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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA

CuManon

PerncrpanuoHHblii HOMep:

Toprosoe HauMeHoBaHue npenapara: CumMaHo

MexayHapoaHoe HeMATEHTOBAHHOE WM I'PYNIIUPOBOYHOE HAUMEHOBAHME  aTa3aHABUD
JlekapcTBeHHasi gopma: KarcyJsibl

Cocras:

CocraB Ha 1 karncyny:

eiicmeynouiee geuiecmeo:

ArazanaBup — 150,00 mr/200,00 mr/300,00 mr

B BUJIE aTa3aHaBupa cyibara — 170,85 mr/227,80 mr/341,70 mr.
Bcnomozamenvnie geuecmaea:

KpocnoBunon — 16,50 mr/22,00 mr/33,00 mr, nakro3sl mororuapar — 74,60 mr/99,47 mr/149,20

Mr, HaTpus creapuidymapat — 8,05 mr/10,73 mr/16,10 mr.

CocTaB TBepAbIX JKeJATHHOBBIX KAICYJI:

Hnst no3upoBku 150 mr:

kopnyc kancynvl: TATana guokcua — 2,0000 mr, sxenatud — 10 100 mr;

Kkpviueyka kancyasl. kpacurenb [lonco 4R — 0,2401 mr, kpacuTens COTHEYHBIN 3aKaT KENThIH —
1,2753 mr, tutana guokcua — 1,5004 mr, sxenatud — 10 100 mr.

Hnst no3upoBku 200 mr:

kopnyc kancynvl: TATaHa quokcua — 2,0000 mr, sxenatud — 10 100 mr;

Kkpviueyka kancynvl: TaTaHa nuokcua — 1,0000 mr, kpacuTens CONHEYHBIA 3aKaT KENTHIA —
1,0000 wmr, xematud — 10 100 mr.

Hnst no3upoBku 300 mr:

kopnyc kancynvl: TATaHa quokcu — 2,0000 mr, sxenmatud — 10 100 mr;

Kpvlueyka kancyavl: TATaHa quokcua — 2,6000 mr; kpacuTellb XMHOJIMHOBBIHM JKENThIN —

0,4343 wmr, kpacuTenb CONMHEYHBIN 3aKat kenTbiil — 0,0057 mr, sxenatud — 10 100 mr.

Onucanue

Hns moszupoBku 150 wr: TBepaple >kenaTHHOBBIE Kamcyiasl Ne 1, kopryc Oernoro 1Bera,
KPBIIIEYKa OPAHKEBOTO I[BETA.

Jns nosupoBku 200 wmr: TBepable kemaTuHOBBIe Kamcyiasl Ne O, kopmyc Oernoro 1BeTa,
KpBIIIEYKa OPAHKEBOTO I[BETA.

Jis no3upoBku 300 wmr: TBepable skenaTwHOBBIE Kamcynsl Ne 00, koprmyc Oenoro 1BeTa,
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Cogepx’uMoe Karcyll — CMeCh MOPOIIKA U TPaHyll OeIoro WM OEJIOro ¢ KEJITOBATHIM OTTEHKOM
1[BETA.

dapmakoTepaneBTHYecKasi TPyINNa: MPOTHUBOBUPYCHBIE CPEICTBA CHUCTEMHOIO JIEHCTBUS;
MIPOTUBOBUPYCHBIE CPEJICTBA MPSIMOTO ACHCTBUSI; MHTUOUTOPHI MPOTEa3.

Kon ATX: JOSAEO8

®apMakoJIOrH4ecKue CBoiicTBa

Dapmakoounamuxa

AtazaHaBUp SBISETCA a3alenTUIHBIM HHTHOUTOpOoM mpoTeassl BUU-1. DTo BemecTBO
CCJICKTUBHO HWHTHOMpYET BHUpYC-clieM(PHUUYSCKUN mpoueccuHr BupycHoix Gag-Pol
nporenHoB B BUY-uHQUIIMPOBAHHBIX KJIETKaxX, MpeaoTBpamias oOpa3oBaHUE 3pPebIX
BUPHUOHOB U 3apa)X€Hue JAPYTuX KIEeTOK. B mporiecce yieueHHs y HEKOTOPHIX MAI[UEHTOB
MOXKET Pa3BUThCA  PE3UCTEHTHOCTh (YCTOWUMBOCTH) K JACHCTBUIO Mpemapara
(cneruduyeckass pe3UCTCHTHOCTh) MM K JEHCTBHUIO KaK aTa3aHaBHpPa, TaK M JPYTUX
UHTHOUTOPOB MpoTea3bl BUY (mepekpecTHasi pe3uCTeHTHOCTD ).

Pesucmenmnocms u nepexkpecmuas pe3ucmenmHocms

Pe3ucTeHTHOCTh W TepeKpecTHas PE3UCTEHTHOCTh K HWHrubuTopam mpoteassli BUY
Ha0I10a7]ach B pa3/IMUHOM CTENEHU €€ MpOosBICHUA. PE3UCTEHTHOCTh K aTa3aHaBUPY HE
BCEerja SIBISETCA TMPEMSATCTBUEM [JI1 IOCJENO0BATEIbHOTO MPUMEHEHUS JIPYTHUX
WHTHOUTOPOB TIpoTea3bl BIY.

Pesucmenmnocms in vitro (8 xynremype kiemok). UyBCTBUTEIBHOCTh K aTa3aHaBUPY
M3ydall Ha KYJbType KJIETOK, BBIJCJICHHBIX Y TMaIMEHTOB, MPEXJEC HE MOITyYaBIIUX
npemnapar. BrisiBIeHa YeTkash TEHACHIUS K CHUKEHUIO YYBCTBUTEIHHOCTH K aTa3aHaBUPY
KJIETOK, OOHApY>KUBIIUX BBICOKHUH yYpOBEHb MHOXXECTBEHHOW PE3UCTEHTHOCTH K APYTUM
uHrubutopam mnpoteassl BUY. HampotuB, 4YyBCTBHUTEIBHOCTH K aTa3aHaBUPY
COXpaHsIACh Y KJIETOK, PE3UCTEHTHBIX TOJBKO K 1-2 uHrnOuTOopam nporeasst BUY.
Pesucmenmnocms in vivo. ViccnenoBaHus INMOKa3ajld YETKYH0 3aBUCHUMOCTb DPa3BUTHUS
PE3UCTEHTHOCTH OT TOTO, MOJIy4all JIM MAallMeHT paHee aHTUPETPOBUPYCHYIO TEPAIUIO, U
eclu Ja, NMPUMEHSUICS aTa3aHaBHpP B KAdyeCTBE €IWHCTBEHHOTO WHTUOUTOpa MpOTeasbl
BUY nnu B KOMOMHAIIMK C PUTOHABHUPOM.

Ilayuenmeoi, panee He nonyuaguiue aHMupempoOBUPYCHYI0 Mepanuio:

Amaszanasup 400 me (6e3 pumonasupa)

He BbIsIBIIEHO NEpPEKPECTHOM PE3UCTEHTHOCTH MEXKAY aTa3aHABUPOM U aMIIPEHABUPOM.
DEeHOTUNNYECKUA aHalli3 HM30JMPOBAHHBIX KIETOK TOKa3ajl pa3BUTHE YCTOWYHUBOCTH,

CHeIII/I(i)I/I‘IeCKOI\/’I TOJIBKO  JJI4 ara3aHaBupa H COYEeTaBIICHCI C IOBBIIICHUEM
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9yBCTBUTEIBHOCTHU K JIPYTUM HHTUOUTOPAM M)OTEA3 g CINENOBATENEHO

JMY OTUETY

Amaszanasup 300 me/pumonasup 100 me

HccnenoBanue 3¢p(HEKTUBHOCTH KOMOWHALMK aTa3aHABUP/PUTOHABHP (B CpaBHEHUHU C
KOMOMHAIMel JIONMHABUP/PUTOHABMP) y IALMEHTOB, paHee HE IOJy4aBUIUX
AHTUPETPOBUPYCHOM Tepanuu, IMoKazajlo, yTo uepe3 96 Hex mocie Hayana Tepanuu
TOJIBKO B OJIHOM CIIyyae HEyJauu Tepanmuu pa3BUiach (PEHOTUIIMYECKAS YCTOHYMBOCTH K
aTa3aHaBUDY.

Ilayuenmul, panee nonyyaguiue anmupemposupyCcHyio mepanuio:

Amazanasup unu amazanagup/pumoHasup

B OonbmmHCTBE ciiyyaeB Heyaauu Tepanuu Ha 48-i HeJ y MAallMEHTOB pa3BHBajach
MHO)KECTBEHHAs] PE3UCTEHTHOCTh K pa3IMYHbIM HHTruOuTopam mnporeassl BHUY, a He
cnenupuyeckas yCTOMYUBOCTb K aTa3aHABUDPY.

DapmakoKunemuka

®apMaKOKMHETUUECKHE CBOWCTBA aTa3aHAaBHPa OLIEHUBAJIUCh Ha 3J0POBBIX 100OPOBOJBLAX U
BUY-uHpuImpoBaHHBIX MallEHTaX.

Abcopboyus

[Tpu nnutenbHOM mnpueMe ara3zaHaBupa B jgo3e 400 mr 1 pa3 B JeHb OJHOBPEMEHHO C
IPUEMOM JIETKO YCBOSIEMOW MHIIM MaKCHMMalbHas paBHOBecHas KOHIEHTpanus (Cmax)
aTa3aHaBMpa B IJJa3M€ YCTaHABJIMBAETCS IMPUMEPHO yepe3 2,7 4 mocie npuema. Y crolunBas
paBHOBECHAsl KOHLIEHTpALUs aTa3aHaBUPA JOCTUTAECTCS MEXIY 4- U 8-M AHAMU IpUEMA.
Bruanue nuwu

[IpuMeHnenune aTazaHaBUpa BMECTE C MUIIEH yiaydliaeT ero OMOJOCTYMHOCTh M YMEHBIIAET
(apMaKOKHHETHYECKYIO BapuadeabHOCTh. [I[puMeHeHne kKoMOMHAMK aTa3aHaBUP/pUTOHABUP
C muIIeH ynydmaer OMOAOCTYIIHOCTh aTa3aHaBUpa.

Pacnpeoenenue

AtazaHaBup Ha 86% cBsA3bIBaeTCs C O€IKaMH CBIBOPOTKM KpPOBH, INPU HSTOM CTEHEHb
CBSI3bIBAHMS C O€JIKaMU HE 3aBUCUT OT KOHUEHTpalMU. B aHaIornyHON CTENEeHU aTa3aHaBHUP
CBA3BIBAETCS C Ol -KUCIBIM INIMKONPOTEMHOM U albOyMHUHOM. ATa3aHaBUp OIpeaesseTcs B
CIIMHHOMO3TOBOM M CEMEHHOM KUJKOCTSIX.

Memabonuzm

ATazaHaBup MeTabonmm3upyeTcss B OCHOBHOM mocpeactBoM m3odpepmenta CYP3A4 ¢
00pa3oBaHMEM OKHCJIEHHBIX METa00JIUTOB. MeTaboINThI BBIACISAIOTCS B XK€Yb B CBOOOJHOM
BUJIE WM B BHUJE KOHBIOTaTOB C TJIIOKYPOHOBOM KuciOTOW. He3HauuTenpHas dYacThb
aTazaHaBHpa MeTaboyu3upyercs nyreM N-Ie3alKIINPOBAHUS U THAPOIU3A.

Buigeoenue
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COOTBETCTBEHHO, 79 u 13% oOmeit pagnoakTHBHOCTH. J{0JIs1 HEU3MEHEHHOTO aTa3aHaBHpa B
KaJIe 1 MOY€ COCTaBIIsJIa, COOTBETCTBEHHO, 0K0J0 20 u 7% BBenenHoi no3bl. Cpeaauit T1/2
aTazaHaBHpa Yy 3J0pOBbIX J100poBosblleB U BUY-uHGUIMPOBAHHBIX B3POCIBIX COCTAaBIISI
0K0J10 7 4 ipu npueme B 103e 400 Mr B JIEHb C JIETKO YCBOSIEMOU MUIIEH.
DapmakoKunemuKa ¢ 0coovlx zpynnax

Iayuenmul ¢ neueHouHoOU HEOOCMAMOYHOCBIO

ATazaHaBup MeTa0OJM3UPYETCS U BBIBOJAMUTCS MPEUMYIIECTBEHHO IeueHblo. BiusHue
HapylmieHuil (QyHKnuM nedeHW Ha (apMaKOKMHETHYECKHE IapaMeTphl aTa3aHaBHpa IMpH
COBMECTHOM IpueMe U 0e3 PUTOHABUPA MOXKET YBEIWYUTHCA Yy MAIMECHTOB C MEYCHOYHOU
HEJIOCTATOYHOCTBIO CPEIHEN U TAXKEIIOM CTEIEHU.

Ilayuenmol ¢ noueunol HeAOCMAMOUYHOCMbIO

VY 310poBBIX JOOPOBOJBIIEB BHIBEICHHBIM C MOYOW HEM3MEHEHHBIH aTa3aHaBUP COCTABIISI
0KO0JI0 7 % mpUHATOM J03HI.

OtcyrcTBYIOT  (apMaKOKMHETHYECKHE  JaHHbIE Uil TAlUeHTOB  C  IOYEYHOU
HEJIOCTATOYHOCTHIO, IPUHUMABIINX aTa3aHABUP C PUTOHABUPOM.

[Ipumenenune atazaHaBupa 0€3 pUTOHABHpPA M3Y4aloCh y MAlMEHTOB C TSKEIOW MOYEUHOM
HEJ0CTaTOYHOCTHIO, B TOM YHCJIC HAXOASIIUXCS Ha TeMOANAIN3E, MPUHUMABIINX MIpenapar B
no3e 400 mr ommMH pa3 B JeHb. Pe3ynbrarhl mokasaiw CHUXKEHHE (papMaKOKMHETHYECKUX
napamerpoB Ha 30-50% y mHanMeHTOB, HAXOMAIIMXCA HAa TEeMOJUAlIU3€ B CPABHEHUU C
HalMeHTaMU ¢ HOpMaJbHOH QyHKIMEN modyeK. MeXaHH3M 3TOro CHUKEHUsSI HEe U3BECTEH.
Bospacm/non

He oTMedeHO KIWHWYECKH 3HAYMMBIX OTIMYAN (HapMaKOKHHETHYECKHX IapaMeTpPOB B
3aBUCUMOCTH OT BO3pacTa U IoJia MalueHTa.

bepemennvie scenuyunol

3HauYeHUS MaKCUMalbHOW paBHOBeCHOW KoHmeHTpauud (Cmax) ¥ IUIOMATU  TIOJ
dapmakokunernueckoi kpuBoi (AUCs) nns araszanaBupa Obuth Bhimie Ha 26—40% y KEHITUH
B mociieposioBoM mnepuonae (4-12 nHenens), yem y BUY-unpunupoBaHHbIX HeOEepeMEHHBIX
HAIMEHTOK.

MunumanpHasi ~ KOHIGHTpaIusi — ara3aHaBUpa B IOCIEPONOBOM  Iepuojae  Obuia
npuOIM3UTENIFPHO B 2 pa3za BBINIE TOW, KoTopas HaOmogamack n0 3toro y BHUU-
UH(QULIHPOBAHHBIX HEOCPEMEHHBIX JKEHIIHMH.

Iemu

Benuunna abcopOuuu ara3zaHaBupa y JAeTed BbIIIE, YeM Yy B3POCIBIX MAaIlUE€HTOB. Y

MaJICHBbKHUX )IeTeI\/’I CymI€CTBYET HE3HAYUTCIbHAd TCHACHIUA K Ooiee BBICOKOMY KIIMPCHCY
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[IapaMeTpPOB y AETEH BBILIE, YEM Y B3POCIHBIX.

Paca

HccnenoBaHuss  He  BBISIBWIM ~ KAakoro-aubo  BJIMSHUS ~ pachl  [AaLMEHTOB  Ha
(apMaKOKMHETHYECKHE ITapaMeTphl aTa3aHaBUpa.

IToxa3anusi K NPUMeHEHHIO

Jleuenne BUY-1 undekunu, B koMOMHAINMU C APYTHMU aHTUPETPOBUPYCHBIMH IperapaTaMu, y
MAIJUEHTOB, PAHEE NOJyYaBUIMX WM HE NOJyYaBUIMX aHTUPETPOBUPYCHYIO TEPAIUIO.
IIporuBomnokazanus

o IToBbllIeHHasT YyBCTBUTENIBHOCTh K aTa3aHaBUPY WM JHOOOMY APYroMy KOMIIOHEHTY
npernapara;

o Hapymenus ¢pynkuuu nedyenu Tsoxenoi crenenu (kiaace C no xnaccuduxanuu Yaidna-
[1pr0) mpu MHOOBIX pexKUMAax JO3UPOBAHUS;

o KomOunHanus arazaHaBUp/pUTOHABHP y MALMEHTOB C HAPYUIEHUAMHU (YHKIMU MEYEHU
cpenneii u Tshxenou crenenu (knace B u C o knaccudukanuu Yaing-I1sio);

o Heduuut naxrassl, penkas HacJeICTBCHHas HENEPEHOCUMOCTb JIaKTO3bl, IJIFOK030-
raJlakTo3Has MaJibaObCcopOIIHs;

o VY NanueHToB C TSAKEI0N NOYEYHON HENOCTATOYHOCTBIO, HAXOASIINXCS HA TEMOAUAIIN3E
U paHee MOoJy4YaBUINX aHTUPETPOBUPYCHYIO TEPAIIUIO;

o ATazaHaBUp B KOMOMHALIUU C aCTEMHU30JI0M, Tep(PEHATUHOM, HU3ANPUAOM, TUMO3HIOM,
OenpuamioM, XUHMJIMHOM, (B TOM 4YHCJIE JJs aTa3aHaBHpa COBMECTHO C PUTOHABUPOM),
TPHUA30JIaMOM, MHJa301aMOM (A1 TpuUeMa BHYTPb), aJKAJIOMJAaMHU 3proTamMuHa (OCOOEHHO
HProTaMMHOM, JTUTHUIAPOIPrOTAMHUHOM, 3PrOMETPHHOM, METWIIPTOMETPUHOM), MpenapaTamu
3Bepobosi  mpojbipsBaeHHOro, uHruouropamu I'MI'-KoA-penykrasel  (CHMBacTaTHHOM,
JIOBAaCTaTUHOM), KBETHAIIMHOM (B TOM 4YHCJI€ B KOMOMHAIIMU C PUTOHABUPOM), pU(DaMITULIUHOM,
andy3o3uHOM, cuiaeHauiaoM (MpH €ro Ha3HA4eHWHU JUIsl JICYCHMs JIETOUYHOW apTepualbHOM
TUIIEPTEH3HHN);

o Jletu ¢ maccoit Tena menee 35 kr (a71s 103upoBku 300 Mr), IETCKHiA BO3pacT A0 6 Jer.

C 0CTOPOKHOCTHIO

° CaxapHblii tuaber;

o THITePTITHKEMUS,

o TVCTTUTIAICMHS ;

. rUNepomInpyOnHEMUS;
o HepoIuTHA3;
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. BUPYCHBIE TEATHTHI; (NOCNEQCBATENEHOCTE 0003)
. XPOHUYECKHI AKTUBHBIN T'€IIATHT;
. HapymeHust (pyHKIIUM MEeYEeHU JIETKOW M CpelHed cTeneHH TshkecTu (kimacc A u B mo
knaccudukanuu Yainn-I1s10) (1u1st arazanaBupa);
o HapymeHust QyHKIMH TEUYeHH JIETKOM CTeneHH TsbKecTH (Kimacc A mo Kiaccu(uKanuu
Yaitna-ITer0) (u1s1 KOMOMHAIIMY aTa3aHaBUP/PUTOHABHD);
. remoduius A u B;
. CHHJIPOM BPO’KICHHOTO y/IMHEeHus nHTepBaia PR u PQ;
o COBMECTHOE MPUMEHEHUE Mpenapara ¢ npenaparamu, yaausasomumu PR n PQ untepsai
(HarpuMmep, aTeHOJI0J, TUITHA3EM, BEpanamul);
o CHHJIPOM BPOKIACHHOTO y/UTMHEHUs nHTepBaia QT;
o MOHMKEHHAs! KUCJIOTHOCTh KEJIyIOYHOI'0 COKa (IOBBIIIeHHE 3HaYeHus pH eny1ouHoro
COKa);
o COBMECTHOE NPUMEHEHHUE C MHANHABUPOM, HPUHOTEKAHOM, HEBUPAIIMHOM, 3(haBUPEH30M,
[IIIOKOKOPTUKOCTEPOUIAMH, BOPUKOHA30JI0M, CaJIMETEPOJIOM, KJIQPUTPOMHULIUHOM,

OouenpeBUpoM, TeHO(POBHpA AU3OMPOKCHIA QyMapaToM, KapOaMazelnmuHOM, (EHHUTOUHOM,
dbenobapOuTanoM, JTaMOTPUIKUHOM, UUKIOCIOPHUHOM, TaKPOJIMMYCOM, CHPOIUMYCOM,
aMHOJAPOHOM,  JIMJOKAaWHOM (A7l  MapeHTepaJbHOrO  TNPUMEHEHHs),  (QIIyTHKa30HOM,
cwineHapwioM, — taganmaduiom, — BapAeHAQUIOM, — aTOpPBACTaTUHOM,  IPaBACTATHHOM,
¢yBacTaTUHOM, OympeHOp@HUHOM, cyOcTpaTamMHu JIpYrux H30QepMeHTOB nutoxpoma P450
(CYP).

IIpuMeHenue npu 6epeMEHHOCTH M B IEPUO/] TPYAHOI0 BCKAPMJIUBAHUS

bepemennocmo

ATazaHaBHp JOJDKEH NMPUMEHATHCS NpPU OCPEMEHHOCTH, TOJBKO €CIIM MOTEHIMAJIbHAS IMOJIb3a
IPUMEHEHHS y MaTepH MPEeBbIIIAET MOTEHIUAIbHBIM PUCK IS TUI0AA.

YMmepeHHbll 00beM AaHHBIX Y 6epeMeHHBIX xkeHIuH (0T 300 1o 1000 ncxon0B OepeMeHHOCTH)
MoKa3aJl OTCYTCTBME TOKCHYHOCTH aTa3aHaBUpa B BHUAE TOPOKOB pAa3BUTHA Y IUIOAA.
HccnenoBanust Ha JKMBOTHBIX HE TI0Ka3ajld MPH3HAKOB TOKCHYHOCTH B OTHOUICHHUH
PENpOIYKTUBHOM CUCTEMBI.

I'pyonoe eckapmnueanue

ATazaHaBup OOHAPYKUBAJICSA B TPYIHOM MOJIOKE, YTO MOATBEPIKACHO NAaHHBIMHU HCCIECTOBAHUS
Ha KpbIicax. HeT MaHHBIX O BIMSHUM aTa3aHaBUpa Ha CEKPENHIO0 TPYAHOTO MOJOKa. B cBs3m ¢
BO3MOXHOCTBIO Tiepeaun BUY ot maTtepu peGeHKY C MOJIOKOM, a TaKKe BBUAY PUCKA Pa3BUTHS
Cepbhe3HBIX MOOOYHBIX 3PPEKTOB y pedeHKa, KOPMUTH IPYbI0 IPU NPUMEHEHUHU TpernapaTa He

PEKOMEHIYeTCS.
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B noximMHUYECKHX MCCIEOBAHUSAX BIMSHUS aTa3zaHaBUpa Ha (EPTHILHOCTH U AMOPHOHAIBLHOE
pa3BUTHE aTa3aHABUP M3MEHSUT SCTPAIBHBIN LUK, HE BIUSSA IPU 3TOM Ha (PePTHIBHOCTb.
Cnoco0 npuMeHeHMsI U 103bI

[IpenapaT NmpUHUMAIOT BHYTPb, LIEJIMKOM, HE Ppa3KeBbIBas, B COCTaBe KOMOWHUPOBAHHOM
TEpaIuH.

Pemenne o Hauane Tepanuu MPUHUMAET Bpad, MMEIOUIMHA onbIT jedeHuss BUY-undexmm.
O¢pdexkTuBHOCTH U 6€3011aCHOCTh IPUMEHEHHs aTa3aHaBUpa B KOMOMHAIMKU C PUTOHABUPOM B
cyrouHoit no3e 6onee 100 Mr He M3yuyeHa; MCIOJIb30BaHUE O3 PUTOHABUPA, MPEBBIIIAOIINX
100 Mr B CyTKH, MOXXET M3MEHHTH NMpPOQMIb OE30MacHOCTH aTa3aHaBHpa, IMO3TOMY OHO He
PEKOMEHIYETCSL.

B3pocnuie

Peoicum 0ozuposanus ons nayuenmos, panee He NOLYYAGUIUX AHMUPEMPOBUPYCHYIO NEPANUIO:
- atazadaBup 400 Mr oauH pa3 B JIeHb BO BpeMsI €]1bl;

- atazadaBup 300 mr B komOuHanuu ¢ putoHaBupoM 100 Mr oiuH pa3 B JIeHb BO BpeMs €/1bl.
Peoicum 0ozuposanus ona nayuenmos, paree nOLyYaASUIUX AHMUPEMPOBUDYCHYIO MEPANUIO.

- arazaHaBup 300 mr B KoMOMHAaIMK ¢ puToHaBUpoM 100 Mr oiMH pa3 B ICHb BO BPEMS €/IbI.
[Ipumenenue arazaHaBupa ©O€3 pHUTOHAaBUpa HE PEKOMEHAYETCsl JJii MalUueHTOB C
HEOJIarONpPUATHBIM BHPYCOJIOTMYECKMM HCXOJOM paHee IPOBEJECHHOW aHTHPETPOBUPYCHOMN
TEPAINH.

/emu

ATazaHaBHp B KalcyJiax Ha3HavaeTcs AETSIM OT 6 JIeT U cTapiie B KOMOMHALUN C PUTOHABUPOM
(B bopme kancyn, TabneTok). Oba mpenapara ciielyeT IpuHUMaTh OJJHOBPEMEHHO, OJIUH pa3 B
JIEHb BO BpEMS €/Ibl.

Jlo3bl arazaHaBHpa Ui JeTed OoT 6 JIeT M cTaplle pacCYMTHIBAIOTCS IO Macce Tena (CM.
TaOJIMIly HUXKE); O3Bl Ui AETeld He JOJKHBI MPEBBINIATh 103, IPUMEHSEMbIX IJI JIEUEHUS
B3pOCJIbIX MAI[UEHTOB.

Pacuer 10361 aTa3aHaBHpa AJI4 1eTel 10 Macce Tejia

Macca mena (k2) Jo3a amazanasupa (mz) /Jloza pumonaeupa (me)
>15<35 200 100
> 35 300 100

ITanmeHTHI C MOYEYHOH HENOCTATOYHOCTBIO
Koppekuust 10361 He TpeOyeTcs s MAlMeHTOB, He HaXOISIINXCS Ha TeMO IhaH3e.
Jns manuMeHTOB Ha reMOJIMalIi3€, pPaHee HE IMOJy4YaBIIMX AHTHUPETPOBUPYCHOW TEpAuU,

atazaHaBup 300 Mr Ha3HayaeTcs TOJIbKO B KOMOUHaIMK ¢ putoHaBupoM 100 mr.
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[TanmeHTaM C TSHKENOH MOYSYHOM HEAOCTAaTOUYHPCTHIO, I—fﬂ(@l{jﬂmg%ﬁg— %E‘II/I—‘&!HIISE ';r':'lg'a%ee

OMY OTUETY

[I0JIy4aBLUIMM aHTUPETPOBUPYCHYIO TEPAIHIO, aTa3aHABUP MIPUMEHSTH IPOTUBONOKA3aHO.
ITanueHTHI ¢ NEYEHOYHOI HEJOCTATOYHOCTHIO

Crnenyer coOmroaTh OCTOPOXKHOCTh IIpUM HA3HAUYEHUM aTa3aHaBupa Oe3 pUTOHaABHUpa
HalMeHTaM ¢ HapyLIeHUsAMHU (DYHKIUM [I€YEHU JICTKON MM CpeJHEH CTeNeHH TskKecTH (Kiacce
A u B no knaccuduxanun Yaitna-I1sto0). [Ipu HapymeHusx GyHKINN TEUYSCHH CPETHEH CTETIEHU
TshkecTH (knace B mo knaccudukanuu Yaitna-I1s10), pekoMenayercs CHU3UTh 103y 110 300 Mr
OJIUH pa3 B JIEHb.

AtazaHaBup Inpu JIIOOBIX pEeXHMMax [JO3MPOBAHUSA IPOTUBOIOKA3aHO MPUMEHATh IpU
HapyIeHUIX (YHKIUH MedeHu Tsoxenoi creneHu (kinacce C mo knaccuduxanun Yaiina-I1s10).
[IpumeHneHue arazaHaBUpa B KOMOMHALIMM C PUTOHABUPOM Yy MAlMEHTOB C HapyLICHUSMHU
(GYHKLIMU TEYeHM HE H3y4daloch, MO3TOMY JAHHYI0 KOMOHMHALMIO CIEAYeT MPUMEHATh C
OCTOPOKHOCTBIO Y MALMEHTOB C HapyIICHUSAMH (DYHKIMM MEYEHU JIETKOH CTENEeHM TSHKECTH
(xmacc A mo knaccupukanuu Yainn-11p10), 1 IpOTUBONOKA3aHO MPUMEHSTH y TMALUEHTOB C
HapylmeHusIMA (YHKIIUM TIeUYeHH CpeAHeW M TsoKenoi creneHu Tsokectn (kimacc B m C mo
knaccudukanuu Yaitna-I1e10).

ITo:xxuianie manueHThI

Knununueckue uccienoBanus npenapara He BKJIIOYAIN J10CTaTOYHOE KOJUYECTBO MALMEHTOB B
BO3pacte 65 JeT u crapie.

OcHOBBIBasgCh Ha (apMaKOKMHETUYECKUX JaHHBIX, KOPPEKLHs 103l B 3aBUCHUMOCTH OT
BO3pacTa He TpedyeTcsl.

Kom0unnpoBanHasi Tepanusi

Juoano3un: MMIaHO3MH ClleyeT MPUHUMAaTh HAaTOIIAK, a aTa3aHaBUpP BO BpeMs IIpHeMa MHUIIH,
MO3TOMY NpU KOMOMHHPOBAHHOM Tepanuu peKOMEHAYeTCs NMPUHUMAaTh JWIAHO3UH 4depe3 2
qaca [ocJie IpueMa aTazaHaBupa ¢ MUIICH.

Tenogosupa ouzonpoxcuna ¢pymapam: peKOMEHIyeTCs IPUMEHEHNE KOMOMHALINN aTa3aHaBUP
300 mr u puronasup 100 Mr coBMecTHO ¢ TeHOpOoBHUpa qu3onpokcuia gymaparom 300 mr (Bce
npenapatsl cieayeT MPUHUMaTh OJWH pa3 B JIeHb BO Bpems npuema numm). [Ipumenenue
aTa3aHaBupa (0e3 pUTOHaBHpa) COBMECTHO C TEHO(POBHpa AM3OMPOKCHIA (yMmMapaToM He
PEKOMEHTYeTCS.

bepemenHocTh

Bo Bpems 2 u 3 Tpumectpa OepeMeHHOCTH KOMOMHanMu aTtazaHaBupa B o3¢ 300 mr u
putoHaBupa B go3e 100 mr 1 pa3 B CyTkM MOXeT ObITb HEIOCTaTOYHO, OCOOEHHO KOT/a
aKTUBHOCTh aTa3aHaBUpa WJIM BCEr0 pEeXKHUMa MOXKET ObITh CKOMIPOMETHpPOBaHA

JIEKAPCTBEHHOW YCTOMYMBOCTBIO. TepameBTUYECKHM JIEKaPCTBEHHBII MOHUTOPHUHI MOXET
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OCYIIECTBIIATHLCS ITPU MPOBEICHUH TEPAITUH. (No1 :-l E-':l- 0 E' & TEJ_”: HOX

Puck cHmKeHUS KOHIEHTpAIMU aTa3aHaBUpPa MOXKET OKUJATHCA B CIllydae, €CJIM ara3aHaBUpP
HA3HA4YaeTCs COBMECTHO C TEHO(MOBUpPA TU3OMPOKCHIA (hymMaparoM WU aHTaroHucramu Ho-
TUCTAaMHHOBBIX pelientopoB. Pexomenyemast 1o3a atazanaBupa cocrasisieT 400 M COBMECTHO
co 100 mr puTtoHaBUpa OJWH pa3 B JIeHb. |epaneBTUYECKUN JICKAPCTBEHHbI MOHHUTOPUHT
MOKET OCYHIECTBJIATHCS TPU NPUMEHCHHHM aTa3aHaBUpa COBMECTHO C TeHO(OBUpPA
qu3onpokcuiaa  (ymaparoM WM OnokaropamMud  Hp-TUCTAaMHHOBBIX — PELIEITOPOB ISt

obecneyeHus aJICKBaTHOI'O pekMMa jo3upoBaHusg. He CYIECTBYCT AOCTATOYHO MAHHBIX IJId

TOr0, 4TOOBI MOXHO OBLJIO PEKOMEHJIOBaTh OJHOBPEMEHHOE INpPUMEHEHHE aTa3aHaBHpa C
PUTOHABHPOM, TEHO(OBHpA TU3ONPOKCHIa (ymapaTa W aHTaroHUCTOB Hz-THCTaMUHOBBIX
peLenTopoB y OEpEMEHHBIX JKEHIIMH, paHee NOTYYaBIINX aHTUPETPOBUPYCHYIO TEPATTHIO.
Bcenen 3a BO3MOXKHBIM CHIDKEHHEM KOHIIEHTpAllMM aTa3aHaBUpa BO 2 U 3 TpUMECTpax
OepeMEeHHOCTH BO3MOKHO TOBBIIIEHHE €r0 KOHIICHTPAIMU B TEUEHUE MEPBBIX JIBYX MECSAIICB
1OCJI€ POAOB, TOATOMY ClleAyeT OOeCHeuuTh TIIATEIbHOE MEIMIMHCKOE HaOIroJeHue 3a
NAIlMeHTKOW Ha TpeAMEeT BBIABJICHUS MMOOOYHBIX peaknuuid. B mocmepomoBom mepuoje
MNAIMEHTKU JOJDKHBI MONTyYaTh T€ XK€ caMble JI03bl, UTO U HeOepeMeHHbIe, BKIIIOYas TeX, KTO
COBMECTHO TOJy4YaeT MpenapaTthl, CHUKAIOIINE KOHIIEHTPALIMIO aTa3aHaBUpa B KPOBHU.

13-3a BO3MOKHOTO PUCKA PA3BUTHUS TSHKEJIOH TUNEpOUIMPyOMHEMUH M TIOTEHIIMAIIBHOTO PHCKA
Pa3BUTHS SACPHOM JKENITYXH Y HOBOPOXKACHHBIX HEOOXOIMMO HAOIIOCHNE 32 HUMH B TCUCHHE
NEPBBIX THEH »KU3HU; B MPEIPOJOBOM IEpUOJE CIEAyeT OO0eCHeYuTh TOTMOTHUTEIbHBIN
MOHUTOPHHT IIOJA.

ITob6ouHoe nelicTBue

B3pocavie

HaubGonee yacTeiMU MOGOYHBIMHU PEAKIIUAMHU JTIO00M CTENEHH TSKECTH, OTMEYaBLUIMMUCS MPU
NPUMEHEHUHN aTa3aHaBUpa M OJHOTO WJIM HECKOJIbKUX HYKJIECO3UIHBIX, HYKJICOTHAHBIX H
HEHYKJICO3UHBIX MHTHOUTOPOB OoOpaTHOU TpaHckpunrtasbl (Oonee 10%, «o4deHb yacToy)
oputn: TomHOTa (20%), x)enryxa (13%) u auapes (10%). Cpean manueHTOB, MOTYYaBIINX
ataza"aBup 300 mr u putronasup 100 mr, HauGosiee yacToil MOOOYHON peakiueil ABIAIACH
xentyxa (19 %).

B GonbmMHCTBE CilyyaeB JKeATyXa OTMevajach CIYCTS HECKOJbKO THEW MM MECSLEB Mocie
Hayaya JIeYeHHWss W y MeHee, 4yeM 1% TanueHTOB NPHUBOIWIA K OTMEHE Ipemapara.
Jlunonuctpodus cpeHel WK TAKEION CTENEeHH, OTMeYaBIlascs Py MprUeMe aTa3aHaBUpa U
OJIHOTO MJM OoJiee HYKJIEO3UJHBIX, HYKICOTHIHBIX M HEHYKJICO3UAHBIX HHTHOUTOPOB
0o0paTHOW TpaHCKPHUNTA3bl, M, BO3MOXKHO, CBSI3aHHAs C JICYCHHEM, OTMedanacb y 5%

IMalITuCHTOB.
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YacTtoTa HeXenaTelIbHbIX PEaKUUi ompenencya cneu%&ﬁﬁ%ﬁ%‘b%@h%':t@E%:'('2'1/ 10

ciaydaeB), gacto (>1/100 u <1/10 cmygaeB), Heuacto (>1/1000 u <1/100 cmyuaeB), penko

(>1/10000 u <1/1000 ciyuaeB), oueHb peako (< 1/10000 cnyuaeB) W yacToTa HEHU3BECTHA

(HGBOSMO)KHO OLCHUTD YaCTOTY UCXOJAA U3 NOCTYIIHBIX ,Z[aHHBIX).

CucTeMHO-OpraHHbIi Kjacce Karteropus He:xenarenbHasi peakuus
YacToThl
Hapywenua co cmopoHnul HEYacTo aJJIEPTUYeCcKre peaKiuu
UMMYHHOU cucmembl
Hapywenua memabonusma u HEYacTo AQHOPEKCHA, TIOBBIIICHHBIA AaNIeTuT,
numaHus CHIDKEHHE MacChl Tea
yacToTa TUIEPIIIMKeMHUs], CaxapHbIii 1uaber,
Hen3BecTHa™ THITEPIIAKTATeMHUS
Hapywenuss co cmoponvl 9acTo rojioBHas 00Jb
HepBHOLL cucmembl HEYacTo 00MOpOK, nepudepuyeckas
HelpomnaTus, TOJIOBOKPY>KEHUE,
noTepst MaMSITH, COHJIMBOCTb,
0€eCIOKOMCTBO, nenpeccus,
HapyILICHUS CHa, U3MEHEHUE
XapakTepa CHOBUICHMI, OECCOHHMIIA,
HapyIlIeHHe OPUCHTALUT
Hapywenus co cmopoHnul 4acTo KENTYIIHOCTb CKIIep
opeaHa 3peHus
Hapywenus co  cmoponsi HEYacTo MTOBBIIIICHUE apTepUAIBHOTO
cepoya JIaBIICHUS; TaXUKapaAus THra «torsade
de pointes»*
penKo OTEKH, Y4YallleHHOe cepaLedueHue,
yanuHeHue uarepsaia QTc*
4acToTa ATPUOBEHTPUKYIISIPHAS (AV)
HeusBecTHa™ onokana Il u 11l crenenn
Hapywenua co cmoponsi HEYacTo OJIBIIIIKA
ovlIxamenvbHou cucmemol,
0p2aHO8 2pYOHOU KIemKU U
cpedocmenst
Kenyoouno-kuweunvie 4acTo 00Nb B JKWUBOTE, IUapes, TUCIICTICHS,

10
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 21.03.2023 N2 5337
ACCTIECES TENTBHT 'L b IF, I-I-!
HapyuweHus Vbt dra pora = B TR WU
HE4acTo CyXOCTh BO pTy, M3BpallleHUE BKYca,

MCTCOpU3M, TaCTPHUT, IMaHKPEaTuT,

adTO3HBINA CTOMATUT

Hapywenus co cmoponwi 4acTo KeNTyxa

neveHu U JHcenuesbl80OAUIUX HEYacTo TeIIaTHUT, XOJICIUTHA3, X0IecTaz™

nymet peako reraToCIUICHOMET AN, XOJICIUCTUT*

Hapywenus co cmoponsi 4acTo CBITIb

KOXMCU U NOOKOJNCHBIX MKAHell HEYacTo 00JIBICEeHHE, 3y, KparuBHUIIA;
MyJIbTHGOPMHAS apuTeEMa,

JICKapCTBEHHAS CHITb C D03uHODIIHEH
Hu CHCTEMHOM CHUMIITOMATHKOM
(DRESS-cunmpom), TOKCHYECKast
KO>KHasi CbIllb, AHTMOHEBPOTUYECKUM

orek*

PEAKO BaszoguJiaTanusd, BC3UKYJIC3HO-
6y.]'IJ'ICSHa$I CbIIlb, 3K3€Mad; CHHAPOM

CruBenca-/>xoncona*

Hapywenus co cmoponvl HEYacTo apTpairus;  MBIIIEYHAs  aTpodus,
MbIUEYHOU, — CKeemHOU U MUAITHUS
COeOUHUMENbHOU MKAHU penko MHUOMATHS
Hapywenus co cmopoHnul HEYacTo remMarypus, y4aleHHoe
noueK U MOYeBbl8OOAUUX MOUYEHCITyCKaHHE, IPOTEUHYPHS,
nymeu HedponuTHaz®, MHTEPCTULUAIBHBIN

HeppuUT

peako 0011 B 00J1aCTH TTOYEK

Hapywenus co cmopoHnul HEYacTo THHEKOMACTHUs

PEnpoOYKMuUBHOU cucmemvl U

MOJIOYHbBIX JHcejie3

Obwue HapyuieHus u 4acTo YCTaJIOCTh

peaxkyuu 8 mecme 66e0eHUsl HEYacTo 607B B rpyau, JUXOpAJIKa,
HEJIOMOTaHue, c11abocCTh,
TepepacpeieieHne JKHUPOBOU

KJIETYATKH (JTUIOIUCTPOPHS)
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 21.03.2023 N= 5337

v | (AT AERR RIS RROCTE 0003

* MOCTPECTUCTPALITMOHHBIC TaHHBIC

HaGnroganucp oThenbHBIE Cclydyad KpPOBOTEUEHUH, CHOHTAHHBIX KOXHBIX pEaKkUUid H
reMapTpo30B y HalMeHTOB ¢ remodunueid tuna A u B npu npumeHeHHH HHTHOUTOPOB
poTeasbl.

HaubGonee wacto (Gomee 10 %, «o4eHb YacTO») OTMEYAIHUCH CIEAYIOIIHE OTKIOHEHHS
7a00paTOpPHBIX IOKa3aTeJel y MalueHTOB, IMOJYy4YaBUIMX JIEYEHHE, B COCTAaB KOTOPOTO
BXOJIMJIM aTa3aHaBUP U OJUH WU 00Jiee HYKJICO3HIHBIX, HYKJICOTHIHBIX U HEHYKJICO3UTHBIX
HHTHOUTOPOB OOpaTHOW TPAHCKPHUIITA3bl: IMOBBIIIEHHE o00mero Ouaupyouna (87 %),
0COOEHHO HENPsMOTO (HECBA3aHHOTO) OMIIMpYOUHA B CBIBOPOTKE KPOBH.

Jpyrue 3HauMMble OTKIOHEHHS JTaOOPATOPHBIX MapaMeTpoB OTMEYaIHCh y >2 % OOJIBHBIX
(«4acTo»): MOBBILICHHE aKTUBHOCTH KpeaTuHdocokunassl (7 %), NOBBIIICHHE aKTUBHOCTH
aJaHMHaMHHOTpaHCcdepasbl (AJIT)/cpiBOpOoTOUHOM [JIyTaMHHO -TUPOBUHOTPATHON
TpaHncamuHasbl (5 %), CHIKCHHE KOJMYECTBAa HEHTpOopMIbHBIX JsehkoruToB (5 %),
NOBBIIEHNE AaKTUBHOCTH acnapraramuHoTpaHcdepasbl (ACT)/CBIBOPOTOYHON TIyTaMHHO-
IIaBEJICBOYKCYCHOU TpaHcaMuHa3bl (3 %), MoBbIlIEeHHE aKTUBHOCTHU Jumnasbl (3 %). OTMmena
JeYeHus BBHUAY pa3BUTHS MOOOYHBIX 3(dekToB morpedoBanach y 5 % MalUeHTOB, Kak
MOJIyYaBIIKX, TaK U HE MOJYYaBIIUX aHTUPETPOBUPYCHYIO TEPAIHUIO.

Y 2 % mnanuMeHToB, NOJYYaBIIMX aTa3aHABHP OTMEYEHO KOHKYPEHTHOE IOBBIIICHUE
AJIT/ACT u oburero 6unupyouna 3—4 cTeneHu.

Onucanue omoenvHvlX ROOOUHBIX IPhekmos

- Y BUY-uHpuUIUPOBaHHBIX MAllMEHTOB C TSDKEIBIM MMMYHOAC(HUIMTOM B Hayaje
NPUMEHEHUS KOMOWHUPOBAHHOW AaHTHPETPOBHPYCHOW Tepamud MOTYT pPa3BHBATHCS
BOCHAINTENbHBIE  peakuud B  OTBET Ha  OECCHMITOMHBIE WM  OCTaTOYHBIE
ONMOpPTYHUCTUUECKHE UHPeKIuU. Takxke oTMeUaIuch Cillydal ayTOMMMYHHBIX 3a00Je€BaHUN
(manpumep, Oone3Hp ['peiiBca), OogHAKO BpeMs Hayajda pa3BUTUSA TakKUX 3a0oseBaHUM
BapbUPOBAIIOCH Y PAa3HBIX IMANMEHTOB M MOIJIO HACTyNaTh 4epe3 MHOTO MECSIEB IOCie
HavaJia Tepanuy aTa3aHaBHPOM.

- [Ipn npumeHeHMH KOMOWHUPOBAHHOW AaHTUPETPOBUPYCHOW Tepamuu B TEUEHHUE
JUIMTENIBHOTO NIEPHO/a BPEMEHH OTMEYaIUCh CIy4yau OCTEOHEKpP03a, OCOOEHHO Y MAalleHTOB
¢ Qakrtopamu pucKa (BBICOKMH HHIEKC MAacChl Tella, UMMYHOCYIpPECCHs, YHOTpeOJIeHHe
QJTKOTOJISI, COMMYTCTBYIOIIEe TPUMEHEHHE KOPTUKOCTEPOHIOB).

- Merabonudeckue mapaMeTpbl — COOTHOLIEHHE U COJIep KaHHUEe JUIHUI0B U TII0KO3bI B
KPOBHU MOJKET MOBBIIIATHCS BO BPEMs aHTUPETPOBUPYCHON Tepanuu.

- Chlllb U ACCOMUPOBAHHBIC CUHAPOMBI — CBbIIlb B BUJC MAKYJIOMAMYJIC3HBIX KOXHBIX
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R
1

ot 21.03.2023 N= 533

BBLICHITAHHM OT JIETKOM 10 CPENHEN CTENEHH THXKECTH JE it MokeT o s BT bos s ke

OMY OTUETY

NEepBBIX 3-X HEJeNb ¢ Hayala Tepaluu aTa3aHaBUPOM.

- Cunnpom CtuBeHnca-/[>xoHcoHa, MyiabTU(OPMHAs dpUTEMA, JEKAPCTBEHHAs CHIb C
s03uHOuIMer u cuctemMHol cumnromarukoi (DRESS-curapom), Tokcuueckas KoKHas
CBIIIb OTMEYAINCh MIPU MIPUMEHEHUH aTa3aHaBUPA.

/emu

[Tpodunp GezonacHOCTH ara3aHaBUpa Yy JAETE 6 JIET W CTapiie COMOCTABUM C TAaKOBBIM Y
B3POCIIbIX MAI[UEHTOB.

HaunbGonee yacteim (60s1ee 10%, «odeHb 4acTO») OTKIOHEHUEM Ja0OpaTOPHBIX MOKa3aTele
3-¢it u 4-0ii cTeneHu y aeTeit ObUTO MOBKINICHHE oOmero omnupyouna (> 2,6 x BI'H; 45%).
Hawunbonee yacteimu mobounsiMu 3 dekramu 2-4 crenenu Obuu Kammenb (21 %), moBeIIeHUE
temmnepatypsl Tena (18 %), xxenryxa/moxentenue ckiep (15 %), ceinb (14 %), pBota (12 %),
nuapes (9 %), ronoBuas 601k (8 %), nepudepuueckue orexu (7 %), 6011 B KOHEYHOCTAX (6
%), 3a0)keHHOCTh HOca (6 %), 6one3HeHHOCTh IpH TiioTanuu (6 %), oxsimika (6 %), )KuaKue
BblJieleHUsT U3 Hoca (6 %). B peakux ciydasx oTmedanach acHMITOMAaTHYECKast
aTpuoBeHTpukynsapHas (AV) 6mnokazna | u Il crenenu (<2 %).

Hayuenmut ¢ zenamumom B u/unu C

[TarmeHTHl C coYeTaHHBIM XpOHWYECKMM renatutoM B w/mmm C Oonee moABEpPKEHBI
MOBBIMIEHUIO AKTUBHOCTH TIEYCHOYHBIX TPAHCAMHUHA3 IO CPABHEHHIO C HEMH(PUIIUPOBAHHBIMHU
nanueHTamu. He oTmMedanoch pasHUIBI B YaCTOTE MOBBINICHUS OMIHPYOHMHA Yy MAlMEHTOB C
renatutoM B w/mnu C v HeMHPUIUPOBAHHBIX MAllMEHTOB. YacToTa pa3BUTHS TemaTUTa BO
BpeMs JICUCHUS WM TOBBIINICHHUS aKTHBHOCTH TpaHCAaMHHA3 y MAalHEeHTOB C COYETAaHHBIM
xpoHuueckum remnarutoMm B w/mnm C Obia comocraBUMa MpU TpPUEME arazaHaBUpa U
PEKMMOB CpaBHEHHUS.

[TarmeHTHl € COYETaHHBIM XpOHUWYeCcKUM rematutoM B w/mam C B Oousbliel cTeneHu
MOJIBEP)KEHBI PUCKY PA3BUTHS TSHKEIBIX U MOTEHIUAIBHO JIETATBHBIX TTOOOYHBIX PEaKkIuil co
CTOPOHBI MTEYEHH.

IHepeno3upoBka

Cumnmombi

B xozie kTMHNYECKUX UCTIBITAaHUI MpUeM 3I0pOBBIMU JOOPOBOJIBIIAMH /103 aTazaHaBupa 10 1200
MT OJTHOKPATHO HE COMPOBOXKIAIICS KAKUMHU-ITNO0 HEXKEATSITbHBIMU SIBIICHUSIMH.
EnuHcTBeHHBINH cnydail mnepeno3upoBku mpenapata BUY-uHGUIMPOBaHHBIM MAIlIEHTOM,
npuHsBIMM 29,2 T mpenapata (1o3a, B 73 pas3a mpeBbllIaromas peKoMeH0BaHHY0 103y 400
MTI') CONpPOBOXKJAJICS OecCHMITOMHON OJ0Kanoil o0emx HOXKEK Mydka ['mca U yAJuHEHUEM

untepBana PR. Jlannbie npusnaku Ha DKI' ucuesnu cnonTaHHo. OXUJa€MbIMU CUMIITOMaMH
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TECTOB (M3-3a MOBBIIICHUS! KOHLIEHTPAIIMH HENPAMOro OMIMpyOrHa) U HapylIeHHE CepAeyHOro
putMa (yiMHeHue narepsaia PR).

Jleuenue

Crenuduueckoro antunora Het. llpum nepeno3upoBke arazaHaBUpa CIELyeT OCYILECTBIATh
KOHTPOJIb OCHOBHBIX (DM3MOJOTMYECKUX IIOKa3aTeNedl, BecTH HaOMoJeHne 3a OOIIUM
COCTOSIHUEM IMalueHTa, KoHTponupoBaTb OKI', Ha3HauuWTh NpPOMBIBAHUE JKEIYJKa, BBI3BATb
PBOTY JUIsl yJaJIeHUs] OCTaTKOB IpernapaTa, peKOMEHIyeTCsl IPUeM aKTUBUPOBAHHOI'O YIJIS.
Juanu3 Hesb¢exTuBeH i1 BBIBEJCHMA Ipenapata W3 OpraHus3Ma, T.K. ara3aHaBUP
XapaKTEepU3yeTCsl NHTEHCUBHBIM METAa00IM3MOM B II€YEHH U BBICOKOH CTEIIEHBIO CBA3BIBAHUS C
OenKamH.

B3aumopeiicTBue ¢ JpYruMH JIeKapCTBEHHbIMHM IpenapatamMu " Jpyrue ¢opmsl
B3aNMOJAeHCTBUSA

ATazaHaBup MeTa0OJIM3UPYETCS B MEUEHU C ydacTHEeM cucTeMbl nutoxpoma P450; on taxke
sBisieTcs HruouTopom nzopepmenta CYP3 A4, BXoadiero B JaHHYIO CUCTEMY.

CoBMecTHOE IPUMEHEHHUE aTa3aHaBUpPa U JPYTUX IpenapaToB ¢ TEMH )K€ MyTsMU MeTabosIn3Ma,
(O1oKaTOpBl «MEJUIEHHBIX» KaJIbLUEBBIX KaHAJIOB, HEKOTOpPblE HHTUOUTOPBI 3-TUAPOKCU-3-
METUIITITYTapHI-KOOH3UM-A-peyKTa3bl (I'MI'-KoA-penykrassi), MMMYHO/IETIPECCAHTHI,
UHTUOUTOPHI (pochoaudCcTEPa3bl) MOKET MPUBECTH K YBEIHMUCHHIO KOHLEHTPAIMH OJHOTO W3
HUX B IUIa3Me, YTO MOXET IMPHUBECTH K YCHWJIEHHUIO BBIPQKEHHOCTU WM IPOJOHTALUU €ro
TEpaneBTUYECKUX U MOOOUYHBIX d(HPEKTOB.

CoBMecTHOE MpUMEHEHHUE aTa3aHaBUpPa M MpenaparoB, HHAyuupyoomux uzopepment CYP3A4
(pudaMnuIuH), MOXET NPUBECTH K 3HAYUTEIILHOMY IaJ€HUIO0 KOHIIEHTpAllUM aTa3aHaBUpa B
IUIa3ME U CHIKEHHUIO BCIEJCTBHUE OITOrO €ro TEpaleBTHUECKONM aKTMBHOCTH. CoOBMECTHOE
NpUMEHEHHE aTa3aHaBuUpa M HpenaparoB, HHruoupyronmx wuszopepmeHt CYP3A4, moxer
MPUBECTH K YBEJIMUYEHUIO KOHIIEHTPALIMHU aTa3aHaBUpa B IIa3Me.

Bripaxkennocte  uzodpepmernt CYP3A4-omocpeoBaHHBIX B3aMMOJICHCTBHI aTa3zaHaBHpa C
JIpyrUMH TipenapatamMu (M3MeHeHue 3¢ ¢dekra arazaHaBupa WIM U3MeHeHue 3¢ddexra apyroro
npenapara) MOMKET M3MEHAThCS IpU IpHeMe aTa3aHaBUpa C PUTOHABUPOM, MOILIHBIM
uHrnouTopom nzopepmenta CYP3A4.

s nonmHOTH MH(OPMAaLMK O B3aUMOJIEUCTBUSAX JEKAPCTBEHHBIX MPENapaTtoB ¢ PUTOHABUPOM
CJIelyeT 03HAaKOMUTBCS C MHCTPYKIMEN 110 MPUMEHEHUIO PUTOHABUPA.

Hpenapambl, COBMECHHbLIL npuem Komopslx ¢ ama3anaeupom npomueonoKka3an

Xunuoun [IpumeneHne BMecTe C KOMOHMHalMed aTa3aHaBUP/PUTOHABUP

MIPOTUBOIIOKA3aHO B CBA3U C PHUCKOM CEPBE3HBIX U YIPOKAKOIIMX
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COOTBETCTBYET 3KCMEPTHC

ot 21.03 2023 N2 53

A S

MY OTUETY

KU3HHU apHTMHﬁ. SLTEHUBATENEAUL T UUUS)

Pugpamnuyun [Ipy coBMEeCTHOM NPUMEHEHUH aTa3aHaBUpa C pUDAMIUIIMHOM
3HAYUTEIbHO CHMYKAEeTCs KOHILEHTpallus aTa3aHaBMpa B IUIa3Me
KPOBH, YTO BEJIET K CHIKEHHUIO T€PareBTUIECKOM 3()(h)eKTUBHOCTH U
Pa3sBUTHIO PE3UCTEHTHOCTH K ara3aHaBupy. OpHOBpeMEHHOE
NpUMEHEHHE aTa3aHaBUpa U pupaMIIHUIMHA TPOTUBOIIOKA3aHO.

benpuoun B cBA3M ¢ BBICOKUM pPHUCKOM pa3BUTUS YIPOXKAIOUIMX KU3HU
00OYHBIX 3(PPEKTOB COBMECTHOE NPUMEHEHUE C aTa3aHABUPOM
MPOTHBOIIOKA3aHO.

IIpoussoonvie B cBA3M ¢ BBICOKUM DPHUCKOM Ppa3BUTHUS YIPOXKAOLMX KU3HU

9p2OMamuna n00OYHBIX 3(PPEKTOB COBMECTHOE NPUMEHEHUE C aTa3aHaBHUPOM

(Oucudpoapeomamu, MIPOTUBOIIOKA3aHO. [IposiBnenus OCTpOH TOKCHYHOCTH

9P2OMAMUH, MPOM3BOJIHBIX IProTaMHUHA: NepUPEpUIeCKUid Ba30CMa3M, HIIEMHUS

9P2OMEMPUH, KOHEYHOCTEH 1 APYTHX 30H.

MEemunIp2oMempun,)

Luzanpuo B cBA3M ¢ BBICOKMM pPHCKOM pa3BUTUSA YIPOXKAIOIIMX JKU3HU
no0oYHBIX 3P (eKTOB (apUTMHSI) COBMECTHOE TIPUMEHEHHE C
aTa3aHaBUPOM IPOTHUBOIOKA3AHO.

Jloeacmamun, [ToBbIIIEHHBIN PUCK PAa3BUTUS MUONIATUH, BKJItOYast pabJOMHUOIIH3.

CUMBACAMUH

Tlumosuo B cCBA3M ¢ BBICOKMM PHCKOM pa3BUTHS YIPOXKAIOIUX KU3HU

no0oYHbIX 3¢ (eKToB (apuUTMHS) COBMECTHOE INPUMEHEHHE C

aTa3aHaBUPOM IMPOTHUBOIIOKA3AHO.

Muoazonam (011
napeHmepaibHo2o
npumMeHenus),

mpuasojiam

CoBMecTHOE IMPUMECHCHUC C aTa3aHAaBUPOM IIPOTHBOIIOKA3aHO B

CBs3H C BO3MOXHOCTBIO ITOBBIIIICHUA KOHICHTpAaun

MI/I,[[a3OJIaMa/TpI/Ia3OJ'IaMa u BBICOKHUM pUCKOM MpoAJICHUs

CCAaTUBHOI'O 3(1)(1)CKT8. 1 YTHCTCHUS NbIXaHU.

IIpenapamul 36epobos

KOM6I/IHaIII/I$I C aTa3aHaBUpPOM IPOTUBOIIOKA3aHA, TaK KakK

nPOObLIPABTIEHHO20 KOHIIEHTpalUsl aTa3aHaBUpa B IUIa3ME MOXKET CHMXKATHCS, IPUBOIS
(Hypericum K  yTpare  TEpaneBTUYECKOrO0  JEWCTBHA U Pa3BUTHUIO
perforatum) PE3UCTEHTHOCTH.

Acmemuson IIpu COBMECTHOM IIPUMEHEHUHN c KOMOUHaIe

aTa3aHaBI/Ip/pI/ITOHaBI/Ip NOBBIIACTCA PUCK Pa3BUTUA TAKCIIBIX,

YIPOXKAIOMUX KU3HU TMOOOYHBIX 3(PPEKTOB, MOITOMY JAHHAA
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COOTBETCTBYET 3KCTMEPTH(

ot 21.03.2023 N= 5337

KOMOUWHAIUS HpOTI/I}OHOKaISEHIH.TI"" IEAUBATENERAUL T UTU3)

JMY OTUETY

Tepghenaoun [Tpu COBMECTHOM MIPUMEHEHUHU c KOMOUMHaIHen
aTa3aHABUP/PUTOHABUDP TMOBBIIIACTCS PHUCK PA3BUTUSA TAKEIbIX,
YIPOXKAIOIUX JKU3HU TOOOYHBIX 3((EeKTOB, MOITOMY JHaHHas
KOMOMHAaIMs IPOTUBOIIOKA3aHa.

Anghysozun BBu1y NOTEHUMATBHO BO3MOXKHOI'O TIOBBIINIEHHUS KOHLEHTpPALUU

amby3031/IHa, KOTOPOE€ MOXKET MPHUBECTU K PA3BUTHUIO T'MIIOTCH3UMU,
IIPOTHUBOIIOKA3aHO COBMECTHOC IIPUMCHCHUE C KOM6HHaHHeI>'I

aTa3aHaBUP/pPUTOHABUD.

Cunoenaghun (ons
npUMeHeHUs. npu

JIe2OUHOU 2UnepmeH3un)

HpI/IMeHeHI/Ie COBMCCTHO C IIp€raparoM aradaHaBUpPOM IIpH

JIETOYHOH TUIICPTCH3UHU IIPOTHUBOIIOKA3aHO.

Keemuanun

[IpoTBOMOKa3aHO  COBMECTHOE  INPUMEHEHHE  KOMOMHAIMHU
aTa3aHABUP/PUTOHABUP M KBETHAIlMHA H3-3a TIOBBIIICHUS pHCKa
pa3BuTHs TOOOYHBIX A((PEKTOB, CBI3aHHBIX C KBETHAIMHOM.
[loBbIIEHHE KOHIIEHTpAIlMM KBETHANIMHA B IUIA3ME MOXKET

IMPUBCCTH K Pa3BUTUIO KOMBI.

,Zlfl}l npuse@enubtx HUJICE npenapamoe moorcem nompeﬁosambc;l U3MEHeHue pelicuma

()03up06tmuu 6 C8A3U C 0HCUOACMBIMU 83AUMOOCILCHBUAMU

AHTHPETPOBHPYCHBIE CpeacTBa s JedyeHuss BUY

Hykneo3uonvie unzudumopst 06pammuoi mpancKpunmaszol

Jluoanosun

[Tpumenenne Karcy T TaHO3HHA, MOKPBITHIX
KHMILIEYHOpAacTBOpUMON  obonoukoit (400 wmr) Bmecte cC
aTa3aHaBUpPOM WM C mpenaparamu arazaHaBup (300 mr) w/mnm
putoHaBup (100 Mr) u mnumed ymeHblIaeT OHOJOCTYIHOCTb
JUIaHO3UHA. J[M1aHO3MH clieayeT MpUHUMATh yepes3 2 yaca Iocie
npremMa arta3aHaBupa. He OTMEYeHO 3HAYMTENBHOTO BIMSHUS Ha
KOHIIGHTPALMIO aTa3aHaBUpa IPH COBMECTHOM IPUMEHEHHH C
JTUIaHO3MHOM; IPHEM OJHOBPEMEHHO C TMHUIIeH CHMKaer

KOHICHTPALUIO JUIaHO3WHA.

Hykneomuonvie unzudumopuvl 00pamuoi mpancKkpunmasol

Tenogosupa TenodpoBupa au3onpokcuia (ymapar CHIKAeT aKTUBHOCTh
OU30NpPOKCUNA
bymapam aTa3aHaBHpa TPU OJHOBPEMEHHOM TPHUMCHEHHUH, aTa3aHaBUP
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 21.03.2023 N= 5337

VBEIIMYMBACT  KOHILGHTpaliio = | trbﬁ‘d&iﬁﬂp’fddtH An3onpokcitia

¢dymapara B ruia3me KpoBH. Bricokne KOHIEHTpanuu TeHO(OBHpa
JIU30IpoKcuiIa (pymapaTa MOTYT YCHJIMBATh MOOOYHBIE A(DQPEKTHI,
CBSI3aHHBIC C €r0 MPHEMOM, B TOM 4YHCJE JCHCTBUE HA (PYHKITUIO
MOYEK, MO3TOMY CJIEAYET OCYIIECTBIIATh MOHHTOPUHI TMOOOYHBIX
s dekToB TeHODOBUPA AU3OMPOKCHIA pyMapara y MalueHToB. B
cllyuae COBMECTHOTO IpHeMa ¢ TeHO(pOBHpa JIU30IMPOKCHIIA
¢dbymaparom arazanaBup (300 Mr) ciemyer Ha3HaYaTh COBMECTHO C
putonaBupom (100 wmr); no3a TeHOMOBUpA JIHU3OMPOKCHIIA
dbymapara - 300 Mr (mis BceX MpenapaToB pa3oBBIE O3B, C

MUIIEN ).

Henykneozuonsle un2udumopsl 00pamuoi mpaHcKpunmaszl

Oasupens KomOunupoBaHHast  Tepamusi IpenapaTaMH — aTa3aHaBUp WU
adaBUpeH3 MNPHUBOAUT K YMEHbLICHHIO 3(]dexra arazaHaBupa,
nostoMy ee cuenyer wusberats. Eciu npumeHeHue aaHHOU
KOMOUHAIMK a0COJIFOTHO HEOOX0IMMO, Pa3peliaeTcs ee MPUMEHSTh
TOJIBKO Yy HAI[MEHTOB, paHEee HE IMOIYYaBIIUX aHTHPETPOBUPYCHOM
tepanuu. [Ipu 3Tom atazanasup B 103e 400 MI U pUTOHABHP B J103€
200 mMr HazHa4arOT B BHJIE€ OJIHOKPATHOM J03bl BO BpEMs €libl, a

sdaBUpeH3 — HATOIIAK, TIepe] CHOM.

Heesupanun HeBupanun, sBussce uHAykropoM usodepmenta CYP3A4,
CHIDKAET JeHCTBHE arasaHaBupa. Kpome Toro, m3-za yBeJIHYECHUS
KOHLEHTPALlUM HEBUPANIMHA BO3PACTAET €r0 TOKCUYHOCTb, I03TOMY

JaHHas KOM6I/IHaI_II/I$I HC PCKOMCHAYCTCH.

Hunzudoumoper npomea3sul

boyenpesup CoBMmecTHOE mNpuUMeHeHue KomMOuHaimu arasaHaBup 300 wr/
puronasup 100 mr (1 pa3 B aeHs) ¢ OouenpeBupoM B 1o3e 800 mr
(3 paza B JeHB) UPUBOAWT K CHIDKCHHUIO KOHIICHTpAIlUU
aTazaHaBUpa B KpPOBH, KOTOpPOE B CBOIO OYe€pe/lb MOXKET OBbITh
OPUYMHON  CHMKEHUS H(PQPEKTUBHOCTH TEepamuud U  MNOTepU
KOHTpoJsl Haj uHpekuueil. Takylo KOMOMHAIMIO BO3MOXKHO
Ha3HayaThb TOJIbKO B HCKIIIOUUTENBHBIX CIIy4asX MalUeHTaM C
HeomnpenensieMol BUpycHOW Harpy3kod BUY um y mamueHTOB CO
mrammamu  BUY  6e3 momo3peHuss Ha PE3UCTEHTHOCTh K

BbIOpaHHOW Tepanuu. JlommkeH OBITh oOOecredeH YCHIIEHHBIN
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COOTBETCTBYET 3KCTMEPTH(

ot 21.03.2023 N= 5337

KIUMHAYECKUN U na(}opaTopﬁEg'ﬁggﬁdgﬁ;ﬁﬂ%véﬁég :i{'dr‘p'r'ygkn

JMY OTUETY

HalnuCHTOB.

Caxsunasup (msackue

OddexT cakBUHABUpa BO3pPACTAaCT IPU COBMECTHOM IIPHEME C

JHCeNamuHogble aTa3aHaBUpOM. JlaHHBIX, MO3BOJIAIOLIMX JaTh COOTBETCTBYIOLIME
Kancynvi) pPEKOMEHIallMU 110 JO3UPOBAHUIO JAHHON KOMOMHAINY, HET.
Pumonasup IIpy coBMECTHOM NPUMEHEHHU C aTa3aHaBUPOM KOHILIEHTpALMs

aTasaHaBHUpa YBCIUMYMBACTCA.

Hpyeue unzubumopul

npomeasvl BUY

OnHoBpeMEHHOE MIPUMEHEHHE KOMOMHAIIH
aTa3aHaBUP/PUTOHABUD C JAPYTMMHU MHTHOMTOpamu nporteassl BUY

HE PEKOMEHIyeTCsl.

/Jlpyzue npenapamuot

Aumayuovl u 6ygpepnovie

npenapamul

[Ipy coBMECTHOM NPUMEHEHUH C AHTAUUAHBIMH U OypepHBIMU
IpenaparaMy CHHKAeTCs KOHLIGHTpalus aTa3aHaBUpa B IUIa3Me
KpOBH. ATa3aHaBHp CIEAYET MIPUMEHSTH 3a 2 yaca 0 WK 4epes |

qac 1ocJje nmprueMa Takux IperaparTrosB.

Anmuapummuueckue npenapamal

Amuooapon, 1uodoxaum
(npu napenmepaibHoOM

66e0enUl), XUHUOUH

[Ipy OIHOBpEMEHHOM NPUMEHEHHUU C aTa3aHABUPOM BO3MOXKHO
yYBEIMYEHUE HUX KOHUEeHTpauuil. [IlpmemM B Takux codeTaHMIX
TpeOyeT MOBBIIMIEHHOW OCTOPOKHOCTH, PEKOMEHIYETCS CICUTh 3a
KOHIIGHTpallued HSTHX mpenapatoB B 1miasme. KoMOuHanus
rpernapar aTa3zaHaBUP/PUTOHABUD [IPOTUBOIIOKA3aHa  JUIs
COBMECTHOI'O IIPUMEHEHUS C XWUHUJIMHOM H3-32 BO3MOXKHOCTH
BO3HUKHOBEHHSI CEPHE3HBIX WM YIPOKAIOMIMX >KU3HU PEaKIui

(apuT™MuS).

bema-aopenoonoxamopol

Amenonon

[Ipu oaHOBpeMEHHOM TPUMEHEHMHM ara3aHaBHpa C Oera-
azpeHo0I0KaTOpamMu KIIMHUYECKHU 3HAYUMBIX
(hapMaKOKMHETUYECKUX B3aUMOJICHCTBUN HE OXHUAACTCS, MOITOMY

KOppPCKIUHN pCKUMaA NO3UPOBAHUA HE Tpe6yeTC5{.

BJIOKamopbl «MEONIeHHBIX) Kajibyueeovlx Kananoe

Junmuazem

CoBMecTHOE MPUMEHEHHE C aTa3aHaBUPOM MPUBOAUT K YCHIICHUIO
JIeMCcTBUS TMITHA3eMa U €ro MeTabosiuTa — JAe3aleTUInITHa3eMa.
Pexomennayercs cHuxkeHue 1036l auntrasema Ha 50 % u KOHTpOJIb

OKT.
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COOTBETCTBYET 2KC t EPTHOMY OTUETY

ot 21.03.2023 N= 5337

Jpyeue 61oxamopol Cnenyer  cobmojaTh 6%65@3&“1-%% O DBt oM

«MeONeHHbIXY NPUMEHEHUH, HEOOXOIMMO THUTPOBAaHUE J03BI  OJOKATOPOB
KanIbyuesvlx KaAHau08, «MEJIJICHHBIX» KaJIbI[UCBBIX KaHAIOB, KOHTPOJIb DKI .

makue Kax ¢henoounun,
Hugheounun,

HUKApOUNUH u

gepanamui
Anmazonucmol bosentan  Merabonm3upyercss — TOCPEACTBOM  H30(epMeHTa
peyenmopog CYP3A4

ABIISISICH €r0 UHAYKTOpoM. KoHIIeHTpanus atazaHaBupa B
SHOOmenuHa ’ AYKTOP Hertpa P
(6o3enman) IUIa3ME€ MOJKET CHMXKATbCA IIPU OJHOBPEMEHHOM IPUMEHEHHUH

aTa3aHaBHUpa ¢ 003€HTaHOM, HO 0e3 puTOHaBHMpa. B cBs3u c 3TUM
KOMOUMHAIMs aTa3aHaBUpP/003EHTAH MOXET NMPUMEHSATHCS TOJIBKO C
puToHaBHpOM. Hrke MpUBOIATCS PEKUMBI JT03UPOBAHHS:

1. Hasnauenme 0Oo3eHTaHa MalUEHTaM, MPUHAMAIONIIUM
aTa3aHaBUp/pUTOHABUD B TeueHUe He MeHee 10 cyTok: 603eHTaH B
no3e 62,5 mr 1 pa3 B CyTKH WM 4epe3 JieHb (B 3aBUCHUMOCTH OT
WHUBUIyaJIbHOU MTEPEHOCUMOCTH ).

2. Haznauenue KOMOMHALNH aTa3aHaBUP/PUTOHABUD
HalMeHTaM, MPUHUMAOLMM OO3€HTaH: NPEKpPaTUTh IpPHEM
0o3eHTaHa He MeHee 4eM 3a 36 4acoB 10 NpHeMa KOMOMHALUU
ataza”aBup/putonasup. He panee, uem mo mpomectBuu 10 cyTok
rocJie Hayasia rnpuemMa atasaHaBUp/pUTOHABUP, BO3OOHOBUTDH NPUEM
0o3eHTaHa B Jo3e 62,5 Mr 1 pa3 B CyTKM WIM yepe3 JeHb (B

3aBUCUMOCTH OT HHHHBHHyaﬂBHOﬁ HepeHOCI/IMOCTI/I).

Hnzuoumoper ' MI'™-KoA-pedykmasut

Amopeacmamun [Ipy coBMECTHOM TIPUMEHEHHH C aTa3aHaBUPOM JIEHCTBUE
aTopBacTaTMHA MOXET YCHUIMBAThCS. PHCK MuomaTuu, BKIIIOYas
pabmomMuonn3, MOXET Bo3pacTaTh. HeobOxogumo cobmronaTh
OCTOPOKHOCTb W OCYHICCTBJISTH  MOHHTOPHUHT  MOOOYHBIX
s dexroB. CrnenyeT NMpuMEHITh HaUMEHbITHE Y(H(HEKTUBHBIE JO3BI
aTopBacTaTMHa B  KOMOMHAIMAX C  aTa3aHABUPOM  WIHU

aTa3aHaBI/IpOM/ pPUTOHABUPOM.

Poszysacmamun Jlo3a po3yBacTaTMHa IIpU  COBMECTHOM  IPUMEHEHUU C
aTazaHaBUpPOM He JoibkHa npeBbimath 10  wmr/aess. Ilpu

OIHOBPCMCHHOM TIPUMCHCHHUHU pPO3yBaCTaTWUHA MW AaTa3aHaBUpPa
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 21.03.2023 N2 5337
MOBBILIAETCS PUCK PA3SBUTUS 'ﬁ%ﬁ&%ﬁ;&ﬁﬁ&%‘eﬁo&%ﬁ% !
IIpasacmamun, [Torenmuan B3auMoIeiiCTBUI B KOMOMHAIIMAX C aTa3aHABUPOM WU
prysacmamun aTa3aHaBUPOM/ PUTOHABUPOM HEU3BECTEH.
Huzubumopul Bo Bpems neueHus aTa3aHaBUPOM MHTHOMTOPBI IPOTOHHOM MOMIIBI
NPOMOHHOU NOMNbL HA3HA4alOT TOJBKO B TOM Clly4yae, €CJIM UX IPUMEHEHUE KpaliHe
IIOKa3aHo.

[Ipy coBMecTHOM mnpuMeHeHUH ara3zaHaBupa 400 wMr wam
koMOuHammu atazaHaBup 300 wmr/putonaBup 100 wmr ¢
omenpa3zosnioM 40 Mmr (Bce mpenaparsl OUH pa3 B ICHb) OTMEYAETCS
3HAUUTENIbHOE CHU)KEHME KOHIICHTpAllMM aTa3aHaBUpa B IUIa3Me
KPOBH, YTO MOXKET IPUBECTH K CHI)KEHHUIO TEpaneBTUYECKOU
AKTHUBHOCTH IperapaTa U K pa3BUTHIO PE3UCTEHTHOCTH.

[Tammentam ¢ BHWY npum  OTCYyTCTBMM  BO3MOKHOIO — WIIH
BBISIBJIEHHOI'O CHM)KEHHS YYBCTBUTEIBHOCTH K aTa3aHaBUPY
pEeKOMEHyeTcsl MpUMEHATh KoMOuHaiuio artazaHaBup 400
mr/putonaBup 100 Mr ¢ omenpa3oioM B MaKCHMaJIbHOM J103¢ 20 Mr
OIMH pa3 B JE€Hb (WIM JPYTUM [penaparoM U3 TPYIIIbI
MHTMOUTOPOB MPOTOHHOM MMOMIIBI B SKBUBAJIEHTHOM J103€).

He pexomennyercs mpuMeHsSTh oMernpa3on B jgo3e Oonee 20 Mr B
JeHb (MU APYrou mpenapar u3 rpynnbl HHTHOUTOPOB MPOTOHHOM

MTOMTIIBI B 9KBUBAJICHTHOM J03€).

broxamopuvr Ha- [Ipu coBmecTHOM npuMeHeHuu atazanaBupa 400 mMr onuH pa3 B
2UCTNAMUHOBbIX neHb ¢ (amotuamHomM 40 Mr ABaXIsl B JIeHb OTMEYalOCh
peyenmopos 3HAUUTENIbHOE CHIKEHHE KOHIEHTpAllMU aTa3aHaBHUpa B IUIa3Me

KPOBH, YTO MOXET IPUBOJUTH K CHIKEHHUIO TepareBTUYECKON
AKTUBHOCTH aTa3aHaBHpa WIM K Pa3BUTHUIO PE3UCTEHTHOCTH. [Ipu
JleyeHuu OO0NIbHbIX, paHee He NOJAYYASUIUX mepanuto, aTa3aHaBUP
400 Mr MOKET IPUMEHATHCA OJIMH Pa3 B IEHb C MUILEH 3a 2 yaca J10
U He MeHee, yeM 4depe3 10 yacoB mocie mpuMeHeHUs OJI0KaTOpoB
Ho-rucramunoBbix  penentopoB. OmHAKO OJHOKpAaTHas J103a
O6mokaropoB  Hz-THCTaMHMHOBBIX ~ pELEITOPOB  HE  JIOJDKHA
IPEBBILIATH /103y, COOTBETCTBYIOIIYIO 103e (amoTuauHa 20 mr, a
oOmiasi exeqHeBHAs UX 71032 HE JOJDKHA IMIpeBbIIIaTh J103Y,
COOTBETCTBYIONIYIO 40 MT haMOTHAMHA.

AnprepHatuBHO, atazaHaBup 300 mr c purtoHasupom 100 mr
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MOJKET IIPUMEHSITHCH OJUH ﬂgl%:ngggﬁoEﬁ‘pEﬁQ %Egr,':.)g 2 ';l{agz—i! o

u He MeHee 4yeM uepe3 10 yacoB mociie mpuUMEHEHUs: OJI0KaTOPOB
H2-ructaMHMHOBBIX peLenTOPOB B OJHOKPATHOM /103€, CPAaBHUMOM C
40 mr hamoTuUHA.

Ilpu  nevenuu nayuenmos, paree  NOAYUABUWUX  MEPANUIO,
eKeTHEBHAs 1032 OJOKaTOpoB Hr-THCTaMUHOBBIX PEIENTOPOB HE
JOJIKHA MPEBBIIIATH 103y, COOTBETCTBYIOMIYIO 40 Mr hamMmoTHANHA.
VY Takux manyMeHToB KOMOWHaIuio atazaHaBup 300 Mr/puTOHaBHUD
100 mr cinenyeT nNpUMEHATh OAMH pa3 B JIEHb ¢ MUIIEH 3a 2 yaca 10
U HEe MeHee 4eM depe3 12 yacoB mocie MPUMEHEHUs OJIOKaTOpPOB
Hz-ructamuHOBBIX penenTopoB (OAMH pa3 B J€Hb) B J03€,
cootBercTByomerd 40 Mr ¢amoruauHa.  ANBTEPHATHUBHO,
koMOuHanus artazaHaBup 300 wmr/puronaBup 100 mr wmoxer
MPUMEHATHCST OJAWH pa3 B JIEHb BO BpPeMs €bl OJHOBPEMEHHO C
6sokaropamu Hz-rucTaMMHOBBIX PELIEITOPOB, 3a 2 yaca J0 U He
MeHee yeM uepe3 10 yacoB mocie mpumeHeHus: OGiokaropoB Ho-
THCTAMUHOBBIX PELENTOPOB B J103€, HE MPEBBIIAONIEH 103y,
KoTopasi cooTBeTcTBYeT 20 Mr pamMoTuarHA. DTa 1032 MOXKET OBITH
MpUHATA OJWUH WM JIBa pa3a B JcHb. [Ipy Ha3HAuYeHUM TaKuUM
nanueHTaM KOMOWHAIMKM aTa3aHaBUpP/PUTOHABUP U TeHO(OBUPA
mu3zonpokcuna Qymapara ¢ OiokatopoM Hpz- THCTaMHHOBBIX
pElEnTOpOB  CIEAyeT  NPUMEHSATh  CIACAYIOIMHMA  PEeXUM
nosupoBanus: arazaHasup 400 mr u putonasup 100 Mr onuH pa3 B
JIEHB.

He cymectByeT Q0CTaTOYHO MAHHBIX IS TOTO, YTOOBI MOYKHO
OBLJI0O PEKOMEHIOBATh OJIHOBPEMEHHOE MPUMEHEHHE aTa3aHaBHpPA,
TeHodoBUpa Au3oMpokcuia ¢ymapara W aHTaroHucroB Ho-
TUCTAMUHOBBIX PELENTOPOB Yy OEpeMEHHBIX JKEHIIUH, paHee

MOJIY4aBIINX aHTUPETPOBUPYCHYIO TCPAIIHLO.

Hmmynooenpeccanmor | Ilpy COBMECTHOM NPUMEHEHUM LMKIOCIOPHHA, TaKpOJIUMYyca,

(yuxknocnopum, CHpOJIUMyCa M aTa3aHaBHUpPa BO3MOXKHO TIOBBIIIEHHE B KpPOBH
MaxKpoauUMyc, KOHIIGHTPAllMKd HMMYHOJIETIPECCAHTOB, MO3TOMY PEKOMEHIYETCs
cupoaumyc) MOHUTOPHUHT UX KOHIIEHTPALIH.

Anmudenpeccanmuol

Tpuyuxnuueckue [Ipu coBMeCTHOM MPUMEHEHHMM aTa3aHaBUpa C TPUIUKINYECKUMHU
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aHmqunpeccaHmbl

AHTHIETIPECCAHTAMH BO3MOKHO BOSHIKHOBEHIE Cepbe3HDBIX -W/im

JMY OTUETY

VIPOXKAIOIIUX  JKU3HU TMOOOYHBIX  PEAKIMA, CBS3aHHBIX C
AHTHUJICTIPECCAHTAMM. Pexomennayercs KOHTPOJINPOBATh
KOHIIEHTPALUK ITUX IIPEnapaTroB IPU COBMECTHOM IPUMEHEHUH C

aTa3aHaBUPOM.

Tpazooon

IIpy coBMECTHOM IPUMEHEHHUU TPa30/J0HA C aTa3aHaBHUPOM HIIH C
KOMOMHaIMel aTa3aHaBUP/PUTOHABUP BO3MOXKHO YBEJIMYEHUE
KOHIIGHTpallul Tpa3oJoHa B Iula3Me KpoBU. llpu coBmecTHOM
OPUMEHEHHH  Tpa3oJ0Ha U  PUTOHABUpPa  COOOILANIOCH O
BO3HHUKHOBCHHUH TOIIHOTHI, T'OJIOBOKPYIKCHHA, CHMUKCHHUU
apTepUaNbHOTO JIABJIECHUS M KPAaTKOBPEMEHHOH MOTepe CO3HaHMA.
[Ipy CcoOBMECTHOM MpPUMEHEHHM Tpa3oA0Ha C MHIHOUTOpaMu
nzopepmenta CYP3A4, Ttakumu Kak ara3aHaBUp, CIEIYyET

IMPUMCHATH MCHBIIMEC O3Bl TPA30a0HA.

Benzoouazenunnt

Mupnazonam  merabonusupyerca — uzopepmentom  CYP3A4.
HecMmoTpss Ha TO, 4TO HcCCAeAOBaHUM HE MPOBOAWIOCH, MPHU
COBMECTHOM NPUMEHEHWHU aTa3aHaBUpa M MHJIa30JlaMa MOXKHO
0KHMJIaTh 3HAYUTEIHHOTO YBEIIMUYEHUS KOHIIEHTPALMH TOCIETHETO.
[Ipy o>TOoM yBenMYEHHE KOHIEHTpALMM MHJa3zojamMa IMpU
NepopaibHOM MPUMEHEHUH OYAEeT 3HAYUTENIbHO BBIIIE, YeM MpH
napeHTepaibHOM BBeeHHH. [IpruMeHeHne arazaHaBUpa COBMECTHO
C MHUJA30JIaMOM JUIsl TIpUE€Ma BHYTPh, MPOTHUBOINOKAa3aHo. JlaHHBIE
00 OZHOBPEMEHHOM HCIIOJIb30BAHUU aTa3aHaBHpa ¢ MUAA30JIaMOM
B BHUJEC HUHBEKIUH OTCYTCTBYIOT; Ha OCHOBAaHUHU JAHHBIX 00
OJIHOBPEMEHHOM HCIIOJIB30BAHUH JPYTUX WHTHOUTOPOB MPOTEA3BI
B1UY ¢ wupazonaMoOM MOXKHO MPEANOJOKHTh  BO3MOYKHOE
YBEJIMYEHUE KOHLEHTpAIMU Mua3onama B ia3Me B 3—4 paza. [lpu
COBMECTHOM MPUMEHEHHHM aTa3aHaBUpa C HHBEKIMOHHBIM
MUa30J1aMOM cienyer coOiroaaTh OCTOPO’KHOCTB,
KOHTPOJIUPOBATh  JIBIXATCNbHYI0 (YHKIHIO ©  JJIMTEIBHOCTH
cematuBHOro s¢dexkra. B HEKOTOpBIX cioydasx HeoOXoauma

KOppCKOuAa pCxumMa 103UpOBaHUS.

Hpomueoanuﬂenmuueacue npenapamal

Kapbamaszenun

[Ipu ogHOBpeMEHHOM Ha3HAUYE€HHUHU KapOama3enuHa M aTazaHaBUpa

oe3 pUTOHABHUpAa KOHLOCHTpALUA AaTa3daHaBHpa B IIJIa3ME€ KPOBU
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MOKET CHIDKATHCA. [B_CBasH |G- QOB EMERH b HasHaTeHe

JMY OTUETY

kapOamazennuHa W aTa3aHaBupa  0e3  pUTOHABUpa  HE
pekomenayercs. [lOCKOJIbKY pPHUTOHABHD MOXKET YBEIHMYUBATH
KOHILICHTPALIMIO KapOamasenuHa B IJ1a3M€ KPOBH, Y MAI[HEHTOB,
MNPUHHUMAIOIUX Kap6aMa3eHI/IH n HaYUHAKIIUX JICYCHUC
aTa3aHaBUPOM W  PHUTOHABUPOM, HEOOXOIMMO  COOIIOAATh
OCTOPO’KHOCTh IPU COBMECTHOM TIPHEME STHX IIpernapaTroB, a

TAaKXE€ MOXET HOTp€6OBaTI>CSI CHHMXXCHHEC 1O3bI KabaMa3semnuHa.

Denumoun,

Genobapobuman

[Tpu OJTHOBPEMEHHOM Ha3HAuYCHHUH ¢denuronna 170171
¢denobapburana m arazaHaBupa O€3 PUTOHABUPA KOHIICHTPALUS
aTa3aHaBHpa B IUIa3Me KPOBH MOXKET CHIDKAThCs. B CBsI3u ¢ 3THM
OJIHOBPEMEHHOE Ha3HadyeHHe (eHuTomHa wiu (peHoOapOuTaa H
aTa3zaHaBupa Oe3 puTOHaBUpa He pekomeHayercs. [lockombky
PUTOHABHpP MOXKET CHIDKATh KOHIEHTpPAIMIO (EHUTOMHA U
¢deHobapbuTana B IUIa3Me KPOBH, HEOOXOIUMO COOJIIOIATh
OCTOPOXKHOCTh TIPU COBMECTHOM IpHeMe (EHUTOMHA WU
¢denobapOuTana COBMECTHO C aTa3aHAaBHUPOM M PHUTOHABHPOM, a
TaKXKe MOXKET MOTPeOOBATHCS KOPPEKIHUS 103bI ()EHUTOMHA WIIH

(dhenobapOuTana.

Jlamompudoicun

HpI/I COBMCCTHOM IIPHUMCHCHHUHU JIAMOTPHUJPKHMHA M aTa3aHaBHpa C
PUTOHABUPOM KOHIOCHTpALHA JaMOTPUIKHMHA B IIa3ME KPOBU
MOXXET CHIKAThCA. B CBI3M C OTUM MOXET HOTpe6OBaTBC$[
KOppeKOuAa AO3bl JIAMOTPUIKHUHA. HpI/I COBMCCTHOM NPUMCHCHUHN
JaMOTpU’)KHHA W dTa3aHaBUpa 0e3 pUTOHABHpa CHHUIKCHUC
KOHICHTpAUX JaMOTPpHUIKMHAa B ILIa3ME€ KPOBHM HE OTMCUCHO,

M03TOMY KOPPEKLIUHU J03bl JIAMOTPUKMHA HE TpeOyeTcsl.

Makponuonvie anmuoduomuxu

Knapumpomuyun

IIpr COBMECTHOM IPUMEHEHUHU KIAPUTPOMULIMHA C aTa3aHABUPOM
KOHIIEHTpalUs KJIAPUTPOMHUIIMHA YBEJIMYHMBACTCS, YTO MOXKET
BBI3BIBATh YUIMHEHHE UHTEepBaia QT; OTCYTCTBYIOT pEKOMEHAANN
M0 CHIKEHUIO J103bI KIIAPUTPOMUIIMHA, B CBSI3U C 4e€M HE0OXO0IMMO
coONr0aTh  OCTOPOXXHOCTh TPU  COBMECTHOM  MPUMEHEHHH

KJIAPUTPOMHUIIMHA C aTa3aHABUPOM.

OpaJleble KOHmpauyenmuebl

Omununscmpaouon u

HpI/I COBMCCTHOM IIPHUMCHCHUU C aTa3aHAaBUPOM KOHICHTpalHuKn
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HOP3MUCMepoH Uil STHHIJIICTPANONA |M_HOpITHCTepUHa -Bo3pacTaion: -CosMed Hoe
Hop2ecmumam IIPUMEHEHNE KOMOWHAINH aTa3aHaBUP/PUTOHABUD c

STUHWIACTPAJUOJIOM M HOPIeCTUMATOM CHMIKAET CPEIHION0
KOHLEHTPALMI0 JTHUHWIACTPAAMOIAa W  IOBBIIAECT CPEIHIONO
KOHLIEHTPALUIO 17- JiealleTUIIHOPrecTUMAara, AKTUBHOT'O
MeTaboIMTa HoprecTuMara.

B cirydae coBMeCTHOr0 IPUMEHEHHUS OPAJIbHBIX KOHTPALIEITUBOB U
KOMOMHAIMM aTa3aHaBUP/PUTOHABUP PEKOMEHIYETCS MPUMEHSThH
KOHTPALIENITUBBI C COAECpPKAHUEM ITHUHWIACTpaauoia He MeHee 30
MKr. Eciin BMecTe ¢ KOHTpalenTUBaMH UCIOJb3YETCsl aTa3aHaBUP
0e3 pUTOHABHpPA, COAEP)KAHUE HTUHWIACTPAAMOJIA B OpAIbHBIX
KOHTpAaLIENITUBaxX He N0JKHO npesbimaTth 30 MKr. IIpu coBMecTHOM
IIPUMEHEHNUN aTa3aHaBUPA U OPAIbHBIX KOHTPALCNTHUBOB CIEAYET
COONIIONIaTh ~ OCTOPOXHOCTh, TOCKOJBKY d3(h(dEeKT yBelIndeHus
KOHLEHTPALlUU IPOreCTOr€HOB HEU3BECTEH; PUCK Pa3BUTHS aKHE,
JUCIANIAAEMUM U PE3UCTEHTHOCTH K  HUHCYJIMHY  MOXET
yBenuuuBatrecs. 1lpu yBennueHMn KOHIIEHTpAUMU HOP3TUCTEPOHA
BO3MOXKHO CHWkeHue KoHueHtpauuu JIIIBII wnm noseimeHue
PE3UCTEHTHOCTH K HMHCYJIMHY, OCOOCHHO Yy JKEHIIMH ¢
COILYTCTBYIOIIUM caxapHblM  JualeToM. Pexomennyercs
OPUMEHATh  HauMeHbIIne  3(Q(EeKTUBHbIE 03Bl  KaXIOro
KOMIIOHEHTa OpajbHOTO KOHTpAIENTHBA, LEJIecO00pa3HO TaKxKe
MCIIOJIb30BAaTh JAPYTUe HAJIeKHbIE METO/Ibl KOHTPALIECTILINH.
CoBmecTHOE TpHUMEHEHHE aTra3aHaBUpa WIM  KOMOWHAIMU
aTa3aHaBUP/pUTOHABUP C JpYrUMU (opMamMH TOPMOHAIBbHBIX
KOHTpALIETITUBOB (KOHTpaleNTUBHBIE IJIaCThIPH,
KOHTpPALIETITUBHbIE  BJIATAJUIIHBIE  KOJIbLIA,  MHBEKIMOHHBIE
KOHTpAlleNTUBbl) WJIM C  OpajbHBIMH  KOHTpAaleNTUBaMH,
COJIEp’KallUMH TIPOT€CTOTEHbl, OTINYHBIE OT HOP3TUCTEPOHA WM
HOpPrecTUMara, a Takke C MpenaparaMmu, CoAep KalluMu MeHee 25
MK 3THHWJIACTPAANO0Ia, HE U3ydajoch, MOITOMY JaHHBIE METOJIbI
KOHTpPALIENILIUM HE DPEKOMEHIYETCs NPHUMEHATh B COYETAaHUU C

aTa3aHaBUPOM.

Ilpenapamul ona neyenusn nooazpol

Konxuyun

Konxunun sBasercss cyocrparom uzopepmenta CYP3A4, ero
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C aTa3aHaBUPOM.

Pekomenayemble 10361  KOJNXWMIIMHA  MpPU  NPUMEHEHHH
OJIHOBPEMEHHO C aTa3aHaBUPOM MpHUBEACHbI HuKe. Ocmpbili
npucmyn noodaepui: 0,6 Mr — 1-b1if npuem, 3arem 0,3 Mr yepes vac
nociie neporo npuema. [loBTOpHOE NMpPUMEHEHHE TAHHOW CXEMBI
BO3MOXKHO HE paHee, 4eM uepe3 3-€ CYTOK.

IIpogpunaxmuxa ocmpwix npucmynog nooazpul.

- eclu OOBIYHBIA peXuM JIo3upoBanus cocTaBisul 0,6 mr 2 pasza B
JIeHb, CIeAyeT CHU3UTH 103y A0 0,3 Mr 2 pa3a B JicHb;

- ecau OOBIYHBIA peXuM Jo3upoBaHus coctaBisul 0,6 mr 1 pas B
JIeHb, cienyeT cHu3uTh 103y no 0,3 mr uyepe3 aenb. Cemetinas
CpeouU3eMHOMOPCKAsA AUXOpaoka: MaKCUMalbHas CyTOYHas 03a
KoixuuuHa cocrasisieT 0,6 Mr. 9Ty 103y MOXHO pa3ieiauTh Ha 2

npuema — 1o 0,3 mr 2 pa3a B JI€Hb.

Ilpomueomukobaxkmepuanvhvle npenapanmol

Pugpadbymun AKTHBHOCTH pupabyTHHa TPH COBMECTHOM TIPUMEHEHUH C
aTa3aHaBUPOM yBenu4uBaercs. [Ipy 0THOBPEMEHHOM MpHUEME ITHX
MpernapaToB peKOMEHAYeTCsl CHUkKeHHe 103bl pudadyruna no 150
MT 4yepe3 JIeHb WM TP pa3a B Heneno. Heobxoaum TiiaTenbHbIM
MOHUTOPUHT TOOOYHBIX pEAKIUid Yy TanueHTOB (BKIIOYas
HEUTPONEHUIO U YBEUT), IPUHUMAIOINX pudadyTUH U aTa3aHaBUP
WIK KOMOMHAIMIO aTa3aHaBUP/PUTOHABUDP B CBSI3U C BO3MOKHBIM
MOBBIIIIEHUEM KOHIEHTpauuu pudadyTHHa; MOXKET moTpedoBaTbes
JnanbHeWmas Koppekuus 1o3bl pudaldyruna no 150 mr 2 pasa B
HEJIENI0 Y TAIMEHTOB C HEMEPEHOCUMOCTBIO J03UpoBKU 150 Mr/3
pasa B Hezenmo. OIHaKo cleyeT UMETh B BUY, YTO J03upoBKa 150
MI 2 pa3a B HEIeNII0 MOXET He OOeCneyuTbh ONTUMAIbHOU
KOHIIEHTpanuu pudadyTHHa W TPUBECTH K BO3MOXXHOCTHU
pe3ucTeHTHOCTH W HedddekTnBHOCTH JeueHusi. Koppekuus 1036l

aTa3zaHaBUpa He TpeOyeTcs.

Huzubumopwt pocgpoourcmepaswi-5 (®/13-5)

Ipumenenue npu spexmunvbHoU Ouc@hyHKyuU

Cunoenagun, [Ipu coBMecTHOM MpUMEHEHHMM HMHTHMOMTOpOB mpoTeassl BUY ¢

maoanagun, uHrHOUTOpaMu  (pochoaudcTepaspl-S BO3MOXKHO 3HAYUTEIBHOE

25



COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 21 Z’_ 2023 N2 5;3_ 7
sapoenagpun yBeJIMUeHNe KOHIEHTPAIUH it nOirropos bocdoanIctepasi=> u

ycusieHne ux 1moOouHbIX 3 deKxToB. PekoMeHmyercs yMeHbIICHHE
no3: cungeHabua — 25 Mr He yamie, yeM Kaxible 48 4acoB mpu
MPUMEHEHUU C PUTOHABUPOM Win 0e3 Hero; Taganadpui — 10 Mr He
qaie, 4eM Kaxple 72 4aca Ipu IPUMEHEHUU C PUTOHABUPOM WIIH
0e3 Hero; BapaeHadua — 2,5 Mr He Yaile, 9YeM Kax/pie 72 Jaca npu
MPUMEHEHUHU C PUTOHABHUPOM M 2,5 MI' HE Haille, YeM Kaxpie 24
yaca Mpu NpUMEHeHHH 0e3 pUTOHABUPA; HEOOXOAUM MOHUTOPUHT

OOOYHBIX peaKuil.

Taoanaghun Hna nayuenmos, npuHUMAarOWux amasanasup 6 medeHue He MeHee
cemu Owueti: Taganadwmn HazHavyaroT B j03¢ 20 Mr 1 pa3 B CyTKH.
Jlo3y MoxHO noBbIcUTb 10 40 Mr 1 pa3 B CyTKH (B 3aBUCUMOCTH OT
WHUBUIyaJIbHOU MEPEHOCUMOCTH).

Jna nayuenmos, npunumarowux maoanagun: MPEKPaTUTh TPHEM
Tajanadguia He MeHee dYeM 3a 24 yaca 10 Hayajga IpUeMa
aTazaHaBupa. He paHee uem uepe3 ceMb CYTOK IOCiIe Hayaia
npremMa aTtaszaHaBHpa BO300HOBHTH mpueM Tananaduia B mo3e 20
mr 1 pa3 B cytku. Jlo3y MoxkHO noBbicuTh 70 40 Mr 1 pa3 B cyTku

(B 3aBUCHUMOCTH OT HHﬂHBHHyaﬂBHOﬁ HepeHOCI/IMOCTI/I).

Ilpomueozpubroesie npenapamot

Kemoxonaszon, HSY‘IZU'IOCI) TOJIBKO COBMCCTHOC IIPHMMCHCHUC KCTOKOHA30Ja C

umpaxkornason aTa3saHaBUPOM 0e3 pUTOHABHpa, KOHIOCHTpALIUNU aTa3saHaBUpa IpPHU
HUCIIOJIb30BaHNU JTaHHOM KOM6I/IHaHI/II/I HC3HAYUTCIBbHO
IIOBBIIIAKOTCA.

KerokoHa305l U UTpakOHA30J1 MOTYT YBEIWYMBATh KOHIIEHTPAIUH
aTa3zaHaBUpa M pUTOHaBHpa B IazMe KpoBH. Cienyer coOnronarh
OCTOPOXHOCTb IIPU NIPUMEHEHUH KETOKOHA30JIa U UTPAKOHA30Ja B
CyTOuHbIX J03ax Bbie 200 Mr COBMECTHO C KOMOMHAaIHMen

aTa3zaHaBUP/pPUTOHABUP.

Bopukonason CoBMecTHOE TpUMeHeHne BopukoHa3oia (200 mr 2 pasa B JI€Hb) C
KOMOWHAIMel aTa3aHaBUP/pUTOHABUP Yy TAIMEHTOB C Kak
MUHUMYM OJHMM (YHKIMOHAJIBHBIM aijeneM u3odepMeHTa
CYP2C19 npuBoaniio K CHIKEHUIO KOHIIEHTPAIMi BOPUKOHA301a
U ara3aHaBUpa B TIula3Me KpoBU. COBMECTHOE MPUMEHEHHE

BopukoHazona (200 mMr 2 pasa B JeHb) C KOMOHWHAIHeu
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atasasasup/puTonagup _y | Hal(uchro 603 (YHRIIGHANBHOrO

amenst w3odpepmenta CYP2C19 mnpuBoamiio K TOBBIIICHHIO
KOHIICHTPAallMii BOPHKOHA30JIa W CHIDKEHHIO KOHIICHTpAIHH
aTa3aHaBHpa B IJIa3Me KPOBH.

CoBmecTHOE NpPHUMEHEHHE BOPUKOHA30Ja W KOMOMHAIuu
aTa3aHaBUP/PUTOHABUD PEKOMEHAYETCS TOJBKO B TEX CIydYasXx,
KOTrJa T[OTCHIMANbHAS T1OJb3a TNPHUMEHEHUs BOPHKOHA30JIa
npeBbimaet puck. [Ipy HeoOXOAMMOCTH Ha3HAYCHUSI BOPUKOHA30I1a
COBMECTHO C aTa3aHaBUPOM IO BO3MOXXHOCTH HEOO0XOIUMO
NPOBE/ICHUE TCHOTHIMPOBAHUS MAIlEHTOB HAa MpPEIMET Halu4dus
¢yakuuonansHoro  amiens u3odpepmenta CYP2CI9. Ecmnm
n30eKaTh MPUMEHEHHS TaKoW KOMOWHHMPOBAHHOW — Teparuu
HEBO3MOXXHO, HEOOXOJMMO TPOBOJMThH TIIATEIbHBIA MOHHUTOPUHT
no0ouHbIX  3(pdexToB  BopukoHazona (y mHamMeHTOB  0e3
byHkroHanbHbIX ayvienei uzodpepmenta CYP2C19), a Tarke
3 PEKTUBHOCTH BOPHKOHA30Jla M ara3aHaBupa (y MalUCHTOB
MUHHMYM C OJHUM (YHKIMOHAIBHBIM ajuielieM wu3odepMeHTa

CYP2C19), xoTopble MOTYT CHHXKAThCH.

Anmuxoazynanmul

Bapghapun W3-3a  ycuieHus akTUBHOCTH BapdapuHa OJHOBPEMEHHOE
IPUMEHEHHE C aTa3aHaBUPOM MOXET BBI3BIBATH TSKEIOE /WM
yrpoaroliee KU3HU KPOBOTEUYEHHE. Pexomennyercs
KOHTPOJIMPOBAaTh MEXAYHAapOAHOE HOPMAJIN30BAHHOE OTHOLICHHE
(MHO).

Kopmukocmepouowt

Hneansayuonnvie/nazane | llpy coOBMECTHOM NPUMEHEHHWU pPHUTOHaBUpa ¢ (IyTHKAa30HA
Hble IPOMHOHATOM  3/I0POBBIMH  JTOOpPOBOJIBLIAMH  KOHIIEHTpalus
2NIOKOKOpMUKOCmepou | KOPTU30J1a 3HAUUTENbHO CHIXKalach 3a CYEeT 3HAYUTENIBbHOTO
Obl (83aumooelicmsue ¢ | TOBBILIEHUS] KOHLIEHTpauuu (ayTuka3zoHa B Iuiazme. COBMECTHOE
PUMOHABUPOM,) PUMEHEHHEe KOMOMHAIMM aTa3aHaBUP/PUTOHABUP C (UIyTHKa30HA
MPOMHOHATOM MOXXET MPUBECTU K TOJOOHOMY 3P DEKTY.

[Ipy COBMECTHOM NPUMEHEHUH PHUTOHABHpPA M WHTATSLHMOHHBIX
(MM MHTpaHa3aJbHBIX) MpenaparoB (IyTUKa30HA MPOIMUOHATA
OTMEUAJIOCh ~ pa3BUTHE  CUCTEMHBIX  MOOOYHBIX  3(dexToB

TIIFOKOKOPTUKOCTCPOUIOB (CI/IHI[pOM I/IHGHKO-KyI_HI/IHFa, YTHCTCHUC
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o

Kopbl HaAoucuHHKoB). [1010BHIE DRk b BOIMOAHL H Tipu

COBMECTHOM MPUMEHEHUHU C APYTMMH TIFOKOKOPTUKOCTEPOUIAMH,
Mertabomuzupyromuxcs u3zopepmentom CYP3A4, nanpumep, ¢
OyaeconuzoM. B cBf3M C 3TUM NOpUMEHEHHE KOMOMHAIMU
aTa3aHaBUP/PUTOHABUDP COBMECTHO C (DIyTHKAa30HA MPOMUOHATOM
W JIPYTUMHU [JIIOKOKOPTUKOCTEPOUIAMU,
MeTtabomuzupyromumucs uzopepmentom CYP3A4, ompagaHo
TOJILKO B TOM Cjyd4ae, €ClId MOTEHIHUalbHas TOJb3a TEepanuu
MPEBBINIACT PUCK CHCTEMHBIX 3PPEKTOB TIIFOKOKOPTUKOCTEPOHIOB.
[Ipu coBMecTHOM NMpUMEHEHUU aTa3aHaBupa (0€3 pUTOHABUpA) U
¢diyTHMKa30oHAa MPONUOHATA KOHIEHTpAlUsl MOCIEIHEro B IIa3Me
KPOBH MOXET yBenu4uBaThcs. CreayeT cobo1aTh OCTOPOKHOCTD
M, MO0 BO3MOXXHOCTH, MPUMEHSATH Mpenaparhl, HE COJepKallue

¢iyTMKa3oHa ~ OPONMOHAT, OCOOEHHO  IpU  JUIMTEIbHOM

NPUMEHEHHUU.

Cybcmpamul opyeux | Kiinnnuecku CYILLIECTBEHHBIX B3aUMOJCICTBUI MEXIY

usogepmenmos aTazaHaBUpoM u cyocrparamu nzopepmerntoB CYP2C19, CYP2C9,

yumoxpoma P450 | CYP2D6, CYP2B6, CYP2A6, CYP1A2 wmm CYP2El =me

(CYP) oXumaercs. ArtazaHaBHp — cCiaOblii MHrUOMTOpP H30(epMeHTa
CYP2CS.

Crnenyer  coOmogaTh  OCTOPOKHOCTH ~ NPHU  COBMECTHOM
MCIIOJIb30BaHNHU aTa3zaHaBupa (0e3 puUTOHABHpa) M IpPENapaToB, B
Oonpuiol creneHu 3aBuciAmux oT uzopepmenta CYP2C8 wu
UMEIOIIMX  y3KUH  TepamneBTUYECKMH npoduib  (Hampumep,
nakjiauTakcen, penariavHuf). llpum ucmonp3oBaHMM KOMOWHAIMK
aTa3aHaBUP/PUTOHABUpP COBMECTHO ¢ cyOcTparamu wu3zodepmeHTa

CYP2C8 kIMHHYECKH 3HAYNMBIX B3aUMOJEHCTBUH HE 0XKUIAETCA.

Hapxomuuecxue aHaibcemuxku

Bynpenopgpun B cBa3u ¢ unru6uposanuem nzopepmentoB CYP3A4 u UGTI1ALI
IpA COBMECTHOM IIPHMEHEHWH aTa3aHaBUpa WJIM KOMOWHAIINA
aTa3aHaBUp/pUTOHAaBUpP W OympeHopduHA  KOHIEHTpalUuu
OynpeHoppuHa u  HopOympeHopduHa  mOBbIIIANKCE.  [lpu
MPUMEHEHUH KOMOWHAIINH aTa3aHaBUP/PUTOHABHP c
OympeHOp(PUHOM  CYIIIECTBEHHOTO HW3MEHEHHUS KOHIICHTPAIUU

aTa3aHaBUpa B IUIA3MC HC BbBIABJICHO, NTPHUMCHCHUC TOM XKe
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KOMOMHAIMH, HO | Ge3  pHiomanapa; = Mbmer HpHsours | K

JMY OTUETY

SHAYUTCIIbHOMY CHUKCHHUIO KOHLICHTPAIIMKU aTa3aHaBUpa B IIJIa3ME.

[Tpu OJIHOBPEMEHHOM MPUMEHEHUU KOMOMHAIINH
aTa3aHaBUP/PUTOHABHUP U OynpeHophHHA HEOOXOAUM TIIATEIHHBINA
MOHHUTOPHHT COCTOSIHHS TMalMeHTa (OI[eHKa CeaTUBHOTO JIEHCTBUS
U KOTHUTUBHBIX (yHKIMIT). MoxkeT moTpeOoBaThCs CHUKECHUE

110361 OynpeHopduHa.

HUpunomexan

ArazanaBup uaruoupyer Y JI®d-rimrokyponosunrpanchepazy (YI'T)
U MOXET OKa3blBaTh BIUSHUE Ha METAa0OJIM3M HWPHHOTEKAHA,
BBI3bIBAs TIOBBIIIICHUE €T0 TOKCUYHOCTH, TIOITOMY IIPH COBMECTHOM
NPUMEHEHHH  ara3aHaBHpa C HPHHOTEKAHOM  HEOOXOJIUMO
KOHTPOJIMPOBATh COCTOSIHUE TMAI[MCHTOB HAa MPEIMET pPa3BHTHUs

MOOOYHBIX peaKuHﬁ, BBI3BAHHBIX IPUCMOM HPHHOTCKAHA.

Unounasup

ATazaHaBHp ¥ UHAMHABUP MOTYT OBITh IPHUYUHON pPa3BUTHS
rUnepOMIMpyOMHEMHUH, TO3TOMY COBMECTHOE IPUMEHEHHE

HHAWNHABHpa ¢ aTa3aHaBUPOM HC PCKOMCHIOBAHO.

Uneansayuonnvie 6ema
2 - aodpeHoOMUMEMUKU

(carmemepon)

[ToBbIIEHHBIH PHUCK pa3BUTHS MOOOYHBIX 3(P(HEKTOB CO CTOPOHBI
CepACYHO-COCYTUCTON CUCTEMBI, CBOMCTBEHHBIX CaJMETEpOIy, B
TOM uyunciie yanuaenue narepsaia QT, omrymenue cepauneOueHmus,
cuHycoBas Taxukapaus. COBMECTHOE NMPUMEHEHUE CaIMETeposia U

arasaHaBUpa HC pEKOMCH0BAaHO.

ﬂﬂ}l npuse@ennblx HUJICe npenapamoe KiIUHUYECKU 3HaAuUumble e3aumooeiicmeus He

oofcanlomCﬂ, 6 C6A3U C Uém He mpeﬁyemcu Koppexkuyus 0036l npenapamoe

Jlamusyoun (150 me
08adicObl 8 OeHb) +
3u008youn (300 me

08ad#Ovl 8 OeHb)

IIpu coBMecTHOM NpPUMEHEHHH C ara3aHaBUpoM B jao3e 400 mr
3HAYMMBbIX U3MEHEHUH KOHLIEHTPALMii JaMUBYIMHA U 3UJIOBY/INHA
He HaOmonanoch. Takke HE 0XXKHUIAeTCs 3HAYMMOTO M3MEHEHUs
(hapMaKOKMHETHIECKUX

I1apaMeTpoB HYKJICO3UIHBIX

UHTMOUTOPOB  OOpaTHOW  TpPaHCKPUNTAa3bl IMOJA  BIMSHHEM

pyuTOHAaBUpA. Y4yuteiBas 3TU JaHHBIC, HC OXHNIACTCA 3HAYHUMOI'O

N3MCHCHUA KOHI_IGHTpaI_II/Iﬁ JJaMUBYyIWHA W 3UJOBYAWHA TIpH

COBMECTHOM  IPUMEHEHHH ¢  KOMOMHauued  mpenapar
aTa3zaHaBUP/pPUTOHABUD.
Abakasup [Tpu COBMECTHOM IPUMEHEHNUN c KoMOUHaImen

aTa3aHaBI/Ip/pI/ITOHaBI/Ip HEC O0XHMIACTCA 3HAYMMOI0O H3MCHCHHA
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 21.03.2023 N2 5337
KOHIICHTpalu abakpBHUpa. UTULITERVBATENBHRULTE W3
Panmeepasup [Tpu COBMECTHOM MIPUMEHEHUHU c KOMOUWHAaIHeH

aTa3aHaBUP/PUTOHABUP HAOIIONANOCh YBEIMYEHHE 3HAYCHHM
IJIOMIAU T0A KpUBOM «koHIEeHTpamus-Bpems» (AUCs) nus
panrerpaBupa Ha  41%,  MakcUMaJbHOW  pPaBHOBECHOM
KoHIeHTpauuu panterpasupa (Cmax) Ha 24 %, paBHOBeCHOMU
KOHIeHTpauuu panrerpaBupa uvepe3 12 9 (Cizq) Ha 77%.

Koppekuust 10361 panterpaBupa He TpeOyeTcs.

DnyKkonason [Tpu COBMECTHOM MIPUMEHEHUHU c KOMOMHAIHeH
aTa3aHABUP/PUTOHABUP 3HAYMMBIX M3MCHCHHMI KOHIICHTPAIMA
aTazaHaBupa U (prykoHaszona He HaOmoAanoch. Koppekuus 103bl

He TpedyeTcsl.

Memaoon Y  nanueHToB, IOCTOSHHO IPUHMMAIOIIMX  METAJ0H, He
OKHUJAETCSl pa3BUTUSl KIMHUYECKHM 3HAYMMbIX B3aMMOJECHCTBUI

IIpu COBMCCTHOM IIPUMCHCHHU C aTa3aHABUPOM.

Jlancom, He OKHUJIaeTCs pa3BUTHS KIMHUYECKH 3HAYNMBIX
mpumemonpum/ B3aUMO/ICCTBUYM TTPH COBMECTHOM IMPUMEHEHHH C aTa3aHAaBUPOM.
cynbghamemorcasor,

a3UMpOMUYUH,

IPUMPOMUYUH

Oco0ble ykazanus

Ha3nauenue aTta3aHaBHpa HelleaecoOO0pa3HO MAllMEHTaM ¢ MHOYKECTBEHHOM pEe3UCTEHTHOCTHIO K
uHruOutopam mnpoteassl BUY (Oonee 4-x wmyranuii). Boibop arasanaBupa i Je4eHUs
NAlMEHTOB, paHee MOIy4YaBIIUX AHTHUPETPOBUPYCHYIO TEpPAIUI0, JOJDKEH Oa3MpoBaThCS Ha
JAaHHBIX UHJIMBUYaJIbHOW PE3UCTEHTHOCTH U PE3YJIBTATOB MPEAIIECTBYIOIIETO JIEUEHUS.

Xota »3¢pdexkTuBHOE NOAABICHHE pEIUIMKALMM BUpPYCa AaHTUPETPOBUPYCHOH Tepamnuen
3HAYMTENIBHO CHWXaeT puck nepenaun BUY Bo BpeMs MOJIOBOr0 KOHTAKTA, MOJHOCTBIO PHUCK
nepeJaud MCKIIOUUTh HENb3s, B CBA3M C YEM CJelyeT COOJII0JaTh MEphl IMPEI0CTOPONKHOCTH
(ucmonp30BaHUe OapbEPHOTO METO/IA).

O¢ddexTnBHOCT, U 06€30MACHOCTh NMPUMEHEHUS aTa3aHaBHpa B KOMOMHAIIMU C PUTOHABUPOM B
CcyTouHOMH 103e 6osee 100 Mr He U3yyeHa; UCIOIb30BaHUE /103 PUTOHABUPA, NpeBbimatonux 100
MI' B CYTKH, MOXET HU3MEHHTHh Mpoduiib 0e30MmacHOCTH atazaHaBupa (mobGounbie 3G EKTH co
CTOPOHBI ~ CEPJACYHO-COCYAUCTON CHUCTE€MbI, TUNEpOUIMPYOMHEMHUs), TOITOMY OHO He

PCKOMCHAYCTCA. Tonbko IIpru COBMCCTHOM IMMPUMCHCHUU KOM6I/IHaI_[I/II/I aTa3aHaBI/Ip/pI/ITOHaBI/Ip u
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OMY OTYETY

HE00X01MMO 00eCIeYUTh KIMHUYECKUI MOHUTOPUHT MaIUEHTA.

Caxapnutii ouadem/2unepziuKkemus

Ha ¢one nedenms unrnbutopamm mporeassl BUU y Hekotopeix BUY-uHbUIIMPOBAHHBIX
MAIMEHTOB OTMEYEHbI T'MIEPIIMKeMHUs, BOSHUKHOBEHHE CaxapHOro auadera Wid 00OCTpeHHe
YK€ HUMEIONIETOCsl caxapHOro auadeTa. B HEKOTOpBIX cllydasx OTMedalcs IuadeTHYeCKUn
Keroanuao3. [lpuunHHO-CeICTBEHHAs CBSI3b MEXKIY Tepanueid nHruouropamu rnporeass BUY u
STUMH CIy4assMU HE YCTAaHOBJICHA.

TI'emogpunusn

VY mauuentoB ¢ remopunuerd tuna A u B Ha ¢one nedyenus mHruburopamu mporeasst BUY
OTMEUAJINCh KPOBOTEUYEHMS], B TOM YHMCJI€ CIIOHTAHHBIE KOXHbIE KPOBOU3IUSAHUSA U I€MapTPO3bl.
HekoTopsIM M3 3THX MallMEHTOB TpeOOBajIoCh BBelneHHUE ¢dakTopa cBepThiBaHus KpoBu VIII. B
OOJBIIMHCTBE CIIy4aeB Jie4YeHHe HUHruouropamu mporeazsl BUY Obulo mpoAomKeHO WU
BO300HOBIICHO TOCJ€ TmepepbiBa. [IpUYMHHO-CICNCTBEHHAsT CBs3b MEXKAY  Tepamnuen
uHruoutopamu nporeassl BUY u aTrmMu ciyyasiMu He yCTaHOBJICHA.

[TaruenTsl ¢ reMmodunuend A unu B 1omkHBI OBITh OCBEIOMIIEHBI O BO3MOKHOCTH TOBBIIIICHHON
KPOBOTOUYMBOCTH.

Ilepepacnpeoenenue xcupoeoii Kiemuamku (1unooucmpoghus)

OTMmeyanuch €IMHUYHBIE Clydyau IepepaclpenesieHus: KUPOBOW KIETYATKH, YTO MPOSBISIIOCH
0’)KMPEHHUEM IO LEHTPAIbHOMY THUILY, YBEJIMUEHUEM >KUPOBOM KJIETUYATKH B JOPCOLEPBUKAIBHON
30He («OyHBOMMHBIA Trop0»), MNOXyAaHWE KOHEYHOCTEH M JIMIA, YBEIMYEHHE TPYIH,
«KYIIUHTOUAHOE JHLO». [IpUYMHHO-ClEeNCTBEHHAs CBS3b MEXAy Tepanuel HWHruOutropaMu
nporeassl BUY n sTuMu ciiydasiMu He yCTaHOBJICHA.

[TatmenTs! ¢ ¢akTOpaMM pHUCKAa OTHOCUTENBHO PAa3BUTHUS JUNOAMCTPOGUM (MOXKHUIONW BO3pacT,
JUINTENIbHBIA TpHEeM MPOTHBOBUPYCHBIX IpEnapaTroB, HapylleHHs oOMEHa BEIECTB) JOJIKHBI
MOJJIeXKAaTh KIMHUYECKOMY OOCIIe[JOBaHMIO, BKJIIOUAash BHEIIHIOI OILIEHKY IepepacipeneaeHus
JKUPOBOU KJIETUATKH.

Memabonuueckue napamempbol/éec mena

Bo Bpemsi aHTUPETPOBUPYCHON TepanmuM MOKET OTMEUYaThCsl INOBBIINIEHUE Beca Tela, YPOBHS
JUMNHUIOB U TJIIOKO3bI B KpoBU. Takue uM3MeHeHUs MOTYT ObITh OOYCIIOBJIEHBI NMPOBEIECHUEM
Tepanuu OCHOBHOTO 3a0ojieBaHUs, a Takxke o0pa3oM >ku3HH. KOHTponp 3a nunuuamu u
TJIIOKO30i KpOBH O0O€cIieunBaeTcsl COIIacHO peKoMeHAanusM 1o JjedeHuto BUY-ungexuunu.
Hapymenust oOMeHa >XMpOB JOJDKHBI KOHTPOJIMPOBATHCS COTTIACHO KIIMHUYECKOH npakTuke. [1pu
NPUMEHEHUH KOMOWHHPOBAHHON aHTUPETPOBHPYCHOM Tepamuu, BKIIOYash TaKK€ COBMECTHOE

MMPUMCHCHHUEC C OpaJIbHBIMHU KOHTPALCIITUBAMU, OTMEUYAJIUCh CIydan pa3BUTHA JUCIUIIUACMUU.
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CMHOPOM 60CCMAHOGIEHUA UMMYHUmMema

Pa3zBuTue cuHIpoma BOCCTAaHOBJIEHHSI MMMYHUTETA OTMEYAJIOCh y NMAUMEHTOB, MOJYy4aBLIMX
AHTUPETPOBUPYCHYIO TEPAINUIO, BKIOYasi arazaHaBup. Y BUU-unpunupoBaHHBIX MAIIMEHTOB B
pe3yibTaTe OTBETa MMMYHHOM CHUCTEMbl B Haydaje KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOU
T€panuy MOTYT IOSABUTHCSA IPU3HAKKA BOCIAJIUTEIBHON PEaKUUU B OTBET HA IPOTEKAKOLINE
OCCCUMIITOMHO WJIM OCTaTOYHBIC ONMOPTYHUCTHYECKHE WH(GEKIHH (IUTOMETATIOBUPYCHBIH
PETHHHT, T€HEPaTN30BAaHHBIC W/WIM JIOKAJIbHBIE MUKOOAKTepUadbHbIE MH()EKINH, BHI3BAHHBIC
Mycobacterium avium, mHeBMOHUS, BeI3BaHHAs Pneumocystis carinii, Pneumocystis jiroveci wiu
TyOepKyJie3), KOTOpble MOTYT IIPUBECTU K PA3BUTUIO CEPHE3HBIX KIIMHUYECKUX MOCIEICTBUIN WIN
YXYALIEHUIO COCTOSIHUS 00i1bHOr0. OOBIYHO Takue peaklMM pa3BUBAIOTCS B TEUEHHUE IEPBBIX
HECKOJIbKUX HEAEIb MM MECAIEB C Havyasa JiedeHus. JJoIKHO OBITh MPOBEIACHO 00CIeI0BaHHUE U
COOTBETCTBYIOIIIEE JICUCHUE.

Otmedanuch ciy4an ayTOMMMYHHBIX 3a0osieBaHuil  (Hampumep, Oone3nb [ 'peiiBca),
BO3HMKABIIME IIPU BOCCTAHOBJICHHMM HMMYHHUTETA, OJHAKO BpEMS Hadalla pPa3BUTUA TaKUX
3a00JIeBaHUN BapbUpPOBAJIOCHh y PA3HbIX NAIIMEHTOB U MOIJIO HACTYIaTh YEPE3 MHOIO MECSIIEB
MIOCJIe Hayasa Tepaluy aTa3aHaBUPOM.

Ileuenounas nedocmamoynocmsp

ATazaHaBup MeTaOOMM3UPYETCS, TJIABHBIM O0pa3oM, B IMEYEHH, MOITOMY Yy IMalUEHTOB C
IIEYCHOYHON HEIOCTAaTOYHOCTBIO IIpenapar CIEeAyeT IHPUMEHATh C OCTOPOXKHOCTBIO W3-3a
BO3MOYKHOT'O YBEJIMUEHHUSI €70 KOHLEHTPALUH.

VY marmeHToB ¢ yxe CyliecTBYIoel nucyHKIel nedeHu, BKIYas aKTUBHBIA XPOHUUYECKUN
TenaTUT, TOBBINIAETCS YacTOTa Pa3BUTHsA HApYIICHUH (QYHKIIMU TEYEHU TpU TMPOBEICHUU
KOMOMHHMPOBAaHHOW aHTHUPETPOBUPYCHON Tepanuu. B cBs3u ¢ 3TUM HEOOXOAWMO PEryJIsIpHO
HAOI0/IaTh 32 COCTOSIHMEM TaKWX IMAallMeHTOB. B ciydyae yXyAlIeHUS COCTOSIHHUSI MOXET OBITh
MPUHSATO PELIEHUE O MPUOCTAHOBKE UJIM MPEKPAIICHUH TePalliy aTa3aHaBUPOM.

Y namueHTtoB ¢ BUpPyCHBIM TematutoM B wm C win OTMEYEHHOW 10 Havayia JICUYCHUS
MOBBIIIEHHOW AaKTUBHOCTBIO TPAHCAMUHA3 MPHUCYTCTBYET PHUCK JATbHEHIIEro IOBBIIICHUS
AKTUBHOCTH TpaHCAaMWHA3 WM JEKOMIIEHCAuU (YHKUMU TeueHUu. Y TaKuX [alueHTOB
71ab0paTOPHBIT MOHUTOPUHT (PYHKIIMU TIEUEHHU JIOJKEH OCYIIECTBISATHCS Mepel HAa4aloM U BO
BpeMs ITPOBEACHUS TEPATUHU aTa3aHABHPOM.

Iloueunaa neoocmamounocmeo

Jlns manueHToB, HEe HaXOMSIIMXCS Ha TreMoauanu3e, He TpeOyercs KoppeKuuu mo3bl. s
MAalMEeHTOB Ha TeMOJIMajIn3e, paHee He MOJIy4YaBIIUX aHTUPETPOBUPYCHON TEparnuu, aTa3aHaBUp

Ha3Ha4YacTCs TOJBKO B KOM6I/IHaHI/II/I C PUTOHABUPOM.
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MOJYYaBIIUM aHTHPETPOBHPYCHYIO TEpamuio, aTa3aHaBHp MPHUMEHATh IPOTHUBOIIOKA3aHO.
T'unepounupyounemus

Y nDanueHToB, MOJyYaBIIUX aTa3aHaBHp, OTMEYAIMCh Ciay4al oOOpPaTUMOIO YBEIMYEHUS
HerpsiMoro  (cBoOogHOro)  OmnMpyOWHa,  CBSI3aHHOTO ¢ HWHTUOWpoBaHueM Y J[D-
rmokyporosmintpanchepazsr  (YI'T). Cnemyer ydecTb, UTO YBEIHYEHHUE AKTUBHOCTHU
TpaHCAaMHMHA3, OTMEYAIOIIeecss MPH MOBBILIEHHOM OWIMPYOWHE y MAIlMeHTOB, MOJIYYaOLIHX
aTa3aHaBUpP, MOXKET OBbIThb BBI3BAHO JPYTrUMH 3a00JIEBAaHUSIMHU, TaKkKe COIMNPOBOMKIAIOIIUMUCS
runepOomnupyonHemMueii. AnbTepHATHBHAS AHTUPETPOBUPYCHAS Tepamnus aTazaHaBUPY MOKET
OBITH PACCMOTPEHA, €CIU JKENTyXa I TOXKEITEHHE CKJIEp SBISIOTCS HENPHEMIIEMBIMH IS
nanuenTta. CHIDKEHHE 1036l aTa3aHaBUPa HE PEKOMEHYeTCsl, IIOCKOJIBKY 3TO MOXKET MPUBECTH K
noTepe TepaneBTHIecKoro 3¢(deKTa u pa3BUTUIO PE3UCTCHTHOCTH.

HeT nonrocpoyHbIx TaHHBIX O OE30MACHOCTH MPUMEHEHHUS y MAIUEHTOB, UMEIOIINX JIUTEIBHO
COXPaHSIONIYIOCS KOHIICHTpaluio OuinnpyOuHa, Oojiee 4eM B 5 pa3 MPEeBHIIAIONIYI0 HOPMY.
WMuauHaBup TakyKe MOXKET OBITh MPUYMHON YBEIWYCHUS HEMPSIMOTO (CBOOOIHOTO) OMmnpyOHnHa,
CBsA3aHHOTO ¢ wuHrubupoBanuem Y JD-rmrokyponosunrpancdepassl (YI'T). Ilostomy ero
COBMECTHOE MPUMEHEHHUE C aTa3aHaBUPOM HE PEKOMEHIOBAHO.

Yonunenue PQ unmepesana

ArazanaBup MoxkerT ymauHATE PQ m PR wuwnHTepBan y Hekoropeix manueHTtoB. Ciemyer
coONroAaTh OCTOPOXKHOCTh MPU TPUMEHEHUHM IIpernapaTa y MalUeHTOB C HAPYIICHUSIMU
CepAeyHON TMPOBOAMMOCTU (Hampumep, aTpuo-BeHTpukyisipHas Onokama Il u Il cremenn).
Crnemyer coOmogaTh OCTOPOKHOCTH TPH  COBMECTHOM NPHMEHEHHH aTa3aHaBHpa C
npenapatam, yuimHsonmMu PQ uHTEpBan (HanpuMmep, aTeHoJI0M, JUITHA3EM, BEparlaMiI).
Yonunenue QT unmepesana

Otmeuanuch cinydan yanuHeHuss QT uHTepBana y HEKOTOPBIX MAI[MEHTOB B 3aBHCHMOCTH OT
036l aTazaHaBupa. Cremyer coONM0JaTh OCTOPOKHOCTh TIPH TIPUMEHEHHWH Tpenapara y
NAIMEeHTOB C HAPYIICHUSMHU CEpJCYHOU IMPOBOAMMOCTH (HAmpUMeEp, aTpUO-BEHTPUKYISpHAsS
omokana Il u Il cremenu mnm 6mokana myuka ['nca), ¥ Ha3HAYATH €O TOJNBHKO B CIIydae, €CIH
NOTEHIMaJIbHAas TOJb3a IMPEBHIAET BO3MOXKHBIA PUCK OT NMpUMEHEeHHs mpenapara. Creayer
COOITIOIaTh 0COOYI0 OCTOPOKHOCTB ITPH COBMECTHOM NMPHUMEHEHUH aTa3aHaBUpa C MpernapaTami,
ymssonmma QT uHTepBan (HanpuMmep, KIApUTPOMHIIAH, CATMETEPOIT), @ TAK)KE Y TAIlMEHTOB
¢ (daktopamu pucka (Opamukapaus, BpoxaeHHoe ymmumHeHne QT wuHTepBana, HapylIeHUS
AIIEKTPOJIUTHOTO OajaHca).

Cuino
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Makynomnamnyne3Hasi Cblllb, OOBIYHO OT JIETKOH 10 cpéﬂmn 1%6‘1%}1“ Tﬁ&'&s'il -Ha&ﬁoha" BCS B

TEYEHUE NEPBBIX 3 He/eNb OT Havajla TEPAUK aTa3aHaBHUPOM.

OtmeueHo Takxke pa3ButHe cuHapoMa CruBeHca-/[KOHCOHa, MYIbTHU()OPMHONW 3PUTEMBI,
TOKCUYECKOW KOXXKHOH CBHIMM U JIEKAPCTBEHHOW CHIMM C J03MHOGMWIMEH U CHUCTEMHOMU
cumnromatukor (DRESS-cunapom). TlarueHTsr 1OMKHBI OBITh MPEIYIPEKIECHBI O BO3ZMOMKHBIX
IPU3HAKaX U CUMIITOMAxX pa3BUTHA CbIIUM. BO3MOXHBIE KOXKHBIE pEaKLUU CIEAYeT TLIATEJIbHO
MOHMUTOpHUpOBaTh. [IpMeHeHne npenapaTa JOMKHO OBITH IPEKPALIEHO IPU PA3BUTUU TSKEION
CTEMEHHU ChIMU. TIIaTeabHbIH KOHTPOIb 32 COCTOSSHUEM KOKHBIX IIOKPOBOB IO3BOJISIET TPOBECTU
PaHHIOI  JHMAarHOCTUKY W HEMEUICHHO  IPUOCTAHOBUTH MPHUEM  MOJO3PUTEIHHOIO
JIEKapCTBEHHOTO cpescTBa. llanueHTsl, y KOTOPBIX paHee ObLIIO OTMEUYEHO Pa3BHTHE CHHIPOMA
Crusenca-J[>xoncona u DRESS- cunipoma, acconuupoBaHHOE C aTa3aHABUPOM, HE MOTYT CHOBA
MPUMEHSTh €r0 MOCIe MPUOCTAHOBKH JICUCHHUS.

Hegporumuasz u xonenumuas

B xone moctperucrpallMOHHBIX UCCIIEOBAHUM MO 0€30IIaCHOCTU NPUMEHEHHUs aTa3aHaBupa Y
BUY-uHpUIHPOBAHHBIX MAIMEHTOB OTMEYAINCh CIydau HEe(PpOJMTHA3a W/WIH XOJEIIUTHA3A.
HekotopeiM mnanuentaM noTpeboBaiach TOCHHUTANU3ALMSA A TMPOBENCHUS HEOOXOAUMOMN
Tepanuu, y HEKOTOPHIX MalMEeHTOB HAOII0JAIMCh OCIIOKHEHUSA. B HEKOTOPBIX cilydasiX pa3BUTHE
He(dponMTHa3a COMPOBOXKAAIOCH OCTPOM MOYECHHON HEAOCTATOYHOCTHIO M HAPYIICHHEM PaOOThHI
noyek. [lpy Hammuum cuMNTOMOB He(ppoNHMTHA3a W/WIM XOJEIUTHa3a CIEAyeT BpPEMEHHO
IpepBaTh TEPAIUIO WIH MOJHOCTHIO MPEKPATUTH MPUEM Tpernapara.

Oonoepemennslii npuem ¢ Opyumu 1eKapCmeeHHbIMU NPEenapamamu

He pexomenyercs oIHOBpEMEHHOE PUMEHEHHUE aTa3aHaBUpa C amopeacmamuHoM.

[Tpr HEOOXOAUMOCTH MPUEMA 2TFOKOKOPMUKOCMEPOUO08 PEKOMEHAYETCS] IPUEM TIpernapaToB, HE
aBistomuxcs cyocrpatamu nuzopepmenta CYP3A4 (Gexnomerason).

[TockonbKy arazaHaBHp METa0OIU3UPYETCS B OCHOBHOM TocpeacTBoM m3odepmenta CYP3A4
COBMECTHOE IPUMEHEHHE aTa3aHaBUpa U JIEKAPCTBEHHBIX IIPENapaToB, HWHAYLHMPYIOIIUX
nzopepment CYP3 A4, He pekOMeHTyeTCs.

Hesupanun, ssnssce uaaykropom uzodepmenta CYP3A4, cHmkaer aeiicTBue aTa3zaHaBUpA.
Kpome TOro, m3-za yBenMueHHs] KOHILIEHTPALlUM HEBHUPAINIMHA BO3PACTAET €ro TOKCHYHOCTb,
M03TOMY JaHHAsE KOMOUHAIIMS HE PEKOMEH1yeTCS.

Komb6unupoBaHHas Teparus ata3aHaBUPOM U ¢hasuper3om TPUBOIUT K YMEHBIICHUIO 3QdeKkTa
aTazaHaBUpa, MOXTOMY ee cleayeT wusberatb. Ecnu mnpumeHeHWe MaHHOW KOMOWHAIUU
abCOJIIOTHO HEOOXOJMMO, pa3peliaeTcs €€ NPUMEHATh TOJBKO Yy MAalMeHTOB, paHee He
MOJIy4aBUIMX aHTUPETpOBUpYCcHOU Tepanuu. [Ipu 3Ttom arazanaBup 400 mr u putonasup 200 mr

Ha3HAYaIOT B BUJIE OJTHOKPATHOM 03Bl BO BpeMs €7ibl, a 3()aBUPEH3 — HATOIIAK, TIEPE]T CHOM.
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CoBmecTHOe mpuMeHeHue eopukorazona (200 wr (B :pl%]:BE'“)JTe';IE”: H’J"':I'K-E)MGII/I é!l_:tl/leﬁ

aTa3aHABUP/PUTOHABUDP Y TAIUEHTOB C KaK MHUHUMYM OJHUM (YHKIIMOHATBHBIM aJuIeIIeM
uzodpepmerta CYP2C19 npuBoauiio K CHIPKEHUIO KOHIIGHTPALM BOPUKOHA30JIa U aTa3aHaBHpa
B mia3Me KpoBu. CoBMecCTHOE NpuUMeHEeHHWe BopukoHazona (200 mr 2 pa3a B JIeHb) C
KOMOHMHAIMeW aTa3aHaBUpP/PUTOHABUP y MalMEeHTOB 0e3  (YHKIIMOHAJIBHOIO  aJulens
uzopepmenta CYP2C19 nmpuBoaniIO K TOBBIIICHUIO KOHIICHTPAIM BOPUKOHA30JIa U CHUKCHHIO
KOHIIGHTPAallMM aTa3aHaBupa B I1a3Me KpoBH. COBMECTHOE NPUMEHEHHE BOPUKOHA30ja H
KOMOMHAIIUM ~ aTa3aHABUP/PUTOHABHP PEKOMEHJYeTCs TOJIbKO B TeX CiydasX, Koraa
MOTEHLMaIbHAas M0JIb3a IPUMEHEHHUs BOPUKOHA30J1a MpeBbIaeT puck. [Ipu npuMeHeHnn Takoi
KOMOMHHPOBAHHOW Tepanuu HEO0OXOJUMO MPOBOIAUTH THIATCILHBI MOHUTOPHHT TOOOYHBIX
3¢ (heKToB BOPUKOHA3071a, a Takke I((HEKTHBHOCTH BOPUKOHA30JIA M aTa3aHABHPA, KOTOPHIE
MOTYT CHUXKAThCS.

Cunoenaghun, maoanaghun, eapoenagun: npu COBMECTHOM MPUMEHEHUHU UHTUOUTOPOB MPOTEA3bI
BUY ¢ uaruburopamu pochoanscrepassi-S, meradbonmsupyrommmucs nopepmentom CYP3A4
U TIPUMCHSCMBIMH JUIS JICYCHHS] DPEKTWIBHONH JUC)YHKIHMM, BO3MOXKHO 3HAYUTEIHHOE
YBEJIMYEHUE KOHIICHTpPAIIUU HHTUOUTOPOB QochoamdcTepaspl-5 U YCUICHHE HUX MOOOYHBIX
3¢ deKkToB, CBA3aHHBIX ¢ HWHrUOMpoBaHHEeM (ochoaudcTepaspl-5 (HampuMep, TUIIOTEH3HUS,
MIPHUANHA3M, HAPYIICHUS 3PCHHUS).

[IpumeHenne KOMOWHAIMK aTa3aHABUP/PUTOHABUP COBMECTHO C (IVMUKA30HA NPONUOHAMOM
Unu opyaumu 2noKoKkopmuxocmepouoamu, memadoausupyrowumucsa usopepmenmom CYPIA4,
HE PEKOMEH]IOBAaHO M BO3MOXKHO TOJBKO B TOM CiIyd4ae, €ClU MOTEHIIMaIbHas MOJIb3a Tepanuu
MPEBBINIACT PUCK CUCTEMHBIX () (PEKTOB IMIFOKOKOPTUKOCTEPOUIOB, BKITF0UYas cHHIpoM Kymmara
¥ TI0JIaBJIcHHE (DYHKIIMU KOPHI HAIIMTOYCYHUKOB.

CoBMecTHOE TpUMEHEHHE caiMemepona W aTa3aHaBUpa HE PEKOMEHJIOBAHO BBUAY
MOBBIIIEHHOTO PUCKAa Pa3BUTUSA NOOOYHBIX A(PPEKTOB CO CTOPOHBI CEPIACUHO-COCYAUCTON
CHCTEMBI, CBOMCTBEHHBIX CAIMETEPOITY.

Bo Bpems gnedeHuss ara3aHaBUPOM HE PEKOMEHAYEeTCS OJHOBPEMEHHOE Ha3HAuYCHUE
UHeUOUMOPO8 NPOMOHHOU nomnsvl. IX Ha3HAYaIOT TOJIBKO B TOM CiIydae, €CIM UX IMPUMEHEHUe
KpaiiHe Tmoka3aHO. PexkoMmMeHayeTcs TIIATENbHBIH KIMHHYECKUA MOHHUTOPHHT COCTOSHUS
ManyeHTa U mpuMeHeHne komouHarmu atazanasup 400 mr/putonasup 100 Mr ¢ omernpasosiom B
MaKCHMaIbHOU J103¢ 20 MT OJTUH pa3 B JeHb (MU APYTUM IIPEIapaToM U3 TPYIITEI HHTHOUTOPOB
MPOTOHHOM TIOMITBI B KBUBAJCHTHOH 103¢). He pekoMeHayeTcsl mMpUMEHSATh OMENpPa3ol B J103€
Oonee 20 mMr B AeHb (WM APYro mpenapar U3 TPYIIbl HHTHOUTOPOB MPOTOHHOW MOMITBI B

HKBUBAJICHTHOM J103¢€).
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CoBMeCTHOE IPMMEHEHHUE aTa3aHaBUpa C 20pM )HaﬂbnbiM'i;b;lz%'F' Sithwedditn dnl Bp&]z'zlr'ziamu

OMY OTUETY

KOHMPAYEenmueHbIMU CPeOCmEamu, COACPKAIUMH MPOreCTOreHbl, OTIIMYHbIE OT HOprecTuMara
WJIM HOPATUHAPOHA, HE U3Yy4aJIOCh U TIO3TOMY HE PEKOMEHI0BAHO.

Ilonuscennaa Kuciommocmoy xcenyo0ouHo20 coxka (noswviuwenue 3navenun pH scenyoounozo
COKa)

KoHuentpanus arazaHaBupa MOXET CHUXKAThCS NPH YBeTWYeHUU 3HaueHus pH xemympouHoro
COKa, HE3aBUCUMO OT MIPUYHH, BHI3BABILIKX 3TO YBEIUUYCHHE.

Ocmeonekpos

B peaxux ciydasx npu HpUMEHEHWHM KOMOMHHPOBAHHOW AaHTUPETPOBUPYCHOWM Tepamuu B
TE€YEHHUE JUIMTEIBHOIO IIEPUOAA BPEMEHU OTMEUAIMCh CIydal OCTEOHEKpO03a, OCOOEHHO Y
nanueHToB ¢ (akTopamu pucka (BBICOKHMI WHAEKC MAacChl Tella, HWMMYHOCYIPECCHs,
yrnotpeOaeHue ajJKorois, COMyTCTBYIOIIee MPUMEHEHNE KOPTUKOCTEPOUIOB).

[Ipu mosBIeHUU y manueHTa OOJNE3HEHHOCTH B CyCTaBax WM 3aTPYAHECHUSX MPHU JBHKEHUU
CJIeyeT yUYUTHIBATh BO3MOKHOCTh Pa3BUTHsI OCTEOHEKPO3a.

Jlakmo3sa

[Taruentam ¢ neUIMTOM JIaKTas3bl, PEIKOW HACIEICTBEHHON HEMEPEHOCHUMOCTHIO JAKTO3BI,
[II0K030-TAJIAKTO3HOHN ManibabcopOuuel mpuMeHenue npenapata CUMaHo] MPOTHBOIIOKA3aHO.
Kpacumens conneunwiit 3akam sceamoti

Mo:eT BhI3BIBaTh AJUIEPTHUECKUE PEAKIUH.

Kpacumens Ilonco 4R (011 0o3upoexu 150 m2)

MoskeT BbI3bIBaTh AJJIEPTUUECKUE PEAKIUU.

Jemu

AcumnTomarnueckoe yuauHeHue PR wuHTepBasia Oosnee dvacto HaOmOAanoch y JAeTed B
CPaBHEHMH C B3POCIBIMU MallHeHTaMU. ACUMITOMaTHYeCKasi aTpUO-BEHTPUKYIIsApHas O6mokaza 11
u Il crenenn Taxxe oTMedanach y nereit. CiaenyeT coOr0aaTh OCTOPOKHOCTD P COBMECTHOM
MPUMEHEHUU C TpernapaTamu, BbI3BIBAIOIIUMH yinHeHue PR uHTepBanma, a Takke mpu
MPUMEHEHUHU TperapaTa y MalMeHTOB ¢ HAPYIICHUSIMUA CepJCYHON MPOBOAUMOCTH (HAIpUMeEp,
aTpuo-BeHTpuKysipHas Osokazna Il u III crenenu wim 6imokana nmydka ['uca), 1 Ha3HayaTh €ro
TOJIBKO B Clly4ae, €ClId MOTEHIMAIbHAs MO0JIb3a MPEBBIIIAET BO3MOXKHBIM PUCK OT MPUMEHEHUS
npenapara. PexomMeH0BaH MOHHUTOPUHT (YHKIHMH CEPJAECYHO-COCYIUCTON CHUCTEMBI TIpU
HaJTUYHH KIMHUYECKUX CUMIITOMOB (HarmpuMep, Opaaukapaum).

Biiusinue Ha cCIOCOOHOCTH YNIPABJATH TPAHCIOPTHHIMHU CPEACTBAMM M MeXaHU3MAMU
CrienanbHBIX MCCIEAOBAHUN MO M3YyYEHUIO BIUSHUS aTa3aHaBHpa Ha CIOCOOHOCTH YIPABIATH
aBTOTPAHCIIOPTOM W paboTaTh C MEXaHW3MaMH He MPOBOAUIIOCH. Cllydan TOJOBOKPYKEHUS

OBLIY OTMEYEHEI BO BpEMA JICUCHHA aTa3aHABUPOM.
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o

(NOCNEQCBATENEHOCTE 0003)

®opma BBINLYCKA

Kancynsr 150 mr, 200 mr, 300 mr.

Ilepeuunasn ynakoeka nexapcmeenno2o npenapama.

ITo 10 xarcyn B KOHTYPHYIO STYCHKOBYIO YITAKOBKY U3 IJICHKH MOJMBUHWIXJIOPUIHON U (DOIBIH
AJTIOMUHUEBOM NT€YaTHOM JJaKMPOBAHHOM.

[To 30, 60, 90, 100, 120 kamcymn B OaHKy MOJMMEPHYI) W3 MOJUATHICHA C KPBIIIKON
HATATUBAEMON C KOHTpPOJIEM IEPBOrO BCKpHITHA. Ha OaHKM HaKIEHBAIOT ATUKETKH M3 Oymaru
STUKETOYHOM UM MHUCYEH WK U3 TOJUMEPHBIX MaTepraioB, CAMOKIIEAIIUECS.

Bmopuunas ynakoska nekapcmeennozo npenapama.

I[To 3, 6, 10 KOHTYpHBIX SYEHKOBBIX YIIAKOBOK BMECTE€ C MHCTPYKLIMEH 10 MPHUMEHEHUIO
(JTMCTKOM-BKJIAJBIIIEM) TIOMEIIAIOT B MAYKy U3 KapTOHA I MOTPEOUTEIHCKONW Taphl MOATPYIII
XPOMOBBIA HIJIM XpOM - 5p3all. Ha mauky MoKeT HakJeHBaThCsl CaMOKIIESIIAsCs TUKETKa C
MapKUPOBKOW M3 OyMaru 3THMKETOYHOW WM MUCYEW WM U3 MOJUMEpPHBIX MarepuanoB. [lauku
MIOMEIIAIOT B TPYNIIOBYIO YIIaKOBKY.

[To 1 Oanke BMecTe C MHCTPYKLMEH IO NMPUMEHEHHIO (JIMCTKOM-BKJIAJBIILIEM) MOMEILAIOT B
MavyKy M3 KapTOHA ISl MOTPEOUTENbCKONW Tapbl MOATPYII XPOMOBBIM HIIM XpoMm — sp3ail. Ha
MaYKy MOXET HaKJICHBAThCSI CAMOKIICAIIAsCS ITUKETKAa C MAPKUPOBKOM M3 OyMaru 3TUKETOYHON
WIM NUCYEH WIM U3 MOJIMMEPHBIX MaTepHasioB. J[OMOIHUTENBHO HA MAayKy MOTYT HAKJIEUBATh
OJIMH WJIM JIBa NPO3pauHbIX (PUKCUPYIOIIMX CTUKEpa M3 IOJMMEpHBIX MaTepuainoB. [lauku
MOMEIIAIOT B TPYMIOBYIO YIIaKOBKY.

Cpoxk rognocrun

3 roga. He ncnonb30BaTh M0 UCTEYSHUH CPOKA, YKA3aHHOTO Ha YITAKOBKE.

YciaoBust XxpaHeHust

B 3amuiieHHOM OT cBeTa MecTe IpH Temrneparype He Bbiie 25 °C.

XpaHUTb B HEJOCTYITHOM ISl IETEH MECTE.

YcaoBust ornycka

OTnyckaroT Mo peLenty.

Baagenen perucTpanMOHHOIO y10CTOBEpEeHUs!

Poccuiickas ®enepanus

AO «DapmacuHTE3»

664007, Upkytckas o6:., r. Upkytck, yin. KpacnorBapaerickas, a. 23, odpuc 3

Ten.: +7 (3952) 55-03-55

Anpec snexrponHo# nmouTsl: info@pharmasyntez.com

IIpousBoaurennb

Poccuiickas @enepanus
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AO «apvaciTes (NOCNEOOBATENLHOCTL 0003)

r. Upkyrck, yiu. P. JlrokcemOypr, 1. 184

Opranusanusi, NPMHUMAOIIAS NPeTeH3NH NoTpeduTe e
Poccuiickas @enepanus

AO «DapmacuHTtes»

664040, r. Upkyrck, yi. P. JlrokcemOypr, 1. 184

Ten.: 8-800-100-15-50

Anpec aiekTponHo# moutsl: info@pharmasyntez.com
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