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OBILIAA XAPAKTEPUCTHKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMUMEHOBAHUE JJEKAPCTBEHHOI'O ITIPEITAPATA
Ddasupens Kanon, 200 Mr, TabaeTKH, MOKPHITHIC TIFICHOYHON 000JI0YKOH.

Ddasupens Kanon, 600 Mr, TabJIeTKH, MOKPHITHIC TUICHOYHONH 000JIOUKOH.

2.  KAYECTBEHHBIA U KOJTMYECTBEHHBIA COCTAB
JleiicTBytoliee BEMIeCTBO: dpaBUPEH3.

Ddasupens Kanon, 200 mr, Ta0JIEeTKH, IIOKPLITHIE INIEHOYHON 000JI0YKON

Kaxxmast Tabnerka, mOKpbITast INIECHOYHOH 0007109K0H, conepkut 200 Mr 3haBupeH3a.

Ddasupens Kanon, 600 mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKON

Kaxxnas Tabnerka, HOKphITas MIIEHOYHON 000109KOM, coaepkuT 600 mr 3haBupeH3a.

BcromoratenbHble BeliecTBa, HAJIWYUE KOTOPBIX HAI0 YYHUTHIBAaTh B COCTaBE JIEKAPCTBEHHOIO
npenapara: Jlaktosa (cMm. pasuensi 4.3., 4.4.).

ITonubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPHUBCIACH B pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MJIEHOYHOW 000I0UYKOM.

Ddasupens Kanon, 200 Mr, TaOJIETKH, ITOKPBITHIE TNICHOYHO 000JI0YKOUI

TabneTku KpYIJIbIC AOBOSKOBBIITYKIIBIC, ITOKPLITBIC IJICHOYHOH 000JI0YKOit KOPHUYHEBATO-KCIITOT'O
usera. Ha MOIICPECUYHOM Pa3pe3€ — IOUYTH Oenoro OBCTA.

Ddasupens Kanon, 600 mr, TabIETKH, MOKPBITHIE IUIEHOYHOM 000JI0YKOM

TabmeTkn OBalIbHEBIE JABOSAKOBBIITYKIIBIC, IMOKPBITHIC IUIEHOYHOH O00JI0YKON KOPHUYHEBATO-KCIITOT'O
nBera. Ha momepeynom paspese — mouTu 0€Joro mnseTa.

4. K/IMHUYECKHUE JAHHBIE
4.1. Iloxa3aHus K IPUMEHEHUIO

[Tpemapat Ddasupen3 Kanon nokazan kK IpUMEHEHHUIO B COCTaBe KOMOMHUPOBAHHOM IMTPOTUBOBUPYCHOM
Tepanuu AJs ISYSHUS B3POCIBIX, MOJAPOCTKOB U JIETEH B BO3pACTE OT 3 JieT, HHPHUIIMPOBAHHBIX BUPYCOM
uMMyHoAepuIMTa yenoBeka 1-oro Tuma (BUY-1).

4.2. Pexum 103MpoBaHMS U CIIOCOO MPUMEHEHUS
Tepanuto r¢haBupenH3a J0HKEH Ha3HAYaTh Bpad, UMEIOIIHH ombIT JieueHns BUY-nndexnmm.

DdaBupeH3 N0DKEH Ha3HAYaThCs B KOMOWHAIIMK C IPYTHMU aHTUPETPOBUPYCHBIMH JIEKAPCTBECHHBIMU
Cpe/ICTBaMHU.

PexxuM 103upoBaHus

Bspocnvie
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DdaBupen3 HazHAYACTCS B KOMOWHAIIUY C HYKJICO3HIHBIMA HHTUOUTOPAMH OOpaTHOW TPAHCKPHUITA3HI
(HUOT) nu 6e3 uvero mo 600 mr 1 pa3 B CyTKH.
Koppexyus 003

Ecnu npenapat Ddasupen3 Kanon nprumMeHsercst 0IHOBPEMEHHO C BOPUKOHA30JI0M, 71032 BOPUKOHA30J1a
noiikHa ObITh yBenudeHna 10 400 mr 2 pasa B CyTKH, a 1032 3(haBUpeH3a JOJKHA ObITh YMEHbIIEHA 10
300 mr* 1 pa3 B cyrku. Ilocrme mpekpalleHus Tepalui BOPUKOHA30JI0M JIOJDKHA MPUMEHSATHCS
nepBoHavanbHas 103a daBupensa (600 mr) (cm. paznen 4.5.).

Ecnu adaBupeH3 npuMeHsieTcs 0THOBPEMEHHO ¢ pu(aMIUIIMHOM Y TAIIMEHTOB ¢ Maccoi Tena S50 Kr u
OoJiee, MOXKET MOTPeOOBaThCs yBeaudeHue 10361 3aBupen3a g0 800 mr 1 pa3 B cyTku (cM. pazzaen 4.5.).

* mpum HeoOXoAMMOCTH TpuMeHeHus d(dasupen3a B go3e 300 Mr B CyTKH cieqyeT Ha3HA4YaTh
JIEKapCTBEHHBIE TTpenapaThl APYrux Mpou3BoauTeseu B 1o3upoBke 300 mr.

Oco0Bble IPVIIILI TAIUEHTOB

HauueHmbl C Hapyuienuem qbyHKl/;l/ll/l no4iexk

dapMakoKHHETHKA d(haBHpEH3a Y MAIMEHTOB C MIOYEYHOW HEJJOCTATOYHOCTHIO HE M3yJallach, OJIHAKO B
CBSI3M C TEM, YTO B HCH3MEHCHHOM BHJIE TIOYKaMU BBIBOJIUTCS MeHee | % MpuHATON 10361 23aBUPEH3a,
HapymieHne (QYHKIMM TIOYEK HE JOJDKHO OKa3biBaTh CYNICCTBEHHOI'O BJIHMSHUS Ha BBIBEICHUE
aaBupensa (cm. pazuen 4.4.).

THayuenmoi ¢ HapywieHuem yHKyuU neveHu

VY nmanueHToB ¢ 3a00JIeBaHUSAMHU TEUEHU JIETKOW CTEMEHU TSKECTH KOPPEKIMU 103bI dpaBUpEeH3a HE
Tp€6yeTC$[. HpI/I 9TOM TMAIUCHTHI JOJI’)KHBI TIIATCIIBHO Ha6J'IIOJIaTI)C$[ Ha MNOpeaAMET pPa3sBUTHUA
HEXEJIaTeJIbHBIX PeaKIiii, 0COOEHHO CO CTOPOHBI HEPBHOM CUCTEMBI (CM. pasnensl 4.3., 4.4.).

He PCKOMCHAYCTCA NPHUMCEHCHUE IIpCIlapaTa 9(baBI/IpeH3 Kanon Yy TMNalMUeHTOB C MIEYECHOYHOH
HEOAOCTATOYHOCTBIO CpCI[HCﬁ CTCIICHU TAXKECTHU, IIOCKOJIBKY Ha I[aHHHﬁ MOMCHT BPpEMCHHU HEAOCTATOYHO
JaHHBIX, YTOOBI YCTaAaHOBUTDH, HY)XHA JIM B TAKUX CIIy4dasaX KOPPCKIUA JO3bI.

CTH

[Ipenapar DdaBupen3 KanoH HazHauaeTcs B KOMOMHAIMM ¢ MHTHOMTOpoM mpoteassl BUY w/umm
HUOT. Hdns neret ot 3 jeT A03bI MOAOUPAIOTCS B 3aBUCHMOCTH OT Macchl Tena (cMm. Tabnuiy 1).
[Tpemapat DdaBupen3 KaHoH MoxkeT HazHAYATHCS TOJIBKO T€M JAETSM, KOTOPbIE MOTYT MPOTJIaThIBATh
tabnetku. be3zomacHocTh U 3¢ (EeKTUBHOCTh MpPHUMEHEHUs mpemnapara DdaBupen3 KaHoH y nereit
Mutajie 3 JIeT WK Maccoii Tena MeHee 13 KT He yCTaHOBJICHBI.

Tabmuna 1. Jlo3sl 11 nereit npu Ha3HaueHUU npenapara Ddasupen3 Kanon 1 pa3 B cyTku.

Macca Tena, Kr Jo3a npenapara Ddasupens Kanon, mr
32,5-40 400
40 u Gonee 600

Crrocob nmpuMeHeHus

BnyTps.
[Tpenapar DdaBupen3 KaHoH pekoMeHyeTcsl MPUHUMATh TIEpel CHOM HaTOIIAK.

[Tpuem >daBupeH3a Bo BpeMsl IpreMa MUIIY MOKET YBEIMUUTh SKCIIO3ULINIO d(QaBUpeH3a U IPUBECTU
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K MOBBIIIEHUIO YAaCTOTHI HEXKEJIATEIbHBIX PEaKIIHA.

4.3. IIporuBomoka3anus

* TUNEPYYBCTBUTEIBHOCTh K O3(aBUpeH3y WIM K JIOO0OMY M3 BCIOMOTaTEIbHBIX BEIIECTB,
NIEPEYUCIICHHBIX B pa3zaene 6.1.;

*  JeQUINT JaKTa3bl, HEIEPEHOCUMOCTD JaKTO3bl, TIIOKO30-TaJlakTO3Hasl MaIbaOCOpOIIHS;

¢ TIEYEHOYHAsI HEIOCTATOYHOCTh TsDKesou crenenn (kimacce C mo kimaccudukanuu Yaina- [1pr0) (cM.
paznen 5.2.);

« J1eTu ¢ Maccou tena menee 32,5 kr (st 10361 200 mr), netu ¢ maccoi tena menee 40 Kr (1 103bI
600 mr);

* OJIHOBPEMEHHBIH MpHeM ¢ TepdeHaTunHOM, aCTEMHU30JI0M, IIU3AMPHUIOM, MUMO3UIOM, OCTIPUAUIOM,
MH/1a30JIaMOM, TPHA30JIaMOM M AJIKaJIOWJJAMH CTIOPBIHBU (HampuMep, S)proTaMuH, JUTHAPOIPTOTAMHUH,
SPrOHOBHH WJIM METHJIDPrOHOBHH), MOCKOJIBKY KOHKYPEHTHOE B3aMMOJCHCTBHE J(aBHpeH3a C
uzopepmentom CYP3A4 mMoxkeT mpuBECTH K IOAABICHUIO METAa0ONM3Ma JaHHBIX MpEnaparoB U
MOSIBJICHUIO  TMPEANOCHUIOK  JIIi  BO3HUKHOBEHHUS CEPbE3HBIX W/MIU  YIPOXKAOIIUX  KU3HU
HE)KEJIaTEeNbHBIX SIBICHUH (HaIpuMep, CepACYHON apUTMHH, [UTUTEIBHOTO CelaTUBHOTO 3¢ dexra mim
YTHETEHUS JIBIXaHUS);

* OJIHOBPEMEHHBII MpUeM C MpemnapaTamMu, COAepKaIllUMU 3Bepo00ii MPObIpsABIEHHBIN (Hypericum
perforatum), TOCKOJIBbKY TIPH TOM BO3MO>KHO CHIDKEHUE KOHIIEHTpaluu dpaBUpeH3a B Ma3Me KPOBU U
CHIDKEHHUE ero KiimHuueckoro 3ddekra (cM. pazaen 4.5.);

* OJIHOBPEMEHHBIM TMpHEM C Tpa3oNpeBUPOM/3T0ACBUPOM H3-32 OXKHUAAEMOT0 3HAUYUTEIHHOTO
CHI)KEHMSI KOHIIEHTPAIIUY B TJ1a3Me KPOBH I'pa3olpeBupa u annbacsupa (cM. pazaen 4.5.). 1ot addext
BO3HHUKAET BCIEACTBUE TOTO, uTO 3(paBupen3 unayuupyet nzopepment CYP3A4 unu rmukonportenH P
(P-g), uTOo mpUBOOUT K MOTEpEe BUPYCOJIOTHYECKON 3PQPeKTUBHOCTU (TepameBTHUYEecKoro 3¢ dexTa)
rpa3onpeBupa/sndacBupa.

+ Ha3zHayeHHe 3(aBUPEH3a MallMeHTaM:

- TIPY HAJTMYMH B CEMEHHOM aHaMHeE3€ CIIy4aeB BHE3AITHOW CMEPTU WM BPOKIECHHOTO YATUHEHUS
unTepBana QTc Ha MeKTpoKapIUOTpaMMe WITH APYTUX KIMHUYECKHX COCTOSTHUM, COMTPOBOKIAIOIITUXCS
ymimHeHneM untepsana QTc;

- ¢ KIIMHUYECKUMU TIPOSBICHUSAMH apUTMHUU CEep/Ila WIA ¢ KIMHUYCCKH 3HAUMMOHN Opaaukapaueit
WIA XPOHUYECKOM CepAeYHOM HeI0CTaTOYHOCThIO CO CHIDKEHHOH (pakuueil BbIOpoca JEBOTro
KeNyJ0uKa B aHaMHe3¢€;

- C TSOKEIbIMH HApyLIIEHUSIMU DIIEKTPOJIUTHOrO OaylaHca, HampuMmep, THIOKaTUEeMHEeH Wiu

THIIOMardueMueH.
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* OJHOBPEMEHHBIU MPUEM C MIpenapaTamu, BhI3bIBAIOIIMMHU yasinHeHne uareppaia QTc (mpenapatsl ¢
aPUTMOTEHHBIM (P(HEKTOM):

- aHTUHapUTMHUYECKHE mpenapaTsl kiaaccoB [A u 111

- HEUpOJIENTHKHU, aHTUICTIPECCAHTHI;

- HEKOTOpbIC AHTUOMOTUKHU, BKIIOUAsh TIPEraparbl, OTHOCSIIUECS K CICAYIOMIMM Kiaccam:

MaKpOJIUuAbI, (bTOpXI/IHOJ'IOHBI, HpOTI/IBOFpI/I6KOBBIC Ipenaparsl IPOMU3BOAHBIC UMK JAa30J1a 1 TprUasoJa,

HEKOTOpbIC HECEJAaTHBHBIC aHTUTUCTAMUHHBIC TIpernaparsl (TepdeHanH, aCTeMH30);
- IU3anpu,

- (uexaunum;

- HEKOTOpBIC MTPOTUBOMAIIPUITHBIC TIPETIapaTHI;

- MCTAaJOH.

4.4. OcoOble yka3aHusi 4 Mepbl IPEIOCTOPOKHOCTH NPHU NPHUMEHEeHUH

C 0CTOPOKHOCTEIO

* HaI_II/IeHTLI, HMCHOIIMEC B AHAMHE3C IICUXHATPUYCCKHC paCCTpOfICTBa, Haxo4dATCsa B TIpyHIie

IMMOBBIIICHHOT'O PUCKA 110 Pa3BUTHUIO CEPHE3HBIX HCKCIIATCIIbHBIX SIBIICHHUH CO CTOPOHBI IICUXUKH.

® [lanmueHTHI C IEYEHOUYHOH HEIOCTATOUHOCTRIO JIETKOM 1 CpCI[HGfI CTCIICHHU TAXKCCTHU (KJ'IaCC AuBmo

cucreme Yaina-I1s10).
* [lanweHThl, UMEIOIINE CYOPOTH (B TOM YHCJIC B aHAMHE3E).

* [lanueHTsl, NOIYyYarOIIie COMYTCTBYIONUE TPOTUBOCYIOPOKHBIE CPEJICTBA C MPEUMYILECTBEHHBIM
MeTaboIM3MOM B TIeUeHH, TakKhe Kak peHuTonH, kapbamasenuH, peHoOapOuTal, BalblIpoeBas KUCIOTa,
BUrabaTpuH (He0OX0UMO OCYIIECTBIIATh NEPUOANUYECKUI KOHTPOIb KOHIIEHTPAIMHU B KPOBH).

* OmgHOBpEeMEHHOE IPUMEHEHHE C TAPYHABUPOM, apTeMeTepoM/TyMeaHTPHHOM.

* He pekoMeHayeTcss OAHOBPEMEHHOE MPUMEHEHHE d(PaBUpPEH3a BeNNaTacBUpoM/cohocOyBUPOM UITU
C BeJIMaTaCBUPOM/BOKCHIIAIPEBUPOM/COGOCOYBUPOM.

* OpHOBpEeMEeHHOE pUMEHEeHNE 3(haBUpeH3a ¢ TIeKaIpeBUPOM/THOPEHTACBHPOM.

Oco0ble yKka3auus

DdaBupeH3 He MODKEH MPUMEHSATHCS B KadecTBEe €IMHCTBEHHOTrO Tpemapara Juis jedenus BUU-
WH(DEKINHY, a TAKKe HE JIOJDKEH 100aBIATHCS B KAYECTBE SUHCTBEHHOTO MpemapaTa K Hed(pPeKTUBHOM
cxeme Tepanuu. Kak 1 B cirydae HEHYKJICO03UIHBIX MHTHOUTOPOB oOpaTHOU TpaHckpunTta3sl (HHUOT),
IIpU PUMEHEHUH d(aBUPEH3a B MOHOTEPAITHH MOXKET OBICTPO Pa3BUTHLCS PE3UCTEHTHOCTH BUpyca. [1pn

BHIOOpE HOBBIX AHTUPETPOBUPYCHBIX HPENapaToB Uil MPUMEHEHHS B KOMOWHAIMM C 3(aBUpPEH30M
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CJeyeT YUUThIBATh BO3MOKHOCTh Pa3BUTHS NIEPEKPECTHONU PE3UCTEHTHOCTH BUpyca (cM. paznen S.1.).
He pexomennyercst mpuMeHenre 3(aBupeH3a OJHOBPEMEHHO C TabJIETUPOBAHHBIMU JIEKAPCTBEHHBIMU
npenapataMu ¢ (UKCHPOBAHHBIMH KOMOMHAaIMAMU 3(daBupeH3a, SMTpULUTa0MHA U TeHO(hOBUpPA
IU30TPOKCUIIpymMapaTa, €Clid TOJIbKO He TpeOyeTcsi KOppeKUus 1036l (HanpuMmep, pu IPUMEHEHUH C
pU(AMITUITTHOM).

He pexomennyercs ogHOBpeMeHHOE MprUMeHeHue r¢aBUpeH3a ¢ MpernapaTaMid Ha OCHOBE 3KCTpPaKTa
I'makro buno6a (Ginkgo biloba).

[Ipu Ha3zHayeHMM NpenapaTroB Uil OJHOBPEMEHHOIO MPUMEHEHHS ¢ 3(aBUPEH30M Bpay JOJKEH
00paTUTHCS K MHCTPYKLMSIM 110 MEIULIMHCKOMY IPUMEHEHMIO IaHHBIX JIEKAPCTBEHHBIX IIPENapaToB.
Ha ¢one nposenenus antuperpoupycHoil Tepanuu (APBT) Henb3s uckimounts puck nepeaaun BIY
JIPYTHUM JIUIIaM BO BPEeMs CEKCYallbHOTO KOHTAKTa UJTH Yepe3 KpoBb. B CBs3U ¢ 3TUM cliefiyeT cobI01aTh
COOTBETCTBYIOIIKE MEPHI MPEJOCTOPOKHOCTH.

Conymcmeyrowas APBT

Ecnu mpuem kakoro-nubo aHTHPETPOBUPYCHOTO MpernapaTa B cocTaBe komOuHupoBanHo APBT
OTMEHSETCS B CBSI3U C MOJIO3PEHHEM Ha HEMEPEHOCUMOCTh, HEOOXOIUMO PACCMOTPETh BO3MOXKHOCTD
OIHOBPEMEHHON OTMEHBI BCEX AHTUPETPOBUPYCHBIX IpenaparoB. lIpuemMm Bcex OTMEHEHHBIX
AHTUPETPOBUPYCHBIX MPENapaToB AOKEH ObITh BO30OHOBIIEH Cpa3y MOCIE UCUE3HOBEHUS CUMIITOMOB
HenepeHocuMmocTu. He pekomeHayeTcst npepbiBaeMasi MOHOTEPAIUS U MOCIEA0BATEIbHOE TOBTOPHOE
Ha3HAYCHHE AaHTUPETPOBUPYCHBIX IMPEMApPAaTOB M3-32 IOBBIIEHUS BEPOSTHOCTH  IOSBICHUS
PE3UCTEHTHOIO K TEPAIUX BUpYCa.

Kooicnas coine

B xnuHMueckux wuccienoBaHusX d¢aBUpeH3a HaONIONAINCh JIETKO W YMEPEHHO BbIPaKEHHBIE
BBICHINIaHUS, KOTOpPble OOBIYHO HCU€3aIM MpHU MPOAOIDKEHMM Tepanuu. IIpuemM cooTBETCTBYIOLIMX
65okatopoB Hi-rHCTaMHHMOBBIX DPELENTOPOB W/HIM TIIOKOKOPTHKOCTEPOHUIOB MOXKET YIYUIIUTh
MEPEHOCUMOCTh U CIOCOOCTBOBaTh CKOPEWIIEMY MCUE3HOBEHHUIO KOXXKHOM chimu. Tsokenas (opma
KOXKHOU CBIMIK, COMPOBOKJaeMasi BOJABIPSIMHM, JeCKBamallell smuTenuss Wid oO0pa30oBaHHUEM S3B,
HaOmronanack MeHee ueM y 1 % narueHToB, IpUHUMAaBIINX daBupeH3. MHOropopMHas SKCCyJaTUBHAsS
spureMa win cuHapoMm CrtuseHca-/[xoHcoHa BeTpevyanuch y 0,1 % maumentoB. Ecnu y manueHTOB
BO3HUKAET TsbKenas (opma ChIM, COMPOBOXAaeMas BO3HUKHOBEHHEM BOJIBIpEH, JIecKBamaluen
SMUTENNS C BOBJIEUEHHUEM CIM3UCTBIX O0OJOYEK WM JIMXOpaaKoH, HEOOXOIUMO HEMEIJIEHHO
MPEeKpaTuTh TpueM 3daBupeH3a. DPaBUPEH3 HE PEKOMEHIOBAH MalME€HTaM, y KOTOPHIX ObLIa
yrpokaromasi >KM3HM KOXKHasi peakuust (Hanpumep, cuHiapoMm CrueHca-/[koHcoHa). B cioyuae

NpeKpaleHusl Tepanuu 3paBUPEH30M HEOOXOAUMO PACCMOTPETh BOIPOC O IMPEKpAIICHUH IMpHEeMa
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JIPYTUX aHTUPETPOBUPYCHBIX INpENapaToB, YTOObI M30eKaTh MOSBICHHUS PE3UCTEHTHOTO K TEPalUH
Bupyca (cMm. pazzaen 4.8.). Ciaydan KOKHOHM ChIU 3aperucTpupoBanbl y 59 uz 182 nereit (32 %),
MOJTy4aBUINX JieyeHHe 2(aBUPEH30M B 3 KIIMHUYECKUX UCCIIEIOBAHUSIX CPEAHEN POAOIKUTEIHHOCTHIO
123 vegenu. Y 6 nereit cwilib ObUTa TsDKENOW. Mennana BpeMeHH Hadyasla MOSIBICHUS CBHIHU y JeTel
cocraBuna 27 aueit (3 - 1504 gns). [lepen naganom Tepanuu >QpaBUPEH30M Y JIeTeH UM MOKET OBITh
PEKOMEHI0BaHa COOTBETCTBYIOLIAs aHTUTMCTAMUHHAS Teparnusl B KauecTBe MPO(UIaAKTUKH.

OmneIT npuMeHeHus 3(haBUpeH3a y MalueHTOB, KOTOPbIM ObUIM OTMEHEHBI IpYTie aHTUPETPOBUPYCHBIE
npenapatsl u3 kiacca HHUOT, orpanuyesn (cm. pazzaen 4.8.). DdaBupeH3 He peKOMEHI0BaH MallMeHTaM,
y KOTOpBIX paree Ha Gone mpuema Apyrux HHUOT pa3Buiuch yrpokaromue sKU3HA KOKHBIC PeaKIIHH
(nanpumep, cunapom CtuBeHca-/[>KOHCOHA).

Cumnmomsvi co CMopoHvl NCUXUKU

Hmerorcss naHHble 0 BO3BHUKHOBEHUU HEXKENATENbHBIX SBICHUI CO CTOPOHBI ICUXUKU Y MallUEHTOB,
npuHUMaBIIUX d¢paBupens. [lanmenTs!, UMeone B aHaMHe3€ IICUXHYECKUE PACCTPONCTBA, HAXOAATCS
B TpyIIE MOBBIIIEHHOTO PHCKAa 1O PAa3BUTHIO CEPHE3HBIX HEXKEIATEIbHBIX SBICHHHA CO CTOPOHBI
NCUXUKH. B yacTHOCTH, TsKenas aenpeccus Haubolee 4acTo Hab01anach y MalueHTOB ¢ AeTPecCcHei
B aHaMHe3e. Taxke UMEIOTCS IOCTPEruCTPAaLMOHHBIE JaHHbIE O CIIydasiX TSXKEJIOM JIenpeccuu, CMepTH
B pe3ylbTaTe Cydluaa, Opeaa M IMcuxo30mofo0Horo mnoseneHus. IlanneHToB HeoOxoaumo
NPEIYNpPEUTh O TOM, YTO MPH Pa3BUTHH TAKUX CHMITOMOB, KaK TsDKENasi JACTPECCHUs], TICUX03bI WU
CyulUaibHble WJEH, OHU JOJDKHBI HEMEJIEHHO COOOImMTh 00 3TOM CBOeMy Bpauy. Bpau nosmkeH
OTpPENIeIUTh BO3MOXKHYIO CBSA3b 3THX CHMIITOMOB C INpHEMOM 5>(aBHpeH3a, M, €CIU 3Ta CBS3b
MOJTBEPKIAETCS, OICHUTh COOTHOLICHHWE pHCKa Ui MAalMeHTa IPH TPOJOIDKCHHU TEparnuu |
MOTEHIIMATBLHOM MMOJIB3bI OT MpUeMa mpenapara (cM. pazaen 4.8.).

Cumnmomsi O CopOHbl HEPEHOU CUCTNEMbL

VY nanuentoB, npuHUMaBmUX 3(asupen3 B moze 600 mr 1 pa3 B CyTKHM B pamMKax KIMHAYECKHUX
UCCIIEIOBaHUM, dYacTo HaOJIIOJANNCh CIEAYIOIIUe CHUMIOTOMBI: TOJIOBOKPY)KEHHE, OEeCCOHHUIIA,
COHJIMBOCTH, CHW)KCHHE KOHIIEHTpAIIMM W TATOJOTHS CHOBHJCHHU, a TaKKe BCTPEYAIHCH IpyTHe
HeXenarenbHble sBiIeHus (cM. paszgen 4.8.). CHUMITOMBI CO CTOPOHBI HEPBHOW CHCTEMBI OOBIYHO
HaOJII01aJIMCh B TEUEHHE IEPBOTO UM BTOPOT'O JHS TEPANUU U B OOJIBIIIMHCTBE CIIy4aeB UCUE3aJIH MOCIIe
nepBbIX 2 - 4 Henenb. [laneHToB HE0OX0IMMO TTPOUMH(DOPMHUPOBATH O TOM, YTO TAKHE CUMITTOMBI, €CIIH
OHH TIOSIBJIIIOTCSI, OOBIYHO WCUE3AIOT MPH MPOJODKEHUH TEpamud W HE SBISIOTCS TMPH3HAKOM
BO3MOYKHBIX HAPYIIEHHH CO CTOPOHBI ICUXUKHU, KOTOPBIE BCTPEUAIOTCS PEXKeE.

HeiipoTokcHYHOCTD ¢ TO3THUM HauaJIoOM, BKJIFOUAsi aTAaKCUIO U 3HIE(aNIONaTHIO (HapyLIeHUE CO3HAHMS,

CIyTaHHOCTb CO3HAHMS, MCUXOMOTOPHOE 3aMeIJIEHUE, MCUXO03, JACTUPUN) MOXKET BO3HUKATh 4Yepe3
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HECKOJIbKO MECALlIeB WM JIeT I[ocie Hayana Tepanuu d¢aBupeH3oM. Hekoropele ciaydan
HEHPOTOKCUYHOCTH C MO3JHUM HAYaJIOM BO3HUKAJIM Y MAI[MEHTOB C T€HETUYECKUM MOIUMOp(HU3MOM
nzoepmenta CYP2B6, uro cBS3aHO C MOBBIINIEHHEM KOHIIGHTpalMu 3(aBUpeH3a B IUIa3Me KpPOBH,
HECMOTpSI Ha CTaHIApTHBIC J03bI 3(aBupen3a. [lanueHTsl ¢ Npu3HaKaMu U CUMIITOMAaMHU CEPbE3HBIX
HEBPOJIOTUYECKUX MOOOYHBIX I((HEKTOB NOJDKHBI OBITh HE3aMEUIUTEIHHO OOCIICIOBAHBI ISl TOTO,
YTOOBI OLICHUTHh BO3MOKHOCTb CBSI3U JIaHHBIX COOBITHH C mpHeMoM 3(aBUpeH3a U 000CHOBAHHOCTH
MpeKpaleHus Tepanuu 3(paBUpPEeH30M.

Cyoopooicuble npunaoxu

Coobmanoch 0 cymoporax y NalMEHTOB, MPUHUMABIINX 3(aBHPEH3, OCOOCHHO y MAIMEHTOB C
cyloporaMu B aHamHese. [Ipy oJHOBpeMEHHOM NPUMEHEHUU MPOTUBOCYAOPOXKHBIX JIEKAPCTBEHHBIX
CPEICTB, METabONM3UPYIOUINXCS B OCHOBHOM B TI€YEHH, TaKUX KakK (EHUTOUH, KapOamazenmuH H
dbenobapOuTa, cienyer NepruoguYecKl MPOBOAUTE ONMpeAeNieHUE KOHIICHTPAIM 3TUX MpenaparoB B
mwiasmMe KpoBu. MccnenoBaHue B3aMMOJIEHCTBHM JIEKapCTBEHHBIX CpEACTB II0Ka3ajio, 4YTO IpHU
OJTHOBPEMEHHOM IIPUMEHEHHNHU KapOamasennHa u 3paBupeH3a KOHIEHTpaIuy KapOaMas3enrHa B Tuia3Me
KPOBH CHIDKAIUCH (cM. pasaen 4.5.). [lanreHTsl ¢ CyJOpOKHBIMHE NPUIAIKaMU B aHAMHE3€ JIOJIKHBI
HAXOJHUTHCS MO OCOOBIM HAOIIOICHUEM.

HeowcenamenvHule si6nenust co cmopomnsl neyeHu

B noctperucrpanvionHblii neproa HaOMOAEHUS ObLIIO MOJIYy4eHO HEOOJIbIIOE YHCIO COOOIIEHUN O
pPa3sBUTHM IEYEHOYHOW HEIOCTATOYHOCTH Yy MAallMEeHTOB 0Oe3 ykazaHui Ha 3a0ojieBaHMs IE€YEHU B
aHaMHe3e, a Takke 0e3 Jpyrux BBIABICHHBIX (PaKTOpoB pucka (cM. pasznen 4.8.). B cBsa3u ¢ satum
PEKOMEHAYETCSI OCYIIECTBIIATh MOHUTOPUHI aKTUBHOCTH <«II€YEHOYHBIX» (PEPMEHTOB Jaxe Y
MAalUEeHTOB 0e3 MeueHOYHOU TUCHYHKIIMA B aHAMHE3€ WU APYTUX (DAKTOPOB PHCKA.

Bnuanue nuwu

[Tpu mpumeHeHnn >¢aBUpeH3a BO BpeMsl MpUeMa MUIIH MOXKET BO3pacTaTh SKCHO3MLHUS d(paBUpeH3a
(cM. pazzien 5.1.), 4TO MOKET MPUBOJUTH K YBEIMUEHHUIO YAaCTOThI HEXKENATEeNIbHBIX peakIui (CM. pa3jien
4.8.). B cBsI3U ¢ 3TUM peKOMEHIYyEeTCsl MPUHUMATh 2(haBUPEH3 HATOIIAK, KEIATeIIbHO Ha HOYb.
Cunopom eoccmaHno8ieHus UMMYHUmMema

JlanHbli cHHAPOM HAOIIOANICS Y TAIIMEHTOB C TSXKEJIBIM UMMYHOAS(PHUIIMTOM B JTFO00H MOMEHT TOCHEe
Hayaja mpoBeaeHUs KoMOuHupoBaHHOW APBT. B pesynbraTe ycuieHuss MMMYHHOTO OTBETa
BCJIE/ICTBHE TEPAIMH B TEUEHUE HECKOJIBKUX HE/IEIb UM MECSLIEB OT HayaJla JICYeHUsI MOXKET Pa3BUTHCA
BOCTIAJIUTENIbHAS PEaKIMs Ha HEAKTUBHBIC WM OCTATOYHBIC ONMOPTYHUCTHUYECKHE MHQPEKINHU, TaKue
KaK I[MTOMETaJIOBUPYCHBIH PETUHUT, TCHEPAIM30BaHHbIC H/MIM OYaroBble MHKOOAaKTepHalIbHbIC

nH(EeKI, THEBMOHUS, BbI3BaHHas Pneumocystis jiroveci (NpexHee Ha3BaHUEe — Pneumocystis
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carinii). Takue BOCHAJIUTENbHbIE CHUMITOMBI HYXJAIOTCS B JaJbHEWINEH OLEHKE W Ha3HAYeHUU
COOTBETCTBYIOILLETO JICUEHUS.

AyToMMMYyHHBIC HapylieHus (Takue Kak qudPy3HbIA THPEOTOKCUUYECKHI 300) HaOMIOqINCh HA (OHE
BOCCTAHOBJIEHMSI MMMYHUTETa, OJHAKO BPEMsI HAuyalbHBIX MPOSBICHUM CHUIBHO BapbUpPOBANO, U
3a00JI€eBaHNE MOTJIO BO3HUKATh YEPE3 MHOI'O MECSILIEB I10CIIE Hayalla TEpaluy.

Jlunooucmpodghus u memabonuueckue HapyuieHus

KomOunupoBannas APBT accommmpoBana ¢ mepepacnpeeneHueM IMOJKOXKHO-)KHPOBON KIIETYATKH
tena (munoguctpopus) y BHUY-unduuupoBaHHbIX NanueHToB. OTAAIeHHbIE IOCIEACTBUS 3TOTO
SBJICHUS TIOKA HEU3BECTHBI U MEXAHM3M €ro pa3BUTHUS U3ydeH HenocTaTodHo. [Ipeamnonaraercs cBs3b
MEXy BHCLUEPAJIHHBIM JMIIOMATO30M M TNPUMEHEHHEM HHTHOWTOPOB MPOTEA3bl M JIUMOATPOUU U
npuMeHenneM HUOT. TIoBbIIeHHBIH PUCK pa3BUTHUS JUIOJUCTPOPUU MOXKET OBbITH OO0YCIIOBJIEH Kak
UH/IUBUYaJIbHBIMU (DaKTOpaMH, TaKUMH KakK HMOXHJIOW BO3pacT, Tak U (hakTopaMH, CBA3aHHBIMU C
pUEMOM TIpenapaToB, TaKUMHU Kak mpojoivkutenbHas APBT u cBs3anHbie ¢ Heil MeTabonndeckue
HapylleHus. B cBsI3u ¢ 3TUM IpU KIMHUYECKOM OOCII€JOBaHMM MAallMEHTa CJEIYEeT IPOBOIUTH
¢usukanbHOe oOcienoBaHHe, oOpallas BHUMaHHME Ha IepepaclpesielieHue IOJKOKHO-)KUPOBOH
KJIETYAaTKH, a TaKK€ OIpPENessATh KOHLEHTPALHMIO JMIHMIOB B CBIBOPOTKE KpPOBM HATOIIAK U
KOHIEHTPALMIO TJII0KO3bl B KpoBU. HapylieHus IunuaHoro oOMeHa JOJKHBI KOPPEKTUPOBAaThCA B
COOTBETCTBUU C KIIMHUYECKUMU MPOSBICHUSMHU (cM. pasnen 4.8.).

Ocmeonexpos

XOoTd H3THOJIOTUS JAHHOTO 3a00JieBaHMsA TNpU3HAHA MHOro(akTopHOW (BKJIIOYas MpPUMEHEHHE
KOPTUKOCTEPOUIOB, 3JI0yNOTPEeOIeHHE alKOrojeM, TSDKEIyI0 HMMYHOCYNPECCHUIO, IOBBIILIEHHBIN
MHJEKC MAacChl Tena), Ciaydal OCTEOHEKpOo3a HaONIOJaIuCh IMPEUMYIIECTBEHHO Y IMalUEeHTOB C
matensHo BUY-undexkunelt n/wny y NanueHToB, JIUTENBHO IMOIYYaBUIMX KOMOMHHPOBAaHHYIO
APBT. ITanineHTs!I 10JKHBI HE3aMEUIUTEIbHO 00paTUTHCS K Bpady pU MosBIEHUH 00Jei B cycraBax,
CHI)KEHMH MOJIBKHOCTH CYCTaBOB WJIM TPYJHOCTSX MU X0oAb0E.

BcnoMorarensHble BEIECTBA

Jlakxmo3svl monozuopam

IIpenapar comepxkur JsakTo3y. llamuenTaM ¢ penko  BCTpeYarolEHCs — HACJIEICTBEHHOU
HENEPEHOCHUMOCTBI0  TaJIaKTO3bl, JA€(PUIIMTOM JIaKTa3bl JIOMApe MM  TJIIOKO30-TaJlakKTO3HOM
MajbabcopOIel He cenyeT MPUHNUMATh TOT MIpenapar.

4.5. BsaummopeiicTBMe ¢ [pPYIMMHM JIEKADCTBEHHBIMH MpenapataMd W JApyrue BH/BI
B3aMMOJEHCTBHUA

Ddasupens in vivo sBusercs uHaykropoMm wu3odepmentoB CYP3A4, CYP2B6 u YID-I'TIAL.
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KonrnenTparus B miia3me KpoBU COSTMHEHUH, KOTOPBIE SBIISIOTCS CyOCTpaTaMu JaHHBIX H30()ePMEHTOB,
MOJKET CHW)KATbCA IMPHU OJIHOBPEMEHHOM MpHUMEHEHUHU C 3daBupeHsoM. B 1o xe Bpems in vitro
aaBupen3 uaruouponan nzopepmeHT CYP3A4. TeopeTHdeckn 3TO MOXKET MPUBECTH K YBEITUUCHUIO
skcnio3uiuu cyoctparoB CYP3A4, mosromy ciemyer cOONIOAaTh OCTOPOKHOCTh MPU MPUMEHEHHH
cyocrpatoB CYP3A4 c y3KMM TepaneBTHUYECKUM OKHOM. D(aBHPEH3 MOXKET OBITh HWHAYKTOPOM
nzoepmentoB CYP2C19 u CYP2C9, ognako in vitro Takxe HaOJIIOAAIOCHh HHTHOMPOBAHHUE JAHHBIX
nzodepmentoB. [[o konna sa¢ddexr, Hab O aEMBIN TTPU OTHOBPEMEHHOM IIPUMEHEHUHU d(aBupeH3a ¢
COCIMHCHUSIMU-CyOCTpaTaMu TaHHBIX M30(PepMEHTOB, He siceH (cM. pa3aeinsl S5.1. u 5.2.). Dkcno3unus
adaBUpeH3a MOXET YBEIUYHUTHCS MPH MPUMEHCHHH IIpernapara OJHOBPEMEHHO C HEKOTOPBIMHU
JIEKapCTBEHHBIMU TIpenapaTaMu (HalpuMep, pUTOHABUPOM ) WITH MUIIEBBIMU MIPOAYKTaMu (HalpuMmep, ¢
rperndpyToBeIM COKOM), KOTOpbie HHTUONpYIOT n3opepmentsl CYP3A4 unu CYP2B6. [Ipenapatst Ha
ocHOBe dKcTpakTa ['mHkro bunoba, KoTopble UHAYIUPYIOT AaHHBIE H30(EPMEHTHI, MOTYT MMPUBOJUTH K
CHW)KCHHIO KOHIICHTpAIuy d(aBUPEH3a B TUIa3ME KPOBH.

HDOTI/IBOHOKaSaHHaﬂ KOM6I/IHI/IDOBaHHa$I TCpaluia

36epoboii npoovipaenennviii (Hypericum perforatum): NauueHThbl, TpUHUMAarONME >(QaBUPEH3, HE
TOJIKHBI IPUHUMAThH MIPEMapaThl/IPOTyKThI, COAEpKAIINE 3BepoOO MpoaAbIpsBiIeHHbIH. KoHIIeHTparus
s¢aBupeH3a B IJJa3M€ KPOBU MOKET CHUXKAThbCsS MPU OJHOBPEMEHHOM NPHUMEHEHUHU CO 3BEpo0OeM
IPOJBIPSABICHHBIM, TOCKOJIBKY OH BBI3bIBACT MHAYKLUIO (DEPMEHTOB WM/MJIM TPAHCIOPTHBIX OEJKOB,
OTBETCTBEHHBIX 32 METa0OIM3M JIEKapCTBEHHBIX cpencTB. Eciu mnamueHT yxe MNpUHUMAeT
IpenapaThl/MPOAYKThl, COJEpXKallue 3BepoOOH MPOIBIPSBIECHHBIN, TO MPUMEHEHHE IOCIEAHEro
ClIelyeT OTMEHUTD, MPOBEPUTH KOHIIEHTPALMIO BUPYCa B KPOBU U, €CJIM ATO BO3MOKHO, KOHLIEHTPALUIO
sdaBupeH3a B KpoBu. [locme OTMEHBI NPEMapaToB/NIPOAYKTOB, COJAEPXKAIIUX  3BEpoOOit
MPOJBIPSBICHHBIN, KOHIIGHTpalus 3(paBUpeH3a MOXKET MOBBICUTHCA U TOTAA MOTPeOyeTCss KOPPEKIIHs
110361 3(haBupeH3a. BiusHue 38epo00s MpOABIPSBIEHHOT0, CBSI3aHHOE ¢ MHAYKLIMEH (PepMEHTOB, MOXKET
COXpaHATHCS B TEUCHHE HE MEHEE 2 He/Ielb MOCJe €r0 OTMEHHI (CM. pazzaen 4.3.).

OdaBupeH3 NPOTUBOMOKA3aHO MPUHUMATh OJHOBPEMEHHO C Tep(deHaIUHOM, acTEMHU30JIOM,
[U3AMPUIOM, MHI030JIAMOM, TPU30JaMOM, MHMO3UIOM, OCTPUANIOM U AIKAJIOHAaMU CIHOPBIHBU
(Hampumep, DProTaMuH, JAUTHUAPOIPTOTAMHUH, OSPrOHOBHH WM METUIDPrOHOBUH), IOCKOIBKY
KOHKYpEHTHOe B3auMmojeicTBue s¢aBupensa ¢ uzopepmentom CYP3A4 mMoxker npuBecTH K
MOJIaBJICHUIO METa0OoJu3Ma JIaHHBIX MPENnapaToB U MOSBIECHUIO NMPEANOCHUIOK ISl BOZHUKHOBEHUS
CEPbE3HBIX W/WUIU YTPOXKAIOUIUX KM3HU HEXKENATeNbHBIX SBICHUN (HampuMep, CepIedYHON apuTMHH,
JUTUTETTFHOTO CeAaTUBHOTO () (eKTa WM YTHETCHUS AbIXaHHUS).

Ipenapameul, vizvisarowue yoaunenue unmepsana QTc
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[TpoTHBOMOKa3aHO OTHOBPEMEHHBIH pHEeM 3(haBUpEH3a U MIPENapaToB, KOTOPHIE BHI3BIBAIOT Y/UIMHEHHE
unTepBana QTc 1 MOTYT IPUBOAUTH K BOSHUKHOBEHHUIO KENyI0UKOBON TaXUKAPIUU 110 TUITY «IIAPYIT».
K takum npenapatam oTHOCSTCS:

- aHTHapUTMUYEcKue npenaparsl kiaccos [A u III;

- HEWpOJEeNTUKH, aHTUACTIPECCAHTHI;

- HEKOTOpbIe aHTUOMOTHUKH, BKIIIOUAsl IPEnapaThl, OTHOCALINECS K CIASAYIOIINM KJaccaM: MaKpOJIH/IbI,
(TOPXHHOIOHBI, TPOTUBOTPUOKOBBIE MpenapaThl MPOU3BOAHBIE UMH/IA301a U TPHUA30J1a;

- HEKOTOpbIE€ HECeIaTUBHbIC AHTUTUCTAMUHHBIE Mpenapatsl (Tep(eHaut, acTeMU30);

- IU3anpuni;

- (uexkaunum;

- HEKOTOpbIEC MPOTUBOMAIIIPUITHBIC TIPETIapaThl;

- METaJIoH.

I'pazonpesup/s>noaceup

OnHOBpEMEHHBI TpHEM C TPa3ONpPEBUPOM/>I0ACBUPOM MPOTHBOIIOKA3aH IOTOMY, YTO MOXKET
MIPUBECTHU K MOTEPE BUPYCOJIOTUYECKON aKTUBHOCTHU Tpa30npeBHupa/sndacBupa.

Jpyrue B3auMoAeCTBUS

B3aumoneiictBuss  Mexay adaBupeH3oM U uHruOutopamu  mporeazsl  BUY,  apyrumwu
AHTUPETPOBUPYCHBIMH TIpenaparamMy, MOMHMO HHIHOMTOpoB mpoTeazpl BUY, a Taxke Mexnay
3(aBUPEH30M U JICKAPCTBEHHBIMH IpernaparaM, HE OTHOCSIIMMHUCS K TIpyIIe aHTUPETPOBUPYCHBIX
IpenapaToB, yKa3zaHbl B IpHUBEIEHHONW Hibke Tabmuume 2. YBenuueHHe 3HAuUeHHs I1OKazaTels
0003HauaeTcs CTPENIKO «1», yMEHbIICHHE 3HAUEHUs - CTPENIKOM «|», eclM MoKa3arenb ocTaercs 0e3
U3MEHEHUH - CTPEIIKOH ««>»; ecly nmpenapaT BBOAUIICS yepe3 Kaxble 8 nian 12 4, To 370 0003HavaeTcs
Kak «k 8 u» win «k 12 u». 90 % u 95 % noBepuTenbHble HHTEPBAJIbl MPEIACTABIEHBI B CKOOKAX, €CIIH
npuMeHUMO. OOBIYHO HCCIIEOBAaHMUS IPOBOAWINCHE HA 3J0POBBIX J0OPOBOJBIAX, €CIH TOJIBKO
CHEIMalIbHO HE OroBapHuBaeTcs Apyras nHdopmanms.

Tabnuua 2. B3aumoseictBus Mexay 3(paBUpeH30M U IPYTUMH JIEKaPCTBEHHBIMHU CPEICTBAMHU

JlekapcTBeHHbIe nmpenaparsl, | BaiusgsHue Ha  KOHUEHTPALMIO Pexomenganun
pa3aesieHHbIe 1o | mpenapara B cbIBOpoTKe. CpeHee
papmaxkorepanesTuyeckum | n3MeHenne 3Ha4eHUil AUC, Cmax,
rpynmnam (103a) Cmin (%) u JoBepuTeJbHBbIE
HHTEPBAJIbI, eCJin MNPUMEHUMO
(MexaHu3M)

IIpoTuBOMHKPOOHBIE MpenapaTbl

10
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Anmupempogupychule 1eKapcmeeHHnble cpeocmea

WNuruburops! nporeasst BUY

ATazaHaBUp/pUTOHABHP/
a¢aBupen3 (400 mr 1 pa3 B
cytku/ 100 mr 1 pa3 B cyTku/
600 mr 1 pa3 B cyTku, Bce
npenapaTsl IPUHUMAJIICH BO
BpeMs MpreMa MHILHN)

ATazanaBup (1mocie noJyaHs):
AUC: «* (ot |9 no 110),
Cmax: 117 %* (o1 18 10 127),
Cuin: 142 %* (ot |31 o |[51)

AtazanaBup/puronaBup/3dasu
pens (400 mr 1 pa3 B cyTku/
200 mr 1 pa3 B cytku/ 600 mr 1
pa3 B CYTKH, BCE MpernapaThl
NPUHUMAJINCH BO BpeMs
rpueMa U1K )

ATazanaBup (1mocie moayaHs):
AUC: «*/** (ot |10 mo 126),
Crax: «*/** (o1 |5 m0 126),
Cuin: 112 %*/** (o1 |16 mo 149)
(uanykus CYP3A4).

OnHoBpeMeHHOE

npuMeHEeHHe d(aBUpeH3a C
aTa3aHaBUPOM/PUTOHABHUPO
M He pekomenuayercs. Ecimu
TpeOyeTcsi OJHOBPEMEHHOE
NpUMEHEHHE aTa3aHaBHpa C

HHUOT, HE00XO0INUMO
paccMoTpeTh
11EJIECO00PaA3HOCTh
YBEJIIMUYCHUS JIO3BI

atazanaBupa g0 400 mr u
putoHaBupa o 200 mr, B

* IIpu cpaBHEHHU C aTa3aHABUPOM | KOMOMHALIUU c

300 mr/putonasupom 100 mr 1 pa3 | apaBupeH3OM, c

B CYTKH BeduepoM 0e3 a¢aBupeHsa. | obecrieueHreM

Takoe cHukenne Cmin aTa3aHaBUpPA | TIIATEIBHOTO

MOXET OTPHUIATEIILHO BIUSATH Ha KJIMHIYECKOTO

3¢ EeKTUBHOCTh aTa3aHaBUPA. MOHHMTOPHHTA.

** OCHOBaHO Ha HCTOPUYECKOM

CpaBHEHHH.
JapyHaBup/puToHaBUp/ JHapyHaBup: OnHOBpeMEeHHBIIT  mpueM
s¢aBupeH3 AUC: |13 %, dbasupensa u
(300 mr 2 paza B cytku™/ 100 Mr | Cmin: |31 %, JlapyHaB1pa/pHTOHaBHpa

2 pasa B cytku/ 600 mr 1 pa3 B
CYTKH)

*  HHXKEe PEKOMEHJIOBaHHOM
no3bl. [lomoOHbIE pe3ysbTaThl
OXHUIAIOTCA U ITPU MPUMEHCHU N
B PCKOMCHAOBAHHBIX 103ax.

Crmax: 115 % (uagykuust CYP3A4)
O¢aBupeHs:

AUC: 121 %,

Chin: 117 %,

Cmax: 115 % (uarubupoBanue
CYP3A4).

(800 mr/ 100 mr 1 pa3 B

CYTKH) MOET TPHUBECTH K

CHIDKEHHIO Chin
JlapyHaBHpA. Ecmu
a¢daBupeH3 HE00XO0IMMO

MPUMEHSTH OJHOBPEMEHHO C
JTapyHaBUPOM/PUTOHABUPOM
,  CIeayeT  TPUMEHSATh
KOMOMHAITIIO

JapyHaBUpP/pUTOHABHUP B
pexume 600 mr/ 100 mr 2
pa3a B cyTkd. OHAKO TaKyIo
KOMOHMHAIIUIO clenyeT
HA3HAYaTh c

OCTOPOIKHOCTBIO.

11
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Cwm. MHCTPYKLHIO 1o
MEAULIMHCKOMY
IPUMEHEHHUIO

JapyHaBUpa/pUTOHABHPA.
CM. TakKe HUKE
UH(POPMALIUIO TIO
PUTOHABHPY.

docamnpenaBup/
puTOHABUP/3(haBUPEH3

(700 mr 2 paza B cy Tku/ 100
Mmr 2 pasa B cytku/ 600 mr 1
pa3 B CyTKH)

Knunnyecku 3Ha4unMOro
(hapMaKOKHHETHYECKOTO
B3aUMOJICHCTBUS HE BBHISBIICHO.

Koppekiuu 10361 HE 0JTHOTO
U3 OTHX JIEKApCTBEHHBIX
CpeICTB HE TpedyeTcs.

Cwm. TaKXKe HUKE
nHpopMaIuo o
PUTOHABHUDY.

®ocammnpenaBup/ HenpuHABUP/
a¢aBUpeH3

B3anmopeiicTBre HE N3y4asoCh.

Koppekunu 1031 HU OJHOTO
U3 OTUX JIEKAPCTBEHHBIX

CPEICTB HE TpedyeTcs

docamnpeHaBup/ cCakBUHABUP/
a(aBuUpeH3

BSaI/IMO,I[eI\;ICTBI/Ie HC U3Yy4aJlOCh.

Hcnonbp3oBaHue Takoi

KOMOWHAINY HE

PCKOMCHAYECTCA, IMOCKOJIBKY

OKU/1aeTCs 3HAaYMMOe
CHIDKEHHE HKCIO3HIIAN
o0ounx MHTHOUTOPOB
nporeas3sl BUY.
WNununasup/adhaBupens WNunnHaBup: Xors KJIMHWYECKast
(800 mr x84/ 200 mr 1 pa3 B | AUC: |31 % (ot |8 mo [47), SHaTUMOCTD CHIDKCHHA
CYTKH) Conin: 140 % KOHIIEHTPAllMN WHAWHABUPA
HE YCTaHOBJICHA,
CxonHOE CHMXKEHHME HKCIO3UIUU

HaOJro1aBIIeeCs
WHJIMHABUPA Ha0JIFO1aJIOCh B

(hapMaKOKHHETHIECKOE
ciyyasx, korja uHauHaBup (1000 .

B3aUMOJICHICTBAE  JTOJKHO

MT' K84) BBOAMJICS B KOMOHMHAIIMU C
a¢aBupen3om (600 mr 1 pa3 B cyTkn)
(uanykuus CYP3A4).

D¢aBupens:

KJIMHAYECKHU 3HAYUMOTO
(hapMaKOKHHETHYECKOTO

B3aMMOJIEMCTBUS He HaOJII01a10Ch.

WupunaBup/putoHaBup/3Qasu
pen3 (800 mr 2 pasza B cyTku/

Nupunasup:
AUC: |25 % (ot |16 10 [32)°,
Crax: 17 % (o1 |6 10 |26)°,

IPpUHUMATbBCd BO BHHUMAHUC

pu BBIOOpDE  pexuMa
TEpPANUK,  BKIIOYAIOIIETO
OJTHOBPEMEHHO 3(PaBUPEH3 U

HWHJIWHABUDP.

Koppeknunn JI03bI
s¢aBupeH3a He TpedyeTcs,
€CIM OH Ha3HadaeTcs C

WHIWHAaBUPOM HJIN C
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

100 mr 2 pa3a B cytku/ 600 mr 1
pa3 B CYTKH)

Crin: 150 % (o1 |40 0 |59)°.
Ddasupens:

KIIMHUYECKU 3HAYUMOTO
B3aMMOJICHCTBUS HE HaO0JII01aI0Ch.
Cpennee reoMeTpruecKkoe 3HaYCHHUE
Cmin uamuHaBupa (0,33 mr/m) npu
€ro NPUMEHEHWH B KOMOWMHAIIUH C
PUTOHABUPOM U 3(aBUPEH30M OBLIO
OosblIIe, YeM P €ro MPUMEHEHHH B
kadectBe MoHoTepanuu 1no 8§00 mr
K84 (Cpin 0,15 mr/m). V¥ namnuenros,
nHumposanapix BUY-1 (n = 6),
MOKa3aTenu (bapMaKOKUHETHKHI
WHJMHABUPa U 3PaBUpPEH3a OOBIYHO
OBUIM COTIOCTAaBUMBI C TaKOBBIMH Y
HEMH(HUIIMPOBAHHBIX
0OPOBOJIBIICB.

WH/IMHABUPOM/PUTOHABUPO
M.

Cwm.
UH(POPMAIIHIO
PUTOHABHUPY

TAaKXC HHWXKC

1o

JlonuHaBUp/pUTOHABUD B
MSTKHX  Karlcynax
pacTBope s IpHeMa BHYTPb/

s¢aBUpeH3

nimn B

CymecTBeHHOE CHUXEHUE

OKCIIO3HUIIUWHU JIOIIMHABHUpPaA.

[Ipn OJHOBPEMEHHOM
Ha3HauYeHUH C 3(haBUPEH30M
clenyeT paccMOTpeTh
1eJ1ec000pa3HOCTh
YBEIUYEHUS 703
JIOTIMHABHpa U PUTOHABUpPA
B MTKHX Karcyjgax WId B
pacTBope Ui
BHYTpb Ha 33 % (mo 4
Karncymisl/ ~ 6,5 mi 2 paza B
CYTKH BMecTo 3 Karmcyn/ 5
M1 2 pasa B cyTkH). OiHaKko
cienyer coOroaaTh

OCTOPOXKHOCTb,

npuema

ITOCKOJIBKY
Takasi KOPPEKIMs O3Bl JUIs
HEKOTOPBIX MAalEHTOB
MOXET OKa3aThCs

HENOCTAaTOYHOH.

JlonuHaBUp/PUTOHABUD B
TabneTkax/ apaBUpeH3

(400/100 mr 2 paza B cytku/ 600
Mr 1 pa3 B cyTkn)

(500/125 mr 2 paza B cytku/ 600
Mmr 1 pa3 B CyTKH)

Konuenrpauuu nonunasupa: |30 -
40 %.

Konuenrpanuu JIOTIMHABUPA
CXOTHBI c TaKOBLIMU pu
MIPUMEHEHUH JonUHaBHUpa/

Ho3sa JIOIMHAaBUpa u
pUTOHaBHpa B TabJeTKax
JI0JKHA OBITh YBEJIMYEHA 10
500/ 125 mr 2 pa3a B CyTKH
npu OJTHOBPEMEHHOM
IPUMEHEHUN c
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

putonasupa 1o 400/100 mr 2 paza B
CyTkH 0e3 adaBUpeH3a.

adasupenzom mo 600 mr 1

pa3 B CyTKH.
Cwm. TaKKE HHKE
UH(POPMAIIHIO 1o
PUTOHABHDY.

Hendunasup/ 3paBupens
(750 mr x84/ 600 mr 1 pa3 B
CYTKH)

Hendunasup:

AUC: 120 % (ot 18 o 134),
Crax: 121 % (o1 110 1o 133).
Janunast

KOMOUHAaLU 00BIYHO

XOpoHo IEpCHOCUTCA.

Koppekiuu 10361 HE 0JTHOTO
U3 OTHX JIEKapCTBEHHBIX
CpEICTB HE TpeOyeTcs.

PutonaBup/>dasupens

(500 mr 2 paza B cytku/ 600 mMr
1 pa3 B cyTkH)

Putonasup:

AUC ytpom: 118 % (ot 16 10133),
AUC Beuepom: <.

Crax yTpoM: 124 % (ot 112 mo 138).
Cinax BEUEPOM: .

Crin yTpoM: 142 % (0T 19 10 186)°.
Cmin BeuepoMm: 124 % (ot 13 no
150)°.

OdaBupens:

AUC: 121 % (ot 110 o 134),

Crax: 114 % (o1 14 10 126),

Crmin: 125 % (0T 17 10 146)°
(uHrHOMpoBaHUe CYP-
OTIOCPEIOBAaHHOTO OKHUCIUTEILHOTO

MeTabonn3Ma). [Ipu npueme

s¢aBupeH3a B KOMOMHAIMM C
puroHaBrupom 1o 500 mr wim 600 mr
2 pa3a B CyTKH IIEpEHOCUMOCTb ObLIa

HU3KOM (Hampumep, HaOIIOAAINCH

TOJIOBOKPY’KCHHC, TOIIHOTA,
nmapeCcTe3us, IOBBIIICHHUEC
AKTUBHOCTHU ITICYCHOYHBIX»

(dbepmeHToB). JlocTaTouHbIE TaHHBIE
0 TEPEeHOCUMOCTH J(aBUPEH3a B
KOMOWHAIIMK C PHUTOHABHUPOM B
HU3KkuX no3ax (mo 100 mr 1 wmm 2
pasa B CyTKH) OTCYTCTBYIOT.

ITpu
a¢aBUpeH3a ¢ pPUTOHABUPOM
B HH3KHX [103aX CIEIyeT

Ha3Ha4YCHUHU

YUYUTBIBATDH BO3MOXHOCTb

YBEJIMYECHHUS YacTOThI
CBS3aHHBIX C 3(aBUPEH30M
HEXKENaTeIbHBIX  SABJICHHUH
BCJICJICTBHE
(hapMaKoIMHAMUYECKOTO

B3aUMOOCHCTBHS.

BO3MOKHOTI'O
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

CakBunHaBup/ putoHaBup/ | BzaumoseiicTBue He N3y4anoch. OTCYyTCTBYIOT JAaHHBIE,
s¢aBupeH3 MO3BOJIAIOIINE Pa3paboTaTh
PEKOMEHIALIUK TI0 PEKUMY
JI03UPOBaHUS.
Cwm. TaKXKe BBIIIE
uHpopMaIuo o
puronasupy. lIpumenenue
sdaBupeH3a B KOMOMHAIIMH
C CaKBMHABHPOM B KaueCTBE
€MHCTBEHHOT'0 HHTHOUTOPA
MpoTEasbl BUY HE
PEKOMEHTYeTCS.
AHTaroHucTbl XeMOKHHOBBIX penentopoB CCRS
MapaBupok/>¢haBupeHs MapaBupoxk: Cwm. WHCTPYKITUU 1o
(100 mr 2 paza B cytku/ 600 mr | AUC2: |45 % (ot |38 mo [51), MEIUIHHCKOMY
I pas B cyrin) Cmax: 151 % (ot |37 110 162). MPHMEHCHHIO
JIEKaPCTBEHHBIX
Konuentpauun 3¢aBupeHza He
N mpernapaToB, B COCTaB
U3MEpSIINCh, B3aMMOJEHCTBHE HE
KOTOPBIX BXOJUT
OKUJIAeTCs.
MapaBHUPOK.
HNurudurop nurerpasslt BUY
PanrterpaBup/>dasupens (400 | PanrerpaBup: Koppekuun JTO3bI
MT OJTHOKpaTHas 71032/ - ) AUC: |36 %, panTerpaBupa He TpedyeTcs.
Ci2: 121 %,

Cmax: 136 % (uagykmust pepmeHTa
VIAD-TTIAL).

JlekapcrBennbie cpeacrsa us rpynn HUOT u HHUOT

HUOT/>¢paBupens

HccnenoBanus
sdaBupeH3za U

B3aUMOACUCTBUHI
MpEernaparoB U3
rpynnsl HUOT He npoBoaunucs, 3a
HCKJIIOUCHHEM B3aUMOJICHCTBUM C

JJaMUBYIWHOM, SUJOBYIUHOM )51
TeHO(OBHpa

JTU30TPOKCUII yMapaToM.
Knnanuecku 3HAYNUMBIC
B3aUMOJICHCTBUS HE
MpearnoaararTcs, MIOCKOJIBbKY

MeTa0OoJIU3M MpenapaToB U3 TPYIIIbI
HUOT

MIPOTEKAET yTSIMH,

Koppexkiuu 10361 HU 0JTHOTO
U3 JIAHHBIX JICKAPCTBEHHBIX
CpPENCTB He TpeOyeTcs.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

OTJIINYHBIMU oT TaKOBBIX JJISL
a¢daBUpeH3a, U MaJOBEPOSITHO, UTO
OHHU OYAyT KOHKYPUPOBATh 33 OIHU
U Te JKe MeTabOoJU3UPYIOIINe
(bepMEHTBI ¥ ITyTH BBIBEICHUS.

HHUOT/>daBupen3 B3aumopeiicTBrue He H3y4yanochk. [Tockonpky  mpUMeHEHHE
JIBYX HHUOT HE
obecrieynBaeT

OpEeUMYIIeCTBA C  TOYKHU
3peHust A()PEKTUBHOCTH U
0€e30I1aCHOCTH,
OJIHOBPEMEHHOE
npuMeHeHue 3(haBupeH3a U
JIpyroro  cpencrsa U3
TPYIITIBI HHUOT HE
PEKOMEH/TyeTCSl.

JIeKapCTBeHHI)Ie Cpeacrea NNIPOTHUB BUpPYCa remnarura C

bonenpesup/>dasupens bonenpesup: Knunuueckass 3Ha4MMOCTb
(800 mr 3 paza B cytku/ 600 mr | AUC: < 19 %*, YMCHBUICHUA
1 pa3 B cyTKH) Conax: <> 8 %, KOHILICHTpaluu

Conin: 144 % OolenpeBupa B IUIA3Me
min- o.

O¢asupens: AUC: < 20 %,

Cinax: <> 11%,

Chmin: {12 % (ot [24 % 1o 11 %)
(manykuss CYP3A  Brnuser Ha

KpPOBH HE YCTaHOBJICHA.

OorienpeBup).

*0-8 .

OtcyrcTBUE a¢pdexTa (<)
COOTBETCTBYCET YMCHBIICHUTIO

CPEIHETO COOTHOIIEHNUS HE > YeM Ha
20 % win yBEJIIMYEHUIO HE > YEM Ha

25 %.
TemanpeBup/>aBupen3 TemanpeBup (otHOCcuTensHO 750 Mr | [Ipun COBMECTHOM
(1125 mr x84/ 600 mr 1 pa3 B | K89): MIPUMECHCHHUH TeJIAlIPEBUPA U
CYTKH) AUC: |18 % (ot |8 mo |27), d(aBUpeH3a PEKOMEHTYCTCS
Cimax: |14 % (ot |3 10 |24), YBEJMAHUTE o3y
Tenanpesupa no 1125 wmr
Chin: 125 % (ot |14 no |34). (84

DdaBupens:
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

o1 22.11.2024 N= 25836

(NOCNEOCBATENEHOCTE 0002)

AUC: |18 % (ot |10 mo |26),
Crax: 124 % (ot |15 no |32),
Chin: 110 % (o1 11 1o [19)

(maaykius CYP3A4).
CumenipeBup/3dasupens (150 | Cumenpeup: OnHOBpeMEHHBI  TIpHEM
mr 1 pa3 B cyrkn/ 600 Mr 1 pas | AUC: |71 % (ot |67 mo |74), CHUMEIIPEBHpa c

B CYTKH)

Crax: |51 % (ot |46 no |56),
Cmin: 191 % (ot |88 10 |92)

3(¢aBUpPEH30M MPUBOAUT K
CYILIECTBEHHOMY CHHKEHUIO

KOHIICHTPAIUH
Odasnpens: cHMeNpeBupa B IUIa3Me
AUC: <, BCJIECTBUE WHIYKIIAN
Cmax: <, n3odepmenTa CYP3A
Conin: >, 3(aBUPEH30M, HYTO MOXKET
(ks CYP3A4) TIPUBECTH K norepe
TepaneBTHYecKoro 3 dexra
cumernipeBupa. CoBMecCTHOE
NPUMEHEHHE CUMETPEBUpPa
u a¢aBUpeH3a HE

PEKOMEHIYETCS.
I'pazonpeBup/316acBup I'pazonpesup: OpnHOBpeMEHHBIH MpUEM ¢
AUC: |83 %, rpa3onpeBUPOM/III0aCBUPO
Cona: 187 %. M NIPOTUBOIIOKA3aH MOTOMY,
YTO MOXET TPUBECTH K
DnbacBup: .
1oTepe BUPYCOJOTUYECKON
AUC: |54 %, aKTUBHOCTH TIpa3onpeBupa/

Cmax: l,45 %

an6acBupa u3-3a

3HAYUTCJIIBHOI'O CHMXXCHUA

KOHLOCHTpAalun B ILJIa3MC

KpPOBH  Tpa3olpeBUpa H
anbacBupa, BCIIICTBHE
UHAYKIUA  3(paBUPEH30M
uzopepmenta CYP3A wm
P-gp.
Benmaracsup/codocOyBup Benmaracsup: [Tpu COBMECTHOM
Bennaracsup/Bokcunanpesup/ | AUC: 153 %, NPUMEHEHNH TeHO(dOoBHUpa
codocoysup (1125 mr k84/600 Coo o JTU30TTPOKCHIT/
max. l47 A),
Mmr 1 pa3 B cyTKn) SMTpULIUTAOMHA/3(PaBUPEH C
Chin: 157 %
BEJIAaTacBUPOM/
Codocbysup: copocOyBUpOM WM C
Crax: 138 %, BEJIIATacBUPOM/
BOKCHJIAIIPEBUPOM/
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

[Ipennonaraercs: |BoxcunanpeBup | copocOyBupom OBLIIO
NIOKa3aHO,  3HAYMTEIILHOE
CHIDKEHHE KOHIICHTpAIH B
Tia3Me KpPOBH
BEJINIaTacBHpa  BCIIEACTBUE
UHAYKIMH ~ 3(uBEepeH30M
uzodpepmenta CYP3A, uyto
MOXKET IIPUBECTH K IIOTEPE
TepaneBTHYeCKOro 3¢ dekra
BenmnartacBupa. Oxupaercs
aHAJIOTUYHOE CHIDKCHHE
KOHIICHTpallik B  TUIa3Me

KpOBH BOKCHUJIANPEBUpA.
CoBMecTHOE  IIPUMEHEHHE
a¢aBupeH3a C
BEJIIIATaCBUPOM/
copocOyBupoM Wi ¢
BEJIIIATaCBUPOM/
BOKCHJIALIPEBUPOM/
coocOyBUpoM HE
PEKOMEHIYETCH.
I'nexanpeBup/mubpeHTacBUp | I'mexanpesup OpnHOBpeMEHHBII  IIPUEM
| TIu6penracsup TIeKanpeBupa/
nuOpeHTacBupa c

3(aBUPEH30M TPUBOJUT K
CYIIECTBEHHOMY CHIDKEHUIO
KOHIIEHTPAIIUU

TJIeKanpeBupa

/mubOpeHTacBupa B IUIa3Me,
YTO MOXET TPHUBECTH K
moTepe  TepareBTUICCKOTO

s dexra.

CoBMecTHOE  IIPUMEHEHHE
TJIeKanpeBupa/
nubpeHTacBupa u

a(aBupeH3a He

pPEKOMEHAYETCS.
AHTHONOTHKM

AsutpoMuninH/ 3aBupeH3 Knunnueckn 3HauuMoro | Koppekuuu 10361 HU OJTHOTO

(600 Mr B BHIe OTHOKPATHOU (hapMaKOKHHETHYECKOTO M3 JAHHBIX JIEKAPCTBEHHBIX

10361/ 400 mr 1 pa3 B CyTKH) B3aUMOJICHCTBUS HE BBISBIICHO. CpEICTB HE TpedyeTcs.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

Kmaputpomurun/ 3¢aBupens
(500 mr 129/ 400 mr 1 pa3 B

CYTKH)

Knaputpomuiun:
AUC: 39 % (ot |30 1o |46),
Cumax: 126 % (o1 |15 110 |35).

Knunnueckasgs 3Ha4YMMOCTD
W3MEHEHUH KOHIIEHTpAIUU

KJIQPUTPOMHULIMHA B IIJIa3Me

KpOBM HE  YCTAHOBJIEHA.
14-ruapoxcuMeTadboauT
Bmecto  knmapurpomuinuHa
[TapHTPOMHIIHHA. clenyer paccMoTpeTh
AUC: 134 % (ot 118 510 153), BO3MOKHOCTb PHMECHEHUS
Crax: 149 % (o1 132 1o 169). JIpyroro aHTHOMOTHKA,
DbaBUpeHs: Halpumep, a3UTPOMULIMHA.
AUC: o, Koppekiuu JI03bl
Cooc 111 % (or 13 10 119). a¢aBUpeH3a He TpedyeTCsl.
(uanyxuus CYP3A4).
KosxHas ceine Habmoaanack y 46 %
HEUMH(PULIMPOBAHHBIX
J0OpPOBOJIBLIEB, OJTHOBPEMEHHO
MIPUHUMABIIIHNX adaBupeH3 u
KJIAPUTPOMMIIMH.
Hpyrue  antuOuoTuku U3 | B3aummoneiicTBue He M3y4anoch. OTCyTCTBYIOT JIaHHBIE,
TPYTIITEI MaKpOJIUJIOB NO3BOJIAIOIINE Pa3paboTaTh
(HampuMep,  SPUTPOMUIMH)/ PEKOMEHIALUU TI0 PEKUMY
s¢aBUpeH3 JO3UPOBaHUS
IIporuBoTYOCpKY/I€3HBIC TEKAPCTBEHHbIE CPEACTBA
Pudabyrun/ahaBupens Pudalytun: Cyrounas no3a pudalOyrrHa

(300 mr 1 pa3 B cytku/ 600 mMr
1 pa3 B cyTkH)

AUC: |38 % (ot |28 no |47),
Crmax: 132 % (ot |15 no |46),
Chin: 145 % (o1 |31 10 |56).
D¢aBupens:

AUC: «,

Crmax: <,

Chin: {12 % (o1 |24 mo 11)
(uanyxuus CYP3A4).

JI0JDKHA OBITh YBEIWYCHA Ha
50 %, ecnum 1UIaHUpyeTCs

OJTHOBPEMEHHOE
pUMEHCHUE c
3(haBUPEH30M. Cnenyer
TaKKe paccMoTpeTh
1eJ1ec000pa3HOCTh

YABOCHUA J1O3bI
pudabyruna pu

npuMeHeHuu pudalytuna 2
i 3 pasa B HEAEIO B

KOMOWHAIUN c
3¢ aBUPEH3OM.
Kimanueckuit ekt

TaKOW KOPPEKLUHU H03bl HE
U3Y4YEH.
JI03BI

IIpu koppekuu
TaKxe cienyer
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

YYUTHIBATh
VH/IMBUYAJIbHYIO
HIEPEHOCUMOCTb u
BUPYCOJIOTHYECKUH  OTBET
(cm. pasznmen 5.2.).

Pudamnuuun/>dasupens D¢aBupens: Ecnu s¢aBupeH3

(600 mr 1 pa3 B cytku/ 600 mr | AUC: |26 % (o1 |15 no |36), IIPUMCHACTCA

1 pa3 B cyTKH) Crmax: 120 % (ot |11 110 |28), OJIHOBPEMEHHO c
pupaMnuuuHOM y

Chin: 132 % (ot |15 o |46)
(uanykuus CYP3A4 u CYP2B6).

ManKEeHTOB ¢ Maccoii Tena 50
KT ¥ 0oJiee, CyTOUHYIO J03Y
a(aBupeH3a cienyer
YBEJIUYUTh bi(o)
800 Mr, 4ToOBI 00ECHIEUNUTH
SKCMO3UIUIO, CXOJHYIO C
TaKOBOW IIPH NIPUMEHEHUHU

a¢daBUpeH3a B CYTOUYHOM
703e 600 MT 6e3
pudaMnuIHa.

Kimanueckuit apdexT

TaKkok KOpPPEKIUHU OO3bI HC

uzydyeH. Ilpu koppekuuun
7036l TaKke clexyer
YUUTHIBATh
VHAUBUIYaJIbHYIO
IEPEHOCUMOCTh u
BHUPYCOJIOTUYECKUN  OTBET
(oM. paszznen 5.2).
Koppeknus J103Bl

pudamnumHa He TpeOyeTcs

IIporn

BOIPHOKOBBIE JIeKAPCTBEHHbIE CPeACTBA

Utpakonazon/>haBupen3
(200 mr x124/ 600 mr 1 pa3 B
CYTKH)

Nrpakonasou:
AUC: |39 % (ot |21 no |53),
Cmax: 37 % (ot |20 mo |[51),
Chin: 144 % (o1 |27 mo |58)

(cHIKECHUE

WUTpaKOHA30Ja
nanykuuu CYP3A4).

I'mppoxcuuTpakoHasol:
AUC: |37 % (ot |14 o |55),

KOHILICHTPaLUH
BCIIEJICTBUE

ITockonbky HEJb34
BbIpa0OTaTh pEeKOMEHAAINM
0 peXHUMYy J03UPOBAHUS
UTPAKOHA30J1a, clexyer
paccMOTpeTb BO3MOXHOCTb
IpUMEHEHUS
QIbTEPHATHBHBIX
MPOTUBOTPHUOKOBBIX

JIEKapCTBEHHBIX CPEJICTB.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

Ciax: |35 % (ot |12 no |52),

Cmin: 143 % (ot |18 mo |60).
DdaBupens:
KJIMHUYECKH 3HAYMMbBIX U3MCHCHHU.

10 BBISIBJICHO

[To3akonazon/adasupens

(400 mr 1 pa3 B cyTkn)

Ilo3akonazomn:
AUC: |50 %,
Chmax: 145 % (uugykuus Y®D-

Cnenyer n3berathb
OJTHOBPEMEHHOTO
NPUMEHEHHS T103aKOHAa30J1a

u 3(aBUpPEH3a, €CIIH TOJIBKO

TJIIOKYPOHUPOBAHHUS).
oXujaemas 1mojib3a s
ManeHTa He IMPEBBIIIaeT
BO3MOYKHBII PUCK.
Bopukonazon/>dasupen3 Bopukonaszo: [Tpu OJTHOBPEMECHHOM
(200 mr 2 paza B cytku/ 400 mr | AUC: |77 %, NPUMCHCHUH d(haBUpeH3a ¢
1 pa3 B cyTKn) Cona: 161 %. BOPUKOHA30JI0M
MOIICPXKUBAIOLIAS n03a
DdaBupens:
BOPUKOHA30J1a I0JKHA OBITh
AUC: 144 %, yBenuueHa 110 400 mr 2 pasa

Crax: T38 %.

Bopukonazon/ agaBupens

(400 mr 2 paza B cytku/ 300 mr
1 pa3 B cyTKH)

Bopukonasou:

AUC: |7 % (ot |23 mo |[13)*,

Cmax: 123 % (ot |1 1o 153)*.
O¢aBupeHs:

AUC: 117 % (ot 16 no 129)**,
Crmax: <.

* o cpaBHenuto ¢ 200 mr 2 pasza B
CYTKM  TIpH  TPAMEHEHHH B
MOHOTEparnuu,

** no cpaBHenuto ¢ 600 mr 1 pa3 B

B CYTKH, a J103a d(haBUpeH3a
cumxkena 10 300 mr 1 pa3 B
cyrku. Ecnmm npumeHeHue

BOPHUKOHA30J1a Oyner
mpeKpameHo, TO  J03a
a¢daBupeH3a JI0KHA OBITh
BOCCTAHOBJICHA hi (6]
Ha4yaJbHOU.

CyTKH  TpH  TPUMCHEHWU B
MOHOTEpAITHH (KOHKYpEHTHOE
WHTHOMPOBAaHHE  OKHCIUTEIBHOTO
MeTaboJIn3Ma).

dnykoHazoi/ rdaBupeH3 Kinnangeckun 3HauuMoro | Koppekiuu 10361 HU OJHOTO

(200 mr 1 pa3 B cytku/ 400 mr
1 pa3 B cyTkH)

BSaHMO)ICfICTBHSI HEC BBISIBJICHO.

N3 NaHHBIX JICKAPCTBCHHBIX
CpenCTB HE TpedyeTcs.

Kerokonazon u Ipyrue
MIPOTHUBOIPUOKOBBIE CPEICTBA -

MIPOM3BOIHBIC UMH/1a30J1a

B3anmopeicTere HE N3y4asocCh.

OTCyTCTBYIOT JTaHHBIE,
NO3BOJISIOIIME pa3paboTaTh
PEKOMEHJAUU TI0 PEXKUMY

JIO3UPOBAHUS.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
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I[IpoTuBomMassipuiiHbIe JIEKAPCTBEHHbIE CPEICTBA

ATOBaxoH/TIporyaHu/
adaBupen3 (250 mr/ 100 mr
onHokpatrHas mo3a/ 600 mr 1
pa3 B CYTKH)

ATOBaxoH:

AUC: |75 % (ot |62 no |[84),
Cnax: |44 % (ot |20 o |61).
[Iporyanwn:

AUC: |43 % (ot |7 no |65),

Chax: <.

I[To BO3MOXHOCTH cCleayeT
u30eratb OAHOBPEMEHHOTO
PUMEHCHHUS
aTOBaXOHA/TIPOTyaHHWJIA  C
3(haBUpEeH30M

Aptemerep/  momedaHTpuH/ | ApTemeTep: Bo3moxHO CHID)KEHHE
3¢(aBupens3 AUC: |51 %, aHTUMaJLIpuiiHOro ¢ dexra
BCJIE/ICTBUE CHIDKCHUS
(20/120 wmr, 6 mpuemoB 1O 4| C_.c 21 %. A
Ta0JETKH B TeueHue 3 mHeit/ KOHICHTpallMu apTeMeTEpa,
JuruapoapTeMU3NHUH:
600 mr 1 pa3 B cyTKH) JUTUAPOAPTEMU3HHUHA WU
. 0
AUC: |46 %, mroMedaHTpUHA npu
Cmax: 138 %. COBMECTHOM TIPUMEHEHHHU C
JliomedanTpuH: 3(haBUPCH30M. Crnenyet
AUC: 21 %, co0nroaaTh  OCTOPOYKHOCTh
npu COBMECTHOM
Cinax: <.
npUMeHeHuu 3(daBupeH3a ¢
Odasupens: apTemeTepom/
AUC: |17 %, TroMe(aHTPUHOM.
Cnax: <>
(manykus CYP3A4).
AHTAIUHBIE JIeKAPCTBEHHbIE CPEACTBA
AHTauuUIpI, CoEepKaIINEC Kak aHTaIU/IbI, coaepxamue | MajoBeposITHO, 4YTO MpPHU
QTFOMUHUS TUAPOKCHU] - QTFOMUHUS TUAPOKCHU WM MarHus | IpUMEHeHHN 3(aBupeH3a ¢
Marausi TUAPOKCH] - THJIPOKCHJI, TaK W (aMOTHUIUH HE | JCKApPCTBCHHBIMHU
CUMETHKOH/ 3(haBUpeH3 OKa3bIBAIOT HEOIAroMpHUsITHOTO | CPEICTBAMH, KOTOpBIE
(30 M1 oHOKpaTHas 103/ 400 | BITHAHHS Ha BCACBHIBaHHE | BIHSIOT Ha pH
MI" OJHOKpATHAs 1032) a¢aBupeHsa. KEITYT0IHOTO
COJIEP’)KUMOTO, H3MEHHUTCA
damotuuH/3(haBUpeH3 sep ’
BCAChIBAEMOCTh
(40 mr ogHOKpaTHas 103a/400
a(haBupeHsa.
MT'- OJIHOKpaTHast 103a)
AHKCHOJUTHKH
Jlopazenam/>¢aBupen3 Jlopazenawm: Koppekuuu 10361 HU OJTHOTO

(2 mr ogHOKpaTHas go3a/ 600
Mr 1 pa3 B CyTKH)

AUC: 17 % (ot 11 no 14),
Crax: 116 % (o1 12 10 132).

N3 NaHHBIX JICKAPCTBCHHBIX
CpElCTB HE TpedyeTcst
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OTU U3MEHCHUS HE pPaCluCHUBAKOTCA
KaK KIIMHUYCCKHU 3HAYUMBIC.

AHTHKOATYJISIHTBI

Bapdapun/ adaBupens
AnieHokyMapoJ1/ 3(haBUpeH3

B3aumopeiictBue He  HM3y4aloCkh.

Bo3MOXXHO, Kak yBeIWYEHUE, TaK U

YMCHBIICHUC KOHICHTpAaun
BapdapuHa/  aleHOKyMapona B
IJ1a3me KpOoBH o BIINSTHUEM

a¢aBupeHsa.

Moxer noTpedoBaThCs
KOPPEKIIHSI JI03bI
BapdapuHa/
alleHOKyMapoJia.

IIpoTuBoOCy10pOKHBIE JIEKAPCTBEHHBIE CPEACTBA

Kap6amazenun/ a¢haBupen3

(400 mr 1 pa3 B cytku/ 600 mMr

1 pa3 B cyTKH)

KapbamazenuH:

AUC: |27 % (ot |20 no |[33),

Cmax: 120 % (ot |15 no |24),

Chin: 135 % (ot |24 no |44).
DdaBupens:

AUC: |36 % (ot |32 1o |[40),

Crmax: |21 % (ot |15 mo |26),

Cmin: 147 % (or |41 mo [53)
(cHMKEHUEe KOHIICHTpAaLui
KkapOamMazenuHa
uaaykuun  CYP3A4;  cHuxkeHue
KOHIIEHTpalun a¢daBupeH3a
Bcaencteue mHaykuuun CYP3A4 un
CYP2B6). PaBHOBecHbIE 3HAYCHHS
AUC, Cmax
MeTabouTa

BCJICACTBHE

1 Cumin
KapOamasenuHa

aKTHUBHOI'O
SIOKCHUIA HE HA3MEHSIOTCSL.
BsaumogeiictBue npu
OJIHOBPEMEHHOM MPUMEHEHUU
0oJiee BRICOKUX 7103 d(haBUpEH3a UITU
KapOama3zenuHa He U3y4aloch.

OTCyTCTBYIOT JaHHbIE, Ha
OCHOBAaHMHU KOTOPBIX MOKHO
pa3paboTaTh peKOMEHIAIUN
[0 PEXUMY OO3UPOBAHUA.
Crnenyer
BO3MOXHOCTb ITPUMCHCHUA
Jpyroro
POTUBOCYAOPOKHOTO
cpeacrBa. Pexomennyercs
IPOBOJUTH MEPUOIUYECKUN

paccMoTpeTh

MOHUTOPHHT KOHOCHTpAIUH
KapbamaszenuHa B ILJIa3Me
KPOBH.

®enutouH, Qenobapbutan u

Apyrue
JIEKApCTBEHHBIE

SABJISTFOIITUECS
m3odepmentoB CYP450

HIPOTUBOCYAOPOKHEIE
CpeICTBa,
cyOcTpaTamu

B3aumopeictBue He  H3ydaloCh.
Bo3M0XHO, Kak yMEHBIIIEHHE, TaK U
YBEJIIMUCHUE KOHIICHTpaLui

(dbenutonna, (¢denobapOuTama U

JIPYTHX
HeKapCTB CHHBIX

IIPOTUBOCYAOPOKHBIX
CPEICTB,
SIBJISIFOLLUX CSL cyocTparaMu

uzopepmentoB CYP450, ecnu stu

Ecnn a¢aBupeH3
MIPUMEHSICTCS
OJTHOBPEMEHHO c
MIPOTHUBOCYIOPOKHBIMH
TpernapaTamu,
SIBIISTFOLITUMHUCS
cyOcTparamu

uzopepmentoB  CYP450,
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npenaparsl IIPUMEHSIOTCS

OZTHOBPEMEHHO C 3()aBUPCH30M.

HEOOXOIMMO OCYIIECTBIISITh
NIEPUOIUYECKUI
MOHUTOPHUHI KOHLIEHTpaLun
IPOTUBOCYOPOKHBIX
IpenapaToB B KPOBH.

Bansnpoesas KHCI0Ta/

a¢aBupen3 (250 mr 2 pasa B

KnuHuueckn 3HAYMMOTO BIIMSHUSA
Ha (papMaKOKMHETHKY 3(aBHpeH3a

Koppekuun J103b1

adaBupeH3a He Tpedyercs.

cytkn/ 600 mr 1 pa3 B CyTKH) He  BbIBIeHO.  Orpanuuennbie | [TaneHThI JIOJKHBI
JTaHHbIE [IOKa3bIBAIOT, YTO | HAXOJUThCS oz
KJIIMHUYECKH 3HAUMMOE BIIUSHUE Ta | HaOJI0IeHUEeM TUTSE
(hapMakOKUHETHKY  BaJbIIPOEBOM | KOHTPOJIS CYJOPOKHBIX
KHCIIOTBI OTCYTCTBYET. MPUITAIKOB.

Burabarpun/ a¢gaBupens BzaumopeiictBue He wu3yuanock. | Koppekuuu 10361 HU OJTHOTO

TaGanentns/ >(aBupens Kinnanuecku 3HAYMMBIC | U3 JIAHHBIX JICKAPCTBEHHBIX
B3aUMOJICICTBUSL ~ MaJIOBEPOSITHBI, | CPEJICTB HE TpeOyeTCsl.
ITOCKOJIbKY BUrabaTpuH u
rabaneHTuH BBIBOJISITCS
HCKITIOYUTEIBHO MOYKaMU B

HEM3MEHCHHOM BHJIE W BpSI JH
OoynyT KOHKYpPHPOBAaTh c
MeTa0OIU3UPYIOIIUMHU epMEeHTaMU
Y TYTSIMH BbIBeIeHUS d(haBUpEH3a.

AHTI/I}IeﬂpeccaHTLI

Cenexmuennle uuzu6umopbl 06pamu020 3axeama cepomonuna

Ceprpanun/>daBupen3 CeprpanuH: VYBennueHne JI03BI
(50 mr 1 pa3 B cytku/ 600 mr 1 | AUC: |39 % (ot |27 no |[50), CepTpalliHa AOKHO
pa3 B CYTKH) Cunax: 129 % (o1 |15 10 |40), IPOBOAUTECA C  Y4ETOM
Con: 146 % (o 131 10 1589). KIIMHAYECKOTO OTBETA.
Koppeknunn JI03bI
Odasupens: sdaBupensa He TpedyeTcs.
AUC o,
Cmax: 111 % (o1 16 10 116),
Chin: ©.
(uanykuus CYP3A4).
[Mapokcetun/ apaBupeH3 Knuangecku 3HaunMoro | Koppekiuu 10361 HU 0JTHOTO

(20 mr 1 pa3 B cytkn/ 600 mr 1
pa3 B CYTKH)

(apMaKOKHHETUYECKOT O
B3aUMOJICHCTBHSI HE BBISIBJICHO.

U3 JIaHHBIX JIEKAPCTBEHHBIX
CPEICTB HE TpeOyeTcs.
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dnyokceTuH/3paBUpeH3

B3aumopeiictBue He  HM3y4aloCkh.
[Tockonpky  mnsa  (iryokceTuHa
XapaxkTepeH TOT Ke

MeTabonu4eckuii npoduiab, 4To u
JUIsl TIApOKCETHHA, T.€. OH SIBJSETCS
MouHbeIM uHrHOUTOpOoM CYP2D6,
MOKHO OXHJaTh, 4TO (DIYOKCETUH
TaKXke He Oy/eT B3auMO/IeCTBOBATh
¢ 2aBUPEH30M.

Koppexkiuu 10351 HA OTHOTO
U3 JaHHBIX JIEKAPCTBCHHBIX
CpEICTB He TpedyeTcs.

Cenekmuegnule uHcUOUMOPBL 0OPAMHO20 3AX6aMA KAMEXONAMUHOE (HOPAOPEeHATUHA, OONAMUHA)

Bynponmon/adasupens

(150 mr omgHOKpaTHas J03a
(TIpOJIOHTUPOBAHHOTO
neiicteusi) / 600 mr 1 pa3 B

CYTKH)

bynponuos:

AUC: |55 % (ot |48 no |[62),
Cmax: 134 % (ot |21 no |47).
IManpokcudynponuon:

AUC: «,

Crmax: 150 % (ot 120 mo 180)
(nanykus CYP2B6).

YBenuuenue O3Bl
OyrmponuoHa JTOJKHO
NPOBOJAMUTHECA C  y4ETOM
KIIMHUYCCKOTO OTBETA,

OIHAKO J03a HeE [JOJDKHA

MPEBBIIATh  MAKCUMAaJIbHO
PEKOMEHYEMYIO 703Yy.
Koppekuun J03bI

s¢aBupeH3a He TpeOyeTcs.

Baokapropsl Hi-ructaMmuHOBBIX penenTopos

Letupuzun/ 3¢haBupeHs

(10 mr ognokpaTHas no3a/ 600
Mmr 1 pa3 B cyTKn)

Lerupusun:
AUC: &,
Cmax: 24 % (ot |18 mo |30).

JlaHHbIe W3MEHCHUS HE
pacLiEHUBAIOTCS KakK KIMHUYECKU

3HAYUMBIE.
Ddasupens:

KIIMHUYCCKHU 3HA4YUMOTI'O

BSaHMO)ICfICTBHSI HEC BBISIBJICHO.

Koppexkiuu 10361 HU 0JTHOTO
U3 JIAHHBIX JICKAPCTBEHHBIX
CpPENCTB He TpeOyeTcs.

CepaeyHo-coCyiMCThIE NPenapaThbl

BJZOKamopbl «MEOICHHbBIX) Kajibyueeovlx Kanaioe

Juntuazem/ a¢aBupeH3

(240 mr 1 pa3 B cytku/ 600 mMr
1 pa3 B cyTKH)

Jnntuazem:

AUC: |69 % (ot |55 no |79),
Cmax: 160 % (ot |50 no |68),
Cuin: 163 % (ot |44 o |75).

Jeanerniannarruazem:

AUC: |75 % (ot |59 no |84),

Bompoc 0 HeobxomaumocTu
KOppEeKIHUU JI03bI
TUITHA3eMa  peliaercs ¢
y4eTOM
OTBeTa (CM. HHCTPYKIIHIO 10
MEIUITUHCKOMY

MPUMEHEHHUIO IMIITHA3eMa).

KIIMHUYCECKOI'O
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Crmax: 164 % (ot |57 no |69),
Chin: 162 % (ot [4410 |75).
N-MOHOJIEMETHIITUIITHA3EM:
AUC: |37 % (ot |17 mo |[52),
Cmax: |28 % (ot |7 no [44),
Chin: {37 % (o1 |17 mo |52).
DdaBupens:

AUC:111% (ot 1510 118),
Cmax: 116 % (ot 17 6 10 1 26),
Cmin: 113 % (o1 11 10 126)
(uanykius CYP3A4).

VYBenuueHue
(hapMaKOKUHETHYECKHX MTapaMeTPOB
a(haBupeH3a He OBLIIO PACIIEHEHO KaK
KIIMHUYECKU 3HAYUMOE.

Koppexunn J03bI

adaBupeH3a He TpedyeTcs.

Bepanamuu,
HUKAPAUIUH U (ETOIUIHH.

HU]eTUIuH,

B3aumoneiictBre He
a(aBuUpeH3
OJTHOBPEMEHHO  C

U3y4ajaoCh.
IPUMEHSIETCS
KaKUM-JIM00

Ecnn

MpernapaToM U3 rpymibl 6JI0KaTOPOB
«MEJICHHBIX) KAJIBIIMEBBIX

KaHaJIoOB, KOTOpbIE SIBJISTFOTCSI
cyOcTpaTamu
CYP3A4, BO3MOXHO CHIKCHHE
KOHIIEHTPALIUH 6mokaTtopa

MCIJICHHBIX» KaJIbITUCBBIX KaHAJIOB

nzopepMeHTa

B IJIa3MC KPOBH.

Bonpoc o HeoOxomumocTu
KOPPEKIIMH 7103 OJIOKATOpOB
«MEJITICHHBIX» KaJlbI[UEBbIX
KaHAJIOB PEIIAeTCs C yI4ETOM
KJIMHUYECKOTO OTBeTa (CM.
UHCTPYKITUU 1o
MEIUIIHHCKOMY
NPUMEHEHHI0  OJOKaTOpOB
«MEJITICHHBIX» KaJbI[UEBBIX
KaHaJoB).

Fnﬂo.ﬂunnz{eanecm/le JIEKAPCTBCHHbLIC CPEACTBA

Hneuoumopvr I'MT-KoA-pedykmas3wt

ATtopBactatun/>(paBupeH3

(10 mr 1 pa3 B cytku/ 600 mr 1

pa3 B CyTKH)

ATopBacTaTHH:

AUC: |43 % (ot |34 10]50),
Cmax: {12 % (ot]1 1o |26).
2-TAIpOKCUATOPBACTATHH:
AUC: |35 % (ot |13 no |40),
Cmax: 13 % (ot |0 no [23).
4-TUAPOKCUATOPBACTATHH:
AUC: |4 % (ot |0 no [31),
Crmax: 147 % (o1 |9 1m0 |[51).

Cnenyer OCYUIECTBIISATH
MEPUOINYECKU I
MOHHMTOPHUHI KOHILIEHTPALUH

XOJIECTEpUHA B KpOBH.
Moxer noTpedoBaTbes
KOPPEKIIHs JI03bl
aTopBacTaTHHA (cm.
UHCTPYKIIHUIO o
MEAULIMHCKOMY
IPUMEHEHHUIO
aTOpBacTaTHHA).

26




COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

OOmast aKTUBHOCTH WHTHOHTOPOB
I'MTI'-KoA-penykrasbl:

AUC: |34 % (ot |21 mo [41),
Crax: 120 % (ot |2 1o |26).

Koppexunn JIO3BI

a¢aBupeH3a He TpedyeTcs.

[IpaBacratun/ a3paBupeHs
(40 mr 1 pa3 B cytku/ 600 mr 1
pa3 B CYTKH)

[IpaBacTtaTuH:
AUC: |40 % (ot |26 0o |[57),
Cax: 18 % (o1 |59 no 112).

Cnenyer OCYILECTBIATH
MEPUOJNYECKU I

MOHUTOPHUHT KOHIOCHTpAIUH

CumBacratus/ 3GaBupeH3

(40 mr 1 pa3 B cytku/ 600 mr 1
pa3 B CyTKH)

CumMBacTaTuH:

AUC: [69 % (o1 |62 0 |[73),
Crnax: 76 % (ot |63 no |79).
CuMBacTaTUH KUCIOTA!

AUC: |58 % (ot |39 no |68),
Crax: 151 % (ot |32 no |58).
OOmiast aKTUBHOCTh WHIHOMTOPOB
I'MTI'-KoA-penykrassl:

AUC: |60 % (ot |52 no |68),
Crax: 162 % (ot |55 no |78)
(uanykuus CYP3A4).

[Ipu ogHOBpEeMEHHOM TPHUMEHEHUH
sdaBupeH3a C
MpaBacTaTUHOM
cuMmBactatuuoM 3HaueHus AUC nu

aTOPBACTATUHOM,
Ui

Crax DpaBUpeH3a HE U3MEHSIOTCS.

XOJecTepruHa B KpOBH.
Mosxer notrpedoBaTbCs
KOPPEKIIMS J103b1
npaBacTaTHHA (cm.
UHCTPYKLIHUIO o
MEIUIUHCKOMY
IPUMEHEHHUIO
[IPaBacTaTUHA).
Koppexkiuu J103b1
a¢aBupeH3a He TpedyeTcs.
Cnenyer OCYUIECTBIISATh
NIEPUOTUYECKUI

MOHUTOPHHT KOHOCHTpAIUH

XOJIeCTepUHA B KpOBH.
Mosxer notpedoBaThcs
KOPPEKLIHs JI03BI
CUMBACTaTHHA (cm.
UHCTPYKLHIO o
MEAUIIMHCKOMY
IPUMEHEHHUIO

cumBacTtatuHa). Koppekunuu
J103bI
TpebyeTcs.

a(daBupeH3a  He

PosyBacrarun/ a¢paBupens

B3anmoaeiicTBre HE N3y4anocCh.

PosyBacratun
OCHOBHOM B HEM3MEHEHHOM BHJIE

BBIBOAUTCA B

yepes KENyT0YHO-KUILIEUHbIA TPAKT

C KEJIYbIO, IMO3TOMY

Koppekunn 10361 HU OJTHOTO
W3 JIaHHBIX JIEKapCTBEHHBIX
CPEICTB HE TpeOyeTcs.
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B3aMMOJICHCTBHE C 3(paBUPEH30M HE
OXKHIACTCH.

I'opMoHa/ibHBbIE KOHTPaLENTHBBI

Hnst epopaibHOTO
MIPUMCHCHUS:
DTUHWIACTPAINOI/

HOprecTumar/ 3aBUpeH3

(0,035 mr + 0,25 mr 1 pa3 B
cytku/ 600 mr 1 pa3 B cyTKH)

DTUHUIACTPATUON: B JIOIIOJTHEHUE K
AUC: >, TOPMOHAILHBIM
KOHTpalleNTHBaM OJIKEH
Crax: >, pan a .
HCIIOJIB30BaThCS HaJeKHBIM
Chin: |8 % (o1 114 1o |25). .
METO]T OapbepHOi
Hopanrectpomun (aKTUBHBIN KOHTpaLenuun (cM. pasien

MEeTa0oJIUT): 4.6.).
AUC: |64 % (ot |62 no [67),

Crax: 146 % (ot |39 no |52),

Cmin: 182 % (ot |79 no |83).
JleBoHOprecTpen (aKTHBHBIN
MEeTa0oJIUT):

AUC: |83 % (ot |79 no |87),

Crax: 180 % (ot |77 no |83),

Chin: 186 % (ot |80 mo [90)
(MHIYKIUS MeTaboInu3Ma).

Ddasupens: KIIMHUYECKHU
3HAYUMOTI'O BSaHMOHeﬁCTBHﬂ HC
BBISIBJICHO.

Knunnueckas 3HAYUMOCTDb 3TUX
3¢ PeKTOB HEU3BECTHA.

[TIponoHrupoBaHHOTO NEHUCTBUSA
TUTST BHYTPUMBIIIIEYHOTO
BBEJICHUS:
Jlemo-MeIpoKCUIIporecTepoHa
arerat (IAMIIA)/ »daupens
(150 MI JAMITA B/M
OJTHOKPATHO)

B Teuenne 3 mecsues ucciegosanus | B JIOTIOJTHEHHE K

HE OBLIO BBISBJICHO 3HAYMMBIX | TOPMOHAJIbHBIM

paznuauii B OTHOIICHHUHU | KOHTpAIIENTUBAM  JIOJDKEH
(hapMaKOKUHETHYECKUX MTapaMeTPOB | UCTIONB30BATHCS HA/ICKHBIH
MEAPOKCUIIPOTeCTEPOHA MEXIY | METOJT OapbepHO
JTO0OPOBOJIBIIAMH, MOJTyYaBIIUMH | KOHTPALICTIIIUU (CM. pa3fien
APBT, ¢  »sdaBupensom, wu|4.6.).

n00pOBOJIBIIAMH,  KOTOpBIE  HE

nonysasin  APBT. Bo BTopom
WCCIEAOBAaHUU  OBUIM  TIOJTyYEHBI
CXOZHBIE pE3yabTaThl, XOTs
KOHLIEHTpaLluU

MEIPOKCUIIPOTECTEPOHA B IJIa3Me
KPOBHM pa3lIuyaluch B OoJbIIeh
creneHd. B oboux uccienoBaHusax

KOHIIEHTPAllUl  TpOrecTepoHa B
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ma3Me KpOBU Yy JTOOpPOBOJIBIIEB,
NpUHUMABIIKX 3(aBupeH3 + jaerno-
MEIPOKCHITPOTeCTEPOHA
OCTaBAJIUCh

areTar,
HHU3KHMH, YTO
COOTBETCTBOBAIO [MOJABJIEHUIO

OBYJIAIIUM.

Nmnnanrar:
OroHorectpen/adaBupeHs3

B3aumoaelictBue
Moxuo

HE H3Yy4ajocCh.

0XKUIATh CHIDKEHUS
DKCIIO3UIUU ATOHOTECTpena
(MHAYKIUSA CYP3A4). B
MOCTPErUCTPAIIMOHHBIH
HaOJIIOAeHUS

OTACJIBHBIC

EPUOJT
HOJTyYECHbBI
00

KOHTpauCITUBHOI'O

ObLIN
COOOIIEHUS
OTCYTCTBHH

apdekra

OTOHOICCTpCiia y

pu IIPUMEHEHUU
ITALIUEHTOK,

MPUHUMABIINX (aBUPEH3.

B JIOTIOJTHEHHE K
TOPMOHAILHBIM

KOHTpALICTITUBAM  JOJDKEH
UCIIONIb30BAThCSl HA/ICKHBIH
METO/T OapbepHOI
KOHTpaLENuu (CM. pasien

4.6.).

HNmvmyHoaenpeccanThl

MMMyHOI€TIpeCcCaHTHl,
KOTOpbIE METabO0JIN3UPYIOTCS
m3odepmerntom CYP3A4
(Hampumep, HUKIOCTIOPHH,
TaKpOJIUMYC, CUPOJIUMYC)/
a(daBupeH3

B3aumoneiictBue He
Moxuo OXXHUJATh

U3y4asocCh.

CHW)KECHHUS
9KCIIO3ULMU  HMMMYHOJEIpeccaHTa
(uanyxuus CYP3A4).

MaJ'IOBepOSITHO , 4dToO
HUMMYHOICTIPCCCAHTBI

yKa3aHHbIC

Oynyt
OKa3bIBaTh BIMSHUE HA KCIIO3UITHIO
a(haBupeHsa.

Moxert
KOppeKuus
MMMYHO/JICTIPECCAHTA.

noTpedoBaThes
JI03b1

Pexomennayercs
OCYILECTBIATh TUIATEIbHBIN
MOHUTOPUHT KOHIIEHTPAIIHI
MMMYHOJICTIPECCaHTa B
KpOBU B TEYEHHUE HE MEHEE 2
Helenb (0 yCTaHOBJICHUS
CTaOUITBHBIX
KOHLIEHTpaluii) ¢ MOMEHTa
Havana Teparnuu
3(haBUpEH30M WITH c

MOMCHTA €€ OTMCHBI.

Onuonapl

Mertanon/>¢aBupeH3

(crabunbHast
nojjepkuBaromas no3a, 35 -
100 mr 1 pa3 B cytku/ 600 mr 1
pa3 B CYTKH)

Meranon:

AUC: |52 % (ot |33 no |66),
Cmax: 45 % (ot |25 o |59)
(uanyxuus CYP3A4).

B uccnegoBanum ¢ yuacruem BIY-
WH(PUITIPOBAHHBIX
KOTOpBIS BBOJIHUIIN

MaIMeHTOB,
cebe

ITanmeHThI
HAXOIUTHLCS
HaOIIOEHUEM

JIOJKHBI
noJt

ISt
CBOEBPEMEHHOTO
BBISIBIICHUS CHUMITTOMOB
[Ipu

03y

OTMEHEI.
HEOOXOIMMOCTH
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HapKOTUYECKHE CpEACTBa | METaZ0Ha ClenyeT
BHYTPUBEHHO, YCTAaHOBJICHO, YTO | YBEJIUYUTD, YTOOBI
OJIHOBPEMEHHOE IIPUMEHEHUE | YMEHBIINUTh BBIPA)KECHHOCTD

S(I)aBI/IpeHBa 1 ME€Taa0Ha IIPUBOJUIIO | CUMIITOMOB OTMCHBI.
K CHHMIXXCHHIO KOHLCHTpAIuu
METaaoHa B IINIaBME KPOBU H K
IOABJIICHUIO CHMIITOMOB OTMCHBI

ornuatoB.  YTOOBI  YMCHBIIUTH
BBIPa)KCHHOCTD CHUMIITOMOB
OTMEHBI, 03y MeTaJ0Ha

YBEJIMYMBAIM B cpesiHeM Ha 22 %.

bynpenopdun/nanokcon/ Bynpenopdun: HecmoTpss Ha cHuXeHHE
a¢aBUpeH3 AUC: |50 %. 9KCIO3UIINU
OynpeHoppuHa ClIy4aeB
HopOynpenopdun: ynpeHopuHa, yi
MIPOSIBIICHUS CUMIITOMOB
AUC: |71 %.
OTMCHBI y IIallUEHTOB HE
Odasupens: HaOJII01aJI0Ch. He
KIIMHHYECKU 3HAYMMOTO | TpeOyeTCs KOPPEKIHS J03bI
(hapMaKOKUHETUYECKOTO HU OJTHOTO u3
B3aMMO/ICHCTBUS HE BBISBIICHO. JEKAapCTBEHHBIX  CPEJICTB
npu OJTHOBPEMEHHOM

Ha3zHaueHuH OynpeHopduHa
U (QBUpPEH3A.

290 % noBepuTEIbHBIE HHTEPBAJIBI, €CJIM HE YKa3aHO JIPYToe.
®95 % noBepHUTENbHbIE HHTEPBAIBL.
YD — ypununaudocodar.
I'MI'-KoA-penykTaza — 3-THAPOKCH-3-METHITTYTapUI-KOIH3UM A peayKTasa.

eTu
Hccnenoanus B3auMoIeHCTBUS TPOBOAMIUCH TOIBKO Y B3POCIBIX.
4.6. DepTUIBHOCTDH, 0EPEMEHHOCTh M JIAKTALUSA
bepemenHocTh
[Ipu nedenunm »5daBuUpeH3O0M cieayeT u30eratb HacTyluieHus OepeMmeHHocTd. Heo6xoaumo
UCTIOJTB30BaTh HAJICKHBIE METOIBI OaphEPHO KOHTPALICIIIIH B COUYETAHUH C TIPYTUMHU METOAAMU (B TOM
Yrclie TepopaibHbIe WM JPYyTrde TOPMOHAIBHBIE KOHTpAlenTuBbl). [lockombKy 3(haBUpeH3 HMMeeT
JUINTENIbHBINA MTEPUO/I TTOTYBBIBEACHUS, HEOOXOIUMO HMCIIONB30BaTh HAJIE)KHBIE METO/bI KOHTPALEIIIUN
Ha MPOTsDKeHUU 12 Henenb mocie npekpamieHus jgeueHus d¢paBupenzom. [lepen Havamom JeueHUs
3(aBUPEH30M >KEHIIMHBI, CIIOCOOHBIE K JIETOPOXICHHIO, JOJDKHBI MPONUTH TECT HAa OEPEMEHHOCTD.
O¢aBupeH3 He cieayeT NMPUMEHAThH BO BpeMs OEpeMEHHOCTH, 3a HCKIIIOUYCHHEM CIIydaeB, Korja

MOTEHLMaJIbHAsl TOJb3a JJs MaTepu NPEBHIIIAET BO3MOXHBIA PUCK U1 IUJI0JAa M HET JPYrHux
aNbTEpHATUBHBIX METOAOB JseueHHs. Ecnm keHmMHAa mnpuHUMaeT 3(aBUpPEH3 BO BpeMs IEPBOTO
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TpUMecTpa OEpeMEHHOCTH WM OEpEeMEHHOCTh HACTyNaeT BO BpeMsi MpHMEHEHHs 3(aBHUpEH3a, OHA
JI0JDKHA OBITh IPEIYNpex/ieHa O MOTEHINAIBHOM Bpeie s MI0/a.

He mnpoBoauioch anekBaTHBIX M KOHTPOJUPYEMBIX KIMHUYECKUX HCCIENOBAaHUA C Yy4acTHEM
OepemeHHBIX. B mocTperucTpanmoHHOM mepuoae OBUIM TOJYYEHBI COOOLICHHS O NPUMEHEHUHU
adaBupen3a B coctaBe komOunuposannoit APBT B nepBoM Tpumectpe 6epemennocTr. He coobmanoch
0 HaJIMYUHM CHEIU(PUUECKUX OCOOCHHOCTEH (YBEIMYEHHS 4YacTOTHI) TIOPOKOB PpA3BUTHS Y
HOBOPOXKJIEHHBIX. TOJIBKO HECKOJIBKO COOOLIEHHH coaep)kaid HH(GOpPMALMI0 O CIydasx pa3BUTHUS
ne(peKTOB HEPBHOM TpYyOKH, BKIIHOYass MEHUHroMuesonesue. bolbIIMHCTBO JaHHBIX COOOLIEHUH ObLTN
PETPOCHEKTUBHBIMY, U IIPUUYNHHO-CIIEACTBEHHAs! CBSA3b HE OblIa U3y4YeHa.

JlakTanus

bbu1o nokaszaHo, 4To 3()aBUpEH3 BbIIEISIETCSA C IPYIHBIM MOJOKOM KOpMsIIUX >keHIIMH. He umeercs
JOCTAaTOYHOM MH(pOpMAIMK O IeHcTBUU 3(paBUpeH3a Ha HOBOPOXKICHHBIX M MJaJeHIeB. JKeHmuHaMm,
IPUHUMAOIKM 3()aBUPEH3 B IEPUOJI JIAKTALIUHU, KOPMJIEHHE TPY/IbI0 HE peKoMeHayeTcs. Bo nzbexxanue
nepenaun BUY uu npu xkakux obcroarensctBax BUY-undummpoBaHHbEIM MaTepsiM HE pEKOMEHTyeTCs
KOPMUTB I'PYABIO.

4.7. Biausinne Ha CHOCOOHOCTH YHOpaBJjsAATh TPAHCIOPTHBIMM CpeACTBAMU H paﬁoTaTb C
MEXaHU3IMaMH

HccnenoBanuii uisi OIEHKH BJIMSHUS HA CIIOCOOHOCTH YINPABJATh TPAHCIOPTHBIMU CPEACTBAMH U
paboTaTh € MeXaHM3MaMU HE MPOBOAWIOCH. D(aBUPEH3 MOXKET BBI3BIBATH TOJOBOKPYKEHUE,
HapyllleHne BHUMAaHUs, OECCOHHUILY U JPYTHe HEXKeIaTeIbHbIC JTEKapCTBEHHBIE PEAKIIUU CO CTOPOHBI
[MHC. ITanneHToB creayeT npeaynpeanThb, 4TO, €CIIM Y HUX MOSBSATCS JFOObIE U3 3THX CUMIITOMOB, UM
cienyeT uzberaTh yrnpaBlieHUs] TPAHCIIOPTHBIMU CPEICTBAMU U pabOThI C MEXaHU3MaMHU.

4.8. HesxkenarenbHble peakuuu

Pesrome mpoduis 6e3onacHoOCTH

B uenom 3¢daBupen3 xopoiio nepeHoCHIcs B KIIMHUYECKUX MCCIeI0BaHusAX. B moarpymnmne nanyueHTos,
IpPUHUMABIINX d¢aBupens3 B 103e 600 mr 1 pa3 B cyTku B KOMOMHALIMK ¢ THTUOMTOpamu nipoTteazsl BUY
u/nm HUOT, nan6onee gacteiMu (110 MeHbIIEH Mepe y 5 % NalleHTOoB) HeXellaTeIbHBIMU peakLusIMU
KaKk MUHUMYM CpeJHel TsbkecTu ObUIM KoxHas cbinb (11,6 %), ronoBokpysxkenue (8,5 %), TomHoTa
(8,0 %), ronoBHas 6016 (5,7 %) ¥ MOBBIIEHHAS YTOMIIIEMOCTH (5,5 %).

Haubonee 3aMeTHBEIMEU HEXKENATEILHBIMA SABJICHUAMM, CBA3AHHBIMU C IIPUEMOM 3(1)aBHpeH3a, SABJIAJIUCH
KOXXHas ChIIlb U CUMIITOMBI CO CTOPOHBI HepBHOfI cucteMbl. CHMIOTOMEI CO CTOPOHEBIL HepBHOﬁ CHUCTEMBI
OOBIYHO TIOSIBJISTUCH BCKOpE TOCNIC Hadaia Tepaluu M, KaK MPaBWIO, MCUE3AIH TOCIE MEePBBIX 2-4
Helenb Tepanuu. Takke y ManueHToB, MPUHUMABIINX d(haBUPEH3, HAOTIOAATUCH TSHKEIbIE PEaKIIUU CO
CTOPOHBI KOXH, Takue Kak cuHapoM CTuBeHca-/[’KoHCOHa 1 MHOTOQOPMHAS IKCCYaTUBHAS dPUTEMA;
HapylIeHUs TICUXUKHM, BKIIOYAs TSIKENYK JIENpPEeCcCUi0, CMEpPTh BCJIEACTBUE CyULUIA U
MICUX030M0/I00HOE TOBEACHHE, a TaKKe CyIOpOokHble mpunaaku. [Ipm mpumeHeHuun s¢daBupeH3a
OOIHOBPEMECHHO C HHHIGf/i MOXET YBCIWYHUBATBCA CHCTCMHAsA OKCIIO3ULUSA 3(1)3BI/IpeH3a, YTO MOXET
MPUBOANTH K YBEIIMUCHUIO YaCTOTHI HEXKEIATEIBHBIX peakuuid (cM. pazzaen 4.3.).

[Tpodwmie Ge3omacHOCTH MPHU JUIMTENBHOM Tepamuy, BKJIIOYABIICH 3(aBHpEH3, OICHUBAIH B XOJI€
KOHTPOJIMPYEMOTO UCCIIEIOBAHUS, B KOTOPOM MAIlMEHTHI TPUHUMAIH 00 3(aBupeH3 + 3ugoByIUH +
namMuByauH B TedueHue 180 Henmenb, mubo0 3¢aBupeH3 + wHAMHABUP B Teduenwe 102 Hemenw, auOO
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WHIWHABHD + 3UJIOBYJUH + JIAMUBY/IMH B TeUeHHE 76 Heaenb. J[nmuTensHoe mpuMeHeHne 3(aBupensa B
XO0JIe JIaHHOTO HCCJICOBAaHUS HE COMPOBOXKIAIOCH IMOSBICHUEM KAKUX-THOO HOBBIX JaHHBIX I10
0€30I1aCHOCTH.

PesroMe HexxenaTeabHbBIX PeaKIi

Hwxe npuBesieHbl CpeHETKENbIE U TSHKETbIE HeXelaTeIbHbIe PEaKIMK, B OTHOIIEHUH KOTOPBIX ObLIa
YCTAQHOBJICHA BO3MOXKHAsi IPUYMHHO-CJIECTBEHHAs CBA3b C MPUMEHSABIIMMCS PEXUMOM Tepanuu (1o
MHEHUIO HCCIIeIoBaTelIeil) U KOTOpble HaOII0JAlINCh B X0/1€ KIMHUYECKUX UCCIIEIOBAaHUH 3(haBUpeH3a,
PUMEHSBIIECTOCS B PEKOMEHIOBAaHHOH /103€ B cocTaBe kKomOnHupoBanHoit APBT.

[pesncTaBiacHHbIC HUXKE JaHHBIC MO HEXKENATSIbHBIM PEAKIUSIM KIaCCH(PHUIUPOBAHBI IO CHCTEMHO-
opranubiM kiaccaM (COK) m dacToTe BO3HUKHOBEHHs. UacToTa BO3HUKHOBEHHUS HEKEJIATEIBHBIX
peakimii  ompenensjach B COOTBETCTBUH ¢  Kiaccupukanueir Bceemupnoit  OpraHuzainmu
3npaBooxpaHeHus: odeHb 4acto (> 1/10), wacro (> 1/100, Ho < 1/10), HewacTo (> 1/1000, HO < 1/100),
peako (> 1/10000, vo < 1/1000), ouenp pemko (< 1/10000), wacTtora Hem3BecTHa (HA OCHOBAaHUU
HMCIOIIUXCA JaHHBIX OUCHUTDH YaCTOTY HeBO3MO)KHO).

HapymeHuﬂ CO CNOpPOHbL MMM)/HHOZZ cucmemausl

Heuacmo: runepyyBCTBUTEIBHOCTb.

Hapywenus memabonuzma u numanus

Yacmo: TUIIEPTPUIITUIIEPHAEMHUS ' ; Heuacmo: TUIIepXonecTepuHeMus .

Tcuxuueckue napywenus

Yacmo: NaToNOrMYECKHe CHOBUIEHHS, GECTIOKOICTBO, enpeccus, 6ecCOHHMIA'; Heuacmo. CKIOHHOCTS
K addeKTy, arpecCUBHOCTb, CIIyTAHHOCTh CO3HAHMS, HACTPOEHUE CO CKJIOHHOCTBIO K didopuw,
TraJuIroIIuHaIuu, MaHWUs, mapaHoOnaaJIbHOC IIOBEJACHUC, HCI/IXO32, cynnyaajibHas IIOIIbITKA,
CyHIIUJIaIbHBIE HAMEPEHHUS; pedKo: Oper’, HeBpo3®, CMepTh BCIeACTBHE cyniuaa!,

Hapywenus co cmopoHbl HepsHOLL cucmembl

Yacmo: HapyIMIEHHUs] MO3KEUKOBOH KOOPAMHALIUM U PAaBHOBECHS’, PacCTPOHCcTBO BHUMaHHSA (3,6 %),
ronoBokpyxenue (8,5 %), ronosusie 6omu (5,7 %), comnuBocth (2,0 %)'; meuacmo: TpeBokHOE
BO30Y)KICHHE, aMHE3Us, aTaKCUs, HapylIeHHEe KOOpJIWHAIMKM ABM)KCHUU, CYAOPOTH, HapylleHHe
MBIIIIEHHUS], TPEMOPZ.

Hapywenus co cmoponuvl opeana 3penus

Heuacmo: HEUETKOCTb 3pUTEIBLHOTO BOCIIPUSTHUS.

Hapywenus co cmoponul opeana ciyxa u rabupunma

Heuacmo: 1yMm B yiax>, BepTHUTO.

Hapywenue co cmoponwsl cocyoos

Heyacmo: «pUIUBBI» KPOBU K KOXKe JHIA>,

Kenyoouno-kuuieunvie napyueHus

Yacmo: 604 B )KUBOTE, ANapesi, TOIIHOTA, PBOTA; Heuacmo: TaHKPEaTHuT.
Hapywenus co cmoponvl neuenu u scenyeblo0Auux nymeu

Yacmo: TOBHIIIEHNE aKTHBHOCTH acmapratamuHoTpancdepassl (ACT)!, amanumHamMuHOTpaHChEPA3HI
(AJIT)! u rammarmyramunrpascoepassl (IT'T)!; wevacmo: ocTpelii remaTut; pedko: NedeHOUHAs
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HEIOCTATOYHOCTE .

Hapywenus co cmoponsl Kodtcu u nOOKOINCHbIX MKAHell

Ouenv uacmo: xoxHas cuiib (11,6%)!; vacmo: koxHBIIA 3y11; Heuacmo: MHOrO(OPMHAs dKCCYIaTHBHAS

sputema, cuaapom Crusenca-Jlxoncona'; pedxo: GoToannepruueckuii nepMaTuT?,

Hapywenus co cmoponvl penpo0yKmueHoU cucmembl U MOJIOYHBIX JCele3
Heuacmo: runexomactus.

Obwue HapyweHus u peakyuu 8 Mecme 8e0eHuUs

Yacmo: NOBBIILIEHHAS] YTOMIISIEMOCTbD.

! Boiee mogpoOHOE OMUCAHUE CM. HUKE.

2 JlaHHBIE HEXKEIATEIbHBIE PEAKIUH ObUIM 3a()UKCUPOBAHBI B IOCTPETUCTPALMOHHBIA MEPHOL
HAOJIOZICHUS; YAaCTOTy STUX PEaKIMid OMPENEessiIv, WCIONb3ys JaHHbIE, TMOJYy4YeHHbIE B xonae 16
KIIMHUYECKHX UCClieoBaHui (yyacTBoBanu 3969 maiueHTos).

3 JTn HexenaTenbHbIE PEAKMU ObLIM 3a(QUKCUPOBAHBI B IIOCTPETUCTPALIMOHHBIM IEPHO HAGIIOIEHH S,
OJTHAKO Yy TMAIMEHTOB, MPUHUMABIINX 3(}aBUPEH3 B X0oA€ 16 KIMHUYECKUX HCCIENOBAaHHUN, O HUX HE
coo0Iagoch Kak O SBJICHUSX, CBSI3aHHBIX C NPUMEHEHHWEM IIpemnapata. B cooTBeTcTBUH C
KJaccu(uKaluel 1o yacToTe 3TH MOOOYHBIE SABJICHUS ObLIM PaclieHEHbl KaK HAaOII0AaBIINECS «PEAKO»
(Ha OCHOBaHMHM OLICHKH BepxHel rpaHuibl 95% noBepurenbHOro uHTepsaina A 0 siBIeHUH B pacyere
Ha KOJIMYECTBO MALMEHTOB, IPUHUMABIINX 3(aBUPEH3 B X0/1€ YKa3aHHBIX KJIMHUYECKHX MCCIIEJOBAHUI
(n=3969)).

Omnucanyue OTIeNbHBIX HeKEIATSIbHBIX PeaKIIun

Koowcnas coine.

B xone kIMHUYECKUX MCCIE0BaHUM KOXKHAs ChIlb HaOdroAanack y 26 % MalueHToB, IPUHUMABIINX
s¢aBupen3 B go3ze 600 mr, mo cpaBHeHUIo ¢ 17 % ManMeHTOB B KOHTPOJIbHBIX Tpynmnax. Y 18 %
MAIMEHTOB KOXKHAs ChINb OblJIa CBSA3aHA ¢ MpueMoM 3(daBupeH3a, npu 3ToM y 1,7 % maiueHToB npruem
npenapara ObUT TPEKpalleH W3-3a MOSBICHUS KOXKHOW chimu. YacTtoTa pa3BUTHS MHOTO(QOPMHOM
9KCCYJIaTUBHOM 3puTeMbl M cuHIpoMa CtuBeHca-/[>xoHcoHa coctaBuia npumepHo 0,1 %.

Cny4yan KOXXHOM chIu 3apeructpupoBanbl y 59 u3 182 nereit (32 %), moaydaBIIMX JEYCHHE
3(haBUPEH30M B 3 KIIMHUYECKUX UCCIIEIOBAHUSX CPEIHEHN MTPOIODKUTENLHOCTRIO 123 Hepenu. Y 6 nereit
chInb ObLa TsoKenol. [lepen Havanom Tepanuu 3(haBUPEH30M Y IeTel UM MOXKET ObITh PEKOMEHJ0BaHa
COOTBETCTBYIOIlasl aHTUTMCTaMUHHAs Tepanus B KadecTBe MpoduiakTuku. OOBIYHO pa3BUBAIOTCS
c11a00 WJIM YMEPEHHO BhIPAXKEHHbIE MAaKYyJIONAIyJIe3Hble KOXKHBIE BBICHIIIAHUS, KOTOPBIE MOSBISIOTCS B
TE€YEHHE TMEpBbIX JABYX MeAeNb IOcCie Hayana Tepanuu 3¢aBUpeH30M. Y OONbIIMHCTBA MallMEHTOB
KOXKHasl ChIIIb MCYe3aeT NpU NPOJOJDKEHHUH Tepanuu 3(aBUPEeH30M B TEUYEHHE OJHOTO Mecsla.
OdaBupeH3 MoxeT ObITh MOBTOPHO Ha3HAueH MallMeHTaM, KOTOpbIE MPEKpaTUIM €ro MpueM H3-3a
NOSABICHUS KOXXKHOM chimu. Ilpu B0300HOBIEHMM Tepanuu 3(PaBUPEH30M PEKOMEHAYETCS TaKKe
IPUHUMATh COOTBETCTBYIONIME OI0KaTOPBl Hi-rcTaMMHOBBIX PEIIENITOPOB /MM KOPTUKOCTEPOUIBI.

Hmeercst orpaHUUEHHBIN ONBIT MPUMEHEHUS 3(haBUPEH3a y NAllMEHTOB, KOTOPhIE IPEKPATUIIH TEPATUIO
JIpYTMMH aHTUPETPOBUPYCHBIMU Ipenapatamu u3 rpynnel HHUOT. YacroTa pennauBa KOXKHON ChIU
1ocje Mepexoja C Tepalnuy HEeBHUPAMHOM Ha Tepanuio 3(aBUPEH30M, B OCHOBHOM OIICHEHHas I10
ONyOJIMKOBAaHHBIM PETPOCHEKTUBHBIM JaHHBIM, cocTaBmwia oT 13 % no 18 %, u comoctaBuma c
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qaCTOTOﬁ, BBISIBJICHHOU Y NanyueHTOB, IPUHUMABIINX 3(1)aBI/IpeH3 B X0J€ KIIMHUYCCKUX I/ICCJIC,HOBaHI/Iﬁ
(cm. paznen 4.3.).

Cumnmompwi co CMOPOHbL NCUXUKU.

Y HEKOTOpHIX MaIMEHTOB, MPUHUMABIIMX 3(aBUPEH3, HAOIIOATUCh CEPhE3HBIE HEXKeNaTeIbHbIC
SBJICHHS CO CTOPOHBI IICUXHKH. B KOHTpPOJUPYEMBIX KIMHHYECKHMX HCCIICIOBAHMIX YacTOTa
BO3HUKHOBCHHUSI OTIEIBHBIX CEPhE3HBIX HEXKENATEIbHbIX SIBJICHUH CO CTOPOHBI IICUXHUKH ObLTa
CIeAyIoIIel: Tsokenas aenpeccus 1,6 % B rpymnne ManueHToB, MPUHUMABLIIMX KOMOMHUPOBAHHYIO
APBT c adaupenzom u 0,6 % B KOHTPOJIbHOI TPyIIIE MAUEHTOB, CynIuAaIbHbIe HamepeHus 0,6 % u
0,3 %, cynnmnanpHbIe TOMBITKU 03 JeranpHoro ucxomaa 0,4 % u 0 %, arpeccuBHoe noseacuaue 0,4 % u
0,3 %, napanounansubie peakiuu 0,4 % u 0,3 %, manuakansubie peakuuu 0,1 % u 0 % cooTBETCTBEHHO.

[TarueHTHl, UMEIOILIME B aHAMHE3€ MCUXUYECKUE PACCTPOMCTBA, HAXOMATCSA B IPYIIE MOBBIIICHHOTO
pHUCKa MO0 Pa3BUTHUIO JIAHHBIX CEPbE3HBIX HEXKENATEIbHBIX SIBICHUNH CO CTOPOHBI ICUXMKHU C YACTOTOM
BO3HHUKHOBEHUS KayKIOr0 U3 BhILIENepeurcIeHHBIX sBiaeHUN oT 0,3 % a1 MaHHaKalbHBIX peakuui 10
2,0 % nas TSKENO0N IeNpeccuy U CyUIUMAATBHBIX HaMepeHU. Takke B IOCTperucTpaliiOHHOM IEPUOE
MOJIy4eHbI COOOIIEHHSI O CIy4asx CMEpTH B pe3yiapTare CyWIUAa, OpeJOBBIX pPacCTPOWCTBAX M
MICUX03010/J00HOM MOBEJCHHH.

Cumnmomwi co CMOPOHbL H€p6HOZZ cucmemal.

VY nanueHTtoB, npuHUMaBIIUX 3(aBupeH3 B go3e 600 Mr B pamkax KOHTPOJIUPYEMBIX KIMHHUUECKUX
UCCJIEOBAaHUN, YacTO HAONIOJaINCh CIEIYyIONIMe HEeXKeNIaTeNbHble PEaKUUH: TOJIOBOKPYKEHHE,
OeCcCOHHUIIA, COHJIMBOCTh, PACCTPOICTBO BHUMAaHUs, KOIIIMApHBIE CHOBHICHHsI. Tarke HaOI01aIuch 1
Jpyrue HexenaTelbHble sBIeHUs. CpemHeTsHKeNble W TSDKEIble CHMIITOMBI CO CTOPOHBI HEPBHOM
cuctembl HaOmoaanuch y 19 % (tsoxensie — y 2 %) manueHToB, TOTa Kak y MallMeHTOB, MOJyYaBUINX
KOHTPOJIBHYIO TEparuio, 3TOT TMokaszareib coctaBull 9 % (Tsokensie — 1 %). B Xome kiIMHUYECKHX
uccinenoBanuii 2 % MAMEeHTOB, MPUHUMABIIMX 3(aBUpeH3, TMpeKpaTHId Tepanuio H3-3a
BBIIIICYKA3aHHBIX CUMIITOMOB.

CHUMIITOMBI CO CTOPOHBI HEPBHON CHCTEMbI OOBIYHO HAOIIOAATUCH B TEUEHUE IIEPBOTO UITU BTOPOTO JAHS
rocjie Hayajga Tepanuu U B OOJBIIMHCTBE CIIy4aeB HMcUe3ald B TeueHue mnepBbix 2 — 4 Henenb. B
UCCIICIOBAaHUM C Y4YaCTHMEM HEWH(UIIMPOBAHHBIX JOOPOBOJIBIEB PENPE3EHTATUBHBIM CHUMIITOM CO
CTOPOHBI HEPBHOW CHCTEMbI BO3HUKAI B cpelHEM yepe3 | 4 mocie mpueMa npemapara M JUIWics B
cpeaieM 3 4. CUMOTOMBI CO CTOPOHBI HEPBHOW CHUCTEMbI DPa3BHBAIUCH Yalle, €ciau 3(paBUpPEH3
OPUHUMAIU BO BpeMs NpuemMa MHUIU. Bo3MOXHO, 3TO 00YCIOBJIEHO MOBBIIICHHMEM KOHIEHTpAaIUU
s¢aBupeH3a B IIa3Me KPOBU B TAKUX YCJIOBHX (cM. pasgen 5.2.). Jns ynydiieHus nepeHoCHUMOCTH
mpernapata B OTHOLIEHUH JTaHHBIX CUMITOMOB B T€UEHHUE MEPBbIX HEAENb TEpaluud PEeKOMEHIYeTCs
MPUHUMATH IIPEnapar rnepesi CHoM. ITOT PEKUM IIpUeMa PEKOMEHIyeTCs U TEM MallueHTaM, Y KOTOPbIX
MPOJODKAIOT HAOII0AAThCsl JaHHbIE CUMNOTOMBI (cM. pasnen 4.2.). CHukeHue A03bl WIH JAPOOHBIH
MIPUEM CYTOYHOM JT03bI OOBIYHO HE JAAIOT OlarompusiTHOro 3dekra.

AHanu3 JaHHBIX M0 UIMTEIBHOMY MPUMEHEHHIO Iperapara 1mokasal, 4To nocie 24 Helenb Tepanuu
4acTOTa BIEPBbIE BOSHUKIINX CUMIITOMOB CO CTOPOHBI HEPBHOM CUCTEMBI y MAIlMEHTOB, TPUHUMABIIUX
a(aBupeH3, ObLIa B IIEJIOM CXOIHOW C TAKOBOW B KOHTPOJILHOM TPYIIIIE.

B nocTpeructpainoHHbINA MEpHO] COOOIIATOCh O CBSI3aHHBIX C BBICOKOW KOHIEHTpanuen 3¢haBupeH3a
aTaKCHM M 3HLE(ANONAaTHH, BO3HUKABIINX Y€pe3 HECKOIBKO MECALEB WM JIET IIOCJIE Havalla JIeUeHHUs
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adaBupen3om (cM. pasaen 4.4.).
Ileuenounas nedocmamounocme.

B moctpeructpanionHslii nepuoj HaOMOACHHUS OBLIO 3aperUCTPUPOBAHO HECKOJBKO CIydaeB
MEYCHOYHON HEJI0CTATOYHOCTH, BKJIIOYas ciiydyau 0e3 ykazaHui Ha 3a0ojieBaHMsI IEYeHU B aHAMHE3e, a
Takke 0e3 Jpyrux BbIBICHHBIX (DAKTOPOB pHCKA. YKa3aHHbIE Cllydad XapaKTepU30BAIKCh
MOJIHUEHOCHBIM T€UEHUEM; B Psijie CilydaeB MoTpedoBanach TpaHCIUIAaHTAIIMS MIEUYEeHHU WM CO00IIaIoch
0 CMEpTH IaLUEHTA.

CuHapOM 60CCMAHOBNIEHUA UMMYHUmMemdA.

Y BUY-uHOUUIUPOBAHHBIX NAIMEHTOB C TKEIBIM HWMMYHOJIC(HHUIIMTOM B Hadaje MPOBEACHUS
koMOuHMpoBaHHOW APBT MOXeT MOBBICUTHCS pUCK BO3HUKHOBEHHS BOCHAIMTEIbHBIX PEAaKLMN Ha
HEAKTUBHBIE HJIM OCTATOYHBIE ONMIMOPTYHUCTUYECKUE HHEKIH (cM. pazaen 4.4.).

AyTOMMMYHHBIE HapylIeHus (Takue Kak 0ose3Hb ['peiiBca 1 ayTOMMMYHHBIH T'€laTUT) HAOII0IAINCh
Ha ()OHE BOCCTAHOBJICHHUS UMMYHHUTETA, OJTHAKO BPEMs HAaUAIbHBIX MPOSBICHUH CHIILHO BapbHPOBAJIO,
1 3a00JICBaHUE MOTJIO BOSHUKATh Yepe3 MHOT'O MECSIIEB MOCIie Havana Tepanuu (cM. paszaen 4.4.).

Jlunooucmpodghus u memabonuueckue Hapyulenus.

KomOunupoBannas APBT accomuupyercss ¢ mepepacrpeneieHHEM S>KAPOBOM TKaHU —Tela
(munonuctpodueit) y BUY-uH(bUIMPOBaHHBIX MAallMEHTOB, BKIIOYas UCTOLICHUE Nepudepudeckoit u
JUIEBOM TOJKO0XHO-)KMPOBOW KJIETYATKH, €€ HAKOIUICHHE BO BHYTPHUOPIOIIMHHOM MPOCTPAHCTBE,
BHYTPEHHUX OpraHax, 3aJjHel yacTH men («rop0 OyiiBosa») U runepTpoduio rpyJHbIX Keles.

KomOunupoBannas APBT  moxer BbI3BaTh  MeTaOONMYECKHWE  HapylIEHUs, Takue  Kak
TUNEPTPUTTIULEPUIEMHUS], TUIIEPXOJIIECTEPUHEMHUS], UHCYJIUHOBAsE PE3UCTEHTHOCTD, TMIIEPIIIUKEMUS U
runepiakratemMus (cM. paznuen 4.3.).

Ocmeonekpos.

HabGmronanuces ciydan oOCTEOHEKpO3a, NMPEUMYLIECTBEHHO Y MAlMEHTOB C XOPOILIO H3BECTHBIMU
dakropamu pucka, ¢ jurenbHod BUY-undexnueil, a Takke y HNalUEHTOB, KOTOpBIE IUTEIHHO
npuHUManu KomMOuHupoBaHHYl0O APBT. OnHako yacToTa 3TOro OCIIO)KHEHHS HE YCTaHOBJIEHA (CM.
pasnen 4.3).

Jlabopamopuvie nokazamenu

«lleuernounbiey d)@DMeHmbl N

nosbimieHre akTuBHOCTH ACT u AJIT Gonee uem B 5 pa3 Bbwille BepxHel rpanuisl Hopmel (BI'H)
HaOmoganock y 3 % mnarmuentoB u3 1008, mpuanmasmux s¢asupen3 B go3e 600 mr B cytku (5 — 8 %
npu gurensbHoi APBT ¢ sdaBupen3oM). AHanornyHoe MOBBIIIEHHE HAOMIOANIOCh y HAIMEHTOB
KOHTposIbHOU rpynimsl (5 % npu anutensHoit APBT 6e3 adasupenza). [ToBeimenue aktuBHOCTH [TT
6osee yem B 5 pa3 Beiie BI'H nabmonanocs y 4% Bcex nanueHnToB, npuHuMaBimx 600 mr aaBupensa,
uy 1,5 - 2 % nauueHToB U3 KOHTpOIbHOM rpymisl (7 % npu anutensHoit APBT ¢ adasupenzom u 3 %
npu purensHoit APBT 6e3 aaBupensa). M3onupoBannoe nosbienue aktuBHocTH ['T'T y manneHToB,
NPUHUMAIOIIKX 3(aBUpPEH3, MOXET YKa3blBaTh Ha WHAYKIHMIO (epMeHToB. B  KimHMYeckoM
uccinenoBannu npu jguutensHod APBT okomo 1 % mnanueHTOB B KaXAOW H3ydaemMou TIpyIine
IIPEKPATUIIN TEPANMIO B CBSI3U C HAPYLIECHUSIMU CO CTOPOHBI IIEUYEHU U JKEITYEBBIBOIAIINX ITyTEH.

Amunasza:
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ACUMIITOMATHYECKOE YBEIMYCHHE aKTUBHOCTH aMHUJIa3bl B CHIBOPOTKE KpOBHU, Ooniee ueMm B 1,5 pasa
npesbimaroniee BI'H, 6puto BeisiBaeHo y 10 % mnamueHToB, MpUHUMABIINX d(aBUpeH3, 'y 6 %
NAIMEHTOB KOHTPOJBHBIX Tpymi. KiMHUYeckoe 3HAYCHHWE AacCHMIITOMATHYECKOTO TMOBBIIICHUS
AKTUBHOCTH aMHUJIa3bl B CBIBOPOTKE KPOBU HEH3BECTHO.

Jlunuowl:

[ToBpimenne koHueHntpauuu obmiero xonectepuHa (OXC) na 10 — 20 % wnabmomanoce y
HEeMH(DULIMPOBAHHBIX JOOPOBOJIBLIEB, MPUHUMABIIUX 3(paBUpEH3. B KIMHUUECKUX HCCIETOBAHUAX
NPUMEHECHUS pa3uyHOW KomOumHupoBanHOH APBT ¢ 3daBupeH30M y TAaIMEHTOB, paHee He
nony4yaBmux APBT, B reuenue 48 neznens neueHus Habaroaan0ck noseimenne konnentpammu OXC na
21 — 31 %, xonectepuHa nunonpoTeuHoB BbICOKOM mioTHocTH (XC JIIBII) Ha 23 — 34 % u
TpurnuuepuaoB Ha 23 — 49 %. Jlons mauneHToB, y KoTopbix otHOmeHrne OXC/XC JITIBII 610 Gomnbire
5, He u3MeHWIach. BennunHa u3MeHeHus: KOHLIEHTPALUN JTUIUA0B MOXKET ObITh 00YCIIOBIIEHA TAKUMU
dakTopaMu, Kak JIMTENBHOCTh TEPallMd W MPHEM JAPYTUX JIEKAPCTBEHHBIX CPEICTB B COCTaBe
koMOuHupoBanHoi APBT.

Bzaumooeticmeue npu npogedenuu mecma Ha KAHHAOUHOUODBL:

D¢daBupeH3 He CBA3BIBACTCS C KAaHHAOMHOMIHBIMU PEIENTOPAaMH, OJHAKO MUMEIOTCS COOOMICHHUS O
JIO’KHOTIOJIOKUTENBHBIX pe3yJbTaTaX aHajdu3a MOYM Ha KaHHAOWHOMJbI y HEWH(UIHMPOBAHHBIX
no6poBonbieB 1 'y BUU-nHDUIMPOBAHHBIX NMAIIMEHTOB, MPUHUMABIIHUX d(aBupeH3. [10I0KUTEIBHBIHI
pe3yabTaT CKPHHUHT-TECTa HAa KAHHAOMHOWIBI PEKOMEHAYETCS TOATBEP)KIATh, HCIONB3YysS TaKHe
crielManbHbIe METOIbl, KaK ra30oBasi XpoMaTorpadus nin Macc-CHeKTpOMETPHSL.

[Tpoune ocoObIe MOMYJIAIINNA

Axmuenocms «ne4eHouHbIX» (hepMeHmos y nayueHmos, 00H0BPEeMEHHO UHDUYUPOBAHHBIX 2eNamuUmom
Bum C

Cpenu naeHToB, Ceporno3uTUBHAIX 1o renatuty B u/unu C, nossienne aktuBHoctd ACT Oornee uem
B 5 pa3 Boiue BI'H na0Gnronanocs y 13% nanueHToB, IpUHUMABIINX 3(aBUPEH3, U 'y 7% MallueHTOB U3
KOHTPOJILHOM IpyIIbl, a noBbiieHue akTuBHocT AJIT Gonee yuem B 5 pa3 Beiie BI'H nabmonanocs y
20% u 7% manueHToB cOOTBETCTBEHHO. Cpeay MalueHTOB ¢ COYeTaHHOM nHpekuuein 3% nannueHToBs,
MPUHUMABIINX 3(aBupeH3, U 2% MalMeHTOB U3 KOHTPOJIBHOM TPYIIIBI MPEKPATHIIA TEParuio u3-3a
HapymeHni GyHKIuu nedenn (cM. pasaen 4.4.).

CTH

Twur 1 9acToTa HEXENATENbHBIX SIBIICHUH Y IETEH B IIEJIOM COMTOCTABUMBI ¢ HAOTFOTAEMBIMH Y B3POCIIBIX
MAIMEHTOB, 32 UCKIIFOUEHUEM KOXKHOH ChINU, KOTOpast y JeTei BcTpevaercs yaie (y 46 % nerteii), yem
y B3pOCTBIX U 0oJiee BhIpaKEHA (TshKenas KOXHas Chillb HaOmroganack y 5,3 % nereit). C 1enbio
NPO(UITAKTUKU CHIITA MOXET OBITh 11eTIeCO00pa3HBIM Ha3HAUYE€HUE COOTBETCTBYIOMMX OiokatopoB Hi-
TUCTAMHHOBBIX PEIENTOPOB JIETSAM JI0 Hauana Tepanuu dpaBUPEH30M. XOTS CUMITOMBI CO CTOPOHBI
HEPBHOW CHCTEMbI y MAJCHbKUX JE€TEd TPYTHO BBISIBUTH, MOJIATAIOT, YTO TAKUE CHUMIITOMBI y JeTeil
HaONIOJAIOTCA PeXe W OOBIYHO OBIBAIOT JierkuMH. Y 3,5 % MalMeHTOB HAOIIOJAINCh CHUMITOMBI
CpeIHeH TSAXKECTH CO CTOPOHBI HEPBHOM CHCTEMBI, MPEUMYILECTBEHHO TOJIOBOKpYX)eHue. Hu y ogHoro
pebeHka He HaOII0JalIOCh TSKEbIX CHMIITTOMOB M HE MOTpe0oBasiach OTMEHA TEPANTuy N3-3a CUMIITOMOB
CO CTOPOHBI HEPBHOM CHUCTEMBI.

COO6H_ICHI/IH 0 TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX
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BaxHo coolmathk 0 Mo 03peBacMbIX HEXKENATENbHBIX PEAKIUIX MMOCIE PETUCTPAIMU JIEKAPCTBEHHOTO
npenapara ¢ Ielibl0 00ECIeUYeHUs HENPEPHIBHOIO MOHMTOPHHIA COOTHOIICHUS «II0Jb3a - PHUCK»
JIEKapCTBEHHOI0 TMpenapara. MeAUIMHCKUM pPaOOTHUKAM pPEKOMEHJIyeTcs Ccoo0maTh O JHOBIX
[10J1I03PEBAEMbIX HEXKeIaTeNIbHBIX PEaKUsIX JIEKapCTBEHHOT 0 Iperapara yepe3 HalluOHAIbHBIE CUCTEMBI
COOO0IILIEHNs O HeXKEeNaTeIbHBIX PEeaKLUAX roCy1apcTB — YWieHOB EBpa3suiickoro 5KkOHOMHUYECKOTO COI03a.

Poccuiickas ®@eoepayus

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (Poc3npasuamzop)
Anpec: 109012, r. Mocksa, CriaBsiHCKast IJI0IIa/1b, 1. 4, cTpoenue 1

Tenedon: + 7 (800) 550-99-03

DnekTpoHHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJIEKOMMYHUKAMOHHOM ceTn «MHTepHeT»: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka
CuMITOMBbI

VY HEKOTOpBIX MAIMEeHTOB, CIy4YailHO NPHUHSBIIUX 3¢aBupeH3 B no3e 600 Mr 2 pasza B CyTKH,
HaOJII0JaTI0Ch YCHIICHHE CUMIITOMOB CO CTOPOHBI HEPBHOM CUCTEMBI. Y OJHOTO MAIleHTa HaOII0AaINCh
HENPOU3BOJIbHbBIE MBIILICYHbIE COKPAILIEHUS.

Jleuenue

B cnydae nmepeno3upoBku 3(paBUPEH30M JEUEHHE JOJDKHO COCTOATh M3 OOLIMX IOJIEP’KUBAIOIIMX
MEPONPUITHH, BKIHOYAIOIINUX KOHTPOJIb OCHOBHBIX IIOKA3aTeJe >KU3HEAEATEIbHOCTH OpraHu3Ma U
HaOJIO/IeHne 3a KIMHUYECKUM COCTOSHMEM TnaiueHta. s BbIBeAEHHS HeaOCOpOMpPOBaHHOIO
npenapaTra MOXHO HCIIOJIb30BaTh aKTUBHUPOBAHHBINA yroyib. Crienu@uueckoro aHTUAOTA JAJIs JeUeHUs
nepeo3upoBKH 3(paBUpPEeH30M He cyiiecTByeT. llockonabky 3(¢aBHpeH3 aKTHUBHO CBS3BIBAETCS C
OenkaMM, MaJIOBEPOSITHO, YTO C MIOMOIIBIO AMAIN3a BO3MOXKHO 3HAUUTEIBHOE YAaJleHUe MpenapaTa u3
KPOBH.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA
5.1. ®apmakoauHamMHYecKHe CBOiCTBA

dapmakoTepaneBTUYECKass  IPYIINA:  NPOTUBOBUPYCHBIE  CPEICTBA  CHCTEMHOTO  JIEUCTBUS;
IPOTUBOBUPYCHBIE CpEJCTBA MPSAMOrO JCHCTBHUS; HEHYKJICO3WAHbIE HHTHOUTOPHI 0OpaTHOM
TPAHCKPHUIITA3bI

Kox ATX: JOSAGO03

MexaHn3M el CcTBUS

Odasupens mnpencrasisger codboir HHUOT BUY-1. DdaBupens sBiaseTcss HEKOHKYPEHTHBIM
unruoutopom BUY-1 obpatHoii Tpanckpuntassl (OT) u cymecrtBenno He unruoupyer BUU-2 OT u
JHK-mmomumepa3ssr (a, B, v, 0) KIIETOK YeIOBEKa.

HpomueoeupyCHa}l AKmueHocms.

[TpotuBoBUpYyCcHas 3PGEKTUBHOCTH dPaBUpPEH3a in Vitro OIICHUBANIACh Ha TUM(OOIACTHBIX KIETOYHBIX
JMHUAX, MOHOHYKJICAPHBIX KJIETKaX Nepudepuyeckoi KpOBH U KYJIbTypax MakpoQaroB/MOHOLUTOB.
HNurubupyromas kounenTpanus (UK) acaBupensa, Heooxoaumast aiist 90 — 95 % unrubuposanus (MKop.
95) IITAMMOB JTUKOTO THIIA WJIN JTa0OPATOPHBIX KIMHUYECKHX U30JIATOB, PE3UCTEHTHBIX K 3UI0BYIUHY,
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HaxoauTcs B npeaenax ot 0,46 1o 6,8 HMOIIB/II.
Pesucmenmnocme.

[TpotuBOBUpYCHAs 3(pPEeKTUBHOCTD 3(paBUpEH3a B KJICTOYHOH KyJIbType B OTHOLIEHUH Pa3HOBUAHOCTEH
BUpyca ¢ 3ameHamMu amMuHOKHCIOT B OT B monoxenusix 48, 108, 179, 181 wm 236, a Takxe B
OTHOILEHUM Pa3sHOBUIHOCTEH C 3aMEHaMU aMHHOKHUCIOT B NpoTea3e, Oblja aHAJIOTMYHA TaKOBOW B
OTHOILLEHUM BUPYCHBIX IUTAMMOB JUKOTrO TuUna. EJNMHCTBEHHBIMH 3aMEHAMHU, KOTOpbIE NPHUBEIU K
MOSIBIICHUIO HauOOJbIEH PEe3UCTEHTHOCTH K 3(aBUPEH3y B KIETOYHOU KYJIbTYpE, SABISIOTCS 3aMeHa
neinuHa Ha u3osieiuuH B nojoxxeHuu 100 (L1001 17 — 22-kpaTHoe yBeIMYEHHUE PE3UCTEHTHOCTH) U
au3uHa Ha acnaparud B nosiokeHnu 103 (K103N, 18 — 33-kpaTtHoe yBeaMU€HUE PE3UCTEHTHOCTH).
bonee yem 100-kpaTHOE yMEHBIIEHHWE BOCIPUUMYUBOCTH BHUPYCOB K Ipemapary HaOII0Jalioch B
oTHouieHun pasHoBuaHocte BUY, skcnpeccupyromumx 3ameny K103N B pomosiHeHue K Apyrum
aMHHOKUCIIOTHBIM 3aMeHaM B OT.

3amena KI103N saBianace HauOosiee uyacto HaOmomaeMoil 3ameHoit B OT BHUpYCHBIX HITaMMOB,
MOJIYYEHHBIX OT TMAIMEHTOB, y KOTOPBHIX HAOJIOAANIOCh CYIIECTBEHHOE YBEIMYEHHE KOJIMYECTBA
BUPYCHBIX YaCTHII B IIJIa3M€ KPOBU (BO3BpATHASI BUPEMUS ) B KIIMHUYECKUX UCCIICIOBAHUSIX IPUMEHECHHS
s¢daBupeH3a B KOMOWHAIIMU C WHIMHABUPOM HIIM B KOMOWHAIMU C 3UIOBYIWHOM U JIAMUBYIHMHOM.
Hannas myranus Habmonanach y 90 % mnanueHToB ¢ Hed(p(EKTUBHOCTHIO Tepanuu 3(aBHpPEH30M.
Taxke, XOTSd W pexe, U 4acTo Toiabko B kKomOuHanuu ¢ K103N, nabmronmamuce 3amensl B OT B
nonoxenusx 98, 100, 101, 108, 138, 188, 190 u 225. Tun amuHOKUCIOTHBIX 3aMeH B OT, CBS3aHHBIX C
YCTOMUYMBOCTBIO K 3(}aBUpEeH3y, HE 3aBUCET OT JPYruX TMPOTUBOBUPYCHBIX IIPENapaToB,
MIPUMEHSBIINXCS B KOMOMHAIINY C d(PaBUPEH3OM.

Ilepexpecmnas peaucmenmnocme.

N3yuenue npoduneil nepekpecTHOW pe3nCTEeHTHOCTH 3(aBUpEH3a, HEBUpAIlMHA U JeNaBUpAMHA Ha
KJIETOYHBIX KYJIbTYypax Mokasano, yto 3ameHa K103N npuBoauT k norepe BOCHPUMMUYHUBOCTH KO BCEM
tpem HHMOT. JIBa n3 Tpex UCCIENOBaHHBIX YCTOMYMBBIX K AEIABUPAUHY KIMHUYECKUX H30JISITOB
o0najany MepeKpecTHONM PEe3UCTEHTHOCThI0 K 3¢aBupeH3zy u cozaepxkanu 3ameHy K103N. Tperuit
U30JAT, uMerouii 3ameny B OT B mosnoxenun 236, He 005a1ai NepeKpecTHON PEe3UCTEHTHOCTBIO K
s¢aBupeH3y. BupycHble H307ATHI, BBIJIEICHHBIE W3 MOHOHYKIJIEapOB TNepudepudeckoil KpoBU
MAIMEHTOB, BKIIIOUEHHBIX B KIMHUYECKHE HCCleloBaHUs 3(aBUpEH3a, Y KOTOPBIX Tepamus Oblia
Hed(dexTrBHA (BO3BpaTHAs BUPEMHs), OBLIM HWCCIIENIOBAaHBI B OTHOIIEHWW BOCIPUUMYHUBOCTH K
HHUOT. Tpunaauats U30JITOB, KOTOPbIE IPEIBAPUTENIHHO OB 0XapaKTEPU30BAHbBI KAK YCTONYHMBBIE
K 3(aBUpEH3Y, OKa3aJUCh TAK)KE€ YCTOMYMBBIMU K HEBUpANHUHY U JeiaBupauHy. OOHapyKUIOCh, YTO
ATh 13 31ux ycroiunebix kK UMHUOT uzonsaroB copepxanu 3ameny K103N wnm 3ameHy BaimHa Ha
uzoneiinua B monoxkenun 108 (VIO8I) B OT. Cpemu mOpoTECTHUPOBAHHBIX H30JSTOB IOCIHE
Hea(ppekTUBHOM Tepanuu 3paBUPEH30M TPH U30JISATA OCTAIUCH UYBCTBUTEIBHBIMU Kak K 3(haBUPEH3Y,
TaK U K HEBUPANWHY U JI€JaBUPAUHY, Ha KIETOUYHBIX KYJIbTYypax.

BeposITHOCTh MepeKpecTHON PE3UCTEHTHOCTH MeXAy dS(aBUPEH30M U HHTHOUTOpPAMHU IPOTEa3bl
SBIISIETCS HU3KOW  BCIeACTBHE pa3nuuus  (epmeHTOB-MuieHe. Hamuume mepexpecTHOM
pesucteHTHOCTH Mexkay ddaBupenzom 1 HUOT takke ManoBepOSTHO BCIIEICTBUE PA3IUYUS YIYACTKOB
CBSI3bIBAHUS C MUIIIEHBIO U MEXaHU3MOB JICUCTBUA.
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5.2. ®apmakokuHeTHYeCKHe CBOICTBA

AOGcopbuus

VY 310pOBBIX T0OPOBOJIBIIEB MaKcUMalibHast KoHIIEHTpaIus (Cmax) 9(paBupen3a B miasme kposu 1,6 —9,1
MKMOJIB/JI IOCTUraiach 4epe3 5 4 mociie OAHOKPATHOrO MprueMa BHYTPb mpemnapara B go3ax ot 100 go
1600 mr. Jlo3o3aBucumoe yBenudeHHe Cmax W TUIOMIAAM MO KpUBOU «KoHIeHTpanusa-Bpems» (AUC)
HaOMOIAOCh TpU  MpHeMe IMpermapaTa B jgo3ax g0 1600 mr; mpu SToM He HaAOII0JANOCh
JI030TIPONIOPLIMOHAIIBHOTO YBEIMYEHUS JaHHBIX IIOKAa3aTeIIe, TI03TOMY MOXHO MPEATOI0KUTh, UTO IIPU
0oJsiee BBICOKHX J103aX BcachblBaHUE yMeHbIaeTcs. Bpems noctuxkeHust Cmax B I1a3me KpoBH (3 — 5 )
HE M3MEHSUIOCH I10CJIE MHOIOKPAaTHOrO IIpHEMa Mpenapara, a paBHOBECHAsl KOHILIEHTpalMs B IUIa3Me
KpOBHU JOCTHUTajach yepes 6 — 7 CyTOK.

Y BUY-uH(UIUPOBAaHHBIX NAlMEHTOB IPU JOCTHKEHUHM PAaBHOBECHOM KOHIIEHTpALMU Npernapara B
1asMe KpoBU cpeHue 3Ha4eHUS Cmax, MUHUMAIBbHON KOHUEHTPAHUH (Cmin) 1 AUC ObuIM JTMHEWHBI
npu npueme 200 mr, 400 mr u 600 Mr 3¢daBupensa 1 pa3z B cyrku. Y 35 manueHToB, MPHHUMABIIAX
adasuper3 B o3¢ 600 mr 1 pa3 B cyTkd, Cmax TpPU JOCTHIKEHUHM PABHOBECHOW KOHIICHTPAIUH
cocrasisuia 12,9 £+ 3,7 MKMOIB/1T, Cmin - 5,6 £ 3,2 mxmons/i1, AUC — 184 + 73 MKMOAB /11 X 4,

Bnusnue npuema nuwiu Hu 6Cacvléarnue.

[Ipu ogHOKpaTHOM MpHEMe 30pOBBIMU J0OpOBOIbIIaMu 3(aBupen3a B 103¢ 600 mMr B Bue TaOIETOK,
MOKPBITHIX TJIEHOYHOM 000J0YKO, BMECTE C MHUILEH C BHICOKUM COJEpPKAHUEM >KUPOB HAOII01aTI0Ch
yBenuueHne AUC na 28 % u Cpax Ha 79 % B cpaBHEHMM C JaHHBIMM I1OKa3aTeIsIMU IPHU MpUEME
npernapara HaToIlaK.

Pacnpenenenue

DdaBupeH3 B BHICOKON CTENIEHU CBS3BIBACTCS C O€IKaMM IJIa3Mbl KpOoBU (TpuOIu3uTensHo Ha 99,5 —
99,75 %), rmaBHBIM 00pa3oM ¢ anbOymuHoM. Y BIU-1 nHpumpoBaHHbIX MaueHToB (n = 9), KOTOpbIe
npuHuUManu 3¢asupens B 103ax oT 200 1o 600 Mr 1 pa3 B CyTKH B TeueHHE M0 MEHblIeH Mepe 1 Mecsna,
KOHIIEHTpalus 3¢aBUpeH3a B CIMHHOMO3I0BOM skukoctu cocrasisia ot 0,26 mo 1,19 % (B cpeanem
0,69 %) oT cOOTBETCTBYIOIIEH KOHLIEHTPAIMH B I1a3Me KpoBHU. JlaHHBIN MOKa3aTeab NPUOIU3UTEIHHO
B 3 pasa npeBbIIIaeT KOHLEHTPAIMIO He CBs3aHHOU ¢ Oenkamu (cBOOOAHON) (pakiuu 3¢daBupeH3a B
1a3Me KpOBH.

Buorpancdopmarnus

Knuanueckue uccienoBaHus U UCCIEN0BAHUS i1 Vitro ¢ UCIOIb30BAHUEM MUKPOCOM IEYEHH YEJI0BEKa
MoKa3ajau, 4yTo 3(aBUpPeH3 MeTadoJM3UpYyeTCs IJIaBHBIM 00pa3oM cucteMmoi nutoxpoma P450 no
TUIPOKCHIIMPOBAHHBIX MPOU3BOJHBIX, KOTOPHIE 3aTEM CBS3bIBAIOTCS C TJIIOKYPOHOBOM KHCIIOTOH ¢
0o0pa3oBaHUEM TIIOKYPOHUIOB. B OCHOBHOM, JJaHHbIE META0ONINUTHl HEAKTUBHBI B OTHOIIEHUH BUY-1.
HccnenoBanus in vitro MO3BOJSAIOT MPEINOI0KHUTh, 4To n30(pepmenTsl CYP3A4 u CYP2B6 sBistorcs
OCHOBHBIMH H30()€pMEHTaMH, OCYIIECTBISIOIMMU MeTabosn3M »(aBUpeH3a, W UYTO 3(aBUpPEH3
uHrubupyet nzopepmentsl 2C9, 2C19 u 3A4 cuctemsl nutoxpoma P450. B uccnenoBanusx in vitro
a¢aBupen3 He unruoOuposai nzohpepment CYP2E1 u unrubuposan nzopepmentst CYP2D6 1 CYP1A2
TOJIbKO B KOHIIEHTPALIUAX, HAMHOT'O NIPEBBIIAIONINX IPUMEHIEMbIE B KIMHUUECKON IPAKTUKE.

Okcno3unust d(aBupeH3a B IUIa3Me KPOBU MOXKET yBEIUYHBATHCS Y MAIUEHTOB, TOMO3UTOTHBIX TI0
nonumopdusmy rena G516T uzodepmenta CYP2B6. KimHndeckass 3HaUUMOCTh TaKOTO M3MEHEHUS
HEU3BECTHA, OJJTHAKO HEeJb3sl UCKJII0YaTh BO3MOKHOCTh BO3PACTAHUSI PUCKOB PA3BUTUS U YBEIMYEHUS
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BBIPXCHHOCTH HEXKEIATENbHBIX PeaKIuii d3(haBUpEeH3a.

breiio mokasano, uro 3¢gasupens unaynupyetr nzodpepmentsl CYP3A4 u CYP2B6, uro npuBomut k
WHIYKIIMA €ro COOCTBEHHOI0 MeTaboju3Ma, YTO MOXKET KIMHUYECKU BBIPAXKATHCA Y HEKOTOPBIX
narueHToB. [Ipu mHOTOKpaTHOM TpHeMe 3dasupensza B no3ze 200 — 400 Mr B CyTKH 3I0pPOBBIMH
no0poBosbiiamMu B TeueHne 10 nHeil Habmoqanach MeHbIIas CTeNeHb KyMyauuu 3¢asupensa (Ha 22 —
42 % HKe MPeAroIaraeMbIX 3HaYCHUH ) 1 00JIee KOPOTKHIA IeproI MoTyBbIBeieHus -40 —55 u (mepuoy
MOJTYBBIBEJICHUS OJTHOKPATHOM J103bI cocTaBisieT 52 — 76 4). Takxke ObLIO MOKa3aHO, 4TO (haBUPEH3
uHaynupyet uzodpopmy 1A1 ypununmudochar-raoxypormnrpanchepazsr (YAD-I'TIAL), nmostomy
KOHIICHTpAIlUsl pajTerpaBupa, KOTOpbIA sBisieTcss cyocrparom YID-I'T1Al, B mimasme KpoBu
CHU)KAETCs IIPU OJAHOBPEMEHHOM IIPUMEHEHUU C 3(haBUPEH3OM.

Hecmotps Ha TO, 4TO B HICCIENOBAaHUAX in vitro 3daBuper3 uHruouposan nzopepmentsl CYP2C9 u
CYP2C19, B uccinenoBaHusax in vivo HaOIIOZAIOCh KaK ITOBBIIIEHHE, TaK U CHIDKEHHE DKCIO3HMIIUU
CcyOCTpaToOB JaHHBIX (PEPMEHTOB IMPHU OJAHOBPEMEHHOM MpUMEHEHUH ¢ 3daBupeH3oM. KoHeuHbIi
3¢ dexT TaHHOTO B3aMMOJICHCTBHS HE YCTAHOBJICH.

DIMMUHALUA

DdaBupeH3 UMeeT OTHOCHTEIHHO OOJIBIIION ITIEPHO TIOTYBBIBEICHHSI, KOTOPBIA COCTABIISET HE MEHEee 52
Y [OCJIe MpUeMa OJTHOKpaTHOM 10361 ¥ 40 — 55 9 1ocie MHOTOKpaTHOTro puMeHeHus. [IpubnusurtensHo
14 — 34 % ot npuHATON 03Bl d(haBUpEH3a BBHIBOAUTCS Moukamu, MeHee 1 % 1o03bl 3¢daBupeH3a
BBIBOAMTCS TIOYKAMH B HEM3MEHEHHOM BUJIC.

IToyeyHas HETOCTATOYHOCTD

®dapMakoKHHETHKA d(haBUpeH3a y MAlMEHTOB C MOYEYHOM HEJOCTATOUHOCThIO HE HM3y4allach, OJTHAKO B
CBSI3H C T€M, YTO B HEM3MEHEHHOM BHU/I€ TIOYKaMU BBIBOJIUTCS MeHee 1 % MpuHATON 1036l 2paBUpPEH3a,
HapylieHne (yHKIMM TIOYeK HE JIOJDKHO OKa3blBaTh CYIIECTBEHHOTO BIIMSHUSA Ha BHIBEJCHHE
adaBupensa (cm. pasaen 4.3.).

[IeyeHOYHAs HEAOCTATOYHOCTh

[Ipu ogHOKpaTHOM TpuUeMe Tpernapara HaOMIOJANIOCh JABYKpaTHOE YBEIMYECHHE Iepuoja
MOJTYBBIBEIEHUS d(DaBUPEH3a y OJHOTO MAI[UEHTA C TSHKEJION CTENEHBIO MEUeHOYHOM HE0CTaTOYHOCTH
(xmacc C mo cucreme Yaitna-I1p10), 94To yka3piBaeT Ha MOBBIIICHHYIO CTEMEHb KYMYISLUU B TaKHX
cinydasix. [Ipy MHOrOKpaTHOM mpueme mpernapara He ObLIO BBISBICHO 3HAUMMOTO BIIHSIHHS TTOPasKEHUS
neyeHn Ha (apMaKOKMHETHKY dS(aBUpeH3a Yy TMalMeHTOB C JIETKOM CTENEeHbI0 TMEeUeHOYHOU
HepocTaToyHoCTH (kiacc A mo cucreme Yaitna- [1pr0) MO CpaBHEHHUIO C MAallMEHTAMU KOHTPOJIBHOU
rpynnsl. B HacTosiee Bpemsi HET AOCTAaTOYHBIX JAHHBIX, YTOOBI CAENAaTh BHIBOJ O TOM, BIHSIOT JIU
CpemHsIs ¥ TSDKeNasi CTeneHb edeHouHol HepoctatouHocT (kiace B u C mo cucreme Yaiina-I1st0) Ha
(bapmakokHETUKY d¢aBupensa (cm. pasznen 4.3.).

Ilon u pacoBas MPUHAIICKHOCTh

VY MyX4MH ¥ KEHIIMH, a TaKXKe y MalUeHTOB PAa3JIMYHOM PAacoBOM MPHHAIEKHOCTH HAOIIOJAINCh
CXO/IHbIE (hapMaKOKWHETUYECKHE MapaMeTphl H(paBUpeH3a.

JInIta moKMUJIoro Bo3pacra

Kakux-mn6o GpapMakOKHHETHYECKUX pa3IM4YMi y MalueHTOB OT 65 JIeT u crapiie U 0ojee MOJIOIBIX
NAIMEHTOB HE BBIBICHO, XOTS KJIMHUYECKHE HCCIeI0BaHUs d(haBUPEH3a HE BKIIOYAIN JIOCTATOYHOTO
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KOJIMYECTBA MALlMEHTOB OT 65 JIET U cTaplie.
eTu

DdaBupeH3 He H3ydalcs y JAeTedl B Bo3pacTe 10 3 MeEcsleB WM C BECOM MeHee 3,5 Kr.
dapMaKOKMHETHYECKUE TTOKa3aTenu d(paBUpEH3a y JIETeH M B3POCIBIX ObUIH CXOXUMHU. Y 49 neteid,
MPUHUMABIINX 3(PaBUPEH3 B J03€, 3kBUBajIeHTHON 600 Mr (103a paccUMTHIBANIACh MCXOMS U3 MAacChl
Tena), 3HaueHUE Cmax cocTaBuiio 14,1 MkMoib/, Cmin— 5,6 MkMonb/im 1 AUC - 216 MKMOJIB/JT X 4.

6. ®APMAINEBTUYECKHE CBOMCTBA
6.1. Ilepeyenb BcmomMoratebHbIX BelleCTB

['unposno3za HU3K03aMelIeHHast (THIPOKCUITPOITHIIIEILTION03)
Kpemuus 1MOKCH KOJITIOUAHBII

Kpockapmennosa narpus

JlakT03B1 MOHOTHIpPAT

Maruus creapat

Hatpus naypuicynbdar

[ToBumon K-30

[enmrono3a Mukpokpuctanueckas (tun 101)

[1nenouHas 000Ji0YKa TaOJIETKHU

Omnanpaii 11 xenteiit 85F32410, B TOM yncne:

Maxkporon (TOTHITUIICHTITHKOIIb)

I1on¥BUHUIOBBIN CIIUPT

Tanbk

Turana nMokcux

Kpacurens xeneza OKCu AKEATHIM.

6.2. HecoBmecTumMoOCTH

Henpumenumo.

6.3. Cpoxk rogHocTu (CpoK XpaHeHHs)

3 roga.

6.4. OcoOble MepbI IPEIOCTOPOKHOCTH NIPH XPAHEHUH
Xpanwure rnpu Temieparype He Boiie 25 °C.

6.5. Xapakrep u coaep;kaHHe NEPBUYHON YIIAKOBKH

Jlo3upoBka 200 mr:

[To 10 unu 15 TabneTok B KOHTYPHYIO SYEHKOBYIO YIMAKOBKY U3 IUICHKH MOJUBHHUIXJIOPUIHON WIIH
menku [IBX/TIBIX u ¢onbru anroMUHUEBOM MTEYaTHOM JIAKMPOBAHHOM.

[Io 30, 60 wmu 90 Tabmerok B OaHKy NOJUMEPHYIO [UId JICKApPCTBEHHBIX CPEICTB U3
NOJMATUIIEHTepeTaIaTa ¢ KPHIIKON U3 MONUIPOIHIICHA.

[To 3, 6, 9 KOHTYPHBIX SYEHKOBBIX YMakoBOK mo 10 TabneTok wim 1o 2, 4, 6 KOHTYPHBIX SYEHKOBBIX
yIakoBOK 1o 15 TabnmeTok wim mo | OaHKe MOMMMEpPHOW IS JICKAPCTBEHHBIX CPEACTB BMECTE C
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MHCTPYKLMEHN 110 IPUMEHEHHIO IIOMEIAIOT B Ia4YKy U3 KapTOHA.

JlosupoBka 600 mr:

[To 10 TabneTok B KOHTYPHYIO SYEHKOBYIO YINAKOBKY U3 IJICHKU MOJUBUHUIXJIOPHIHON WU MJIEHKU
I[MBX/TIBAX u (oasru aftoMUHUEBOM MTeYaTHOM JTAKMPOBAHHOM.

[To 30, 60 wmm 90 TabmeTtok B OaHKy TNOJIMMEPHYIO IS JIEKAPCTBEHHBIX CPEICTB W3
NOJMATUIICHTepeTaIaTa ¢ KPBIIIKON U3 MONUIIPOIHIICHA.

[To 3, 6, 9 KOHTYpPHBIX SYEHKOBBIX ymakoBOK 1o 10 TabmeTok wim mo | GaHKe MOTUMEpPHOUN aJist
JIEKAPCTBEHHBIX CPEJICTB BMECTE C MHCTPYKILIUEH 110 TPUMEHEHHUIO MMOMEIIAIOT B MMAYKy U3 KapTOHA.

6.6. Oco0Oble MepbI NPEIOCTOPOKHOCTH NMPH YHUYTOKEHUH MCII0JIb30BAHHOI0 JIEKAPCTBEHHOT0
npenapara ujiu 0TX0/10B, OJy4eHHBIX M0cJIe IPUMeHEeHH sl JIEKAPCTBEHHOT0 Npenapara, v ipyrue
MAHHUIYJISIMH € IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXATEJIb PETUCTPAIHIMOHHOI'O YAOCTOBEPEHUA
Poccniickas @enepanys

3A0 «KanoHdapma mpogaKIIH»

141100, MockoBckast 06011., r.0. l[&nxoBo, r. LI{énkoBo, yn. 3apeunas, a. 105
Ten.: +7 (495) 797-99-54

OnexTpoHHas noyra: safety@canonpharma.ru

7.1. IIpeacTaBUTE/Nb AEPKATES] PETHCTPALMOHHOI0 YA0CTOBEPEeHHUs

[Iperen3un norpedUTENEH HAIPABIATE 110 aIPECY:

Poccuiickas ®enepanus

3A0 «KaHoHpapma npoJaKIIH»

141100, MockoBckas 00u1., T.0. l1l&nkoBo, r. [llé€nkoBo, yiu. 3apeunas, a. 105
Ten.: +7 (495) 797-99-54

+7 (800) 700-59-99 (GecnimaTHas ropsiyast JUHUS 24 yaca)

DnekTpoHHas mouta: safety(@canonpharma.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JATA TIEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHUS PETMCTPAIIMMN,
HEPEPEINCTPALIMN)

JlaTa niepBoii perucTpanuu:

10. JTATA HEPECMOTPA TEKCTA
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OOmiass  xapakTepucTHKa JIeKapCTBEHHOro mpemapata OdaBupen3 KaHoH jgoctynmHa Ha
WH(OPMAIIMOHHOM — TopTalie  EBpa3swiickoro SKOHOMHYECKOTO COK3a B HH(POPMAIIMOHHO-
KOMMYHHKAITMOHHOM cetn «MHTepHeT» https://eec.eaecunion.org/.
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