COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.07.2025 N= 16254

OBIIASI XAPAKTEPUCTUKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOT O IIPEIIAPATA

O¢aBupens, 100 mr, Tab1eTKH, TOKPHITHIE TNIEHOYHOH 000I0UKOH.
Ddasupens, 400 Mr, TaOIETKH, MOKPHITHIC TIIICHOYHON 000T0UKOH.

Ddasupens, 600 Mr, TaOIETKH, MOKPHITHIC TIIICHOYHON 000T0UKOH.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTBytolIee BEMIECTBO: d(paBUPEH3.

Ddasupens, 100 mr, TabJIETKH, MOKPLITHIE INICHOYHON 000J10YKON

Kaxxnas TabneTka, mOKphITas INIEHOYHOU 000J109Koid, coaepkut 100 mr apaBupensa.
BcrnomorarenbHble BelecTBa, HaJM4YMe KOTOPBIX HA0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOIO
npernapara: JakTo3bl MOHOruApaT (cM. pazzaen 4.4).

Ddasupens, 400 mr, TabJIETKH, MOKPLITHIE INICHOYHON 000J10YKON

Kaxxnas TabneTka, HOKphITas INIEHOYHOU 000J109Koi, coaepkut 400 mr apaBupensa.
BcrnomorarenbHble BelecTBa, HaJM4YKUe KOTOPBIX HA0 YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOI'O
npernapara: JakTo3bl MOHOruApaT (cM. pazzaen 4.4).

Ddasupens, 600 mr, TabJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

Kaxxnas Tabnerka, mOKpeITas IUICHOYHON 000J104KOMH, conepkuT 600 Mr ahaBupeH3a.
BcnoMoraTenbHbie BEIECTBa, HATMYME KOTOPHIX HAJ0 YYHUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHIpAT (CM. pasnen 4.4).

[TonHbIii epedeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pasjene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000I0UKOH.

Ddasupens, 100 mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000I0YKON

Kpyrible NBOSKOBBINYKJbIE TaOJNETKH, MOKPHIThIE IUICHOYHOM OOOJOYKOM JKENITOro ¢
KOPUYHEBATHIM OTTEHKOM IIBETA, C PUCKOM.

Ddasupens, 400 mr, TabJIETKH, MOKPLITHIE INICHOYHON 000J10YKON

KarcynooGpa3Hbie ABOSKOBBINTYKIIbIE TaOIETKH, MOKPHIThIE TIEHOYHON 000JIO0YKOM KENTOoro ¢
KOPUYHEBAThIM OTTEHKOM I[BETA, C PUCKOIA.

Ddasupens, 600 mr, TabJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

OBaJIbHBIE JBOSKOBBINTYKIJIbIE TAOJETKH, MOKPBIThIE IUIGHOYHOW OO0OJOYKOW JKEITOro ¢

KOpPHUYHEBATHIM OTTCHKOM ILIBETA, C pHCKOﬁ.
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PO30BATBHIM HJIN KCJITOBATHIM OTTCHKOM IBCTA.

4. KIMHUYECKHUE JJTAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO
[Ipenapar D¢daBupeH3 Mmoka3aH K MPUMEHEHHIO B COCTaBe KOMOMHUPOBAHHOW MPOTHBOBUPYCHOM
Tepanmuu JJis JIeYeHHs] B3pPOCIbIX, IMOJPOCTKOB U JeTed B BO3pacTe cTapuie 3 JeT,

UH(HUIMPOBAHHBIX BUPYCOM UMMYHOeHIMTa YenoBeka 1-ro tuna (BUY-1).

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

Tepanuto 3¢aBUpeH30M NODKEH Ha3HayaTh Bpad, UMEIOIIMI ombIT jedeHuss BUY-undexmmm.
O¢daBupeH3 JOKeH Ha3Ha4aTbCcs B KOMOMHAUUMM C JPYTMMH  aHTHPETPOBHPYCHBIMU
JICKAPCTBCHHBIMU CPCACTBAMU.

PexxuM 103upoBaHus

Bspocnvie
O¢aBupeH3 HazHayaeTcsi B KOMOMHAIMM C HYKICO3MIHBIMH HHTHOUTOpaMH OOpaTHOM
tpanckpunrtaszsl (HUOT) ¢ uaruéuropom nporeasst BUY mium 6e3 vero mo 600 mr 1 pa3 B CyTKH.

Koppexuus 003

Ecnu npenapar DdaBupeH3 npuMeHseTcs: OTHOBPEMEHHO C BOPUKOHA30JI0M, 71032 BOPUKOHA30J1a
JoJDKHA OBITh yBenuueHa 10 400 Mr 2 pasa B CyTKH, a 1032 3(haBUpeH3a I0JDKHA OBITh YMEHbBIIICHA
10 300 mr 1 pa3 B cyrku. [locne npekpaliieHus Tepaluu BOPUKOHA30JI0M JOKHA IPUMEHSATHCS
nepBoHavanbHas 103a ddaBupensa (600 mr) (cm. pasaen 4.5).

Ecnu s¢aBupen3 npumeHsieTcss OTHOBPEMEHHO C pU(PAMIHUIIMHOM y MAllMEeHTOB C Maccoil Tena
50 xr u 6osee, MOXKET MOTPEOOBATHCS yBENMUCHHE 0361 ddaBupensa 10 800 mr 1 pa3 B cyTku
(cM. pazmen 4.5).

Oco0ble rpyInel NAKMEHTOB

Tayuenmvl ¢ napywenuem GyHKYUuU nouex

dapmakoKkrHETHKa d(paBUpeH3a y MAIMEHTOB C IMOYEYHOH HEIOCTaTOYHOCTHIO HE HM3Yy4Yasach,
OAHAaKO B CBA3U C TEM, YTO B HCU3MCHCHHOM BHJAC ITOYKAMH BBIBOAUTCA MCHECC 1 % HpHHHTOﬁ
10361 A(haBUpeH3a, HapyIIeHHe (PYHKIUU MTOYEK HE TOJKHO OKa3bIBATh CYIIECTBEHHOTO BIHUSHHUS
Ha BbIBeZIeHHE d(daBupeH3a (cM. pasnen 4.4).

Tayuenmsl ¢ HapyweHuem yHKyuu neyeHu

VY nmanueHToB ¢ 3a00JIeBaHUSMHU TIEUEHU JIETKON CTENEHU TSKECTH KOPPEKIUs 036l dPaBUpeH3a
HE Tpe6yeTc;1. HpI/I O9TOM NAIMUCHTHI AJOJIXKHBI THIATCIBHO Ha6JHOI[aTBC$I Ha OpcaAMCT pa3BUTHA

HEXENIaTeNbHBIX PEeaKIuii, 0COOEHHO CO CTOPOHBI HEPBHOW CUCTEMBI (CM. pasnensl 4.3 u 4.4).
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HEOOCTAaTOYHOCTBIO CpGI[Heﬁ CTCIICHU TAKCCTH, MMOCKOJIBKY Ha I[aHHBIfI MOMCHT H€AOCTATOYHO
JaHHBIX, YTOOBI YCTAHOBUTDH, HY)KHA JIX B TAKUX CIIydasAX KOPPCKIUA JO3bI.
CTH

Jlemu ¢ maccou mena 32,5 k2 u bonee

[Ipenapat DdaBupeHs Ha3HaYaeTCcs B KOMOUHAIMH ¢ UHTHOUTOpOoM mpoTeazbl BUY w/umu HUOT.
Jlis nereii m03bl MOAOUPAIOTCS B 3aBUCHMOCTH OT Macchl Tena (tadn. 1). [Ipenapar DdaBupens
MOYKET Ha3Ha4aThCsl TOJIBKO TEM JETSM, KOTOPhIE MOTYT MPOTJIaThIBaTh TalneTku. bezomacHocTh
1 3 PexTUBHOCTh TPUMEHEHUS TIpenapara DdaBupeH3 y AeTeit ¢ Maccor Tena Menee 32,5 KT He
YCTaHOBJICHBI.

Tabmuua 1. JIo3s! anst nerei npu Ha3HaueHUM npenapara DdasupeHs | pa3 B cyTku™

Macca Tesa, Kr Jo3a npenapara J¢paBupens, Mr
32,540 400
40 u 6onee 600

*J103bI I MAaIMEHTOB ¢ Maccou Tena MeHee 40 Kr MpUBEIEHBI TOJBKO sl MHGOpPMAIUU U
HEMPUMEHUMBI 1)1 Ta0JIeTOK 103upoBKoi 600 Mmr.

Cnooco0 rnpuMeHeHus

BnyTps.

[Ipenapar D¢daBupeH3 pekoMeHAyeTCs MPUHUMATh Tiepe]l CHOM HaTomak. [Ipuem spaBupeHsa Bo
BpeMs IIpHeMa MUILKM MOXXET YBEJIUYUTh 3KCHO3UIMIO 3(paBUPEH3a U MPHUBECTH K MOBBIIICHUIO
4acTOTHI HEXKENATeIbHBIX peakiuil. Tepanuto npemapaTom DdaBUpeH3 NOMKEH Ha3HAYATh Bpad,

UMEIONTNI onbIT JeueHuss BUY-unpexnmm.

4.3. [IpoTuBONOKA3aAHUS

® TUNEPYYBCTBUTEIHHOCTh K 3(aBUpPEH3y W/WIM K JHOOOMY M3 BCIIOMOTATENbHBIX BEIIECTB,
MEePEUYUCIICHHBIX B pazzaene 6.1;

® TICUYCHOYHAs HEJOCTAaTOYHOCTh Tspkenoi cremeHu (xkmacc C  mo  kimaccudukanuu
Yaiina-ITer0);

® OJIHOBPEMEHHOE MPUMEHEHHE ¢ Tep(PeHaTUHOM, ACTEMH30JIOM, MHU3AMPUIOM, MTUMO3HUIOM,
6erI/I,Z[I/I.HOM, MHAa30J1aMOM, TpUa3ojJaMOM W aJKaJlouJaMu CHOPbIHBA (HaHpI/IMep,
SproTaMMHOM, AUTUAPOIPTOTAMHUHOM, SPrOHOBHHOM HWJIA MGTI/I.HE)pFOHOBI/IHOM), IMMOCKOJIbKY
KOHKYpEHTHOE B3ammojeicTBue s¢abupensa ¢ uzopepmentom CYP3A4 moxeT nmpuBecTu K
MOJaBJICHUI0 MeTadoNM3Ma JaHHBIX [pEenapaToB M MOSBJICHHUIO MPEANOCHUIOK IS
BO3HUKHOBCHUA CCPBC3HBIX I/I/ HJIN YTPOXKAOMUX JKU3HU HCKCIIATCIIbHBIX SIBJICHUU (HaHpI/IMep,

ApPUTMUH, JJTUTEIBHOMY CE€IaTUBHOMY 3((EKTY UM YTHETCHUIO AbIXaHuUs);
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EibTord 1y

coJIepXKalIiuMu 3Bepo0oi MpoasIpsBIeHHBIN (Hypericum perforatum), TOCKOJBKY TIPH 3TOM

® OJHOBpPEMEHHOE NMPUMEHEHHE C Tpernapara

BO3MOXXHO CHWXCHHE KOHIICHTpamuu 3(]aBUpeH3a B IUIa3Me KPOBH M CHIDKEHHE €ro
KIMHUYecKoro 3¢ dexTa (cM. pazaen 4.5);

® OJIHOBPEMEHHBII IpHUEM C Tpa3onpeBUPOM/3JI0ACBUPOM H3-32 0XKHIAEMOT0 3HAYUTEILHOTO
CHI)KCHHSI KOHIICHTPAIIUHU B IIJIa3Me KPOBH Ipa3onpeBupa u 3ab6acBupa (cM. pazaen 4.5). O1oT
3¢ deKT BO3HUKAET BCICACTBUE TOTO, YTO d(haBupen3 unaymupyetr nzopepmedT CYP3A4 wim
rmkonporenH P (P-gp), 4to mpuBoAMT K TOTEpe BUpYyCOJOTHYECKOW 3(PeKTHBHOCTH
(TepaneBTHYECKOTO 3 deKTa) rpazonpeBupa/ndacBupa;

e Ha3HAYCHHE MpernapaTa MalueHTaM:

- IpY HAJIMYUU B CEMEWHOM aHaMHE3€ CITy4acB BHE3AITHOW CMEPTH HJIA BPOXKIACHHOTO YAJIUHEHUS
uatepBaia QTc Ha snekTpokapauorpaMMe WIH JPYTUX KIMHHYECKUX COCTOSIHHU,
CONPOBOXKAAIOIINUXCS YAJIMHEHEM nHTepBaia QTc;

- ¢ KIIMHUYECKUMH MPOSBICHUSMU apUTMUU CEpALIA WIH C KIMHUYECKU 3HAYMMON Opaukapanei
WA XPOHUYECKOW CepAeUHON HETOCTATOYHOCTRIO CO CHMKEHHOH (ppakiiueii BHIOpoca JIEeBOTO
KEIyI0YKa B aHAMHE3E;

- C TSOKENbIMM HapyIICHUSMU SJEKTPOJIUTHOrO OajlaHca, HampuMep, TUIMOKaIMeMHeW WIn
THITOMarHueMuei;

e OJHOBPEMEHHBI TpHEeM C TIperaparaMy, BBI3BIBAIONIUMHU yaIuHeHHe uHTepBana QTc
(mpemapatbl ¢ apuTMOT€HHBIM 3P heKkToM):

- aHTHapUTMHUECKUe npenaparsl kiaccoB [A u I1I;

- HEUPOJENTUKH, AaHTU IETTPECCAHTBL;

- HEKOTOpble AaHTUOMOTHKH, BKJIIOYAs IMperapaThl, OTHOCAILIUECS K CIEAYIOIUM KiaccaM:
MakpoJuAbl, (PTOPXHUHOJIOHBI, MPOTUBOIPUOKOBBIE Mperaparbl MPOU3BOAHBIE MUMHIA30/Ia U
TpHUa3oJa;

- HEKOTOpbIE HeCEaTHBHBIC aHTUTHCTAMUHHBIC TIpenaparsl (TepdeHa nH, aCTeMHU3011);

- IM3anpu/;

- ¢exanHu;

- HEKOTOPbIE MPOTUBOMAIISIPUMHBIC MTPETapaThI;

- MCTaa0H.

4.4. OcoOble ykazaHHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH
D¢aBupeH3 He TODKEH NPHUMEHSTHCS B KadeCTBE EAMHCTBEHHOTO Mpemapara sl JICYCHHS
BUY-nHdexknun, a Takke HEe MODKEH M00aBIATHCA B KAa4eCTBE €AMHCTBEHHOIO IIperapara K

HeapdexTuBHO cxeme Ttepanuu. Kak u B cimywae npyrux HHUOT (Henykieo3unaHble
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

OBICTPO Pa3BUTHCSA PE3UCTEHTHOCTh BHpyca. [Ipu BBIOOpE HOBBIX AHTUPETPOBUPYCHBIX
IpenapaToB JUIsl IPUMEHEHHUSI B KOMOMHAIUH C 3()aBUPEH30M CIIEAYyeT YYUTHIBATh BO3MOKHOCTD
Pa3BUTHS NTEPEKPECTHOM PE3UCTEHTHOCTH BUpYca (cM. pazzaen 5.1).

He pexkomennyercs mnpumeHeHue 5¢aBUpeH3a OAHOBPEMEHHO C  TaOJIETUPOBAaHHBIMU
JEKapCTBEHHBIMM  TIpenapataMM ¢  (UKCHPOBAaHHBIMH  KOMOMHAIMsIMH  3(aBHpEH3a,
IMTPHUIMTAOMHA U TEHO(POBUP IU3OMPOKCHI (pyMapara, €ciau TOJIBKO He TpeOyeTcss KOPPEeKIHs
JI03b1 (HarmpuMep, TP MPUMEHEHUH ¢ PUDAMITHIITHOM ).

OnHOBpeMeHHBII npueM 3(¢aBUpeH3a ¢ IVIEKalIPEBUPOM/ITUOPEHTACBUPOM MOXKET 3HAUUTEIILHO
YMEHBIINTh KOHLEHTPAIMM TJeKanpeBUpa M NHOpPEHTacBHpa B IUIa3ME KPOBH, YTO MOXKET
OpUBECTH K  morepe  TepameBTuueckoro  s¢p¢dexkra.  CoBMECTHOE  INpHMEHEHHE
TJIeKanpeBrupa/muopeHTacBupa u 3paBupeH3a He PEKOMEHTyeTCsl.

He pexomeHayercss OJHOBpEMEHHOE INpHMEHEHHE 3(aBHpeH3a C IpernaparaMd Ha OCHOBE
skcTpakTa ['makro aBynomactHoro (Ginkgo biloba) (cm. pazmen 4.5).

[Ipu Ha3HauUEHNM MpenapaToB JUIsl OJHOBPEMEHHOTO IPUMEHEHHUS C 3(aBUPEH30M Bpay JOJIKEH
o0paTuThCsl K MHCTPYKLUMAM IO MEIUIMHCKOMY NPUMEHEHHIO JIaHHBIX JICKApCTBEHHBIX
Ipenaparos.

Ha ¢one npoBenenus antuperpoBupycHoit Tepanuu (APBT) Henb3st HCKIIIOYUTH PUCK Tepeiadyn
BHY npyrum nunaM BO BpeMs CEKCYaIbHOIO KOHTaKTa WIK Yepe3 KPOBb. B CBA3U ¢ 3TUM ciieryeT
cOOJII0JIaTh COOTBETCTBYIOIINE MEPBI IPEAOCTOPOKHOCTH.

Conymcmeyrowas APBT

Ecnu npuem kakoro-nubo aHTUPETPOBUPYCHOTO Ipenapara B cocraBe komOnHupoBanHoiit APBT
OTMEHSIETCS B CBSI3U C IMIOJO3PEHHEM Ha HENEePeHOCHUMOCTb, HEOOXOIUMO pPAaCCMOTPETh
BO3MOXHOCTh OJIHOBPEMEHHOI OTMEHBI BCEX AaHTHPETPOBHPYCHBIX mpemnaparoB. IIpumem Bcex
OTMEHEHHBIX AHTHPETPOBUPYCHBIX IpENapaToB JOJKEH ObITh BO30OHOBIIEH Cpa3y Iocie
MCUYE3HOBEHUSI CUMIITOMOB HenlepeHocuMocTH. He pekoMeHyeTcst mpepbiBacéMasi MOHOTEpAIHUs U
IIOCJIE0BATENBHOE IOBTOPHOE HA3HAYEHUE AaHTUPETPOBUPYCHBIX IIPEMAPATOB M3-3a MOBBIILICHUS
BEPOSITHOCTH MOSIBIICHUS PE3UCTEHTHOCTH K TE€PAIlMU BUpYCa.

Kooicnas coine

B ximHMYeckux uccienoBaHusAX 3(aBUpeH3a HaOMIOJANUCh JIETKO U YMEPEHHO BBIPAKCHHBIC
BBICBHINTaHUs, KOTOPBIE OOBIYHO MCYE3aIH MIPH MPOA0IDKEHUH Tepanuu. [IpueM coOTBETCTBYIOIIUX
6s0kaTopoB HI-rucTaMMHOBBIX PELIENTOPOB M/MIIN INIFOKOKOPTUKOCTEPOUIOB MOKET YIyUIIUTh
MEePEHOCUMOCTh M CIIOCOOCTBOBATH CKOPEHIIIEMY MCUE3HOBEHUIO KOKHOM Chimu. Tsixkemast popma
KOXKHOM CBITH, COMPOBOXKIaeMast BOJABIPSAMHE, IeCKBaMaIMel SMUTENUs WK 00pa30BaHUEM 3B,

HaOmromanack MeHee 4eM y 1% manueHToB, MpUHUMABIIKMX 3¢paBupeHs. MHoropopmHas
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Ecnmu y manMeHTOB BO3HUKAeT Tshkenas (opma CHIMHM, CONMPOBOXKIaeMash BO3HUKHOBEHHEM
BOJIJIBIPEH, JIeCKBaMAIlMe JMUTENNS C BOBJICYECHHEM CIIM3UCTHIX O0OJOYEK WU JIMXOPAIKOM,
HEOOXOAMMO HEMEJICHHO MpEKpaTUTh mpueM 3daBupeH3a. DQaBUpPEH3 HE PEKOMEHJIOBaH
nanueHTaM, y KOTOpBIX Oblla Yrposkarolias >KM3HHM KOXKHAsi peakiusi (Hampumep, CHUHIPOM
CruBenca-JlxoHcona). B ciydae mpekpamieHuss Tepanuud 3(PaBUPEH30M HEOO0XOIUMO
pPaccMOTpeTh BOMPOC O MPEKPAIICHUH TpHUeMa JPYTUX aHTUPETPOBUPYCHBIX MPEMapaTOB, YTOOBI
n30eKaTh MOSBICHUS PE3UCTEHTHOTO K Tepanuu Bupyca (cM. pasaen 4.8). Cirydan KOXHOM ChIITA
3apeructpupoBanbl Y 59 % (32 %) uz 182 nereil, momy4yaBmMX JiedeHHe 3(aBUpPEH3OM B
3 KJIIMHUYECKUX MCCIEN0BAaHUSAX CPEIHEN MPOAOIKUTENBHOCTRIO 123 Hepenu. Y 6 nerell chllib
ObUTa TspKenol. MeawaHa BpeMEHM Hadalla TOSIBJICHHS CBIIA y JAeTed cocTaBwia 28 mHel
(3—1642 nua).

[lepen w©auanoM Tepanmuu d>(QaBUPEH3OM Yy JeTed MM MOXET ObITh pEeKOMEHJO0BaHa
COOTBETCTBYIOIIAs AaHTUTHCTAMUHHAS TEPAIvs B KAYECTBE MPOPUITAKTHKH.

OneiT TpuMeHeHHs »HdaBUpPEeH3a Yy MAIHUEHTOB, KOTOPHIM OBUIM OTMEHEHBI JpyTue
aHTUpeTpoBHpYCHBIC cpeacTBa U3 kimacca HHUOT, orpannden. DdaBupeH3 He peKOMEHI0BaH
NanyeHTaMm, y KOTopbix panee Ha ¢one npueMa apyrux HHUOT paszBunuck yrpoxaronye >Ku3Hua
KOXKHbIE peakuuu (Hanpumep, cuapom CtuseHca-/[)koHcoHa).

Yonunenue unmepeana QTc

Vamuaenne wnTepBana QTc Habmomanoch y TAlWMEHTOB, MPUHUMAIOMUX 3(haBUPEH3
(cm. paznensi 4.3, 4.5). Y manueHTOB ¢ puckoM yaymmHeHus naTepBaiia QTc cnegyer paccMoTpeTh
ATBTEPHATUBHYIO Tepanuio 06e3 mpuMeHeHus d(paBupeH3a.

Cumnmombvl co CMmopoHvl NCUXUKU

Hmerorcss AaHHbIE O BO3HUKHOBEHHWH HEXKEJIATENbHBIX SIBICHUM CO CTOPOHBI TCUXHKH Y
NAlMeHTOB, NpUHUMAaBIIMX d(daBupen3. [lanueHTsl, KWMelOIMEe B aHAMHE3€ ICUXHYECKHE
paccTpoiicTBa, HAaXOASATCS B TPYIIE TMOBBIIIEHHOTO pUCKAa IO Pa3BUTHIO CEPHE3HBIX
HEKENaTeNbHBIX SBICHUI CO CTOPOHBI MCHXWKH. B WacTHOCTH, Tspkemnas aenpeccus Hambolee
yacTo HaOmojajgach y TAlMEeHTOB C Jlelpeccueld B aHamHe3e. Takke UMeEIoTcs
MOCTPETUCTPALIMOHHBIE JAaHHBIE O Ciy4asX TSOKeNIol Jemnpeccuu, Opeaa IMCHX030M0A00HOrO
MOBEJICHUS U CMEPTHU B pe3yabTaTe cyuruaa. [larmeHToB He0OX0IMMO MPEAYIPEIUTh O TOM, YTO
NpU Pa3BUTUU TAaKUX CUMIITOMOB, KaK TsDKeJasi JACMPECCUs, ICUXO03bl WK CYULIHAANbHBIC UCH,
OHM JOJDKHBI HEMEJUIEHHO COOOLIUTh 00 3TOM CcBoeMy Bpauy. Bpau nomxeH ompenenuthb
BO3MOXKHYIO CBSI3b 3TUX CUMIITOMOB C ITpHEMOM 3(aBUpEH3a U, €CIIU 3Ta CBA3b MOATBEPKIACTCA,
OIICHUTh COOTHOILIEHHWE pUCKA JUJIS MAlMeHTa MPH MPOJOHKEHUHM TEpanvud U MOTCHIHAIbHOU

NOJIB3BI OT IIpUEMa Ipernapara (cM. paszen 4.8).
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Cumnmomsl co CMOPOHbL Hep@HOIZ cucmemaul

VY manueHToB, MpUHUMABIIKX 3(haBupen3 B go3e 600 mMr 1 pa3 B CyTKH B paMKax KIMHHYECKUX
UCCIICIOBaHM, 4acTO HaOMIONAINCh CIEIYIOIUEe CHUMIITOMBI: TOJOBOKpY)KEHHE, OECCOHHMIIA,
COHJIUBOCTb, CHI)KEHUE KOHIEHTPAIlMU U TMATOJIOTUSI CHOBUACHMI, TaK)K€ BCTpEUaIUCh ApPYyrue
HeXenatenbHble sBJIeHus (cM. paszaen 4.8). CUMITOMBI CO CTOPOHBI HEPBHOW CHCTEMBI OOBIYHO
HaOJII01aJHCh B TEUEHHUE MIEPBOTO WM BTOPOTO JTHS TEPANUU U B OOJIBIINHCTBE CIyYaeB UCUE3aIH
nocie nepBoiXx 2—4 Hepenb. [lanmeHTOB HE0OXOAMMO MPOUH(OPMUPOBATH O TOM, YTO TaKHe
CUMITOMBI, €CITU OHH MOSIBIIAIOTCSI, 0OBIYHO UCUYE3aI0T MPU MPOJOJIKEHUH TEPATU U HE SBIISIOTCS
IIPU3HAKOM BO3MOYKHBIX HAPYIIEHUIN CO CTOPOHBI IICUXUKU, KOTOPBIE BCTPEUYAIOTCS PEXKE.
HeiipoTokcHYHOCTD € MO3IHUM HayaJloM, BKJIIOYAs aTakCUIO W dHIedatonaTuio (HapylieHHe
CO3HAHUS, CIYTAaHHOCTh CO3HAHUS, NMCHUXOMOTOPHOE 3aMEIJICHHE, ICUXO03, NCIUPUN) MOXKET
BO3HUKATh Yepe3 HECKOJIbKO MECALIEB WJIH JIET TOCie Havyalla Tepanuu 3gasupen3oMm. Hekotopsie
Cllydal HEMpPOTOKCHUYHOCTH C MO3JHUM HAyaJlOM BO3HUKAIW y MAllMEeHTOB C T'€HETUYECKUM
nonmumopdusmom  m3odepmenta CYP2B6, uTo cBSi3aHO C TOBBIMICHUEM KOHIEHTPALUU
sdaBupeH3a B IJIa3Me KpPOBH, HECMOTps Ha CTaHIapTHBIE 03Bl 3¢aBupensa. IlamueHTtsr c
MPU3HAKaMU ¥ CHMIITOMAaMH CEPhE3HBIX HEBPOJOTHUYECKUX MOOOYHBIX A((HEKTOB TOIKHBI OBITH
He3aMeUIUTEIbHO 00CIIeIOBAHBI I TOTO, YTOOBI OLIEHUTh BOZMOKHOCTh CBSA3H JAHHBIX COOBITHI
¢ mprueMoM 3(haBUpeH3a U 000CHOBAHHOCTH MPEKPALICHUS TePATH 3(PaBUPEH3OM.

Cyoopooicrble npunaoku

Coo0manock 0 cymoporax y MarieHTOB, MPUHUMABIINX 3()aBUPEH3, OCOOEHHO y MAIMEHTOB C
cynmoporaMu B aHamHe3e. [Ipu OJHOBpEMEHHOM MPUMEHEHHHM MPOTUBOCYIOPOKHBIX
JIEKapCTBEHHBIX CPEJCTB, META0OIM3UPYIOIMXCSI B OCHOBHOM B IEUEHH, TaKUX KaK (pEeHUTOUH,
kapOamazenuH u  (QeHoOapOuTan, Ccleayer MEepUOAMYECKH MPOBOJUTH  OIpeIesieHHE
KOHIIEHTpallUid d3THX TMpenaparoB B Iula3Me KpoBu. McciemoBaHue B3aMMOACHCTBHIA
JIEKapCTBEHHBIX CPEJCTB IMOKA3ajo, YTO MPU OJHOBPEMEHHOM IMPUMEHEHHHM KapOamazenuHa U
s(aBupeH3a KOHIIEHTpAllMU KapOamasenuHa B IUIa3ME€ KPOBH CHIKATUCHh (cM. paszen 4.5).
[TaneHTHl ¢ CYIOpOKHBIMHM TpHUMAJKaMH B aHaMHE3€ JOJDKHBI HAaXOJUThCA MOJ OCOOBIM
HaOJIFOJEHUEM.

HeswcenamenvHule s61enuss co cmopomnsl neyeHu

B nocTperucrpannoHHblii mepruo/] HabIoACHUs ObLIO MOIY4eHO HEOOBIIOE YHCIIO COOOIIEHUH 0
Pa3BUTHH MIEYCHOYHON HETOCTaTOYHOCTH y MAalMEHTOB 0e3 yKazaHuil Ha 3a00JeBaHUs MIEYCHHU B
aHamHe3e, a Takke 0e3 JPYTUX BBIABIECHHBIX (AKTOPOB pUCKa. B CBSA3M ¢ 3TUM peKOMEHIyeTcs
OCYIIECTBIISAITh MOHUTOPHHI AKTUBHOCTH TI€UYEHOUYHBIX (DEPMEHTOB Ja)xe y NalleHTOB 0e3

MEYCHOYHON AUC)YHKIINY B aHAMHE3€e WIH JPYTUX (GaKTOPOB PHUCKA.
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Brusnue nuwu

COOTBETCTBYET 2KCNEPTHOMY OTYETY

[Ipu npumeHeHuu »s¢aBUpeH3a BO BpeMs IpHEMa IHUIIM MOXET BO3PACTaTh SKCIIO3UIHA
3(aBUpeH3a, YTO MOXKET MPUBOAUTH K YBEIMUYCHUIO YAaCTOTHI HEXKENATENbHBIX peakiuid. B cBs3u
C 9TUM PEKOMEHyeTCsl IPUHUMATh 3(haBUPEH3 HATOLIAK, KeJaTeIbHO Ha HOUb.

Cunopom eoccmaHno8ieHUs UMMYHUmMema

JlaHHBI cUHIPOM HaOJIoAaICs Y MAMEHTOB € TSHKEIbIM UMMYHOAS()UIIUTOM B JII000H MOMEHT
nocje Havaia mpoBeieHuss komOuHupoBaHHOM APBT. B pesynbrare ycusiaeHHs UMMYHHOTO
OTBETA BCJICACTBUE TEPANMM B TEUCHHE HECKOJIBKMX HENENb WIM MECSLECB OT Hadaja JICUYCHUs
MOJKET  Pa3sBUTbCA  BOCHAJIMTEIbHAs  PEAKUUs HAa  HEAaKTUBHBIC WJIH  OCTaTOYHbBIE
OTIIOPTYHUCTHYECKHE MH(EKIINU, TAKUE KaK IATOMETAIOBUPYCHBIM PETHHUT, TeHEPATM30BAHHBIC
U/WIIN O4aroBble MUKOOAKTEepHalbHbIe MH(EKIIUH, THEBMOHUS, BbI3BaHHASI Pneumocystis jirovecii
(mpexxnee HazBaHue — Pneumocystis carinii). Takue BoCHaTUTEIbHBIC CUMIITOMBI HY)KTIAIOTCS B
JAJIBHEHINEH OLEHKE U HA3HAYEHUH COOTBETCTBYIOIIETO JICUCHUS.

AyTOMMMYHHBIE HapymeHHs (Takue Kak U Qy3HbI THPEOTOKCHUYECKUH 300) HabII0AaINCh HA
(oHE BOCCTAHOBJICHHS HMMYHHUTETa, OJHAKO BpeMs HAUYaIbHBIX TMPOSBICHUNA CHIBHO
BapbUpPOBAJO, U 3a00JI€BAHNE MOIJIO BO3HUKATh YEPe3 MHOI'O MECALIEB I0CJIE Hayana TepanuH.
Jlunooucmpodghus u memabonruueckue HapyuieHus

KombunupoBannas APBT accouumupoBana ¢ mnepepacrnpeieseHUueM IMOJKOXXHOM >KUPOBOM
KjaeTyatku Tena (mumoauctpodus) y BUY-unpuumpoBaHHBIX manueHToB. OTHaneHHBIE
IIOCIIEACTBHSI HTOTO SIBJICHHSI IOKA HEU3BECTHBI, U MEXaHU3M €TI0 Pa3BUTHUS N3Y4YCH HEAOCTATOYHO.
[Ipeanonaraercss CBA3b MEXAY BHUCLEPAIBHBIM JIMIIOMATO30M, NPUMEHEHHEM HHIHOUTOPOB
nportea3sl u Jmnoarpopuu, u npumeHenneM HUWOT. TloBblmeHHBIH pPHCK pa3BUTHA
JUMOAUCTPOPUH MOXKET ObITh OOYCIIOBJIIEH KaK WHAMBHUIYaIbHBIMH (haKTOpaMH, TAaKUMH KaK
HOXKWJION BO3pacT, Tak M (pakropamu, CBA3aHHBIMH C IPUEMOM IIPENapaToB, TAKHMMH Kak
nponospkutenbHas APBT u cBsizanHbIe ¢ Hell MeTa0oMuecKre HapyleHus. B cBsi3u ¢ aTum npu
KJIMHUYECKOM OOCIIeIOBaHUM TMAIlMeHTa CIEAyeT MPOBOIUTH (PU3MKaTbHOE OOCIe0BaHHE,
oOpamiass BHMUMaHHE Ha IepepachpenesieHue MOJKOKHOW JKUPOBOW KIJIETYATKH, a TaKxkKe
ONPEACIIATh KOHIICHTPALUIO JIMIIAJO0B B CBIBOPOTKE KPOBU HATOLIAK M KOHLEHTPALUIO IIFOKO3BI B
kpoBu. Hapymenuss nunuaHoro oOMeHa JOJKHBI KOPPEKTUPOBAaTbCS B COOTBETCTBUU C
KJIMHUYECKUMU TPOSBICHUSIMU (CM. paznen 4.8).

Ocmeonexpos

XO0Ta 3THONOTUSA AAHHOrO 3a00J€BaHMs NpPU3HAHA MHOTO(QAKTOPHOH (BKIIIOYas NMPUMEHEHHE
KOPTUKOCTEPOUIOB, 310yNOTPEOIEHNUE ANKOT0JIEM, TSHKEITYE0 HMMYHOCYIIPECCHIO, TOBBIIIEHHBIN
MHJIEKC MAacChl Teja), cilydau OCTEOHEKpO3a HaOIIoJaIuCh MPEUMYIIECTBEHHO Y TMAIMEHTOB C

matensHoi BUY-uH(pexnuen u/umm y mauueHToB, JUIMTEIbHO MOIyYaBIINX KOMOMHUPOBAHHYIO
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

MOSIBJIEHUU 00J€el B CyCTaBax, CHUKCHHUHU MMOABUXKHOCTU CYCTABOB WUJIM TPYAHOCTAX IMPU XOI[BGG.

Oco0ble rpyInel NAKUEHTOB

Ilayuenmul ¢ napywenuem ynKyuu neveHu

DdaBrpeH3 TPOTUBOIIOKA3aH MAIMEHTaM C TSHKEIION CTETEeHBIO MEUYCHOYHOM HEA0CTaTOYHOCTH
(xmacc C mo knaccudukanuu Yaitna-I1pr0) u HE PEeKOMEHIyeTCs MAMeHTaM C MOpPaKEeHUEM
NIEYEHU CPEIHEH CTEeNeHW TSAXKECTH, IOCKOJIbKY Ha JAaHHBII MOMEHT HEJIOCTaTOYHO JAHHBIX,
YTOOBl YCTAHOBHUTbH, HYKHA JIM B TaKUX CIydasX KOppeKIus N03bl. BcieacTBue MHTEHCHUBHOTO
MeTabonr3ma 3¢aBupeH3a cucteMor nuroxpoma P450 u orpaHUYEHHOTO OMBITA KIMHUYECKOTO
NpUMEHEHHs TMpernapara y MAIHMeHTOB C XPOHWYECKHMMH 3a00JIEBaHUSMM TICUCHH CIIEAyeT
coOJII0/IaTh OCTOPO’KHOCTh MPU Ha3zHaueHUH 3(aBUpEH3a MalMeHTaM ¢ 3a00JIeBaHUSIMH T€YCHU
JIeTKOW cTeneHu TspkecTu. [Ipu 3TOM manueHThl TOJKHBI HAXOAUTHCS MOJ HaOII0JeHUEM IS
CBOEBPEMEHHOTO BBISBIICHUS 10303aBUCHMBIX HEKEIATeIbHBIX peaklnii, 0COOEHHO CO CTOPOHBI
HEpPBHOW cHCTEMbI. Takke uepe3 OIpelelCHHbIE HMHTEPBAIbl BPEMEHHU CIEAYET IPOBOJIUTH
n1abopaTOpHbIe aHAIM3BI TSI OLICHKHU COCTOSIHUSA TIeueHH (CM. pasnen 4.2).

bezonacHocTh 1 3¢ deKTHBHOCTH AhaBUpeH3a HE MOATBEPHKIEHbI y MAIUEHTOB CO 3HAYMMBIMU
HapylIeHUIMHU (PYHKIUU NedeHu B aHaMmHese. [larueHTsl ¢ XxpoHnyeckuM remnatutom B wmm C,
npuHuMaromue kKomOuHMpoBaHHyI0 APBT, BXomst B rpymnmy pHCKa pa3BUTUS TSDKENBIX
HE)KEJIaTEJIbHBIX PEAKIUI CO CTOPOHBI IEYEHHU, KOTOPHIE MOT'YT IIPUBECTHU K JIETAIBHOMY UCXOJY.
VY nanueHToB ¢ HapylieHneM (YHKIUU TEUYEeHU B aHAMHE3€, BKIIOYasi XPOHUYECKUN aKTHUBHBIM
rernaTuT, MOBBIIIAETCS YacTOTa Pa3BUTUS HApYyIIEHUN (PYHKIHUU MEYeHU NP KOMOMHUPOBAHHON
APBT, nostomy Takue ManueHTbl JOJDKHBI HAXOAUTHCS MO HAOJIOJJCHUEM B COOTBETCTBHH CO
CTaHJApTHOW cXeMoil. Y MalMeHTOB C YXYALICHHEM Te4YeHHs 3a00JieBaHUS TMEUYEHU WIH C
YCTOMYMBBIM yBEITMYEHHEM AaKTUBHOCTH CBIBOPOTOYHBIX TpaHCaMuHa3, Oojiee yeM B 5 pa3
MPEBBIMIAIOIINX BepXHIOI0 Tpanuily HopMmbl (BI'H), momp3za orT mnpomomxkeHus Ttepanuu
3(aBUPEH30M JOJDKHA COMOCTABIATHCS C BO3MOXKHBIM PUCKOM B OTHOIIEHHWH BO3HHKHOBEHHS
renaToTOKCMYHOCTH. B OTHOLIEHMM TakuX NAalMEHTOB CIEAYyEeT pPacCMOTPETh BOIPOC O
1esaecoo0opa3HocT npepriBanus uiau otMeHsl APBT (cm. pasznen 4.8).

[Ipy OIHOBpEMEHHOM NPUMEHEHUM JAPYTMX JIEKAPCTBEHHBIX CPEACTB C  HM3BECTHOU
reNaTOTOKCUYHOCTBI0 PEKOMEHJYeTCS IMPOBOJAUTH KOHTPOJb AKTUBHOCTH  II€YEHOYHBIX
¢epmentoB. Ilanmentam c¢ rematutoM B wmmm C npu HazHaueHUM KOMOMHHMPOBAHHOU
IIPOTUBOBUPYCHOM TEPAITUHU CIEAYET TAKKE PYKOBOJACTBOBATHCA MHCTPYKUUSAMH 10 IPUMEHEHUIO
Ha3Ha4YaeMbIX IpenaparoB s JjeueHus renatuta B wm C.

Tayuenmoi ¢ HapyweHnuem hyHKyuu novex

dapmakoKMHETHKA 3(aBUpeH3a y MAIMEHTOB C IMOYEYHOH HEIOCTaTOYHOCTHIO HE M3Yydasach,
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OJHAKO B CBSI3U C TE€M, YTO B HEH3MEHECHHOM BHUJE no&ﬁéﬂﬁ%}%&%{éﬁ%%ﬁﬂﬁmﬁ

710361 3(paBUpEH3a, HApyIIeHUE QYHKIIUHU MTOYEK HE JODKHO OKA3bIBATh CYIIECTBEHHOTO BIUSHUS
Ha BbIBeJIeHHE 3(aBupen3a. OnbIT NpuMeHEeHus 3(aBUpeH3a y NAIMEHTOB C TSDKEIOH MOYeUHOM
HEJOCTaTOYHOCTBIO OTCYTCTBYET, B CBSI3M C 4Y€M Yy TAaKMX HNALUCHTOB CIEAYeT IPOBOIUTH
TIIATEJIbHBI MOHUTOPHHT 0€30MaCHOCTU MPUMEHEHUS Npenapara.

Tayuenmor noxcunozo 6ospacma

[TockonbKy B KIMHHYECKUE MCCIEIOBAHUS OBUIO BKJIIOUYEHO HEOOJIBIIOE KOJIUYECTBO MOKUIIBIX
MAIMEHTOB, HET OCHOBAaHUU IIPEAIoIararb, 4TO JEHCTBUE IPeNapaTra Ha MAlMEHTOB MOKUIOrO
BO3pacTa OTJIMYAETCs OT TAKOBOI'O Ha 00JIee MOJIOJIBIX MTALIUEHTOB.

Jlemu

[Ipumenenne s¢paBupensa y nerel muaamie 3 MeCsIEB MIM C MAacCcoi Tena MeHee 3,5 KI' He
HCCIIEI0BAIOCH.

BcnoMorarenbHEIC BEIECTBA

Jlakmosa
[TariuenTaM ¢ peako BCTpEUAIOMICHCS HACIEACTBEHHOW HENMEPEHOCHMOCTBIO TallaKTO3HhI,
neUIMTOM JIaKTa3bl JIOMApEed WM TUIFOKO30-TaJlaKTO3HOW MalibabcopOnmet He cleayer

NPUHUMATD ITOT Ipemnapar.

4.5. BzaumogeiicTBie ¢ JPYTHMH JICKAPCTBEHHBIMHM MpenapaTaMM H Jpyrue BHABI
B3aNMOJAEHCTBUSA

Ddasupens in  vivo saBisgercs uHAykTopoMm u3odpepmentoB CYP3A4, CYP2B6 wu
ypuauaaudocat-rimokyponuntpancdepssl (YAD-I'T1AD). KonueHnTpamus B 1uia3Me KpOBH
COCIMHEHUH, KOTOPBIE ABISIOTCS CyOCTpaTaMM JaHHBIX M30()epMEHTOB, MOXKET CHHXKAThCA MPU
OJITHOBPEMEHHOM NPUMEHEHHH C d¢aBUpeH3oM. B To ke Bpemst in vitro 3(paBupeH3 HHTHOUPOBAI
nzopepmenr CYP3A4. Teoperndecku 3TO MOXKET MPUBECTH K YBEIMUYCHUIO JKCIO3UIIUU
cyocrparoB CYP3A4, mostoMy crieayet cobo1aTh OCTOPOKHOCTD PH IPUMEHEHUH CyOCTpaToB
CYP3A4 c¢ y3kuM TepameBTUYECKUM OKHOM. O¢aBUpEeH3 MOXET OBITh HHIYKTOPOM
nzoepmentoB CYP2C19 u CYP2C9, omnako in vitro Takxe HaOII0IAT0Ch MWHTHOMpPOBaHWE
naHHbIX m3odepmeHToB. Jlo koH1a 3 dexT, HadI0 aeMbIii TP OJTHOBPEMEHHOM NMPUMEHEHUH
adaBuUpeH3a ¢ COCTUHEHUSIMU-CYOCTpaTaMy JTaHHBIX W30(hepMEHTOB, HE siceH (cM. pasmen 5.2).
Okcno3unyst dpaBUpeH3a MOXKET YBEIHUUTHCS MPH MPUMEHEHWH MpenapaTa OJHOBPEMEHHO C
HEKOTOPBIMU JIEKapCTBEHHBIMU TpenapaTtaMu (HampuMep, PUTOHABHPOM) WU MUIIEBBIMU
MPONYKTaMu (HarpuMep, ¢ Tpern@pyToBBIM COKOM), KOTOpPbIE WHTHOMPYIOT H30(epMEHTHI
CYP3A4 wm CYP2B6. Ilpenapatsl Ha OCHOBE OJKCTpakTa I[MHKro JBYJIONAcTHOIO

(Ginkgo biloba), koTOpbIe HHAYLHUPYIOT JaHHbIE N30()EPMEHTBI, MOTYT NPUBOIUTH K CHUXKEHUIO
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KOHIEHTpaluu 3(QaBUpeH3a B MIa3Me KPOBH.

IIpoTuBONIOKA3aHHAS KOMGI/IHI/IDOBaHHa}I TCpaliui

3sepoboii npoovipsenennviii (Hypericum perforatum)

[TaruenTsl, npuHuMarone 3(aBUpPeH3, HE JOHKHBI IPUHHUMATh MPErnapaThl/IPOTyKTHI,
cojepxarire 3Bepo0oii mpoabIpsBieHHbINA. KoHlleHTpaius 3(aBupenH3a B 1ia3Me KPOBH MOXKET
CHIDKATBCS IPY OAHOBPEMEHHOM MPHUMEHEHHH CO 3B€p000EeM MPOJIBIPSBICHHBIM, IIOCKOJIBKY OH
BBI3BIBACT MHIYKIIMIO ()EPMEHTOB M/HJIN TPAHCIIOPTHBIX OEIKOB, OTBETCTBEHHBIX 32 META00IN3M
JIEKapCTBEHHBIX cpeAcTB. Eciy mamueHT yke MpUHUMAaeT MpenapaThl/IPOIyKThl, COAepKalline
3Bepo00il TMPOJBIPSBICHHBIA, TO NPUMEHEHHE IMOCIEIHEr0 CJielayeT OTMEHHTb, IPOBEPUTH
KOHIICHTPALMIO BUpYCa B KPOBU U, €CIH 3TO BO3MOXKHO, KOHIIEHTpALHIO 3()aBUPEH3a B KPOBH.
Ilocne oTMeHBI MpenapaToB/IPOAYKTOB, COJAEPXKAIIMX  3BEpOOOW  MPOIBIPSIBICHHBIH,
KOHIIEHTpaluss 3(}aBupeH3a MOXKET TMOBBICUTHCS W TOTJa MOTpedyeTcs KOPPEeKIUs 03bl
a(aBupen3a. Binusaue 38epo00st IPOIBIPSIBICHHOTO, CBA3aHHOE ¢ MHAYKITUEH (EPMEHTOB, MOXKET
COXpaHATHCS B TEUEHUE HE MEHEe 2 HEJeJb II0CIIE €r0 OTMEHBI.

Jlpyrue B3auMoOaeCTBUSA

B3aumopeiictBus Mexnay dd¢aBupeH30oM U uHTHOWTOpamMu mnporeassl BUY, apyrumu
AHTUPETPOBUPYCHBIMH IpenapaTtaMu, MOMUMO WHTHOUTOPOB mpoTeassl BUY, a Taxxke Mexay
3paBUpEeH30M W  JIGKAPCTBEHHBIMU  TpenapaTamMy, HE  OTHOCSIIUMHCS K  TpyIIe
AHTUPETPOBUPYCHBIX TpEMapaToB, yKa3aHbl B MPUBEICHHON HIke Tabnuue 2. YBelanueHHe
3HAaYEHUS MMOKazaTessi 0003HaYaeTcs CTPEIKO «1», yMEHbILICHHE 3HAYEHUS — CTPEJIKOM « | », eclu
MOKa3aTeNIb OCTAaeTCs 0€3 M3MEHEHUM — CTPEIIKOU «<—>». Eciu npenapat BBOAWICS Kaxable 8 WIn
12 yacoB, T0 3TO 0603Ha4YaeTcs Kak «kK8u» mwin «k12u». 90 % u 95 % noBepuTebHBIE HHTEPBAJIBI
IpeCTaBICHbl B CKOOKax, eciu nmpuMeHuMo. A6OpeBuarypoir AUC o6o3HaYeHa IUIOMAIb 10
(dapMaKOKMHETHYECKOI KpUBOI «@UTa3MeHHas KOHIEHTPALUs-BPEMSI»,
Cinax — MaKcUMasbHasi KOHIIEHTpalus BeuiecTBa, Cmin — MUHUMAaJIbHAsI KOHIIEHTPAIHs BEIIECTBA.
OObIYHO HCCIIe0BaHUS MPOBOAMIUCH Ha 3J0OPOBBIX JOOPOBOJIBLIAX, €CIIU TOJIBKO CHEIHAIBHO HE
OroBapHBaeTCs Apyrasi UHGOpMaIusl.

Tabmuma 2. BzaumoneictBust Mexay 3(aBUPEH30M H IPYTUMHU JIEKAPCTBEHHBIMU CPEACTBAMU

JlekapcTBeHHbIE penaparsl, Binsinne Ha KOHLEHTPALUIO NIpenapara B
pa3aeIeHHbIE 110 CBIBOPOTKe.
(hapmakoTepaneBTHYECKUM IPyNIam Cpennee n3menenne 3navyennit AUC,
(1032) Cmax, Cmin (%) ¥ 10BepUTEIbHbBIE
HHTEPBAJIbI, €CJIM MPUMEHUMO? (MEeXaHN3M)

IIporuBOMHKPOOHBIE TpEeNapaThl

AnmupempogupycHule 1eKapcmeeHHble cpeocmea
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ATazaHaBup/pUTOHAaBUP/>(PaBUPEH3
(400 mr 1 pa3 B cytku/100 mr 1 pa3 B
cytku/600 mr 1 pa3 B cyTKH, BCe IpemnapaThbl

IIPUHUMAJIUCH BO BpeMs IIpUEMa IUIIH).

ATazaHaBup (1OCIIE MOTYIHS):
AUC: «* (ot |9 mo 110)
Cmax: 117 %* (ot 18 1m0 127)
Chin: 142 %* (ot |31 no |[51)

ATazaHaBup/puUTOHAaBUP/>(PaBUPEH3
(400 mr 1 pa3 B cytkn/200 mr 1 pa3 B
cytku/600 mr 1 pa3 B cyTKH, BCe IpenapaThbl

IIPUHUMAJIIUCH BO BpeMs IIpUEMa IUIIH).

ATtazaHaBup (1OCIE MOTYIHS):
AUC: «*/** (ot |10 mo 126)
Cax: <>*/** (o1 |5 10 126)
Cuin: 112 %*/** (o1 |16 mo 149)
(manykuus CYP3A4)

*  mpMm  CpaBHGHMM  C  aTa3aHaBUPOM
300 mr/putonaBupom 100 mr 1 pa3 B cyTkm
BedepoM 0e3 aaBupensa. Takoe cHIkeHUE Cmin
aTa3aHaBHpa MOXET OTPHUIATEIBLHO BIHUATH Ha
3¢ PeKTUBHOCTH aTa3aHaBUpA.

**ocHOBaHO  Ha

CpaBHCHHNU C JaHHbIMH

HCTOPUYCCKOTI'O KOHTPOJIA

OpHOBpeMEHHOE MTPUMEHEHHE d(haBUpPEH3a C aTa3aHABUPOM/PUTOHABUPOM HE PEKOMEHIYETCS.
Ecmun Tpebyercss omHOBpemeHHOe mnpuMmeHeHue atazaHasupa ¢ HHUOT, HeoOxomumo
PaccMOTPETh 11eJIeCO00Pa3HOCTh YBEIMUEHHUS 036l atazaHaBupa 10 400 Mr u puToHaBUpaA J10

200 Mr, B komMOuHammu c 3(}aBUpPeH30M, C OOECIEeYeHHEM TIIATEIbHOTO KIMHHYECKOTO

MOHHUTOPHHTA.
HapynaBup/putonaBup/shasupen3 (300 mr | lapyHaBup:
2 paza B cytkn*/100 mr 2 paza B cytkn/600 | AUC: |13 %
Mr 1 pa3 B CyTKH) Cuin: {31 %
*HIDKE PEKOMEHI0BaHHOM 1036l | Cmax: |15 %
[TogoOHubIe pe3ynbTaThl oxkunatorcs u npu | (naaykius CYP3A4)
MPUMEHEHUH B PEKOMEHIOBAHHBIX J103aX. | DdaBUpeH3:
AUC: 121 %
Ciin: 117 %
Crmax: T15 %
(marudupoBanue CYP3A4)

OnHoBpeMeHHBIH pueM 3¢aBupen3a u gapyHasupa/puronasupa (800 mr/100 mr 1 pa3 B cyTkn)
MOJKET MPUBECTH K CHIKEHHIO Cmin AapyHaBupa. Eciau 3¢aBupeH3 HE0OX0AUMO MPUMEHSThH

OJTHOBPEMEHHO C  JIapyHaBUPOM/PUTOHABHPOM, CJIEAyeT NPUMEHATh KOMOMHALHIO
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ot 01.07.2025 N= 16254

napyHaBup/putonaBup B pexkume 600 mr/100 yr 2 Da32'tg'8vﬁ’1‘;ig:6i@ﬁ;g@i%§ '1(3-1\5’6“111%';'1;5{4}0

CJICAYCT Ha3HAYaTh C OCTOPOKHOCTBIO.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

docamnpeHaBup/pUTOHABUP/IPaBUPEH3
(700 mr 2 pasa B cytkn/100 mr 2 paza B
cytkn/600 Mr 1 pa3 B CyTKn).

Knuanueckn 3HAYUMOTI'O
(bapMaKOKMHETHYECKOTO B3aWMOJICHCTBHS  HE

BBISABJICHO.

Koppekiust 10361 HU OTHOTO U3 3THUX JIEKAPCTBEHHBIX CPEJCTB HE TpeOyeTcs.

docamnpenaBup/HenpuHaBup/spaBupeHs

B3anmoneiicTBre HE N3y4aaoCh.

Koppekiust 10361 HM OTHOTO U3 3THUX JIEKAPCTBEHHBIX CPEJCTB HE TpeOyeTcs.

docamnpeHnaBup/cakBUHaBUP/3(paBUpeH3

BzaumopeicTBue He U3y4danocs.

Hcnons3oBanne Takou KOM6I/IHaHI/II/I HE PCKOMCHAYCTCs, IMOCKOJBbKY OXHUAACTCA 3HAYMMOC

CHIDKEHHE SKCIIO3ULIUU 000MX HHTHOUTOPOB npoTeassl BUY.

WNunnnaBup/3dhaBupeHs

(800 mr x84/ 200 mr 1 pa3 B cyTKH).

Nununasup:

AUC: |31 % (ot |8 nmo [47)

Chin: 140 %

CxoHOE CHI)KEHHE SKCIIO3WMIIUKM WHIUHABUPA
HAOMIOIAIOCh B CIydasx, KOTJa WHIUHABUP
(1000 mr k84) BBOAWJICA B KOMOWHAIIMU C

aaBupenzom (600 mr 1 pa3 B CyTKH).

(manykuus CYP3A4).

DaBupens: KJIMHUYECKH 3HaYMMOTO

(apMaKOKMHETHYECKOTO B3aUMOJCHCTBUS HE

HaOJIFOJAJIOCh.
WupunaBup/puToHaBup/3haBupeH3 WNuunaBup:

(800 mr 2 pasza B cyrkn/100 mr 2 pasza B
cytku/600 Mr 1 pa3 B CyTKH).

AUC: |25 % (ot |16 mo |32)°
Crax: 117 % (0T |6 10 |26)°
Crin: 150 % (o1 |40 10 |59)°

Ddasupens: KIMHUYECKHU 3HAYHUMOTO
B3aMMOJICHCTBHS HE HA0II01aI0Ch.
Cpennee reomerpuyeckoe 3HaueHUE  Cmin

nHauHaBupa (0,33 Mr/i1) mpu ero NpuMeHEHUH B
KOMOMHAIIMM C PHUTOHABUPOM M 3(aBUPEH30M
Obulo Ooubllle, YeM INpU €ro NPUMEHEHHWU B
kauectBe MoHoTepanuu mo 800 mMr k84 (Cpin

0,15 mr/m). Y manuweHToB, WHOUIMPOBAHHBIX
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.07.2025 N= 16254

BIY-1 (4 26). okasiici (papmaokiierdin

UHAWHABUpa © d¢aBUpeH3a OObBIYHO ObUIH
COMOCTABUMBI C TaKOBBIMHU y

HEMH(HUITMPOBAHHBIX JOOPOBOJIBIIEB.

XOTs KIMHUYECKas 3HAYMMOCTh CHIDKCHHSI KOHIIGHTPAllMM MHAWMHABUpa HE YCTAaHOBJICHA,
HaOmonaBieecs (hapMaKOKHHETHIECKOE B3aUMOJICHCTBUE JOHKHO IPUHIUMATHCS BO BHUMAHUE
pu BbIOOpE pexuMa Tepanuu, BKIIOYAIOLIEr0 OAHOBPEMEHHO 3(aBUpEH3 U WHAMHABHP.
Koppekuust o3l 3¢aBupensa He TpeOyercs, €clii OH Ha3HA4aeTcsl C MHAWHABUPOM HWIIH C

MH/IMHABUPOM/PUTOHABUPOM.

JlonuuaBup/putronaBup B (opme Mmsarkux | CymecTBeHHOe CHUKEHUE DKCIIO3ULIUU
KaricyJs uiau B opMe pacTBopa JUlsl IpyeMa | JIONMUHABUPA.

BHYTPB/2(aBUPEH3.

[Tpu ogHOBpEeMEHHOM Ha3HAYCHUU C F(HABUPEH30OM CIIEYeT PAaCCMOTPETh IEeNeCO00pa3HOCTh
YBEJIMYEHUS 103 JIONMHABUPA U PUTOHABUpPA B (hopMe MATKHUX Karcyll Uik B opMe pacTBopa
11 ipreMa BHYTpb Ha 33 % (1o 4 xancyisl/okoo 6,5 Mit 2 pa3a B CyTKH BMECTO 3 Karcyi/5 M
2 pa3za B cytkn). OfHAKO CleayeT cOONI0IaTh OCTOPOKHOCTh, MOCKOIBKY TaKas KOPPEKIHs

AO3BI AJIsI HCKOTOPBIX IMAIIUCHTOB MOXKCT OKa3aThCA HGI[OCTaTO‘IHOI‘;I.

JlonunaBup/putonaBup B Tabnetkax/ | KoHreHTpanuu JonuHaBupa:

a(haBuUpeH3 13040 %

(400/100 mr 2 pa3a B cytku/600 mr 1 pa3 B | KoHlleHTpaluu J0mMHaBAPA CXOIHBI C TAKOBBIMH
CYTKH), Ipu TPUMEHEHUHW JIOMMMHABUPA/PUTOHABUPA TIO

(500/125 mr 2 paza B cytku/600 mr 1 pa3 B | 400/100 mr 2 pa3a B cyTku 06e3 3(haBupeHsa.
CYTKH).

Jlo3a nonuHaBHpa/pUTOHABUPA B TaOJIeTKaX J0JDKHA ObITh yBenuueHa 10 500/125 mr 2 pasza B

CYTKH TIpY OJJHOBPEMEHHOM IpUMEHEeHUH ¢ d¢paBupenzom 600 mr 1 pa3 B cyTku.

Hendbunasup/>daBupens Hendunapup:

(750 mr k84/600 mr 1 pa3 B CyTKH). AUC: 120 % (ot 18 no 134)

Cimax: 121 % (ot 110 go 133)

Jannas  koMOuHammst  OOBIYHO  XOPOIIIO

MIEPEHOCUTCSL.

Koppekuust 10361 HU OJTHOTO U3 3TUX JIEKAPCTBEHHBIX CPEACTB HE TpeOyeTcs.

PurtonaBup/aaBupens Puronasup:
(500 mr 2 paza B cytku/600 mr 1 pa3 B | AUC yrpom: 118 % (16—133)
CYTKH). AUC Beuepom: <>
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.07.2025 N= 16254

Qe ST BB TR OCT= 000

Cinax BEUEpOM: <>

Crin yTpoM: 142 % (19-186)°

Crin BedepoM: 124 % (13-150)°

OaBupens:

AUC: 121 % (110-134)

Crax: 114 % (14-126)

Crin: 125 % (17-146)°

(nHTHOMpOBaHUE CYP-onocpenoBaHHOTo
OKHCIIUTEIHLHOr0 METab0IM3Ma).

[Ipu npueme »sdaBupeH3a B KOMOMHAIMH C
putronaBupoMm 1o 500 mr mwim 600 mr 2 pasza B
CYTKH MEPEHOCUMOCTh OblJIa HU3KOW (Harpumep,
HAOMIOIATKCh  TOJIOBOKPY>KEHUE,  TOIIHOTA,
rnapecresusd, IIOBBIIIICHUEC AKTHUBHOCTHU
«IEYCHOYHBIX» (PEPMEHTOR).

JlocraTouHble  JaHHBIE O  MEPEHOCHUMOCTH
sdaBupeH3a B KOMOMHALMU C PUTOHABHPOM B

HU3kKUX 1o3ax (mo 100 mr 1 winm 2 pa3a B CyTKH)

OTCYTCTBYIOT.

[Ipu ©Ha3HaueHMH »5(]aBHUpeH3a C PHUTOHABHUPOM B HHU3KHX [103aX CJIEAYyeT YYUTHIBATh
BO3MOKHOCTh YBEJIMYEHHUSI YaCTOTHI CBSI3aHHBIX C 3()aBUPEH30M HEXKeNaTeNbHBIX SBICHUN

BCJICJICTBHE BO3MOYKHOTO (DapMaKoIMHAMHYECKOTO B3aMMOICHCTBHS.

CaxBuHaBup/puTOoHaBHUp/I(PaBUpEH3 B3anMozeiicTBre HEe U3y4anochk.

OTCyTCTBYIOT JaHHBIE, TO3BOJISIONINE Pa3padoTaTh PEKOMEHIAIMHU 110 PEKUMY JO3UPOBAHUS.
[Ipumenenue s¢paBupeHza B KOMOMHALIMM C CaKBUHAaBUPOM B KadecTBE EIMHCTBEHHOTO

uHruomTopa nporeassl BUY He pekomenyercs.

Anmazonucmol xemokuroswix peyenmopos CCRS

MapaBupok/3¢paBupeHs MapaBupok:
(100 mr 2 paza B cytku/600 mr 1 pa3 AUC2: |45 % (138-]51)
B CYTKH). Crax: 151 % ([37-162)

Konnenrpauuss »daBupeHsa He H3MeEpsUIach,

B3aMMOJIENCTBUE HE OKUIAETCH.

Hneubumopor unmeepazovt BU9
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.07.2025 N= 16254

PanrerpaBup/s¢aBupens PaJITeFDa]gHIl)'II LHEAUBATENSHUL Te UoUT)
(400 Mr omHOKpaTHAs 103a/-). AUC2: [36 %
Ci: |21 %

Crnax: 136 %
(uanykuus pepmenta YAD-I'T1AL)

Koppekuust 10361 panrerpaBupa He TpeOyeTcs.

Jlexapcmeennvie cpeocmea uz epynn HUOT u HHUOT

HUOT/>¢paBupens HccnenoBanus B3auMoneicTBuii 3(paBupeHza u
npenapatos u3 rpynnsl HUOT He npoBoaniucs,
3a HUCKIIIOUEHHUEM B3aUMOJCUCTBUI C
JaMHUBYJIUHOM, 3UIOBYIAMHOM M TeHO(hOBUpa
TU30MPOKCUT hyMapaToMm.

Knunuueckun 3HaYMMble B3aMMOJEHCTBHS HE
OpPENoNaraloTcs,  MOCKOJIbKY  MeTaboyn3M
JEeKapCTBEHHBIX cpenctB w3 rpynnsl HUOT
MPOTEKAET MYTAMHU, OTIIMYHBIMUA OT TAKOBBIX JUIS
s(aBupeH3a, ¥ MAJIOBEPOSITHO, YTO OHU OyayT
KOHKypUpoBaTb 32 OJHM M T€ XK€
MeTabonu3upyomue  GpepMeHTBl W TIYTH

BBIBCACHU.

KoppeKumI A03bI HU OJJHOTO M3 NAHHBIX JICKAPCTBCHHBIX CPCIACTB HC Tpe6yeTc51.

HHUOT/>¢paBupens B3anMozeiicTBre HEe U3y4anochk.

[Tockonpky mpumenenne aByx HHUOT He oOecrieunBaeT MpEeMMYIECTBA C TOYKH 3PCHHS
3G dEeKTUBHOCTH M 0€30MacHOCTH, OJHOBPEMEHHOE INpUMEHEHHEe 3(aBUpeH3a H JPYroro

cpencrea u3 rpynnsl HHUOT He pekomenayercsi.

Jlexapcmeennvle cpeocmea npomus eupyca cenamuma C

Bonenpesup/>dpaBupens Bouenpesup:

(800 mr 3 paza B cytku/600 mr 1 pa3 B | AUC: < 19 %*

CYTKH). Ciax: <> 8 %

Chin: 144 %

OaBupens:

AUC: & 20 %

Crax: <11 %

Cumin: 112 % (124 %11 %)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.07.2025 N= 16254

TR LG TSR e il

*0-8 u.
OrcyrctBue a¢pdexra («>) COOTBETCTBYET
YMEHBIICHUIO CPEIHETO COOTHOIIEHUS He Ooiee

yeM Ha 20 % WM yBeNUYEHHUIO He Oojee yeM Ha

25 %.

Knunuyeckass 3HaUMMOCTh YMEHBILIEHUSI KOHIIEHTpalMKM OolLienpeBHpa B IJIa3Me€ KPOBU HE

yCTaHOBJICHA.
Tenanpesup/shaBupens Tenanpesup (oTHocuTenpHO 750 Mr k84):
(1125 mr k84/600 Mmr 1 pa3 B cyTKn). AUC: [18 % (18—]27)

Cmax: 114 % (13—]24)

Cmin: 125 % ({14-]34)

Ddasupens:

AUC: |18 % (]10-]26)

Crmax: 124 % (115-]32)

Cumin: 110 % (11-/19)

(uanykuus uzopepmenta CYP3A4)

[Tpu coBMECTHOM MPUMEHEHUH TeJanpeBupa U 3(HaBUPEH3a PEKOMEHIYETCS YBEIHYUTH 103y

TenanpeBupa A0 1125 mr k84.

Cumenpesup/3¢haBupens Cumenpesup:

(150 mr 1 pa3 B cytku/600 mr 1 pa3 B | AUC: |71 % (|67—|74)
CYTKH). Cmax: |51 % (]46—]56)
Cuin: {91 % (188-]92)
DdaBupens:

AUC: &

Crnax: <>

Chin: <

(magykius CYP3A4)

OnHOBpEeMEHHBII TNpHeM cUMenpeBupa ¢ 3(PaBUPEH30M MPHUBOAUT K CYIIECTBEHHOMY
CHIDKCHHUIO KOHLEHTpAIlMM CHUMENpeBHpa B Iia3me Bceiencrsue uHaykiuuu CYP3A4
3(aBUPEH30M, YTO MOXKET NPHBECTH K TOTEpe TepameBTHUYecKoro 3ddexra cumernpeBupa.

CoBMeCTHOE IPUMEHEHHE CUMETIPEBUPA U 3(haBUPEH3a HE PEKOMEHYETCS.

AHTHOMOTHKH

AsutpoMunIH/3paBUpPEH3 Knuanueckun 3HAYUMOTO
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IF IJ-hIJ-h
i el ol

ot 01.07.2025 N= 16254

(600 mr B Buze oxgHOKpaTHOH 10361/400 Mr

1 pa3 B cyTkn).

ity
A "HC

flapmaxoriiiCTiletitort  BiaMoitenCran

TEETCTEBYET 3KCNEPTHOMY OTHYETY

BBIABJICHO.

Koppexkuust 10361 HU OJTHOTO W3 JIaHHBIX JIEK

apCTBEHHBIX CPEJICTB HE TpedyeTcsl.

Knaputpomunun/>daBupens

(500 mr x124/400 mr 1 pa3 B cyTkn).

Knaputpomuius:

AUC: |39 % (130-146)

Crnax: 126 % ([15-]35)
14-ruipoKcUMETab0IUT KIAPUTPOMUITHA!
AUC: 134 % (118-]53)

Crnax: 149 % (132-169)

DdaBupens:

AUC: &

Ciax: 111 % (13-119)

(mapykuus CYP3A4)

Koxnas  cemmp  HaOmogamace 'y 46 %

HEeWH(HUITMPOBAHHBIX JI0OpPOBOJIBIICB,
OJIHOBPEMECHHO NPHHUMABIIUX 3(aBUpEH3 H

KJIApUTPOMHUIIVH.

Knnanyeckass 3HaYMMOCTh M3MEHEHMH KOHIOCHTPAIUN KIIAPUTPOMHUIIMHA B IJIa3MC KPOBHU HC

ycTaHOBJeHa. BMecTo KIapuTpoMUIMHA CIEAyeT PacCMOTPETh BO3MOXKHOCTh HPHUMEHEHUs

Ipyroro aHTUOMOTHKA, Hampumep, asuTpomuimHa. Koppekuus 103bl 3QaBuUpeH3a HeE
TpebyeTcs.
Hpyrue  aHTHOMOTMKM W3  Tpymnnbl | B3anMopeicTBre He N3y4anochk.

MaKpoOJIUAOB (HampuMmep, SPUTPOMUIIKH)/

a(aBuUpeH3

OTCyTCTBYIOT JaHHBIE, IO3BOJIAIOIINE Pa3pa

00TaTh PEKOMEH/IAINH 10 PEKUMY J03UPOBAHUSL.

IIpoTtuBoTYOEpKYJI€3HBIE JIeKAPCTBEHHbIE CPEACTBA

Pudabyrun/adasupens
(300 mr 1 pa3 B cytku/600 mr 1 pa3 B

CYTKH).

Pudabyrun:

AUC: |38 % (128-147)
Crmax: 132 % (115-46)

Chin: 145 % (31-]56)

DdaBupens:

AUC: <

Crnax: <>

Conin: |12 % (J24-11)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.07.2025 N= 16254

(HHHVKHVM EEP Ay BATENSHOCTE 0001

Cyrounas pno3a pudabytuHa 1okHA OBITH yBenuueHa Ha 50 %, ecnu IIaHUpyeTcs
OHOBPEMEHHOE  mNpUMeHeHHue ¢  ddaBupersoMm. Cremyer TakkKe  pPacCMOTPETh
11e7IeCO00Pa3HOCTh YABOCHHUS 10361 prudadyTrHa mpu npuMeHeHnu prudadyTtrHa 2 win 3 pasza B
Hezeno B KomMOuHanmu ¢ 3¢asupen3oM. Kimnndeckuit addekr Takoi KOppeKUuu 1036l HE
uzyueH. [Ipu Koppekuuu 1035l TAKKE CIETYET YUUTHIBATh HHIAUBUAYAIBHYIO IEPEHOCUMOCTD U

BUPYCOJIOTUYECKUM OTBET.

Pudammnunun/>dasupens Ddaupens:
(600 mr 1 pa3 B cytku/600 mr 1 pa3 B | AUC: |26 % (| 15-|36)
CyTKI’I) Cmax: l20 % (ll 1—l28)

Chin: 132 % ([15-]46)
(magykius CYP3A4 u CYP2B6)

Ecnu adaBupen3 nmpuMeHsieTcss OTHOBPEMEHHO ¢ pu(aMIUIIMHOM Y HAIIMEHTOB C MAacCOU Tela
50 xr u 6osee, CyTOUHYIO 03y dpaBuUpeH3a cueayeT yBenuduThb 10 800 Mr, 4ToObI 00eCIIeYnTh
AKCIIO3UITUIO, CXOIHYIO C TAKOBOH MU MpUMeHEeHUH d(aBupenH3a B cyrounoi no3ze 600 mr 6e3
pudammuimaa. Knuandeckuit 3¢@deKkT Takoil Koppekuuu 103kl He u3ydeH. [Ipu koppexiuu
AO3bI TAKXKEC CICAYCT YYUTLIBATH WHAWBUAYAJIIbHYIO HNCPCHOCHUMOCTHL U BI/IpyCOJIOFI/I‘-IGCKI/Iﬁ

otBeT. Koppekuun 10351 pudamnuimna He TpedyeTcs.

IIpoTuBOrpNOKOBLIE JIeKAPCTBEHHbIE CPEICTBA

Htpakonazon/>dpaBupens Wrpaxonasou:

(200 mr x124/600 Mr 1 pa3 B cyTKn). AUC: |39 % (]21-]53)

Crax: 137 % (120-|51)

Chin: {44 % (127-]58)

(cHMXKeHHe  KOHIEHTpaUWMd  UTpaKoHa30ja
Beaencteue uaaykuuu CYP3A4)
I'mapokcuuTpaKkoHa3oJI:

AUC: |37 % (] 14-]55)

Crmax: 135 % (112—]52)

Cuin: 143 % (118-]60)

O¢aBupeH3:  He  BBUIBIEHO  KIMHUYECKH

3HAYMMBIX U3MEHEHUH.

[TockonbKy Henb3si BhIpAOOTaTh PEKOMEHIALMU IO PEXHUMY JO3UPOBAHUS HUTPAKOHA30Ja,
CIIEAYeT PACCMOTPETh BO3MOXKHOCTH TPUMEHEHUS aJIbTEPHATUBHBIX MPOTHUBOIPHUOKOBBIX

JIEKapCTBEHHBIX CPEJ/ICTB.
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[To3akonazon/adasupens

(/400 mr 1 pa3 B cyTKn).

CAEQOBATENBHOCTE 000

TlozaxoHa301"

TEETCTEBYET 3KCNEPTHOMY OTHYETY

AUC: |50 %
Crax: 145 %
(maaykius Y J1O-raroKypoOHUPOBAHHMS )

Crnenyer u3beratb 0JHOBPEMEHHOTO TIpUME

HCHHA IIO3aKOHAa30J1a U 3(baBHpeH321, €CJIM TOJIBKO

oXugacmad 1mojib3a IJid nmanueHTa HE IMPCBhIIIACT BO3MOXKHBIH PHUCK.

Bopukonazon/aasupens

(200 mr 2 paza B cytkn/400 mMr 1 pa3 B
CYTKH).

Bopukonazoi:
AUC: |77 %
Crax: 161 %
OaBupens:
AUC: 144 %
Crax: 138 %

Bopukonazon/>daBupen3

(400 mr 2 pasza B cyrku/300 mr 1 pa3 B
CYTKH).

Bopukonasour:

AUC: |7 % (23—-113)*

Crax: 123 % ({1-153)*

DdaBupens:

AUC: 117 % (16-129)**

Crax: ©>**

* mo cpaBHeHHIo ¢ 200 Mr 2 pasza B CyTKH IIpH
NPUMEHEHUU B MOHOTEPAIIHH.

** mo cpaBHenuto ¢ 600 mr 1 pa3 B CyTku npu
IPUMEHEHUH B MOHOTepanuu (KOHKYpEHTHOE

WHTUOMPOBAHKUE OKUCIUTEIILHOTO META00IN3Ma).

[Ipu omHOBpEeMEHHOM NMPUMEHEHUH 3(aBUpEH3a ¢ BOPUKOHA30JIOM TOJIEPIKUBAIOIIAs 1032

BOPUKOHA30J1a 10JKHA ObITh yBenuyena ;10 400 mr 2 pasa B CyTKH, a 1032 3()aBUPEH3a CHUKECHA

no 300 mr 1 pa3 B cyrku. Eciu npumene

a(aBUpeH3a J0KHA OBITH BOCCTAaHOBJICHA [T

HUE BOPHKOHA30J1a OyJeT MPeKpalieHo, To 1032

0 HaYaJILHOM.

dnykoHazon/3(haBupeHs

(200 mr 1 pa3 B cyrku/400 mr 1 pa3 B
CYTKH).

Kinanueckn 3HAUYUMOrO B3aMMOIEHCTBUSA HE

BBISABJICHO.

Koppexkuust 10361 HU OJTHOTO U3 JIaHHBIX JIEK

apCTBEHHBIX CPEJICTB HE TpedyeTcsl.

Kerokonazon u

ZpyrHe

MPOTHUBOTPUOKOBBIE

cpeacTBa

MIPOM3BOHBIC UMH/1a30J1a

BzaunmopeicTBue He U3y4daocCh.
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ot 01.07.2025 N= 16254

OTCyTCTBYIOT JaHHBIE, TO3BOJISAIOIINE pa3paboTaTh oe%ﬂe‘ﬁnb'ﬁ‘vf‘br‘ﬁ'é" '65&%‘&0%&93}?54’1};1.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

IIpoTuBOMAaJIsIpUITHBIE JIEKAPCTBEHHBIE CPEICTBA

AToBaxon/mporyanmi/3paBupeH3
(250 mr/100 mr omnokpartHas 103a/600 Mr

1 pa3 B cyTkn).

ATOBaxOH:

AUC: |75 % (ot |62 o |84)
Crax: 44 % (ot |20 0o |[61)
IIporyanun:

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

Cmax: ©

[To BO3MOXKHOCTH ClleAyeT U30eraTb 0JJHOBPEMEHHOTO IPUMEHEHHS aTOBaXOHA/TIPOryaHHIa ¢

3(haBUPEH30M.

Aptemerep/mymedanTpun/>paBupeHs
(20 mr/120 mr, 6 mpuemoB 1o 4 TabIETKH B

teuenue 3 nHeit/600 mr 1 pa3 B cyTkH).

Apremerep:
AUC: |51 %
Crax: |21 %
JurunpoapTeMU3UHUH:
AUC: |46 %
Crnax: |38 %
JIromedaHTpuH:
AUC: |21 %
Cmax: ©
Ddasupens:
AUC: |17 %
Cmax: «

(magykmus CYP3A4)

B03MOXXHO CHMIKEHHME aHTUMAISIPUUHOTO 3(QeKTa BCIEACTBUE CHUKEHUS KOHIEHTpAIUU

apTeMeTepa, JUTUAPOApPpTCMU3NHUHA WA JIIOMe(baHTpI/IHa npu COBMCCTHOM IIPUMCHCHUU C

adaBupen3om. CienyeT coOIoaaTh OCTOPOKHOCTH MTPH COBMECTHOM ITPUMEHEHUHU daBUpEH3a

C apTeMeTepoM/ITroMe(paHTPUHOM.

AHTalUIHBbIE JIEKAPCTBEHHbIE CPEICTBA

AHTAUMIbI, cozeprkalue ATIOMUHUS
THIPOKCUA — MarHus THUIOPOKCHUA —
CUMETHUKOH/3(paBUpPEH3

(30 mn OJTHOKpaTHast n03a/400 mr

OJIHOKpAaTHas J103a).

damotuanH/>paBUpeH3

Kak aHTalluabl, COACPIKAIHNC AJIFOMHHU A

THJIPOKCUJ WM MarHus TUAPOKCHI, TaK U
GbaMOTUIMH HE OKa3bIBAIOT HEOJArONMpPUSATHOTO

BJIMSTHUS HAa BcackiBaHUE d(aBupeH3a.
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(MOCREQOBATERBHOCTE 0001

(40 mr OJTHOKpaTHast n03a/400 mr

OJIHOKpAaTHas J103a).

ManoBeposTHO, UTO IIPHU MPUMEHEHUH 3(haBUpEH3a C JEKaPCTBEHHBIMU CPEICTBAMU, KOTOPbIE

BIUSIOT Ha pH ’Keny104HOro coaepKuMOro, U3MEHUTCS BCachIBAeMOCTh A(aBUPEH3a.

AHKCHOJIUTHKHA

Jlopazenam/>paBupens Jlopazenawm:

(2 mr ognokpatHas 103a/600 mr 1 pa3 B | AUC: 17 % (11-114)
CYTKH). Cax: 116 % (12-132)

Ot HU3MCHCHUA  HC  PACHCHUBAIOTCA KaxKk

KIMHHUYCCKH 3HAYHUMBIC.

Koppekuust 10361 HU OJTHOTO U3 IaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpedyeTcsl.

AHTHKOAryJIsiHTbI
Bapdapun/>dasupens B3aumoneiicTBre HE U3y4aIoCh.
AneHokyMapoi/3¢haBupeH3 Bo3MokHO, Kak yBenn4eHue, TaK 1 yMEHbBIICHUE

KOHIIGHTpanuu BapgapuHa/alieHOKymMapoiaa B

T1a3Me KPOBHU TOJT BIUSHUEM d(haBUpEH3a.

MoskeT moTpeboBaThCsl KOPPEKIUs 1036l BapdapuHa/arieHoOKyMaposa.

IIpoTuBoOCY10pOKHBIE JIEKAPCTBEHHBIE CPEACTBA

Kapb6amazenun/>¢aBupen3 Kapb6amazenuH:
(400 mr 1 pa3 B cyrku/600 Mmr 1 pa3 B | AUC: |27 % (|20—]33)
CYTKH). Cmax: 120 % (|15—24)

Chin: 135 % (]24-]44)

DdaBupens:

AUC: |36 % (|32-140)

Crax: 121 % ([15-]26)

Chin: 147 % (141-]53)

(cHIKEHUWE  KOHIEHTpanuid  KapOamaszemuHa
BciencTBue uHAyKuu uzopepmenta CYP3A4;
CHU)KEHHE KOHIEHTpalui s¢aBupeH3a
BcaeacTBue nHaykuun nzodpepmenta CYP3A4 u
CYP2B6).

Pasuosecubie 3HaueHUsd AUC, Cmax ¥ Cmin
AKTHBHOTO MeTaboauTa KapOamasenuHa

SMOKCHUJA HE U3MEHSIOTCS. B3anmopaeicTeue npu
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olHOBpEeMEHHOM TIPAMEHERHIT boTee" BRICOKHIX

no3 o2daBupeH3a wunM KapOamasenuHa HE

U3y4aoCh.

OTCYTCTBYIOT JaHHbIE, Ha OCHOBAaHHUU KOTOPBIX MOXHO pa3paboTaTb PEKOMEHJALUU IO
pexuMmy nosupoBaHus. CreayeT paccMOTPETh BO3MOXKHOCTb INPUMEHEHHs ApPYroro
IIPOTUBOCYJOPOKHOTO JIEKAPCTBEHHOI'O CPEACTBA. PEKOMEH1yeTCs IPOBOAUTD IEPUOINYECKUI

MOHHUTOPHUHT KOHIIEHTpaluu kapOaMasenrHa B Iia3Me KPOBH.

OenutonH, QeHobapouTanr u Apyrue | BzaumopaeicTBue He M3y4aoCh.

MPOTHUBOCYJOPOKHBIE JeKapcTBeHHbIE | BO3MOXXHO, Kak yMEHbIIICHHE, TaK M YBETUYCHUE
CpeacTBa,  sABIAIOIIMECS — cyOcTparamu | KOHIEHTpauuid ¢eHuTonHa, ¢GeHodbapourana u
n3odepmentoB CYP450 JIPYTUX TMPOTHUBOCYIOPOKHBIX JIEKAPCTBEHHBIX
CPEICTB, SBJISIOIIUXCS cyOcTpartamu
uzopepmentoB CYP450, ecnmu 3Tu mpemnapatsl

IPUMEHSIOTCS OTHOBPEMEHHO C 3(aBUPEH30M.

Ecmu adaBupeH3 npuMeHsieTCss OJHOBPEMEHHO C IPOTHBOCYIOPOXKHBIMHU TIpenapaTamu,
sBisiromuMucs  cyocrpatamu  u3odepmentoB  CYP450, HeoOXomuMo  OCYIIECTBISATH

[IEPUOANYECKUI MOHUTOPUHT KOHLICHTPALMN IIPOTUBOCYIOPOKHBIX IIPENapaToB B KPOBHU.

Bansnpoesas kucnora/saBupens Knunnuecku 3HaYUMOT0 BIIUSTHUS Ha
(250 mr 2 paza B cytku/600 mr 1 pa3 B | (hapMakOKMHETHKY 3(aBUpPEH3a HE BBHISBICHO.
CYTKH). OrpaHvyeHHbIE JITaHHBIE [IOKA3bIBAIOT, YTO
KITMHUYECKU 3HAUYMMOE BIIUSTHUE Ha
(dapMakOKMHETHKY  BaJbIPOEBOM  KHCIIOTHI

OTCYTCTBYET.

Koppekumst 1o3e1  3daBupersa He TpeOyercs. [larueHTH! MOKHBI HAaXOIUTBCS TIOJ

HAOIIOACHNEM JUTIsI KOHTPOJIS CYI0POKHBIX IPUTIAIKOB.

Burabarpun/>dasupens B3anMopeiicTBre HEe N3y4anochk.

["abanenTun/>daBupen3 Knuanueckun 3HAYUMBIC B3aUMOJICHCTBUS
MaJIOBEpOSATHBI, IOCKOJBbKY BHrabaTpuH H
I‘aGaHGHTI/IH BBIBOOATCA HUCKIOYUTECIBbHO
MOYKaMH B HEM3MEHEHHOM BHUJIEC U BPSL JIK OyIyT
KOHKYPHPOBATh C METa0OTU3UPYIOIIUMHU

(depMeHTaMu 1 MyTSAMHU BBIBEJCHUS d(aBUpEH3a.

KoppeKumI A03bI HU OJJHOTO U3 NAHHBIX JICKAPCTBCHHBIX CPCACTB HC Tp€6y€TC§I.

AHTHIENPEeCCAHTbI
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Cenexmuenvle uHZUOUMOPLL 0OPAMHO20 3AX6aMaA cepbhoviun

OBATERBROCTE 0001]

TEETCTEBYET 3KCNEPTHOMY OTHYETY

Ceptpanun/>daBupens

(50 mr 1 pa3 B cytkn/600 mr 1 pa3 B CyTKH).

Ceprpanus:

AUC: [39 % (]27-]50)
Cmax: 129 % (115-40)
Cuin: 146 % (131-]58)
Ddasupens:

AUC: &

Cmax: T11 % (16-116)
Cuin: <>

(mapykuus CYP3A4)

VYBenuueHue M03b1 CepTpaliiHA JIOJKHO

IMPOBOAUTECA C YUYCTOM KIMHHYCCKOI'O OTBETA.

Koppexknust 10361 23aBUpeH3a He TpeOyeTcs.

[Tapokcernn/>haBupeHs

(20 mr 1 pa3 B cytkn/600 mr 1 pa3 B CyTKH).

Knnanuecku 3HAYUMOTO
(hapMaKOKMHETHYECKOTO B3aMMOJICHCTBUS  HE

BBIABJIICHO.

KOppGKHI/IH J03bI HU OJHOI'O M3 JaHHBIX JICK

apCTBEHHBIX CPEJICTB HE Tpedyercs.

dnyokceTuH/3(haBupeH3

BzaumopeicTBue He U3y4danocs.
[TockonbKy /1 QIyOKCEeTHHA XapaKTEPEH TOT 3Ke

MeTabonuyeckuii  mpodwib, dYTO M A

MMapoKCETHHA, T.C. OH ABJIICTCI MOIIHBIM

unruouropom CYP2D6, MOXHO 0XHIaTh, YTO
bayokceTrH TaKXe

HE Ooyner

B3aUMO/ICHICTBOBATH C 2()aBHUPEH3OM.

KOppGKHI/IH JO03bI HU OAHOI'O M3 JaHHBIX JICK

apCTBEHHBIX CPEJICTB HE Tpedyercs.

Cenexkmuenvle uHZUOUMOPBL O0OPAMHO20 3aAX6AMA KAMEXONAMUHO8 (HOpadpeHaluna,

oonamuna)
Bynponuon/adasupen3 Bynponuos:
(150 mr OJIHOKpaTHas no3a | AUC: |55 % (148—-]62)

(mpononrupoBanHoOro nercTBHs)/600 Mr 1

pas B CYTKH).

Crax: 134 % (]21-147)
[M'uapoxkcuOymponuoH:
AUC: <

Crmax: 150 % (120-180)
(magykiust CYP2B6)

VBenuuenue JO3bI 6ynponH0Ha JOJIKHO MMPOBOAUTECA C YUYCTOM KIIMHUYCCKOI'O OTBETA, OJHAKO
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A03a HC [OOJDKHA IMIPCBbIIIATL MAaKCUMAJIBLHO DGKOMéiTIItVGII&VI!(I}J Dﬂh(.)ég"l I%bﬁef(ﬁ,ﬂlﬁvu O|3BI

s¢aBupeH3a He TpeOyeTcs.

Baokaropsl Hi-ructaMuHoOBBIX pelienTopoB

erupusun/>daBupen3 Letnpusus:

(10 mr omuokpartHas 103a/600 mr 1 pa3 B | AUC: «

CYTKH). Crmax: 124 % (118—]30)

JlaHHBIE W3MEHEHHsI HE paCIICHUBAIOTCS Kak
KJIMHUYECKH 3HAYMMBIE.

Ddasupens: KJITMHUYCCKH 3HAYMMOTO

BBaHMOHeﬁCTBHH HEC BBISIBJICHO.

Koppekuust 10361 HU OJTHOTO U3 IaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpedyeTcsl.

CepaedHo-cocyaucThIe Ipenaparhl

EJIOKtlI”Opbl «MEONIeHHBIX)» Kajibueeovlx Kanaunioe

Huntuazem/>aBupeHs Juntuazem:
(240 mr 1 pa3 B cyrku/600 Mmr 1 pa3 B | AUC: |69 % (]55-|79)
CYTKI/I) Comax: l60 % (lSO—l68)

Cuin: 163 % (144-]75)

Jeanernnauiatrasem:

AUC: |75 % (159-184)

Crnax: 164 % (157-169)

Cuin: 162 % (144-]75)
N-MOHOIEMETHIIIMIITHAZEM:

AUC: |37 % (117-]52)

Crnax: 128 % ([ 7-144)

Cumin: {37 % ({17-]52)

DdaBupens:

AUC: 111 % (15-118)

Cinax: 116 % (16-126)

Cuin: 113 % (11-126)

(magykius CYP3A4)

YBenuuenue (dhapMaKOKMHETHYECKUX
napaMeTpoB dpaBUpPEH3a HE OBLIO PACIIEHEHO KaK

KIIMHHUYCCKH 3HAYHUMOC.

Bonpoc 0 Heo0X0oIuMOCTH KOPPEKIMH O3Bl JUJITHA3EMa PELIACTCS ¢ YUeTOM KIMHUYECKOTO
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oTBeTa (CM. MHCTPYKLHIO N0 MEIUIIMHCKOMY IPUMEHCHNIO HHIITHA3EM). "KOPPEKIIHs 1035l

s¢aBupeH3a He TpeOyeTcs.

Bepamammi, denoaunuH, HubenunuH u | BlaumopeiicTBue He nzydanock. Ecnu adaBupens
HUKapIUHH NPUMEHSETCS OJHOBPEMEHHO C KaKHM-JIH0O
npernapaToM u3 TPYIIIBI 0JI0KaTOpOB
CMCIOJICHHBIX» KAJIBbIUCBLIX KaHAJIOB, KOTOPLIC
saBisitoTest cyoctpatamu nzodepmenta CYP3A4,
BO3MOXXHO CHIDKEHHE KOHIIEHTPAI[MH 3TOTO

OyokaTopa B 1j1a3Me KpoBH.

Bompoc 0 HEOOXOAMMOCTH KOPPEKIUHU 03 0JIO0KATOPOB «MEIJICHHBIX)» KabIIMEBBIX KaHAIOB
pelIaeTcst ¢ y4eToM KIMHUYECKOro OTBeTa (CM. HHCTPYKIUHU MO0 MEIULUHCKOMY MPUMEHEHHUIO

6HOKaTOpOB CMCEAJICHHBIX) KaJIbIIMCBBIX KaHaJ'IOB).

I'mnmounuaeMuyecKue JIEKaAapCTBCHHBIC CPEACTBA

Hneuoumopor I'MI'-KoA-peoykmasul

ATopBacTtaTuH/3(haBUpeH3 AToOpBacTaTHH:

(10 mr 1 pa3 B cytkn/600 mr 1 pa3 B cytkn). | AUC: |43 % (|34—50)
Cmax: 112 % (11-]26)
2-TUIPOKCUATOPBACTATHH:
AUC: |35 % (]13-]40)
Crnax: [13 % (10-|23)
4-ruapoKcuaTOpBacTaTHH:
AUC: |4 % (10-]31)
Crax: 147 % (19-]51)
OO6mas aKTUBHOCTb UHTUOUTOPOB
I'MI'-KoA-penykrassl:
AUC: |34 % (]21-]41)
Crax: 120 % (12-]26)

Crnenyer ocylecTBIATh NEPUOANYECKUA MOHUTOPUHI KOHLEHTPALUU XOJECTEPUHA B KPOBH.
Moxet moTrpeboBaTbcs KOPpEKIHs 1036l aTopBacTtaTHa. Koppekuus 1no3bl 3¢(aBupeHs3a He

Tpedyercs.

[IpaBacrarun/>¢aBupeHs [IpaBacraTuH:
(40 mr 1 pa3 B cytkn/600 mr 1 pa3 B cytkn). | AUC: |40 % (|26—|57)
Comax: l18 % (l59—l12)

CrnenyeT oCylIeCTBIATh NEPUOANUECKUI MOHUTOPUHI KOHLIEHTPALIUK XOJECTepHUHA B KPOBH.
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MoxeTt noTpe6oBaThCsl KOPPEKIHS 03I MPaB craTiud (CM: HHCTPYKIHEO 10 MEANTIHCKOMY

MPUMEHEHHIO MpaBacTatuHa). Koppekius 10361 3daBupeHsa He Tpedyercs.

CumBacrtatuH/3(paBupeH3 CumBacTaTuH:

(40 mr 1 pa3 B cytkn/600 mr 1 pa3 B cytkn). | AUC: |69 % (162—|73)

Crnax: 76 % (163—179)

CumBacTaTUH KUCIIOTA!

AUC: |58 % (139-168)

Crax: 151 % (32—-]58)

OO6mas aKTUBHOCTb UHTUOUTOPOB
I'MI'-KoA-penykrassl:

AUC: |60 % (]52—]68)

Crax: 162 % ([55-]78)

(manykuus CYP3A4)

[Ipu ogHOBpEeMEHHOM NpHUMEHEHHH 3(]aBUpeH3a
C  aTopBacTaTHMHOM, [pPaBacTaTUHOM WU
cumBactaTuHOM  3HaueHUss AUC u  Chax

adaBupeH3a HE U3MEHSIOTCSI.

Crnenyer OCyHIECTBIISTh MEPUOAMUECKIUI MOHUTOPUHT KOHLIEHTPAIMU XOJIECTEPUHA B KPOBH.
MosxeTr noTpeboBaThcsi KOppeKLHs 103bl cuMBacTaTHHa. Koppekiusi 1036l 3(aBuUpeH3a He

Tpedyercs.

Po3zyBacratun/a¢aBupens B3aumoneiicTBre He U3y4aIoCh.

PO3yBaCTaTI/IH BBIBOJUTCA B OCHOBHOM B
HCU3MECHEHHOM  BHJE  4Yepe3  IKEIyIO4HO-
KUIICYHBIH  TPAaKT C  JKEMYblo, I0ITOMY

B3aMMOJICHCTBHUE C 3(h)aBUPEH30M HE OJKUJIACTCH.

KOppeKHI/II/I AO3bI HU OJJHOTO M3 NJAaHHBIX JICKAPCTBCHHLIX CPCACTB HEC TpGGyGTCH.

I'opMoHa/ibHBIE KOHTPalEeNTHBBI

st HEpOPATBHOTO NPUMEHEHHMS: | DTUHWIACTPAJNOI:
ATUHWIACTPATUOI + | AUC: <
HOprecTuMar/3paBUpeH3 Cmax: <>

(0,035 mr+ 0,25 mr 1 pa3 B cytku/600 Mr 1 | Cuin: |8 % (114—]25)

pa3 B CyTKH). HopanrectpomuH (akTUBHBINA META0OINT):
AUC: |64 % (162—]67)

Crnax: 146 % (139-|52)

Chin: 182 % (179-]85)
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AUC: |83 % (179-]87)
Crnax: 180 % (]77-]83)
Chin: 186 % (180—-]90)
(mHOyKIUS MeTabonn3Ma)
Ddasupens: KITMHUYECKH 3HAYUMOTO
B3aUMO/ICHCTBHS HE BBISIBIICHO.

Knuanueckast 3Ha4MMOCTh 3TUX 3(P(HEKTOB HE

HN3BCCTHA.

B AOMOJHCHUEC K TOPMOHAJIBHBIM KOHTPpACUTUBAM JOJI?KCH UCIIOJIb30BATHCA HaZ[G)KHBIﬁ METOL

OapbepHOI KOHTpAIEIIIHH.

[IponoHrupoBaHHOTO NEUCTBUA VIS
BHYTPUMBIIIEIHOTO MIPUMCHCHUS
JENOMEIPOKCUTIPOTECTEPOHA anerar
(AMIIA)/»paBupens

(150  wmr JMIIA  BHYTPUMBIIIEYHO
OJIHOKPATHO).

B Teuenme 3 MmecdieB uccienoBaHus He OBUIO
BBISIBJICHO 3HAUYMMBIX pa3IMYUi B OTHOILECHUU
(hapMaKOKMHETHUECKUX napameTpoB
MEAPOKCUIIPOreCTEPOHA MEXKAY 10OPOBOIbIIAMH,
nonydaBmumu  APBT ¢ asdaBupensom, u
N0OpOBOJIBIIAMHU, KOTOpBIE He nosryyann APBT.

Bo Bropom wuccrnenoBaHuM OBUIA TOJYYEHBI
CXOJTHbIE

pe3yabTaThl, XOTSA KOHIIEHTpAILUU

MEAPOKCUIIPOTeCTepOHa B  IUJIa3M€  KPOBU
pasznuyanuch B Oonbliei creneHu. B obowmx
MCCJIEJOBAHMSIX KOHIIEHTpAIMU NPOrecTeEpOHa B
1asMe KpoBU Y J0OpOBOJIBLIEB, MTPUHUMABIINX
aasupen3 + [IMIIA, ocraBanuch HU3KUMH, YTO

COOTBCTCTBOBAJIO MOAABJICHUIO OBYJIAIINH.

B AOMOJHCHUEC K TOPMOHAJIBHBIM KOHTPACUTUBAM JOJI?KCH UCIIO0JIb30BATHCA HaZ[G)KHBIﬁ METOL

OapbepHOI KOHTpAIEIIIUN

NmmnanTtar: sToHOTECTpen/3haBupeHs

B3anmoneiicTBre HE N3y4aaoCh.

MoxxHO OXHIATh  CHM)KEHUA

CYP3A4). B

HKCIO3ULIUHT
TOHOrecTpena  (MHAYKIUS
HOCTPETUCTPALIMOHHBIN  MEepHOJ HAOIIOACHUS
ObLTM TIOJIYYCHBI OTJACJIbHBIC COOOIIEHUs 00
OTCYTCTBUHM KOHTPALENTUBHOTO 3¢deKTa Mpu
IpPUMEHEHUN

9TOHOTCCTpCJIa Yy MalMCHTOK,

MPUHUMABIINX d(aBUPEH3.
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B nonosiHeHKE K TOPMOHAIIBHBIM KOHTpaLECIITHBAM JIOIKEH FCITONE30BATEC HANCKHBIN METOT

OapbepHON KOHTPALICIIIUH.

NMMmyHoOaenpeccaHThI
NmmyHOenpeccanTsl, KoTophle | B3aumopencTBre He n3ydanochk.
METa0OTU3UPYIOTCS nzopepMeHTOM | MOKHO ~ OXHIATh  CHIDKEHHUS  OKCIO3HIIHH

CYP3A4  (mampumep, LHMKJIOCHIOpPHUH, | UMMyHOzenpeccanTta (uHaykuus CYP3A4).
TaKpOJIUMYC, CUPOJIUMYC)/3(haBUpeH3 ManoBeposiTHO, 4TO yYKa3aHHBIC
UMMYHO/JICTIPECCAHTHI OYYT OKa3bIBaTh BIUSHHC

Ha SKCTO3UIIHIO d(PaBUpPEH3A.

MosxeT noTpedoBaThCsl KOPPEKIIHS 1036l UMMYHOeNpeccanTa. PekoMeHayeTCsl OCYIECTBIATh
TINATEIbHBI MOHUTOPUHI KOHLIEHTPAMi UMMYHO/IETIPECCAHTA B KPOBU B TEUEHHE HE MEHEE 2
Helenb (0 yCTaHOBIEHHUS CTaOWJIBHBIX KOHLEHTpAIMii) ¢ MOMEHTa Hauyala Teparnuu

3(aBUPEH30M UM C MOMEHTA €€ OTMEHBI.

Onuonanl

Meranon/>¢daBupen3 MeranoH:

(crabunpHast  moanepxkuBaromas — jgo3a, | AUC: |52 % (|33-166)

35-100 mr 1 pa3 B cytku/600 mr 1 pa3 B | Cmax: 145 % (25-159)

CYTKH). (magykiust CYP3A4)

B HUCCIIEI0OBAaHNU C y4acTUEM
BUY-uHGUIMPOBAHHBIX TMAalMEHTOB, KOTOpHIC
BBOAWIN  ce0e  HApPKOTHYECKHWE  CpENICTBa
BHYTPUBEHHO, YCTaHOBJICHO, 4TO
OJIHOBPEMEHHOE TMpUMEeHeHue d>(aBUpeH3a U
MeTajJoHa MIPUBOUIIO K CHUKEHUIO
KOHIIGHTpAllUd METaJi0Ha B IJIa3Me€ KPOBU M K
MOSIBJICHUIO CHMIITOMOB  OTMEHBI  OIHUATOB.
YToObl YyMEHBIINUTH BBIPAXKEHHOCTh CHUMIITOMOB
OTMEHBI, 103y META/I0HA YBEJTUYMBAJIHU B CPETHEM

Ha 22 %.

[TanieHTHl MODKHBI HAXOMUTHCA IO HAOJIIOJACHHEM ISl CBOCBPEMEHHOTO BBISBIICHHS
CUMIITOMOB OTMEHBI. [Ipy HeoOXOoaMMOCTH 103y METaJ0Ha CIEAYET YBEIUYHUTh, YTOOBI

YMCHBIIUTD BBIPAKCHHOCTH CUMIITOMOB OTMCHBI.

Bbynpenopdun/nanokcon/aaBupens Bynpenopdun: AUC: |50 %
Hop6ymnpenopdpun: AUC: |71 %
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Sbasupehs -~ CRIGHIICTIIT -~ SHATIMOro

(apMaKOKMHETUYECKOTO B3aWMOJICHCTBUA HE

BBIABJIICHO.

Hecmotpss Ha cHuXeHHe SKcmo3unuud OynpeHopduHa, CiIydaeB MPOSIBICHHUS CHUMIITOMOB
OTMEHBI y TAIMEeHTOB He Habmomanoch. He TpeOyercs KOppekius MT03bI HU OIHOTO U3

JIEKapCTBEHHBIX CPEJCTB MIPHU OJHOBPEMEHHOM Ha3HaueHUU OynpeHopduHa u 3¢aBupeHsa.

—90 % noBepuTeIbHBIC HHTEPBAJIBI, €CIIM HE YKa3aHO JPYToe.

®_ 95 % noBepuTeNbHBIE HHTEPBAIBL.

YD — ypununaudocdar.

I'MTI'-KoA-penykrasa — 3-ruIpoKCcH-3-METUITITYy TapHI-KOH3UM-A-pe1yKTasa.
eTu

HccnenoBanust B3aMMOICHCTBHS TPOBOIUIMCH TOJIBKO Y B3POCIIBIX.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTAUMS

JKeHIITUHEI ¢ ICTOPOIHBIM MOTSHITATIOM

[Ipu nedenun sdaBuUpeH’OM cieayeT u30eraTb HAcTyIUIeHus OepemeHHOCTH. HeoOxommmo
UCTIOJIb30BaTh HaJIe)KHbIE METO bl OaphepHON KOHTPALICTIUU B COUETAHUU C IPYTUMU METOAAMHU
(B TOM YHCIIe IEpOpaTbHbIE WIH JPYTrUe TOPMOHAIbHbBIE KOHTPALCTITUBEI).

[Tockonbky 3(haBUpeH3 UMEET JITMTENBHBINA TIEPHOJ MTOTyBBIBEICHHUS, HEOOXOIMMO HCIIOIB30BATh
HAJIC)KHBIE METOJbI KOHTpAIICTIIUK Ha MPOTSDKEHUHM 12 Hemenb Mociie MPEKpalIeHUs JCUCHHS
adaBupen3om. [lepen HauanoMm eueHus 3PaBUPEH30M KEHIIUHBI, CIOCOOHBIE K AETOPOKICHUIO,
JIOJIKHBI TIPOUTH TeCT HAa OEPEMEHHOCTD.

KoHTpanenmus y My>K4iH M KSHITHH

baprepHyt0 KOHTpalenuuio BCerja CieayeT MCIONb30BaTh B COUETAaHUU C APYTUMHU METOJIaMu
KOHTpanenuuu. M3-3a UIMTENbHOrO IMepHoAa IOJYBBIBEACHUS 3(aBUpEH3a PEKOMEHIYETCs
UCIIOJIb30BAaTh a/IeKBaTHBIE MEPBl KOHTPALICTIIIUH B TeUeHUE 12 Heemnb Mocie ero OTMEHbI.
bepeMeHHOCTB

OdaBupeH3 He clielyeT NIPUMEHATh BO BpeMsi OEpEMEHHOCTH, 3a HUCKIIIOUEHUEM CITydaeB, KOrja
NOTEHIMAJIbHAs TMOJIb3a JJISI MAaTe€pU MPEBBIIACT BO3MOXKHBIA PHUCK JUIA TUIOAA U HET APYrHX
QIbTEPHATUBHBIX METOIOB JIedeHUs. Ecnm KeHIHa npuHUMaeT 3(paBUpeH3 BO BpeMs IIEPBOTO
TpUMecTpa OEPEeMEHHOCTH I OEPEMEHHOCTh HACTYIIAET BO BpeMsl TpuMeHeHUsI 2 aBUpeH3a, OHA
JOJIKHA OBITH MPEAYNpPEekACHA O MOTEHIIMAIBHOM Bpe/e I II0/a.

He mpoBonuioch afeKBaTHBIX W KOHTPOJUPYEMBIX KIMHUYECKUX HCCIEIOBAHUN C y4acTHEM
OepeMEHHBIX JKEHIIMH. B moCTperucTpallMioHHOM Iepuojae ObUIM TMONy4eHBbl COOOIICHHS O

npuMeHeHnn d(daBupeH3a B coctaBe KomOuHmpoBaHnHoW APBT B mepBom TpumecTpe
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

YacTOThI) TOPOKOB PA3BUTHS Y HOBOPOXAECHHBIX. TOIBKO HECKOJIBKO COOOIICHUH COAep Kau
UHPOPMALIMIO O CIIydasX pa3BUTUS NePEKTOB HEPBHOM TPYOKHM, BKIIIOYAask MEHUHIOMHEIIOIIETIE.
BonbIIMHCTBO JaHHBIX COOOIIEHNH OBUTN PETPOCIIEKTUBHBIMU, U IPUUUHHO-CIIE/ICTBEHHAS CBS3b
He ObljIa U3y4eHa.

JlakTanus

Bbruto mokaszaHo, uTo 3(haBUPEH3 BBIACISACTCS C TPYAHBIM MOJIOKOM KOPMSIIUX >KeHIIWH. He
UMEETCs JOCTATOUYHOW NH(pOpMALMU O IeHCTBUM (paBUpeH3a HA HOBOPOXKAECHHBIX U MJIa/ICHIIEB.
XKenmunam, npuHUMaOUMM 3(aBUpPEeH3 B MEpPUOA JIAKTAllMM, KOPMJICHME TpPYAbIO HE
pexomenayercs. Bo wu3bexanune mepemaun BHWY HuM mpu Kakux  0OCTOSTENBCTBAX
BUY-unpuumupoBaHHbIM MaTepsiM HE PEKOMEHIYETCS] KOPMHUTD TPY/IbIO.

DepTUILHOCTE

Bnusinue s¢daBupensa Ha GepTUILHOCTD CAMIIOB M CAaMOK Y KPBIC OLIEHHWBAJIACh TOJIBKO B J103aX,
KOTOpBIE OOECIIEUMBAIM CHCTEMHOTO BO3JICHCTBHE Mpernapara, SKBHBAICHTHOE WU MEHBIIIEE,
KOTOpPO€ JOCTUTAETCS Yy JIIOACH NpU TpueMe PEeKOMEHJOBAaHHBIX 103 3daBupeHza. B »Tux
UCCIIEIOBaHMSIX 3(aBUpPEH3 HE BIUSII HA CApUBAaHUE WM (PEPTUIIHLHOCTH CAMIIOB U CAMOK KPBIC
(mo3p1 1o 100 Mr/Kr/CyTKM) W HE BIMSUI Ha TMapaMeTphl CIIEPMOTPAMMBbl, WJIA TTOTOMCTBO,
MOJTyYEHHOE OT ATHX caMIOB Kpbic (1036l 10 200 mr/cyTku). PenpomykTuBHas CrOCOOHOCTH

IIOTOMCTBA, POXKJAEHHOTO OT CaMOK KPBIC, ITOJIy4aBUINX 3(haBUpEH3, HE U3MEHSIACh.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CpPeACTBAMH W PadoTarb ¢
MeXaHNU3MaMu

O¢aBupeH3 MOXET BBI3BaTh T'OJOBOKPY)KEHHE, HapyllIeHHWE KOHLEHTPAIMM BHUMAHHS W/WIH
COHJIMBOCTD. [[allMeHTOB clieIyeT MPOUHCTPYKTUPOBATH O TOM, UTO B CIy4ae BOSHUKHOBEHUS ITHX
CUMITOMOB MM CclleflyeT u30eraTb MOTEHLUUAIbHO OMACHBIX 3aHATUN, TAKUX KaK BOXKJICHUE

aBTOMOOWIIA WM PaboTa ¢ MEXaHU3MaMH.

4.8. HexkennaTeibHbIe peakuuu

Pesrome mpoduiist 6e3onacHOCTH

B nenom sdaBupeH3 XOpoIIo NEpeHOCWICS B KIMHUYECKHX HCCIeloBaHMAX. B moarpymnme
NalMEeHTOB, NMPUHUMABIIMX 3daBupeH3 B npo3e 600 mMr 1 pa3 B cyrku B KOMOWHAIMU C
unruoutopamu npoteassl BUY w/unn HUOT, naubonee yacteiMu (o MeHbIIeH Mepe y 5 %
MAIMEHTOB) HEXEJIaTeIbHBIMU DPEAKIMSIMH, KaK MUHHUMYM, CpEIHEH CTeNeHU TsDKeCTH Obuin
koxHast cbinb (11,6 %), ronoBokpyxkenue (8,5 %), Tomuora (8 %), romoBHas 6osb (5,7 %) u

MOBBIIIEHHAs yToMIsieMocTh (5,5 %).
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

SBJISUTMCH KOXKHAsl CBIIIb M CUMIITOMBI CO CTOPOHBI HEPBHOW cUCTeMbl. CUMIITOMBI CO CTOPOHBI
HEPBHOM CHCTEMBbI OOBIYHO MOSIBIISLIMCH BCKOPE MOCTIe Hauaia Teparnuy 1, Kak MpaBuiio, Hcue3anu
mociie TepBbIX 2—4 Heaenb Tepanuu. Takke y TMMalueHTOB, NPUHUMABIIUX 3(aBUPEH3,
HaOJII0AAIMCh TSKEIIble PEAKLIUU CO CTOPOHBI KOXKHU, Takhe Kak cuHapoM CtuBeHca-/[)koHCOHa U
MHOTO()OpMHas! SKCCYAaTUBHAS SPUTEMA; HAPYIICHUS IICUXUKH, BKIIIOYAs TSDKEIYIO JCTIPECCHUIO,
CMEpTh BCIEICTBUE CYHIIM/IA U TICUX030110100HOE TIOBEJICHHE, a TAKXKE CYTOPOKHBIC TPUTIA/IKH.
IIpn nmpumeHeHuM 3(aBUpEH3a OAHOBPEMEHHO C IUINEH MOXKET YBEIMUYUBAThCA CUCTEMHas
9KCHO3MLHUA 3()aBUPEH3a, YTO MOXKET NPHUBOJUTH K YBEJIMYEHUIO YACTOThl HEXeIaTeIbHBIX
peakuuii (cm. pazaen 4.4).

[Ipodunpb 6e30macHOCTH MPU JITUTENBFHON Tepanuu, BKIIOYaBLIel d3(paBUpeH3, OLCHUBAIH B XOI€
KOHTPOJMPYEMOIO  MCCIEJOBAaHUSA, B KOTOPOM  IAllMEHTBl  HPUHUMaAIUM  JHOO
s¢aBupeH3 + 3uA0BYIUH + JaMUBYAMH B TedeHue 180 Henenb, 1100 3(paBUpeH3 + HHAMHABUD B
teuenue 102 Henenb, nMOO MHIMHABHP + 3UIOBYAMH + JIAMMBYAMH B TE€YeHHE 76 HEAENb.
JnuTtensHOEe TpUMEHEeHHE 3(aBHpEH3a B XOJ€ JAHHOTO HCCIEOBAHUS HE COMPOBOXKIAIOCH
HOSABJICHUEM KaKHUX-THOO HOBBIX JaHHBIX M0 O€30IaCHOCTH.

Pe3roMe HexxenaTeabHbIX PEAKIINN

Hwuxe mpencraBineHbl CpeQHETSDKENbIe M TSDKEJbIE HEXKeNaTeNbHbIE PEaKIMM, B OTHOILCHUH
KOTOPBIX OblIa YCTaHOBJIEHA BO3MOJKHAs NMPHUYMHHO-CIIEACTBEHHAs CBSI3b C MPHUMEHSBLIMMCS
peXUMOM Tepanuu (110 MHEHHIO HccileloBaTeNlel) U KOTopble HAaOII0JalIiCh B X0/1€ KIIMHUYECKUX
uccienoBaHuii  3¢daBUpeH3a, TNPUMEHSBUIETOCS B PEKOMEHJIOBAaHHOW J03€ B COCTaBe
koMOuHupoBanHoit APBT.

Yacrora moOOYHBIX peakluil MpUBeeHa B BUAE CIEAYIOIIeH Tpajanuu: ovens yacmo (= 1/10);
yacmo (> 1/100, o < 1/10); reyacmo (> 1/1000, Ho < 1/100); peoxo (= 1/10000, HO < 1/1000);
ouenvb peoko (< 1/10000); uwacmoma wneuzsecmua (HE MOXKET OBITH OIICHEHa Ha OCHOBE
MMEIOIIUXCS TAHHBIX ).

Hapywenus co cmoponvl uMMyHHOU cucmembl

Heuacmo: Tunep4yBCTBUTEIbHOCTb.

Hapywenus memabonusma u numanus

Yacmo: TUNepTpUIIHIepuIeMus ' ;

Heuacmo: TunepXxoecTepuHeMus .

Tcuxuyeckue napyuwienus

Yacmo: NaTONOTHYECKHE CHOBHJICHUS, TPEBOKHOCTD, JIeIpeccHs, 6eccoHHuma’;

Heuacmo: ckimoHHOCTh K a(ekTy, arpecCUBHOCTb, CIIyTaHHOCTh CO3HaHUS, HACTPOCHHE CO

CKJIOHHOCTBIO K 3ﬁ(bOpHH, rajunonquHanyiy, MaHuA, HapaHOUJAJIbHOC ITOBCACHUC, HCI/IXO32,
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CyHITUAQIIbHAS TIOTBITKA, CYHITUAATbHBIC HAMEPEHUS;

Peoxo: cocTostHue Opena’, HeBpO3®, CMEPTh BCIEACTBHE cyHIuaa’s,

Hapywenus co cmoponul nepéHoii cucmemvl

Yacmo: HapylleHHs MO3KEYKOBOM KOOPIMHAIIMM M PaBHOBECHSA’, PACCTPOUCTBO BHMMAHMS
(3,6 %), ronosokpyxenue (8,5 %), ronosnas 601 (5,7 %), connuBocTs (2,0 %)';

Heyacmo. TpeBOXHOE BO30YXKICHHUE, aMHE3Us, aTAKCHs, HAPYIICHHE KOOPIWHAIINHU JBIKCHUH,
Cy/IOPOTH, HapyLIEHHE MBIIIICHHS, TPEMOPZ.

Hapywenus co cmoponvl opeana 3penus

Heuacmo: He4eTKOCTb 3pUTEILHOTO BOCTIPUSITHSI.

Hapywenus co cmoponul opeana cnyxa u rabupunma

Heuacmo: 1ym B ylax?, BepTuro.

Hapywenus co cmoponwl cocyoos

Heuacmo: «IpunyBbl» KPOBH K KOKe JIHIa’.

Kenyoouno-kuuieynvie HapyuleHus

Yacmo: 60mu B )KUBOTE, TUApEsl, TOIHOTA, PBOTA;

Heuacmo: nankpeaTur.

Hapywenus co cmoponbl neuenu u xcenuesbi8o0auux nymeti

Yacmo: NOBBIIIEHNE AKTUBHOCTH acrapTataMuHoTpancdepassl (ACT)!, moBbIeHne akTUBHOCTH
QTaHMHAMUHOTpaHCc(hepassl (AJIT)!, MOBBILLICHUE AKTUBHOCTH
ramma-rnyTamuntpaacoepass (ITT)!;
Heuacmo: ocTpbliil renaTur;

Peoxo: eueHouHas HeAOCTATOYHOCTh .

Hapywenus co cmoponvl Kodtcu u NOOKOICHBIX MKAHE

Ouenv uacmo: xoxHas coirb (11,6 %)';

Yacmo: KOXKHBIN 3y

Heyacmo: MEOTO(GOPMHAs SKCCYAaTUBHAS dpuTeMa, cuHapoM CruseHca-/[oHcoHa';
Peoxo: GpoToanneprudeckuii 1epMaTuT?,

Hapywenus co cmoponvl penpo0ykmusHoU cucmemsl U MOIOYHbBLX Jicelle3

Heuacmo: runexkomacTus.

Obwue napyuwenus u peakyuu 6 mecme 68e0eHus.

Yacmo: NOBBIIIIEHHAS YTOMIIIEMOCTb.

! Bonee nospo6HOE ONMUCaHUE CM. HUKE.

? JlaHHbIe HexkKeNaTelbHble PeaKLHU ObLIM 3apErMCTPHPOBAHBI B MOCTPETHCTPALIOHHBIN TIEPUON
HAOJIO/ICHUST; YaCTOTY ITHX PEaKIMi OMPEeIIsTN, UCIIONb3ys JaHHbIE, MOTYYCHHbBIE B X0a¢e 16

KIIMHUYECKUX MCCie0BaHUM (yyacTBoBaso 3969 manneHToB).
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

HaOJIOCHUs, OJIHAKO Y TMAIMEHTOB, NPUHUMABIIUX 3(]aBupeH3 B xoje 16 KIMHHUYECKUX
UCCIICIOBaHM, O HHUX HE COOOLIANIOCh KaK O SBICHHUSX, CBS3aHHBIX C INPUMEHEHHEM
JIEKapCTBEHHOT0 NpenapaTta. B cooTBeTcTBUM ¢ KilaccM(UKalMeld MO 4acTOTe€ 3TH MOOOYHbIE
ABJICHUs OBUIM pacliEHEHbl KaK HaOJIOJaBIIUECS «pPEAKo» (Ha OCHOBAHMM OLIEHKH BEpXHEH
rpaHunbl 95 % noBepuTeNbHOrO MHTEpBana 11 0 sBIeHUI B pacueTe Ha KOJIMYECTBO MMAllUEHTOB,
OpUHUMABIIUX  3¢paBUpeH3 B XOJ€  YKa3aHHBIX  KIMHUYECKUX  HCCIEIOBaHHMA
(n=3969)).

OmnmncaHne OTACTBHEIX HEXKEIATSIbHBIX SIBICHHI

Kooicnas coine

B xonme KIMHMYECKHMX HCCIENOBAaHUI KOXHAs ChIb Ha0momanach y 26 % MalueHToB,
npuHUMaBIIKX 3¢daBupen3 B no3e 600 mr, mo cpaBHeHUIO ¢ 17 % ManueHTOB B KOHTPOJIbHBIX
rpynnax. Y 18 % maiueHToB KO)KHas ChIllb ObUIa CBSI3aHA C MPUEMOM 3(paBUPEH3a, [IPH STOM Y
1,7 % manueHToB mpueM mpernapara ObLI MPEeKpaIIeH W3-3a MOSBICHHUS KOXHOW chimi. YacToTta
pa3BUTHS MHOTO(OPMHOM SKCCYIaTUBHOM 3puTEeMbI U cuHapoMa CtuBeHca-/[)koHCOHa cocTaBmia
npumepHo 0,1 %.

Crnyyau KOXHOH cbIy 3aperucTpupoBanbl y 59 (32 %) uz 182 nereil, momy4aBmIuX JieUeHUE
3(aBUPEH30M B 3 KIMHUYECKUX MCCIECIOBAHUSAX CPEIHEH MPOAOIKUTENBHOCTRIO 123 Henenu. Y
6 nereii ceinb OblIa TsDKENOM. [lepen Hauanom Tepanuu 3paBUPEH30M y JETEH UM MOXKET OBITh
PEKOMEH/I0BaHAa COOTBETCTBYIOIIAs AHTUTMCTAMHUHHAsA Tepamnus B KayecTBe NPOPUIAKTHKH.
OOBIYHO pa3BUBAIOTCA CJa00 WM YMEPEHHO BBIPKEHHbIE MAaKyJIOMaNyae3Hble KOXHbIE
BBICBIIMTIAHUS, KOTOPBIE MOSBISIOTCS B TEUEHUE MEPBBIX JIBYX HENENIb MOCIE Hauyajga Teparuu
s¢aBupeH30M. Y OOJIBIIMHCTBA MAI[MEHTOB KOXKHAS CHINb MCYE3aCT MPHU MPOJOIKEHUH Tepaniu
3(aBUPEH30M B TEYCHHE OJHOTO Mecsma. D¢PaBUPEH3 MOXKET OBITh IMOBTOPHO Ha3HAYCH
NAlMEHTaM, KOTOpbIE NPEKpaTWIM €ro IpUeM U3-3a MOSBICHUS KOXHOW cbimu. [lpn
BO300HOBJICHHU Tepanuu 3(PaBHUPEH30M PEKOMEHIYETCS TaK)Ke NMPUHUMATh COOTBETCTBYIOIIHE
65okatopbl Hi-rucTaMUHOBBIX PELIENTOPOB H/HITH TIIIOKOKOPTUKOCTEPOU/IBI.

HmeeTcst orpaHUYeHHBIN ONBIT NMPUMEHEHHUS 3(aBUpEH3a y MalKUEHTOB, KOTOpPbIE MPEKpaTHIIN
TepaIuio IpyruMu aHTUPETPOBUPYCHBIMU Tipenapatamu u3 rpynnel HHUOT. YacroTta penuansa
KO>KHOM CBIIHU TOCJIE TIepexo/ia C Teparui HEBUPAIIMHOM Ha Teparuio 3paBUpPEeH30M, B OCHOBHOM
OLIGHEHHAs 0 OMyOJIMKOBAaHHBIM PETPOCIIEKTUBHBIM JTaHHBIM, cocTaBuia oT 13 % mo 18 %, u
COMOCTaBMMa C YacTOTOH, BBISIBICHHON Yy NAlMEHTOB, NMPUHUMABIIMX 3(aBUpEeH3 B XoJe
KIIMHUYECKHUX HCccaeaoBanuil (cM. pasnen 4.4).

Cumnmombl co CMmopoHvl NCUXUKU

Yy HCKOTOPLIX MAIUCHTOB, IPUHUMABIIUX 3(baBI/Ip€H3, Ha6JIIO,Z[a.HI/ICB CCPBLC3HBIC HCIKCIIATCIIbHBIC

Crpanuna 34 u3 45



ot 01.07.2025 N= 16254

SABJICHUSA CO CTOPOHBI IICUXUKH. B KOHTPOJIUPYEMBIX IMEMQHTI&Q@%E&;{LM :‘II-'EIIEZ”:l"OTa

COOTBETCTBYET 2KCNEPTHOMY OTYETY

BO3HUKHOBEHHUS OTJIENBHBIX CEPHhE3HBIX HEKENATEIHHBIX SIBICHUNA CO CTOPOHBI MCHUXHWKHU ObLIa
clenymoolen: Tsxkenas genpeccus — 1,6 % B rpynme MalMEeHTOB, IPUHUMAaBLIMX
koMOuHupoBaHHyto APBT c¢ adaBupenszom, u 0,6 % B KOHTPOJBHON Tpymie MalHEHTOB;
cyuraanbabie Hamepenus — 0,6 % u 0,3 %; cyunuaaabHbIe TOMBITKA 0€3 JIETATBHOTO UCX0/a —
0,4 % u 0 %; arpeccuBHoe noseaenue — 0,4 % u 0,3 %; napanounansubie peakuu — 0,4 % u
0,3 %; manunakanpubie peakuu — 0,1 % u 0 %, cOOTBETCTBEHHO.

[TaruenTsl, uMelOIIME B aHaMHE3€ IICUXWYECKUE pACCTpOICTBA, HAXONATCA B TpYyIIe
MOBBIIICHHOTO PUCKA MO Pa3BUTHUIO JTaHHBIX CEPHE3HBIX HEXKEJIaTeNbHBIX SBJICHHUM CO CTOPOHBI
MICUXUKH C YaCTOTON BOZHUKHOBEHMUSI KaXKJIOTO U3 BhIIIECTIEPEUUCICHHBIX siBieHui oT 0,3 %, nis
MaHUAKaNbHBIX peakuui, 10 2,0 %, nns TsSKeNIoW ASNPEecCUM U CYMIIMAAIbHBIX HAMEPEHUM.
Taxxe B HOCTPEruCTPALIMOHHOM IIEPUO/IE TIOTYYEHBI COOOIIEHUS O CITydasix CMEPTH B pe3yibTare
CyHLIHJa, OpeIOBBIX PACCTPONCTBAX U MICUX030I10I00HOM MOBE/ICHUU.

Cumnmombvl coO CMOpPOHbI HEPEHOU CUCTEMbL

Y nauueHTOB, HpUHUMABIIUX 3¢aBupeHs B go3e 600 Mr B paMKax KOHTPOJIHUPYEMBIX
KJIMHUYECKUX UCCIIEJOBaHUM, YacTo HaOJIOJaUCh CIEAYIONMe HeXeIaTelbHble peaKluu:
TOJIOBOKPY>KEeHHE, 0ECCOHHUIIA, COHITUBOCTb, PACCTPONCTBO BHUMAHUS, KOIIIMAPHBIE CHOBUACHHUS.
Taxxe HaOIIOJAKCE U IPYTHE HeXKeNaTelbHbIe SBIeHUs. CpeIHETKEIbIe U TSHKEIbIe CHMITTOMBI
CO CTOPOHBI HEPBHOU crcTeMbl HaOMonaMuCh ¥ 19 % (Tsokensie —y 2 %) ManueHToB, TOraa Kak y
MAIMEHTOB, MOJIy4aBIINX KOHTPOJbHYIO TEPANUIO, ITOT MOKa3aTeNlb cocTaBmi 9 % (TspKenble — Y
1%). B xome xnMHMYeCKHMX wuccieqoBaHUM 2 % MalnueHTOB, NPUHUMABIINX 3(aBUpEH3,
MPEKPATUIIN TEPAIUIO M3-32 BBIIICYKA3aHHBIX CUMIITOMOB.

CHUMINITOMBI CO CTOPOHBI HEPBHOH CHCTEMBI OOBIYHO HAOTIOJAMCh B TEUEHHUE TMEPBOTO HIIU
BTOPOTO JHS MOCJIE€ Hayajga Tepaluyd U B OOJBIIMHCTBE CIy4yaeB HCYe€3ajd B TEUEHHUE IMEPBBIX
24 wemenb. B wucciaemoBaHMM ¢ ydyacTHeM — HEMH(HUIIMPOBAHHBIX  JTOOPOBOJIBIIEB
PETPE3eHTATUBHBIM CUMIITOM CO CTOPOHBI HEPBHOM CHUCTEMBI BO3HUKANI B CpeHEM depe3 1 yac
nocJie mpuema npemnapara u Jyiiics B cpegaeM 3 yaca. CUMOTOMBI CO CTOPOHBI HEPBHOM CHCTEMBI
pa3BUBAIMCh 4alle, eciu 3(aBUpeH3 NPUHUMAIM BO BpeMs Ipuema Numu. Bo3MoxkHO, 3TO
0OyCIIOBJICHO TOBBIIIEHHEM KOHIIEHTpaluu 3¢paBUpeH3a B IJIa3M€ KPOBU B TaKUX YCIOBHSIX
(cm. pazgen 5.2). JIns ynydumieHus IepeHOCUMOCTH TIperapaTa B OTHOIIICHUH JaHHBIX CHMIITOMOB
B TE€UYEHHUE IMEPBBIX HENENb TEPANUU PEKOMEHIYETCS MPUHUMATh Mpernapar mepesl CHOM. DTOT
peXHUM TpHUeMa PEKOMEHAYEeTCS M TeM MalleHTaM, Yy KOTOPBIX MPOJODKAIOT HaOII0aaThCs
JaHHbIE CUMOTOMBI (cM. pazzaen 4.2). CHmwKeHHe 103bl WIM JPOOHBINH MPUEM CYTOYHOH O3B
0OBIYHO HE JAIOT OJIaronpuaTHOTO Y deKTa.

AHau3 JaHHBIX MO JUIMTENILHOMY NPUMEHEHUIO 3(aBHpeH3a MOKasaj, 4YTo mocie 24 Henenb
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NPUHUMABIIUX (aBUpPEH3, OblIa B 11€JIOM CXOIHOW C TAKOBOW B KOHTPOJIBHOM IpYIIIE.
Ileuenounas nedocmamounocms

B mocTpeructpanmonsbiii nepruoa HaOMIOACHUS OBbLUIO 3apPETUCTPUPOBAHO HECKOJIBKO CIy4yaceB
MEYCHOYHON HEJ0CTATOYHOCTH, BKJIIOYAs ciiyyad Oe3 yka3aHMil Ha 3a0o0jieBaHUs TEYEHU B
aHaMHe3e, a Takke O0e3 Jpyrux BbIIBICHHBIX (AKTOPOB pHCKA. YKa3aHHbIE CIydau
XapaKTEpU30BAIMCh MOJTHUCHOCHBIM TEUEHUEM; B PsZIe CIIy4aeB MOTpeOOBaIaCh TPAHCIUIAHTAIIHS
MEYEeHU WM cOO0IIaIOCh O CMEPTH MalUEHTA.

Cunopom goccmanognenus UMmMyHumema

Y BUY-uHGUIIMPOBAHHBIX MAIIUEHTOB C TSHKEIBIM UMMYHOJIS(HUIIUTOM B Hadalle MPOBEACHUS
koMOuHupoBaHHON APBT MoOkeT MOBBICHTBCS PUCK BOSHUKHOBEHHS BOCTIAJIMTENIBHBIX PEaKIHA
Ha HEAKTHBHBIC WJIM OCTATOYHBIC ONMIMOPTYHUCTHUYECKHE HHPEKINH (cM. pasnen 4.4).
AyTOMMMYHHBIC HapylieHus (Takue Kak Oosie3Hb ['peliBca M ayTOMMMYHHBIM T€HaTHUT)
HaOroamich Ha (pOHE BOCCTAHOBJICHUS MMMYHHUTETA, OJHAKO BPEeMs HAYaJbHBIX MPOSBICHHUMA
CHJIBHO BapbHpOBAJIO, M 3a00J€BaHUE MOIJIO BO3HUKATh Yepe3 MHOI'O MECALEB IOCie Hayania
Tepanuu (cMm. pazaen 4.4).

Jlunooucmpodghus u memabonruueckue HapyuieHus

KombunupoBannas APBT accomuupyercss ¢ nepepacupefiefiecHHEM >XHUPOBOW TKaHU TeJa
(munmoguctpodueit) 'y  BUY-mHPuUUUMpOBaHHBIX  MAalMEHTOB,  BKJIIOYas  HCTOLICHHE
nepuepudecKkol M JIMIEBOM  TOJKOKHO-)KMPOBOM  KJIETUATKH, €€ HAKOIJIEHHE BO
BHYTPHOPIOIIMHHOM MPOCTPAHCTBE, BHYTPEHHUX OpPTaHax, 3aJiHEH YacTu meu («ropd OyiBosa)
U TUNIEPTPOQHIO TPYAHBIX JKEJIE3.

KomOunmnpoBannass APBT woxer BbI3BaTh MeTaOONIMYECKHUE HAPYIICHHS, TaKHe Kak
TUIEPTPUTIUIEPUIEMUS, TUIEepX0JIeCTepUHEMHUS, MHCYJIMHOBAS PE3UCTEHTHOCTD,
TUTIEPTIUKEMHUS U THIIepIaKkTaTeMust (cM. pasaen 4.4).

Ocmeonexpos

Habmoganucs ciydan oCTEOHEKpO3a, MPEHMYILECTBEHHO Y MAIlMEHTOB ¢ XOPOIIO U3BECTHBIMU
dakTopamu pucka, ¢ qurenbHo BUU-unbeknmeid, a Takke y ManueHToB, KOTOPHIE TUTEIHHO
npuHUMaI KoMOnHUpoBaHHYI0 APBT. OniHako 4acToTa 3TOT0 OCJIOKHEHHUS HE YCTaHOBIIEHA (CM.
paznen 4.4).

Jlabopamopnule noxazamenu

«lleuenounviey d)epMeHMbl

[Tobrmenne aktuBHOCTH ACT 1 AJIT Gonee uem B 5 pa3 Bbilie BepxHel rpanuiibl HopMbl (BI'H)
Habmonanoce y 3 % mnanuentoB u3 1008, mpuHuMaBmmx s¢aBupen3 B go3e 600 Mr B CyTku

(5-8 % mpu amutensHOi APBT ¢ adaBupen3om). AHamorndyHoe HOBBIIIEHHE HAOIIOANOCh Y
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aktuBHocTH I'T'T Gonee wem B 5 pa3 Beime BI'H nabmiogamock y 4 % Bcex NaIMEHTOB,
npunumaBiux 600 mr a¢asupensa, u'y 1,5-2 % nanueHToB U3 KOHTpoJIbHOU rpymsl (7 % npu
mmrtensHoii APBT ¢ sdasupenszom u 3 % mnpu npnutensHoit APBT 0e3 adaBupensa).
N3onmupoanHoe nobiieHUe akTUBHOCTH [ T'T y manueHToB, mpuHUMAaOMMX 3(haBUPEH3, MOKET
yKa3bIBaTh HA MHAYKIHIO (epMEHTOB. B KIMHMUYECKOM HUCClieJOBaHUH MpU AnuTenbHoi APBT
okoso | % manuMeHTOB B KaXI0M H3y4aeMOHl TIpylme NpeKpaTUiId TEpaluio B CBSI3U C
HapyILIEHUsAMH CO CTOPOHBI IEYEHU U KETUYEBBIBOIAIINX MTyTEH.

Amunaza

AcuMITOMaTHYeCKOe YBEIMUYCHHE AaKTUBHOCTU aMuja3bl B CBIBOPOTKE KpPOBH, Oojice 4eM B
1,5 pasa npessimatoniee BI'H, 65110 BoisiBnieHO y 10 % manueHToOB, NpUHUMABIINX 3(aBUpeHs3, u
y 6% mnanueHTOB KOHTPOJIBHBIX rpymi. KiamHuyeckoe 3Ha4eHHEe acUMIITOMaTUYECKOIO
MOBBIIIEHNS] aKTUBHOCTH aMUJIa3bl B CBIBOPOTKE KPOBH HEM3BECTHO.

Jlunuowi

[MoBeimienne koumentpauuu obmero xonecrepura (OXC) wa 10-20 % nHaGmromanoch y
HEeUH(UIIMPOBAHHBIX T0OPOBOJIBIEB, TPUHUMABIINX d(PaBUPeH3. B KIIMHUYECKUX UCCIIeIOBaHUIX
npUMeHeHus pasznuyHo komOuHmpoBanHOW APBT ¢ adaBupeH3om y manueHTOB, paHee HE
nony4yaBmux APBT, B Teuenue 48 Hemenb JiedeHUs HAOIIOJATOCh MOBBIIICHUE KOHLIEHTPALH
OXC na 21-31 %, xonecreprHa TUMONPOTEUHOB BhIcOKOH TuioTHOCTH (XC JIIIBII) Ha 23-34 %
U TpurnuuepuaoB Ha 2349 %. lons nanuenTos, y kotopseix oTHomenne OXC/XC JITIBII 6bu10
Oonbiie 5, He W3MEHWIAch. BennunHa W3MEHEHMs] KOHIICHTpAIMil JIMIHUIO0B MOXKET OBITh
00yci0oBJIeHa TaKUMU (PaKTOpaMH, KaK JIUTEIHLHOCTh TEPAIUU U MIPUEM APYTUX JEKAPCTBEHHBIX
CpeAcTB B cocTaBe koMOnHUpoBaHHOUW APBT.

Bzaumooericmsue npu nposederuu mecma Ha KAHHAOUHOUObL

D¢aBupeH3 He CBA3BIBACTCS ¢ KAHHAOWHOMIHBIMU PELIENTOPAMH, OJHAKO UMEIOTCS COOOIIEHUS O
JIOKHOMOJIOKHUTEIBHBIX pe3yiabTaTax aHajdu3a MOYM Ha KaHHAOWHOW[IBI Y HEMH(DHUIHUPOBAHHBIX
nobpoBosbiieB My BHWY-uHOUUIMPOBAHHBIX MAMEHTOB, NPUHUMABIIUX 3(aBUPEH3.
[TonoxuTenbHBIA pe3yNbTaT CKPUHUHT-TECTA Ha KAaHHAOMHOM Bl PEKOMEH/TyeTCsI TOITBEP)KIaTh,
UCTIONB3ysd ~ TakWe  CHEeNUAJbHBIE  METONbl, KaK  Ta3oBag  Xpomarorpagus  HIN
Macc-CIeKTPOMETPHSI.

Jlpyrue oco0Oble rpyIInbl HALMEHTOB

AKmusHocmb «Ne4eHouHbIX» (hepMeHmos y nayueHmos, O0OHO8PEMEHHO UHDUYUPOBAHHBIX
eenamumom B unu C
Cpenn manueHTOB, CEPOMO3UTHBHBIX M0 renatuty B w/mnu C, moBbimenue aktuBHOocTH ACT

6onee ueMm B 5 pas Boime BI'H nabmonanock y 13 % manueHToOB, NpUHUMABIINX 3(haBUpPEH3, U Y
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Beimie BI'H wabmomanoce y 20 % u 7 % mnaumeHTOB cOOTBEeTCTBeHHO. Cpenu MalueHToB ¢
coyetaHHOW wuH(pekuueil 3 % nanueHToB, MPUHUMABIIUX 3(aBupeH3, U 2 % MalLUEHTOB U3
KOHTPOJIbHOM TIPYNNbl MPEKpPATWIM TEepalmuio H3-3a HapyleHUH (QYHKIMH TEYeHH
(cm. paznen 4.4).

JIeTH ¥ IOAPOCTKH

Tun u yactoTa HeXKeNaTeNbHBIX SABICHUN y JIeTeH, B 11€J0M, COTIOCTaBUMBI C HAOIIOJaeMbIMH Y
B3pPOCJIbIX TAlMEHTOB, 33 UCKJIIOYEHHEM KOKHOM CBINM, KOTOpas y JeTed BCcTpedaeTcs dvaile
(y 46 % nereit), ueM y B3pOCHbIX M 0ojee BbIpakeHa (TskKeslas KOKHasl ChIlb HaOM0anach y
5,3 % nereit). C menb0 NpoQHUIAKTUKH CHIITM MOXET OBITh ILEIECOO0Opa3HBIM Ha3HAuUCHUE
COOTBETCTBYIOIIMX OJIOKATOPOB Hi-rHCTaMHHOBBIX PEIENTOPOB JETSM 10 Hayana Teparnuu
3¢daBupeH3oM. XOTS CHMIITOMBI CO CTOPOHBI HEPBHOW CHUCTEMBbI Y MaJeHbKUX JAETEeH TPYIHO
BBISIBUTH, IOJIAralOT, YTO TaKHe€ CHUMIITOMBI Yy JeTel HaOII0AaloTCs pexe M OOBIYHO ObIBAIOT
aerkumu. Y 3,5 % nanueHToB HaOJII0JaIMCh CUMIITOMBI CPEIHEH TSDKECTH CO CTOPOHBI HEPBHOM
CHCTEMBI, TPEUMYIIIECTBEHHO TOJIOBOKpY)KeHHe. Hu y ojiHOTrO pedenka He HaOIr01a10Ch TSHKETBIX
CUMITOMOB U HE MOTpedoBasach OTMEHA TEpamuH H3-3a CUMITOMOB CO CTOPOHBI HEPBHOM
CUCTEMBI.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHbBIX PCAKIINAX

BaxHo coo0ImaTh O TMOA03PEBACMBIX HEKEIATCIbHBIX PEAKIMAX IOCIE PETUCTPAIUH
JICKApCTBEHHOTO Iperapara ¢ Iellbl0 00eCTIeYeHNsT HEPEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOTO TMpemapara. MeIUIMHCKUM pPaOOTHUKAM PEKOMEHIYeTCs
coo0maTh O JIOOBIX MOJ03PEBACMbBIX HEKEIATEIBHBIX PEaKIMIX JIEKAPCTBEHHOTO Iperapara
Yyepe3 HallMOHAIbHBIE CHCTEMbI COOOIICHHUST O HEKEIAaTEIbHBIX PEAKIUAX FOCYIapCTB — YWICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COI03a.

Poccuiickas @enepanus

®denepanbHas Ciryx0a 1Mo Ha30py B chepe 3ApaBoOXpaHEHUS

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas rmoyta: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMAIIMOHHO-TEICKOMMYHUKALIMOHHOM ceTH «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CHUMOTOMBI
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Ha6JHOI[aJIOCI: yCI/IJIeHI/Ie CUMIITOMOB CO CTOpOHBI HepBHOfI CUCTCMBI. y OJHOT'O ITallMECHTAa
Ha6moz[am/1c1> HeﬂpOI/IBBOHBHBIG MBIIIICYHBIC COKpaH_IeHI/IH.

JleueHue

B ciydae nepeno3upoBku 3paBupeH30M JICUCHUE JTIOJDKHO COCTOSITH U3 OOIINX MOICPKUBAFOIIINX
MepOHpI/IHTI/Iﬁ, BKJIFOYAOIIINX KOHTpOJII: OCHOBHBIX HOKaSaTe.HGI\/'I KU3HCACATCIIBHOCTHU opraHmMa
U HaOJIIOJICHNE 32 KIIMHUYECKUM COCTOSIHHEM TarueHTa. Jjis BeiBeieHHsT HeaOcopOUpPOBaHHOTO
mpemnapara MOKHO HCIOJIb30BaTh aKTUBUPOBAHHBIM yroib. Crnenuduyeckoro aHTHAOTA s
JICYCHHST TIEPEO3UPOBKUA d(PaBUPEH30M HE cyimiecTByeT. [lockonbKy 3¢haBUpEeH3 aKTHBHO
CBA3BIBACTCA C 6€HKaMI/I, MaJIOBepOHTHO, YTO C IIOMOIIIBIO AHaJIn3a BO3MOXHO 3HAUUTCIIBHOC

ylajeHue npenapara u3 KpoBH.

5. PAPMAKOJIOTUMYECKHE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUYECKass TPYIIa: MTPOTHBOBUPYCHBIE CpPEJCTBA CHUCTEMHOTO JCHCTBUS,
IPOTHBOBUPYCHBIE CpEACTBA MPSIMOTO JACUCTBHUS; HEHYKJICO3UIHBIC HHTHOUTOPBHI OOpaTHOM
TPaHCKPHUIITA3EL.

Kon ATX: JOSAGO3

MexaHu3M IeHCTBUS

Ddasupens mnpexacramsier cooboir HHUOT BUY-1. DdaBupens sBisieTcsi HEKOHKYPEHTHBIM
unruouropom BUY-1 oOpaTHOM TpaHCKpHUIITA3bl, CYIIECTBEHHO HE WHTHOMpPYET OOpaTHYIO
tpanckpunrazy BUU-2 u IHK-nonmumepassl (a, B, ¥ 1 0) KIETOK YeloBeKa.

dapmakognaamMuyeckue dPpPeKTnl

IIpomusosupycnas akmugnocmy

[IporuBoBUpycHast 3pGEeKTUBHOCTh dpaBUPEH3a in Viiro OlEHWBajIach Ha JTUMQOOIACTHBIX
KJICTOYHBIX JIMHUSX, MOHOHYKJICAPHBIX KJeTKax mnepudepudeckoid KpPOBH H  KYJIbTypax
Makpodaros/mMmonoruToB. Marudupyromas kornentpamnus (MK) sadasupensa, Heooxoaumas mis
90-95 % unrubupoBanus (MKogp.9s) mramMmMoB JUKOro THma Wik Ja0OPAaTOPHBIX KIMHUYECKUX
U30JIATOB, PE3UCTEHTHBIX K 3UAOBYIMHY, HAX0UTcA B nipeaenax ot 0,46 1o 6,8 HMoib/11.
Pezucmenmnocmeo

[IpotuBoBUpycHass >(PeKkTUBHOCTL 3¢aBUpEeH3a B KJICTOYHOH KyJIbType B OTHOIICHUHU
Pa3HOBUIHOCTEN BUpYyCa C 3aMEHaMU aMUHOKHCIIOT B 0OpaTHON TPaHCKPUIITa3€ B MOJOKEHUSIX
48, 108, 179, 181 nnu 236, a Takxke B OTHOIIEHUU PA3HOBUIHOCTEHN C 3aMEHAMU aMUHOKHUCIIOT B
nporease, Oblla aHANOTWMYHA TAaKOBOH B OTHOIIEHUM BHPYCHBIX IITAMMOB JHKOTO THIIA.

EI[I/IHCTBCHHI)IMI/I 3aMC€HaMH, KOTOPEBIC NPUBEIN K IMOSABJICHUIO HauOOJIbIIEH PE3UCTCHTHOCTH K
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100 (L1001, 17-22-xpaTHOE yBeNWYeHHE PE3UCTCHTHOCTH) U JIN3MHA HA acTaparvH B MOJIOKEHUN
103 (K103N, 18-33-kpatHoe yBenuueHHe pe3ucTeHTHOCTH). bonee dem 100-kpatHOE
YMEHbIIIEHHE BOCHPUUMYUBOCTH BHUPYCOB K IIpemapaTy HaOMI0Aanoch B OTHOUICHHH
pasHoBuaHocteit BUHY, skcnpeccupyronmx 3ameHy KI103N B gomoigHeHHe K ApPYruM
AMHHOKHUCIIOTHBIM 3aM€HaM B 00paTHOM TpaHCKPHIITA3e.

3amena K103N sBnsutace Hanbolnee 4acto HabMOgaeMoi 3aMEeHOM B 0OpaTHON TpaHCKpUIITa3e
BUPYCHBIX HITAMMOB, MOJYYEHHBIX OT MAIMEHTOB, y KOTOPBHIX HAOIOANIOCH CYLIECTBEHHOE
yBEJIMYEHUE KOJMYECTBA BHUPYCHBIX YACTHI[ B IIJJa3Me€ KpoBU (BO3BpaTHas BUpEMHs) B
KIIMHUYECKUX WCCIICOBAaHUSAX NMPUMEHEHHs d(PaBUpeH3a B KOMOMHALIMN C WHAWHABHPOM HIIU B
KOMOWHAIIMHY € 3UJIOBYAMHOM M JaMUBYAHHOM. JlaHHas MmyTanus Habmoanack y 90 % nauneHTos
¢ Hed(pheKTUBHOCTHIO Tepanuu 3(daBupeH30M. Takke, XOTSI M pPEXe, M YacTO TOJBKO B
koMmOuHammu ¢ K103N, HaGmroqanuck 3aMeHbl B 00paTHOM TpaHCKpUIITase B mojoxkeHusx 98, 100,
101, 108, 138, 188, 190 u 225. Tun aMUHOKHCIOTHBIX 3aME€H B OOpaTHO TPaHCKpPHIITA3E,
CBSI3aHHBIX C YCTOHYMBOCTBIO K 3(aBUpEH3y, HE 3aBUCEN OT JPYruX HPOTHBOBUPYCHBIX
[penapaToB, IPUMEHSBIIUXCS B KOMOUHALIMU C 3(paBUPEH3OM.

Ilepexpecmuas pezucmenmuocmo

Nzydenune npoduieil mepekpecTHOl pe3sucTeHTHOCTH d(aBUpeH3a, HEBUPANIMHA U JeJIaBUPIUHA
Ha KJIETOYHBIX KYJIbTYypax Mokazaiuo, yTo 3ameHa K103N npuBoauT k norepe BOCIPUUMUYUBOCTU
ko BceM TpeM HHUOT. /IBa u3 Tpex HCCIIeIOBaHHBIX JEIaBUPIUH-YCTONUUBBIX KIMHUYECKUX
M30JISITOB  00Ja/laii MEepeKpeCTHOM PEe3UCTEHTHOCThIO K 3(aBUPEH3Y M COJEpKaal 3aMeHy
KI103N. Tperuil u3078T, UMEIOMIMKA 3aMeHY B OOpaTHOW TpaHCKpHITa3e B no3uiuu 236, He
o0J1ajan IepeKpecTHON Pe3UCTEHTHOCTHIO K 3()aBUPEH3Y.

BupycHble u30MTHI, BbIAEICHHBIE U3 MOHOHYKJIEApOB MepUPEpUYECKOl KpPOBH MAIUEHTOB,
BKJIIOUEHHBIX B KIMHUYECKHE HccleAoBaHusa d(daBupeH3a, y KOTOpbIX Tepamnus Obuia
HeapdekTUBHA (BO3BpATHASI BUPEMUS), OBLTU MCCIEAOBAHBI B OTHOIIEHUU BOCIIPUUMYHBOCTH K
HHUOT. TpunanuaTb H30JATOB, KOTOpbIE NpPEABAPUTEIHHO OBUIM OXapaKTEepPHU30BaHBI Kak
ycTo4MBBIE K 3(aBUPEH3Y, OKA3aJUCh TaKKe YCTOWYMBBIMUA K HEBUPANIUHY U JI€TaBUPIUHY.
OOGHapy)UI0Ch, 4TO MATH U3 3THX ycTounBbIX K HHUOT m3omnsaToB conepxanu 3ameny K103N
WM 3aMeHy BanuHa Ha u3oneiiuH B no3uiuu 108 (V108I) B oOpatHoii Tpanckpunrtasze. Cpenu
IPOTECTUPOBAHHBIX H30JIATOB IMocie HEI(P(EeKTUBHONW Tepanuu 3(aBUPEH30M TPH H30JATa
OCTaJICh YYyBCTBUTENIBHBIMH KaK K 3(aBUpEH3y, TaK U K HEBUpPAIUHY U JEIaBUPAUHY, Ha
KJIETOYHBIX KYJIbTypax.

BeposiTHOCT MepeKpecTHON PEe3UCTEHTHOCTH MEXy 3(aBHPEH30M U MHIMOUTOPAMHU MPOTEA3bI

SABISICTCS HHU3KOM BCieACTBUE pa3innuus (epMmeHToB-MulieHeil. Hamuume mnepexkpecTHOi
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Y4aCTKOB CBA3bIBAHUA C MUIIICHBIO U MCXAdHU3MOM I[eﬁCTBHH.

5.2. DapmakoKHMHeTHYECKHE CBOMCTBA

Abcopbuus

VY 310poBbIX 100poBONIBIEB Cmax 2paBupeH3a B miazme Kposu 1,6-9,1 MKMONB/I qocTHUTaNach
yepe3 S 4acoB MOCJIE€ OJHOKPATHOTO MpUeMa BHYTph npenapara B go3ax ot 100 mr no 1600 mr.
Jo3o3aBucumoe yBenuueHne Cmax 1 AUC HaOmoganoch mpu mpueMe mpemnapara B J103aX 0
1600 wmr; mpu >TOM HE HAOIIOIAIOCh JIO30MPONOPIIMOHAIBHOTO YBEIWYEHUS JaHHBIX
nokasaresei, Mo3TOMYy MO>KHO MpPEIIOJIO0XKHTh, YTO NMpH 0ojee BBICOKMX J/03aX BCACHIBAaHHE
ymenbiiaercs. Bpems noctuxkennus Cmax B MIazMe KpoBH (3—5 4acoB) HE M3MEHSUIOCH IMOCTeE
MHOT'OKPAaTHOI'O IpUeMa Ipenapara, a paBHOBECHAsI KOHLEHTPALMS B IJIa3Me KPOBH JTOCTUTAJIACh
yepes 6—7 CyTOK.

Y BUY-uHGUIMPOBaHHBIX MAIMEHTOB MIPU JOCTHKEHUN PAaBHOBECHOW KOHLIEHTPAIMH IpenapaTa
B IJ1a3Me KpoBU cpeHue 3Ha4eHUS Cimax, Cmin 1 AUC O0bu11 tuHeiHbI pu ipueMe 200 mr, 400 mr
u 600 Mr a¢aBupensa 1 pa3 B cyTku. Y 35 marueHToB, IpuHUMaBIIKX d(daBupen3 B po3e 600 mr
I pa3 B cyrkd, Cmax 0OpU AOCTHKEHUHU PABHOBECHOM KOHIIEHTpAIlMM COCTaBIsjia
12,943,7 mxmoinb/a, Cmin — 5,643,2 mxmons/1, AUC — 184+73 MKMOIIB/1 X 4,

BimsgHue nuim Ha BCachbIBaHHUC

[Ipu omHOKpaTHOM TpUEME 370POBBIMH J100poBoObIIaMU 3¢aBupeH3za B ao3e 600 Mr B Buje
TabJIETOK, MOKPBITHIX IJICHOYHOW 000I04YKO, BMECTE C MUILEH ¢ BBICOKUM COAECPKAHUEM KUPOB
Habmonanock yBenuueHne AUC Ha 28 % U Cmax Ha 79 % B cpaBHEHUM ¢ JTAaHHBIMH TIOKA3aTEISIMU
IIpU NIpUEMeE NIpenapaTa HaToIIAK.

Pacnopenenenue

DdaBupeH3 B BHICOKOW CTENIEHU CBS3BIBACTCS C O€IKaMM TIa3Mbl KPOBH (TPUOIU3UTEIIHHO HA
99,5-99,75 %), rnaBHbIM oOpa3oMm c¢ ambOymuHOM. Y BUY-mHQUUHMPOBAHHBIX NalMEHTOB
(n =9), koTopsle nonryyanu 3¢pasupens B go3ax ot 200 1o 600 Mr ouH pa3 B CyTKH B TEUCHHE, 110
MEHbIIEH Mepe, OIHOro Mecsla, KOHIEHTpauus 3(paBUpeH3a B CIMHHOMO3IOBOM JKUAKOCTH
coctarsuia ot 0,26 10 1,19 % (B cpennem 0,69 %) OT COOTBETCTBYIOIIECH KOHIICHTPAIIUH B TIJIa3Me
KpoBU. JlaHHBII MOKa3aTenb MPUOIU3UTENBHO B 3 pa3a MPEeBbIIAeT KOHLEHTPAINIO HE CBA3aHHOM
¢ Oenkamu (cBoOOAHOI) (hpakiu >paBUpeH3a B I1a3Me KPOBH.

Buorpancdhopmarims

Knnanueckue mccnenoBaHus M WCCIENOBAHUS in Vifro ¢ WCHOJB30BAHHEM MHKPOCOM IE€UYEHH
YesoBeKa NoKas3aliu, 4To 3(haBupeH3 METa0OIM3UPYETCs TIIaBHBIM 00Pa30M CHUCTEMOM LIUTOXpOMa

P450 no ruapokcunMpoBaHHBIX MPOM3BOAHBIX, KOTOPHIE 3aTEM CBS3BIBAIOTCS C IIIHOKYPOHOBOM
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KHCIIOTOW ¢ 00pa3oBaHHWEM TIIOKYPOHHJIOB. B OCHOBHQI-VI“,'_'Iia]{%'E[Q %4%¥gdghﬁlf‘§f:ge%%hm B

orHomeHnn BUY-1. MccnenoBanust in vitro MO3BOJNSIOT MPEAINOJIONKUTH, YTO H30(EPMEHTHI
CYP3A4 u CYP2B6 sBisitoTcsi OCHOBHBIMU M30()epPMEHTaMM, OCYIIECTBISIOMIMMU META00IN3M
a(aBupensa, u uto 3asupen3 uHruOupyet nzodepmentsl 2C9, 2C19 u 3A4 cuctembl MUTOXPOMA
P450. B wuccnenoBanusax in vitro sdaBupen3 He wuHrHOMpoBan wuszodepment CYP2El u
unruouposan wuszopepmentsl CYP2D6 u CYP1A2 Tonpko B KOHLEHTpAIUSAX, HAMHOTO
MPEBBIIAOIINX TPUMEHSEMbIC B KIMHUYECKOU MTPAKTUKE.

Oxcno3unus 3(aBupeH3a B MJIa3Me KPOBU MOXET YBEIMUMBATHCA Y MallMEHTOB, TOMO3UTOTHBIX
no nonumopdusmy rena G516T mzodpepmenta CYP2B6. Knumnudeckas 3HAYMMOCTh TaKOTO
M3MEHEHUSI HEM3BECTHA, OJTHAKO HEJb3sI UCKJII0YaTh BO3MOKHOCTh BO3pAaCTaHUsI PUCKOB Pa3BUTHUS
Y YBETTUYCHHUS BRIPAKEHHOCTH HEXENATEIbHBIX PeakIuii daBupeHs3a.

br110 nokazano, uro 3¢gasupens uaaymupyet uzopepmentel CYP3A4 u CYP2B6, uro npuBoaut
K UHAYKIIUU €r0 COOCTBEHHOTO METa00JIM3Ma, YTO MOKET KIIMHUYECKH BbIPaXaThCsl Y HEKOTOPBIX
narueHToB. [Ipu MHOTOKpaTHOM mpreme 3¢dasupensa B qo3e 200—400 Mr B CyTKH 370pOBBIMHU
noOpoBonbilaMu B Tedenrne 10 qHei Habmoganach MEHbINAs CTENEHb KyMyJsnuu 3QaBUpeH3a
(ma 22-429% wHwKe TMpenanoiaraeMblX 3HauYeHUH) ©  Oojee  KOPOTKUH  Mepuon
noyBbiBenieHuss — 40-55 dacoB (mepuoj TMOJTYBBIBEICHHS OJHOKPATHOM 03Bl COCTaBIISCT
52-76 uacoB). Taxke ObUIO TOKa3aHO, uYTO 3(GaBUPEH3 HUHAYHHPYET U30POpPMY
1A1 YA®-I'TIAl, mo3ToMy KOHIEHTpalUsi palTerpaBHpa, KOTOPBIM SBIIETCS CyOCTpaToM
YAD-I'TIAI, B m1a3mMe KpOBU CHUKACTCS TIPH OJHOBPEMEHHOM MPUMEHEHHUH C (PaBUPEH3OM.
HecMoTpst Ha TO, 4TO B MCCAeAOBaHUSAX in vitro rdaBupen3 naruouposan nuzopepmentsl CYP2C9
u CYP2C19, B ucciaegoBaHMsaX in Vivo HaOIIOJAI0OCh KaK IIOBBIIMICHHE, TaK M CHUXKCHHE
HKCIO3ULIUHU CyOCTPATOB JaHHBIX (DEPMEHTOB IIPU OJHOBPEMEHHOM IIPUMEHEHHUH C 3(aBUPEH3OM.
Koneunstit 3¢ (heKT 1aHHOTO B3aUMOCHCTBUS HE YCTAHOBIICH.

OJIMMUHALNS

DdaBupeH3 UMEeT OTHOCUTEIILHO OOJBIION TEepUOJ TOTYBBIBEACHHS, KOTOPBI COCTaBISET HE
MeHee 52 4acoB IOcie IpuemMa OJHOKpaTHOM a03bl U 40-55 4YacoB mocjae MHOTOKPAaTHOTO
npuMmenenud. [pubmsurensno 14-34 % or npuHATON 10361 AaBUPEH3a BHIBOAUTCS MOYKAMU,
meHee 1 % 10351 3aBupeH3a BHIBOAUTCS TOYKAMHU B HEU3MEHEHHOM BUJIE.

Tayuenmoi ¢ HapywieHuem QYHKYuU neveHu

[Ipu onmHOKpaTHOM mpueMe 3(aBHpeH3a HAOIIONAIOCH IBYKPAaTHOE YBEIWYEHHE IIepHOJa
MOJTyBBIBEIEHUS 3(aBUpEH3a y OJHOTO MAllMEeHTa C MEYEHOYHON HEIO0CTaTOYHOCTHIO TSDKEION
crenenu Tspkectu (kinacc C mo knaccudukaruu Yanna-I11p10), 9To yka3biBaeT Ha MOBBIIICHHYIO
CTeTNCHh KYMYJSIIMU B TaKUX chydasx. [Ipy MHOTOKpaTHOM mpueme 3daBUpeH3a HE OBLIO

BBISIBJICHO 3HAYMMOTO BIIMSHHUS TOPAXCHHsI TEYeHH Ha (apMaKOKMHETHKY d(daBuUpeH3a Y
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knaccudukanun Yaitna-I11p10) Mo cpaBHEHHIO € MAlMEHTAMU KOHTPOJIBHOU rpynmibl. B HacTosIIee
BpEeMs HET JOCTATOYHBIX JAHHBIX, YTOOBI CIENIaTh BHIBOJ O TOM, BIUSIOT JIU CPEIHSS U TsOKENas
CTENeHb  IMEYEeHOYHOM  HemoctaTouHoctd (kmacc B wmw C  mo  wiaccudukanmuu
Yaitna-ITet0) Ha hapMakoKuHETHKY A aBUpEH3a.
Iayuenmoi ¢ Hapywenuem hyHKyuu novex
dapMakoKkrHETHKA 3(aBUpEeH3a y MAIMEHTOB C MOYEUHON HEIOCTATOYHOCTHIO HE HM3Yydallach,
OJIHAaKO B CBSI3U C T€M, YTO B HEM3MEHEHHOM BHJIE€ MMOYKaMH BBIBOAUTCS MeHee 1 % mpuHsTON
10361 3(haBUpeH3a, HapylIeHne PyHKINU MTOYEK HE TOJIKHO OKa3bIBaTh CYIIECTBEHHOTO BIHUSHUS
Ha BhIBe/leHUE d(aBupensa (cM. pasaen 4.4).
Ilon u pacosas npunaonexicnocmo
Y My’>KUYUH U *KEHIIMH, a TAKXKe y MallMeHTOB PA3IMYHON pacoBOW MPUHAATIEKHOCTH HAOII0JaINCh
CXOoJIHbIE (hapMaKOKMHETHYECKHE TTapaMeTphl A aBUpEH3a.
Jluya noowcunozo eéospacma
Kakux-mn60 ¢dapMakOKHHETUYECKUX Pa3NUYMid y TMAlUEHTOB OT 65 neT u crapme u Ooiee
MOJIO/IBIX MAIMEHTOB HE BBISBICHO, XOTS KIMHUYECKUE HCCIeA0BaHNs 3(haBUpEeH3a HE BKIIOYAIN
JIOCTaTOYHOTO KOJIMYECTBA MAIIMEHTOB OT 65 JIET U CcTaple.

eTu
O¢aBupeH3 He u3y4aiucs y jAeTedl B Bo3pacTe OO0 3 MeCSIeB WIM C BECOM MeHee 3,5 KT.
dapMaKOKMHETUYECKUE TTOKa3aTeNn 3(aBupeHs3a y AeTel U B3POCIBbIX ObUTH CXOKHUMHU.
VYV 49 pnereit, npuHEMaBIIMX 3¢GaBUpPEH3 B J103€, dKBUBajIeHTHOU 600 Mr (103a paccUMThIBajIach
UCX0J M3 Macchl Tena), 3HadeHUE Cmax cocTaBuiao 14,1 MkmMonb/l, Cmin — 5,6 MKMOJIB/T H

AUC — 216 MKMOJIB/TT X 4,

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
JlakT03b1 MOHOTHIPAT

Hemmonosa mukpokpucrammyeckas (MKLI-102)
Kpockapmennosza HaTpust

IMoBunon-K25

Harpus naypuncynbdar

Marnus creapar

CocraB 000JI0YKH:

[ToMMBUHUTIOBBIN CIUPT

Makporon-4000
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Turtana TMoKcun

KpacuTrens xene3a okcu sKenThIi

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs )

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh Nipu TemnepaTtype He Boiie 25 °C.

6.5. XapakTep ¥ coaepkaHue NePBUYHON YIIAKOBKHU

I[Io 10, 15, 25 wmmm 30 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY W3 IUICHKH
MOJIMBUHUJIXJIOPUAHOM, TUOO TUICHKH TOJUBUHWIXJIOPHIHON/TTOTUBUHWIHICHXJIOPUTHOM, JTNOO
MaTepuagia KOMOMHUPOBAHHOTO Ha OCHOBE (OJIbIH (TPEXCIOWHBIA MaTepHua, BKJIIOYAIOIINNA
ATIOMUHHUEBYIO (OJIBry, TUIEHKY M3 OPUEHTHPOBAHHOTO MOJIMAMU[A, MOJWBUHUIXJIOPUAHYIO
IUIEHKY) ¥ (OJIBIY aIFOMUHUEBOH MEYaTHOM JTaKUPOBAHHOM.

1, 2, 3, 4,5, 6, 9 unn 10 KOHTYpHBIX SYEHKOBBIX YIAaKOBOK BMECTE€ C HHCTPYKIUEH MO
MEIUITMHCKOMY TPUMEHEHHUIO (JIMCTOK-BKJIAJIBINT) TTOMEIIAIOT B KAPTOHHYIO YITAKOBKY (TTAUKY).
6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOr0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TOCJde NPHMEHEHUs!
JIEKAPCTBEHHOI0 MpenapaTa u Jpyrue MaAaHUMyJISIIIUN C PenapaTomM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPZKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccusa
000 «ATomn»

445351, Camapckas 001., r. XKurynesck, yi. ['uapoctpoutenei, 1. 6.

7.1. IlpeacraBuTeib AepKaTessi PeriCTPANMOHHOIO YA0CTOBEPEHM I

[IpereH3un noTpeOUTEIEN HAIPABIATE 10 aJIPECY:

B cayuae uzeomoenenus npenapama na npoussoocmeennoi niowaoke OO0 «O30uy».
Poccus

000 «O308»

445351, Camapckas 0011., 1.0. JXKurynesck, r. JKurynesck, yi. 'uapocrpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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Poccus

000 «O30H Papm»

445043, Camapckas 00:71., r.0. TombstTH, Tep. O93 IIIIT, maructpans 3-4, 3a. 11, cTp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT' O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETMCTPAIIMM (MOATBEPKIEHUSA
PETUCTPALIAU, TEPEPETUCTPALINN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO6m1as xapakTepUCTHKA JICKAPCTBEHHOTO Mpenapara DdaBupeH3 J0CTyTHA Ha HHGOPMAITMOHHOM
noprtajie EBpa3suiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHUKAIIMOHHON CETH

«uTtepHeT» https://eec.eacunion.org/.
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