoccmano61eHUA UMMYHUmMemMa

Pa3BuTre cHUHIpPOMa BOCCTAHOBIEHHMS MMMYHHMTETa OTMEYAJIOCh Y IIALUEHTOB,
MOJIy4aBIIMX aHTUPETPOBUPYCHYIO TEpamuio, BKIoYass arasaHaBup. Y BHY-
MH(OULMPOBAHHBIX MAIIMEHTOB B pe3yJIbTaTe OTBETa KUMMYHHOW CHUCTEMBI B Hayaje
KOMOMHMPOBAaHHON aHTUPETPOBUPYCHOM Tepaluu MOTYT MOSBUTHCS IPU3HAKH
BOCIIAJIMTENIBHOM peakuud B OTBET Ha TpOTeKarollue OECCUMIITOMHO WIIH
OCTaTOYHBIE OINMOPTYHUCTHYECKHE HH(EKIMHU (IUTOMETaJOBUPYCHBI DPETHHMT,
reHepayn30BaHHbIE W/WJIH JIOKaJTbHbIE MUKOOAKTepHalbHble MH(EKLINH, BHI3BaHHbIE
Mycobacterium avium, THEBMOHMS, BbI3BaHHas Pneumocystis jiroveci WA
TyOepKyJie3), KOTOpble MOTYT IPUBECTHU K Pa3BUTHUIO CEPHE3HBIX KIMHHUYECKHX
TIOCJIEACTBUN WM YXYAIIEHHUIO COCTOSIHMS mNanueHTa. OOBIYHO TaKhe peaKlUH
pa3BUBAIOTCSI B TEUEHHE IEPBBIX HECKOJIBKMX HEIENh HJIM MECSIEeB C Hayana
neuenus. JIooKHO OBITH TPOBEEHO 00CIIEJOBAHUE U COOTBETCTBYIOIIEE JIEYEHHE.
OTMeyanuch cilydyad ayTOMMMYHHBIX 3a0oJieBaHuil (HanpuMep, 6onesns I peiibea),
BO3HHUKABIIIKME MTPU BOCCTAHOBJIEHUH UMMYHHUTETA, OJIHAKO BpeMs Havaja pa3BUTHS
TaKHX 3a00JIeBaHMI BAPbUPOBAJIOCH Y PA3HBIX [TALIMEHTOB U MOTJIO HACTYIaTh Yepe3
MHOTI'O Mecs1IeB M0cje Hayasa Tepaluy aTa3aHaBUpPOM.

ITeuenounas nedocmamo4nocmso

AtazaHaBup MeTabOJIM3UpYeTCs, TJIAaBHBIM 00pa3oM, B II€YEHH, IOITOMY Y
[IALIMEHTOB C II€YEHOYHON HEIOCTATOYHOCTBIO IpernapaTr CleAyeT NMPUMEHATH C
OCTOPO’KHOCTBIO U3-3a BO3MOJKHOT'O YBEJIMYEHUS €r0 KOHIIEHTPALUH.

V NaIMeHTOB C yXe CYLIECTBYIOIIel AUChYHKIMEeH TeueHH, BKIoYas aKTHBHbIN
XPOHMYECKUH TeNaTuT, MOBBIIAETCS YacTOTa DPa3BUTHA HapylIeHWH QyHKIWH
TeYyeHH TNpH IIPOBEIEHUH KOMOWHHPOBAaHHOM AaHTHPETPOBHUPYCHOW Tepamuu. B
CBSI3M C OTUM HeOOXOJHMMO peryjsipHo HaOmoJaTh 3a COCTOSSHMEM TaKuX
MalMeHToB. B cilydyae yXy/IIIEHHS COCTOSHUS MOXeT OBITh IPHHATO pelleHHe O
TIPUOCTAHOBKe I MpeKpalieHny Tepanuu npenaparom COYMATA.

V NanyeHToB ¢ BUPyCHBIM renatutoM B nnu C uiy 0TMEYEHHOH /10 Havasa JIe4eHHs
IOBBIIIEHHOH aKTUBHOCTBIO TpaHCAMHMHA3 TPHUCYTCTBYEeT PHUCK JIallbHEHIIEro

ITOBBILIIEHUS aKTUBHOCTH TpaHCaMHWHa3 WUJIM JE€KOMIICHCAllUHA (bYHK]_II/II/I rnevyeHu. Y
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TAaKUX IAIUEHTOB J1a0OpaTOPHBI MOHHUTOPUHI (YHKLMH II€YEHU JIOJDKEH
OCYILECTBIIATHCS MEpe]] HayajJoM M BO BpeMs NPOBEIECHHs Tepaluu IpernapaToM
COYMATA.

Iloueunaa neoocmamoyHocmo

J171s maLMEeHTOB, HE HAXOIAIIMXCS Ha TeMOoIHan3e, He TpeOyeTcss KOPPEKIIMHU J03bI.
JIns mManMeHTOB Ha IeMOJHWalii3e, paHee He IMOYyYaBIIMX aHTHUPETPOBUPYCHOM
Tepanuu, npenapar COYMATA Ha3zHadaeTcs TONBKO B KOMOHMHALMH C
PUTOHABUPOM.

[TanMeHTaM ¢ TSOKEJIOH TIOYE€YHOM HeJOCTaTOYHOCTBIO, HaXOISAIIMMCS Ha
reMoJYain3e M paHee TMONy4YaBIIMM aHTHPETPOBUPYCHYIO TEpaluio, INpernapar
CDOYMATA npuMeHATh IPOTUBOIIOKA3aHO.

T'unepbunupyounemusn

YV [anMeHToB, MONy4YaBIIMX aTa3aHaBHp, OTMEYAMCh CIy4ad OOpaTHMOro
yBeNMYeHHss  HempsiMoro  (cBoGogHOro) — OumnupyOuMHa, — CBS3aHHOrO ¢
nHru6uposanueM Y JI®-rimokyporosmwitpancdepassl (YI'T). Cienyer yuects, 4TO
yBeJIMUeHHe aKTUBHOCTH TPAaHCaMHMHa3, OTMeYarolleecss IpPH MOBBIIIEHHOM
OWIMpYyOUHE y MAlMEHTOB, MOJYYAIOUIUX AaTa3aHaBUP, MOXET OBITh BBI3BAHO
IPYTUMH 3a60JIeBaHUSMH, TAKXKe COINPOBOXIAIOIIMMHUCS THIIEPOUIUPYOHHEMHEH.
AJIbTepHATHBHAA AHTMPETPOBUPYCHAs Tepalus ara3aHaBUpy MOXeT ObITh
PacCMOTpEHa, eCIU XKEeNTyXa UM MOXKEITEHHE CKIIep SIBIISIOTCS HEIPUEMIIEMbIMH
uist maurenTta. CHUKEHHE 0361 aTa3aHaBUpa HE PEKOMEHIYETCs, TIOCKOIbKY 3TO
MOXET TIpUBECTM K TIOTepe TepaleBTHYeckoro sddexra #  pPa3sBUTHIO
PE3UCTEHTHOCTH.

Het 101rocpoyYHbIX JaHHBIX 0 0€3011aCHOCTH MPUMEHEHHUS y TTAUEHTOB, HMEIOIINX
JUTUTENBHO COXPAHSIONIYIOCS KOHIIEHTpaluio OumupybuHa, Gosnee deM B 5 pa3
IIPEBHIIAIONIYI0 HOpMY. VIHAMHABHP TaKXKe MOXET ObITh NMPUYUHON yBEIMYEHHS
HerpaMoro (cBo6oaHoro) GuIMpyOHMHA, CBA3aHHOIO C WHIMOMPOBAaHHEM Y ]®-
rmokyponosuntpadchepassl  (YI'T). Ilostomy coBMecTHOE DPUMEHEHHE C

aTazaHaBUPOM HE PEKOMEHOBAHO.
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Yonunenue PQ unmepeana

Ata3zaHaBup MoxeT yanuHsaTe PQ um PR uHTEepBan y HEKOTOPBIX MAlUEHTOB.
CrnexyeT cobmroaTh OCTOPOXHOCTD MIPHU NIPUMEHEHUH TIpernapaTta y IMalkueHTOB C
HapyLIEHUSIMH CepeYHO IPOBOJAUMOCTH (HAIPUMED, aTPUO-BEHTPUKYIISPHAS
6nokana Il u III crenenn). Cnemyer cobmoaaTk OCTOPOXKHOCTE IIPH COBMECTHOM
NpUMEHEHHWH aTa3aHaBUpa C IIpernapaTamy, yAIuMHsommMd PQ  uHTepBan
(HarpuMep, aTeHOJION, AUITHA3EM, BEPATIaMMII).

Yonunenue QT unmepeana

OrMevamuch ciydan ymmHeHus QT HHTepBana y HEKOTOPBIX ITAlMEHTOB B
3aBUCHUMOCTH OT J03bl aTa3aHaBupa. Criexyer coOmrogaTh OCTOPOXKHOCTH IPH
NIPUMEHEHUH TIperapara y NalMeHTOB C HapyIIEHUIMH CEpACYHON MPOBOAUMOCTH
(HampuMmep, aTpuo-BeHTpuKy sipHas 6:1okana II u III crenenn umu Gnokazna my4xa
['Mca) 1 Ha3HA4YaTh ero TOJBKO B ClIy4ae, eClId IOTEHIHalIbHAs [10J1b3a NPEBBIIIACT
BO3MOXKHBIH PHCK OT MpUMeHeHHWs araszaHaBupa. Cremyer cobmonaTh ocoOyro
OCTOPOXKHOCTH TIPU COBMECTHOM IIPMMEHEHHMH aTa3aHaBMpa C NpenapaTamy,
yumssonumu QT uHTepBal (HanpuMep, KIapUTPOMHIIMH, CAJIMETEPOI), a TAKXKe
y TanuMeHToB ¢ ¢akrtopamMu pucka (OpaaMkapiusi, BpOXXISHHOE YIIMHEHHE
unTepBaia QT, HapyLIeHUs! IIEKTPOIUTHOTO OanaHca).

Coino

MakynonarnyJe3Hasi Cbillb, OOBIYHO OT JIETKOW [0 CpPEeJHEeH CTeNeHH, MOXET
HaOJII01aThCS B TEUEHHE MEPBBIX 3 HEJENb OT Havyaja Teparnuy aTa3aHaBUPOM.
OTMeueHO Takke pasBuThe cunapoma CruBeHca-JKOHCOHA, MYJIbTH(QOPMHOH
SPUTEMBI, TOKCHYECKON KOXKHOM CBINHU U JIEKAPCTBEHHOM CHINH C 303uHO(UINEN U
cuctemuoii cumnromarukoir (DRESS-cunzpom). ITauueHTb JOKHBI - OBITH
NpeyNpeXaAeHbl O BO3MOXHBIX IPU3HAKaxX M CHMITOMAax pa3sBUTHS CBINH.
B03MOYHBIE KOXKHbIE PEaKIUHK ClIeIyeT TIIAaTeIbHO MOHUTOPUPOBaTh. [ [priMeHeHne
npenapara J0J/DKHO OBbITh IIPeKPaIIeHO TIPU Pa3BUTHH TsHKEJIOH CTENIEHHU CBIIH.
TuraTenbHBI KOHTPOJb 38 COCTOSHHEM KOXKHBIX TIOKPOBOB ITO3BOJISET MPOBECTH
PaHHIOK JMArHOCTHKY M HEMEJJIEHHO TPHUOCTAHOBHTH IPUEM IOJ03PUTEILHOTO

JICKapCTBEHHOT'O CPEZICTBA. [TarueHTHI, Y KOTOPLIX paHee OBIJIO OTMEYEHO pa3BUTHUC
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cuapomMa CruBeHca-/[xoHncona u DRESS-cunapoma, acconuupoBaHHOE C
aTa3aHaBUPOM, HE MOTYT CHOBA IIPUMEHSTh €ro M0cje MPUOCTAHOBKH JICYEHHUS.
Hedghponumuas u xonearumuas

B Xole MOCTperucTpalMOHHBIX HMCCIeOBaHUN MO Oe30MaCHOCTU IPUMEHEHUS
atazaHaBupa y BHWY-undpuuupoBaHHBIX MALMEHTOB OTMEYAIUCh CIy4dau
HepponuTHaza WWIM XojequThasa. HeKoTopblM malMeHTaMm InoTpeboBanach
TOCIMTAIM3ALIMS IS TPOBEICHUs HEOOX0IUMOM TepaIny, Yy HEKOTOPHIX MMAlHEHTOB
HaOJIONAINCh OCJIOXKHEHMsI. B HEKOTOpBIX ciydasXx pa3BUTHEe HedponuTHasa
COIIPOBOXIAIOCH OCTPOM TMOYEYHOM HEJOCTATOYHOCTHIO M HapylIeHHEM paboThl
nouek. IIpy HaIMYUK CHMITOMOB He(pOIMTHA3a W/WIHM XOJEIMTHa3a ClemyeT
BPEMEHHO MpepBaTh TEPAIHIO UM IIOJTHOCTHIO IIPEKPATUTh MPUEM Ipernapara.
O0HoBpeMeHHbLIL npUeM ¢ Opy2UMU JIeKapCMEEHHbIMU npenapamamu

He  pexoMeHayeTcs  OOHOBPEMEHHOE  IIpPUMEHEHHME  ara3aHaBuUpa  C
amopeacmamuHoM.

[Tpy HEOOXOTUMOCTH MPUEMaA 21H0KOKOPMUKOCMEPOUI08 PEKOMEHIYETCs IpHeM
mperapaToB, He  sBsoumxcs  cyOctparamu  m3opepmenta  CYP3A4
(Oexs0MeTa30H).

[TockonbKy — ara3aHaBUp MeETa0OJIM3MPYETCs B  OCHOBHOM  ITOCPEJICTBOM
nzodpepmenta CYP3A4, coBMecTHOE IPUMEHEHHE aTa3aHaBUpa U JIEKAPCTBEHHBIX
npenapartos, uHAyupyonmx nzodepment CYP3A4, He pekomeHyeTcs.
Heeupanun, sBnsscy unmykropom mzopepmenta CYP3A4, chmwkaer neficTBue
arazaHaBupa. Kpome Toro, us3-za yBEJIMYEHHUS KOHUEHTpALUMH HEBHUpANKHA
BO3pacTaeT ero TOKCHYHOCTH, II03TOMY JIaHHAs KOMOWHALHS He PEKOMEHTyeTCH.
KoMOMHMpOBaHHas Tepamusi aTa3aHaBUPOM M 2¢paeuper3om TPUBOMUT K
yMeHbIIeHHI0 >(Q¢eKTa ara3aHaBupa, MOITOMY ee cielayer wusberats. Eciu
TPUMEHEHKE JaHHOW KOMOWHALMU abCONIOTHO HEOOXOIWMO, paspellaercs ee
IPAMEHSTH TONBKO y TAlMEHTOB, paHee He IIOMyYaBIIMX aHTHPETPOBHPYCHOM
tepanuu. [Ipu sTom arazanaBup 400 mr u puronasup 200 Mr Ha3HayalOT B BHIE
OZIHOKPATHOM J103bI BO BpeMsl €/ibl, a 3()aBUPEH3 — HATOLIAK, [1€PE/] CHOM.

CoBMecTHOe TpUMeHeHHne eopuxonazona (200 Mr 2 pa3a B JieHb) ¢ KOMOMHALMEH
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aTa3aHaBUP/PUTOHABUP Yy MAL[MEHTOB C KaK MHHHUMYM OJHMM (QYHKIHMOHAIbHBIM
amnenem wuzopepmenta CYP2C19 mnpuBOAMIO K CHHXKEHHMIO KOHIEHTpALUA
BODMKOHA30Jla ¥ ara3aHaBupa B IuiazMe KpoBd. COBMECTHOE TpUMEHEHHUe
BopuKkoHaszona (200 Mr 2 pasa B JieHb) ¢ KOMOMHAIMEH aTa3aHaBUP/PUTOHABUD Y
nanueHToB 6e3 gyHKiMoHanpHoro amiens uzopepmenta CYP2C19 npuBoauino k
TMOBBILIEHHIO KOHIIEHTpAIlMid BOPHUKOHA30Ja M CHIKEHHIO KOHICHTpALUH
arazaHaBupa B IUIa3Me KpoBH. CoBMecTHOe MNPUMEHEHHEe BOpPHKOHa3ola U
KOMOMHAIMK aTa3aHaBUP/PUTOHABUD PEKOMEH/YETCs TOJIBKO B TE€X CllyvasX, KOoraa
MOTeHI[ANbHAS TONb3a INPUMEHEHHMs BOPUKOHa30/la IpeBblmaerT puck. [lpu
NPUMEHEHNM TaKOi KOMOWHMPOBAaHHOM Tepamuu HEOOXOAWMO IPOBOIHTDH
TIIATENbHBIA MOHHUTOPHHI TOOOYHBIX 3(QQEKTOB BOPUKOHA30JIa, a TaKXke
5} (eKTHBHOCTH BOPHKOHA30JI1a U aTa3aHaBMpPa, KOTOPBIE MOTYT CHHXKAThCS.
Cunoenagpun, maoanagpun, eapoenagun: TPH COBMECTHOM INPHUMEHEHUH
uHrHOuTOpoB  mporeasbi BWY ¢ uHrubmropamu  docdonmacrepassl-S,
Metabonusupyroumecs nzopepmenTom CYP3 A4 u npuMeHseMbIMH 115 JI€UEHUS
SPEKTUIILHOM JUCOYHKINH, BO3MOXKHO 3HAYUTENIbHOE YBEIMICHNE KOHIEHTPALUHU
MHTEOUTOPOB  (pocommdcTepasbl-5 ¥ yCWIeHHEe HX T000YHBIX I(QeKToB,
CBSI3aHHBIX C BIMgHMEM (ochoauacTepassl-5 (HanpuMmep, MIOTEeH3Ms], IPHAIU3M,
HapyIIeHUS 3PEHHS).

[IprMeHeHHe KOMOMHAIMM aTa3aHaBHp/PHUTOHABUP COBMECTHO C (hIymuKasoHa
NPONUOHAMOM UNU OPYUMU 2TIOKOKOPMUKOCMEPOUOAMU, MEMAOOTUSUDPYIOUSUMUCS
usopepmernmom CYP3A4, He peKOMEHI0BaHO U BO3MOXKHO TOJIbKO B TOM Ciydae,
ecIM MOTEHIMAbHAS TMOJIb3a Tepaliy MPEBbIIAeT PHCK CHCTEMHBIX 3(p(heKToB
IIOKOKOPTHKOCTEPOUIOB, BKIOYas CHHApoM WMuenko-KymuHra M yrueTeHune
(GYHKIIUK KOPbI HAIIOYEYHUKOB.

CoBMeCTHOe IPUMEHEHHUE caimemepona U aTa3aHaBupa He peKOMEHI0BaHO B BUIY
TIOBBIIIEHHOTO PHMCKa pPa3sBUTUS NMOOOYHBIX 3(P(HEKTOB CO CTOPOHBI CEPAEIHO-
COCYIUCTOM CHCTEMBI, CBOMCTBEHHBIX CAJIMETEPOITY.

Bo Bpems JieueHHs aTa3aHaBUPOM He PEKOMEH/yeTCsl OJHOBPEMEHHOE Ha3HAUCHHE

UHEUOUMOPOE NPOMOHHOU NOMNbl. VIX Ha3zHAa4aroT TOJIBKO B TOM CllyHae, eClii MX
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NpUMeHEeHUe KpalHe IoKa3aHo. PekoMeHIyeTcsi THIaTeNbHbIA KIMHUYECKUM
MOHHUTOPUHT COCTOSIHMSI TAI[MeHTa M TpPUMEHeHHe KOMOWHAIlMM aTa3aHaBUP
400 mr/putonaBup 100 Mr c omenpa3oyioM B MaKCUMaJIbHOU f03¢ 20 MI' OIMH pa3 B
NeHb (WX APYTHUM IperapaToM M3 TPYIIbl UHIMOUTOPOB MPOTOHHOM IIOMIIBI B
SKBUBAJIEHTHOM J103e). He pexoMeHayeTcs NMPUMEHSTh OMeIpasosl B Jo3e Oonee
20 Mr B IeHb (WU IpyTo# npenapar U3 rpyninbl MHTUOMTOPOB IIPOTOHHOM ITOMIIBI B
SKBUBAJICHTHOM J103€).

CoBMecTHOe NMPUMEHEHHe aTa3aHaBUpa C 20PMOHANbHbIMU KOHMPAYEeNnmusamu uiu
OpPANbHLIMU  KOHMPAYEeNnMmuBHbIMU Cpeocmeamu, CONEPKAIUMH IIpOrecTareHsl,
OTJIMYHBIE OT HOprecrMMaTra WM HOPITUHIPOHA, HE HM3y4yajoCh M II03TOMY HE
PEKOMEHJOBaHO.

[Tonudicennas KUCIOMHOCMb  JHCeNyO0YHO020 CcOKa (noeviutenue 3HaveHus pH
JHCeny00UH020 COKa)

KoHIleHTpalus aTa3aHaBUpa MOXKET CHIKAaThCS NMPU yBEIMYEHMH 3HaveHus pH
KEJTYJIOYHOTO COKa, HE3aBUCUMO OT IIPUYHMH, BBI3BABIIKX 3TO YBEJIHUCHHE.
Ocmeonekpos

B penkux ciydasx Npd MPUMEHEHHH KOMOHWHHPOBAaHHOW aHTUPETPOBHPYCHOH
Tepandd B TeYeHHe JJIUTEIBHOIO IE€pHOJa BpPEMEHH OTMEYAUCh CJIy4Yau
OCTEOHEKpO3a, OCOOEHHO y MAalHeHTOB ¢ (aKTOpaMM pHCKa (BBICOKWH HHIEKC
Macchl Teja, MMMYHOCYNpecCHs, YNOTpeOJIeHHe aJKOroJyis, COIMYyTCTBYHOIIEe
TNPUMEHEHHE KOPTUKOCTEPOKUIOB). [IpH MOsSBIEHNH y TalMeHTa OOJIe3HEHHOCTH B
CycTaBax WM 3aTPyIHEHUSX INPU JBMKEHHMH CJleJlyeT YYUTBIBATH BO3MOXHOCTb
pa3BUTHSI OCTEOHEKPO3a.

Jlakmosa

[TauueHTam ¢ AeHUIMTOM JIAKTa3bl, PeIKOM HAC/IEICTBEHHON HETEPEHOCHMOCTBIO
JAKTO3BI, TJIIOKO30-TaJIaKTO3HOM MaiibabcopOIeld NpUMEHEHHe Ipernapata
COYMATA npoTuBOIIOKa3aHo.

Jlemu

OTCYTCTBYIOT PEKOMEHAIUH 110 PEXUMY 103UPOBaHUs aTa3aHaBUpa B J03UPOBKE

300 Mr y zmeTeii ¢ Maccoii Tena MeHee 35 KT.
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[Tpodune Ge3omacHOCTH aTa3zaHaBUpa y JeTe ¢ maccoil Tena 35 Kr U BBILIE
COTIOCTaBHM C TaKOBBIM y B3POCIIBIX MTAIIUEHTOB.

AcumMrntoMaTuyeckoe yinHenne PR wuHTepBanma Gonee yacto HaOmModanoch y
JeTeil B CpaBHEHMHM CO B3pOCIBIMU MallME€HTaMHU. ACHMIITOMAaTH4ecKas aTpHoO-
BeHTpHUKyspHas Ookana II u Il crenenn Takxke ormedanack y nereil. Crenyer
COOMIOAaTh OCTOPOXXHOCTh IPH COBMECTHOM IIPUMEHEHHMM C IIperaparamy,
BBI3BIBAIOIIMMH yTHHeHHe PR nHTepBasna, a Taxke py NpUMEHEHUH TIpernapara y
MAalMEHTOB C HApYIIEHUSIMA CEepAEeYHOH IPOBOJMMOCTH (HAIlpUMeEp, aTpuo-
BeHTpHKYyJsapHas 6iokana 11 u 111 crenenu nu 610kana mydka ['uca), ¥ Ha3Ha4YaTh
€ro TOJBKO B Clly4ae, eClid MMOTEeHIMaIbHAs 110J1b3a MPEBbIIIAET BO3MOXKHBIA PHCK
OT TpUMEHEHHs IMpernapaTa. PeKOMeHIOBaH MOHUTOPHMHI DPabOThI CepaevHO-
COCYIMCTOM CHCTEMBI TIpU HAIHYMH KJIHHHYECKUX CHMITOMOB (Hampumep,
Opaaukapaun).

BiusinMe Ha CHOCOOHOCTL YNPaBJAATH TPAHCNOPTHBIMH  CpPEACTBAMH,
MeXaHHU3MaMH

CrienMaibHBIX HCCIEI0BAHMI 110 M3yUYEHHMIO BIMAHHUS aTa3aHaBHpa Ha CIIOCOOHOCTh
YIpaBIATh TPAHCIOPTHBIMH CpPEACTBAMH M paboTaTh € MeXaHHU3MaMH HeE
TIPOBOJIUIIOC.

Bo BpeMs JieueHHsl aTa3aHaBUPOM ObIIIM OTMEYEHBI CITy4au FOJIOBOKPYKEHHUS.
®opma BbINycKa

Karncysi, 150 mr, 200 mr, 300 mr.

[To 6, 10 xamcysn MoOMeNIal0OT B KOHTYPHYIO SYEHKOBYIO YNAKOBKY H3 IUICHKH
[TA/A/TIBX wnu mwienku [IBX 1 Gosbru alFoMHHAEBOH N1€4aTHOH JJAKKUPOBAHHOM.
ITo 10, 30, 60, 90 wmm 100 Kancys NOMEIIAT B GaHKY U3 MOJMITHIIEHa BBICOKOU
IUJIOTHOCTH, YKYIIOPEHHYIO KpBIIIKOM HaBMHYMBAEMOW U3 IOJUIPONMIEHA C
KOHTpOJIEM TIepBOro BCKpbITHs. CBOOOIHOE MPOCTPAHCTBO B OaHKE 3alOIHSIOT
BaTOM MeIUIIMHCKOW T’MIPOCKOIIUYECKOM.

Kaxnyro 6anky wiu 2, 3, 6, 9, 12 KOHTYPHBIX SEHKOBBIX YIIAKOBOK BMECTE C

I/IHCTp}’KIII/ICf/i 10 MEIULIMHCKOMY ITPUMEHEHHUIO IIOMEIIAl0T B IMa4YKy U3 KapTOHA.
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YcioBusi XpaHeHHS

[Tpu Temnepatype He Bbiiie 25 °C B OpUTHHAIBHOM yIaKoBKe (Mauke).
XpaHUTh B HEJOCTYITHOM IS IETEHM MECTeE.

Cpok roguoctu

2 rofa.

He npuMeHATh N0 UCTEUEHUHU CPOKA FOJHOCTH.

YcioBus oTnycka

OrtmyckaroT 110 peuenTy.

Buiiajesien perucTpanHoHHOI0 YA0CTOBEPEHH

000 «ITPOMOME/]] PYC», Poccus

129090, r. Mocksa, mpocriekT Mupa, nom 13, crpoenue 1, odpuc 13
IIpousBoauTenb

AO «buoxumuky», Poccus

FOpunnueckuit anpec: 430030, Pecy6nka Mopzosus, r. Capanck, yi. Bacerko,

o. 15A

Anpec Mecta mpousBoicTBa: 430030, Pecmy6nuka Mopnosus, r. CapaHck,

yi. Bacenko, 1. 15A
Ten.: +7 (8342) 38-03-68

E-mail: biohimic@biohimic.ru, www.biohimik.ru

Opranusanusi, IpHHEMAIOLIAsl IPETEeH3HH NoTpeduTe el
000 «ITPOMOME/] PYC», Poccus

129090, r. Mocksa, npocnekt Mupa, n1om 13, ctpoenne 1, odpuc 13
Ten.: +7 (495) 640-25-28

E-mail: reception@promo-med.ru

KpyriocyTounslii TeneoH ropsdeit TMHUM (hapMaKoHaa30pa:

8-800-777-86-04 (6ecruiaTHO)

PykoBoauTeNnb OTAENA
PErMCTpAlUH U PETYIATOPHBIX OTHOLIEHHH

000 «ITPOMOME/]] PYC» 2\T.B. JIrotoBa
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