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OBHIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IPEITAPATA
1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEIIAPATA
OMTPULIMTABUH-TII, 200 mr, kancynbl.
2. KAYMECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JlelicTByIoLIee BEIECTBO: SMTPUILUTAOMH.
Kaxnas kancyna cogepxut 200,00 Mr sMmTpuiurabuHa.

IToyHpI nepeyeHp BCIOMOTaTeNIbHBIX BEIIECCTB IIPUBE/CH B pasaeie 6. 1.

3. JEKAPCTBEHHAS ®OPMA

Kancyner.

Teepable xenaTuHOBbIE Kancysbl Ne 0 ¢ KOPIyCOM M KPBIIIKO# Oe1oro 1sera.
ConepKuMoO€ KarcyJs — CMech IOPOLIKA U IPaHyJI OeJIOro KK IMOYTH Oesloro msera.
4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHHs K NPHMEHEHHUIO

Jleuenue Bupyca uMMyHoaeunHTa yenoseka 1-ro tuna (BUY-1)-undexunn y B3pocibIx u aeteit
(B cocTaBe KOMOMHMPOBAHHON aHTUPETPOBUPYCHOI Teparnum).

4.2. PesxuM 103MPOBAHMS M CIIOCOO NPUMEHEHHsI

PexuM no3upoBanus

Hasnauenue npenapata SMTPUIIMTABUH-TJI nomkeH HHHLMHPOBATHL Bpad, KOTOPBIA MMEET
omnbIT B ieyeHud BUY-undexuuu.

Bspocnvie (8 6o3pacme 18 niem u cmapwe)
PexomennosanHas no03a — 1 kancyna 200 Mr BHyTpb | pa3 B CyTKH.

B ciyyasx, korjaa onosjaaHue B IpHeMe TIperapara COCTaBWIO MeHee 12 4acoB, NpOIyIEHHYIO
703y CleAyeT NPHHATh KaK MOJKHO CKOpee M BO30OHOBHTH OOBIUHBIH PEXKHUM NpHeMa rpernapara.
‘Ecnu onosnanmne B npueme sMTpHnmMTabuHa coctaBuio Gosee 12 yacos, TO MPONYIIEHHYIO 03y
NPUHUMATL HE CJIEAYeT, NPUEM CIeIyIouled /J103bl MPOMCXOAUT B OOBIYHOE BpEeMsi COIJIACHO
IPEIITUCAHHOMY IpadHKy.

Ilpy BO3HMKHOBEHMH PBOTBHI B TEYEHHE dYaca [OCJIE IpHEMa SMTPUIUTA0OMHA HEOOXOIHMO
MIOBTOPHO NPHHATH SMTPULMTaOMH B Ha3HAYEeHHOM 103e. Ecnu pBoTa BO3HHKIA Ooliee yeM yepes
1 1ac mocne npuema npenapara, HeOOXOAUMOCTH B MPHEME JOMOIHUTENBHOM 10351 HET, IPUEM
CICIYIOWICH 03Bl INPOUCXOAUT COIJIACHO NPEANHCAHHOMY TpaduKy. AHTHPETPOBHpYCHAs
Tepanus MOKa3aHa, Kak MPaBuIIO, B TEYEHHE BCEH JKU3HU. JUTHTENILHOCTh TEpAIMy IpenapaToM
OMTPHULIMTABHUH-TJI onpenensieTcss HHAMBUIYAIBHO JICYAIMM BPAYOM.

Ocobble rpynnsbl MalMEHTOB

[Tayuenmol ¢ Hapywenuem GyHKyuu nouex
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BeiBenenne SMTpUUMTAOMHA MPOMCXOAMT roukamu. [Ipu Ha3HayeHWH HMTpUUUTAOMHA
NALMEHTaM C [TOYEYHOH HEJOCTATOYHOCTBIO HAOII01aeTCs 3HAUUTEIbHOC YCHICHHUE BO3ACHCTBHSA
npernapata. Y MalMeHTOB ¢ KIMPEHCOM KpeaTHHHHA <30 MJI/MMH PeKOMEHIYETCS YBEIUIHBATH
MHTEpBaJl BBEJCHHUS Npernapara, HCIOoIb3ysl PEKOMEH/IalluH, H3JI0KEeHHbIe B Tabmuie 1.

Tabuna 1. Koppexuus 10361 SMTPHIMTA0OMHA Y TALIMEHTOB C NOYEYHON HEJ0CTATOYHOCTHIO

KianpeHnc kpeaTHHHHA, MJI/MHH

>30 15-29 <15 WJH reMoaHa 3™
PexomeH10BaHHBIH
ﬁ;:;i l;idnuhlrfﬁ);pam 200 mr Kaxpie 200 mr xaxpIe 200 Mr Kaxaple
SMTPULIUTABUH-TIL, 24 yaca 72 gaca 96 yacos
kancynsl 200 mr

* Ecnu npueM sMTpuunTabiHa OPUXOJUTCS HA ACHb TeMOIMAIN3A, IIPEeNnapaT IPMHUMAKOT 3a 12 4acoB 10
ceaHca.

BesomacHocTs 1 3(heKTHBHOCTH TaHHBIX PEKOMEHJALHH 110 KOPPEKIHH HHTEPBATIOB MEX/IY IPUEMAMH
npenapara y IalMeHTOB C I0YE€YHON HE0CTaTOYHOCTBIO M KIIMPEHCOM KpeaTHHUHA <30 MJ1/MUH He Oblia
KJIHHHYECKH OIleHEHa. Y 3THX MAalHEeHTOB CIIEyeT MPOBOIUTE MOCTOSHHBIH KOHTPOJIb QYHKIMH TT09EK H
3G PEKTUBHOCTH JICYCHHUS.

JlanHBIE O JIO3MPOBAHHM OSMTPULIMTA0HHA y TAIMEHTOB C TEPMHUHAIBHOW CTajgMel MOYEedHOM
HEJ0CTaTOYHOCTH, HaXOIHUXCA Ha APYTHX GopMax JHaIn3a, OTCYTCTBYIOT.

OTCyTCTBYIOT JaHHbIC, MO3BOJIOLIME PEKOMCHIOBATh PEXUM JO3MPOBAHMs UIA JETeil ¢ IOYedHOi
HEJ0CTaTOYHOCTBIO.

Ilayuenmol ¢ Hapywenuem pynkyuu nevenu

JlaHHbIE O KOPPEKLMH PEKHMa J03MPOBAHHS y MALMCHTOB C HapylIeHHEM (YHKIMH IE€YeHH
OTCYTCTBYIOT. Y NALMEHTOB JaHHOMN IPYIIIBI IPENapaT JOJKEH MPUMEHATHCS C OCTOPOXKHOCTBIO.
Tem He MeHee, Ha OCHOBaHHHU CBEJCHHH 0 HE3HAUHTEILHOM METabO0IN3Me IMTPHLMTAOHHA U €r0
9KCKPELMH TMOYKAMH, HEOOXOAMMOCTh B KOPPEKLUMH [03bl y JaHHOH MOMYJSAIHMH OOJIBHBIX
[IPEICTABIIACTCA MAJIOBEPOSTHOM.

[Manmenter ¢ kounpekuueidri BUY u rematutom B npu mpexpaineHnu jedeHus MpenapaTtoM
JIOJKHBI HAXOMThCA 110/1 THIATEIbHBIM HAaOIOJCHHEM Ha IpeIMeT 000CTPeH s relaTHTa.

Loowcunsie nayuenmol

[IpumeHenne sMTpuMTabMHA y MAlMEHTOB cTaplue 65 JeT He u3ydanock. [Ipenapar y paHHON
KaTeropuH OOJIBHBIX CJIEAYeT NPUMEHSTh C OCTOPOXKHOCTBIO BCIIEACTBHE BO3MOKHOIO CHHUKEHHUS
BBIJICTIMTEIbHOH (YHKIMH nedeHH. [Ipu OTCYTCTBHH NpHM3HAKOB IOYEYHON HEI0CTAaTOUYHOCTH
KOPPEKIHH PEKOMCH/IyeMON CYTOYHOM 03Bl U1l B3pOCIBIX HE TpeOyeTcs.

€TH

Ilayuenmor ¢ maccoii mena 6oaee 33 ke, Komopvie MO2ym RPO2IOMUMb KANCYLY
PexomennoBanHas no03a — 1 karcyna 200 Mr BHYTph | pas B CyTKH.

Criocod npuMeHeHus

BHYTpB, HE3aBUCUMO OT IpHEMa MHUIIIH.

4.3. [IpoTHBONOKA3aHHUSA
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e ['Mnep4yBCTBUTEIBHOCTh K AMTPULUHUTAOMHY MM K JIOOOMY W3 BCIIOMOTATC/IBHBIX BEIICCTB,
MIepevHCIIEHHbIX B pa3fene 6.1.

e Ilepuon rpy/1HOr0 BCKapMIITMBAHUS.

e OJHOBpeMEHHOe IPUMEHEHHEe ¢ KOMOWHHpPOBAHHBIMH TperapaTtaMH, COJepKalluMH
SMTPULIUTAOMH, a TaKXKe JJTAMHBYTHH.

e Jletu ¢ Maccoi Tena MmeHee 33 Kr (A1 JaHHOM JIEKapCTBEHHOH OpMBI).

4.4. OcoOble yKa3aHUsl H Mepbl NPeI0CTOPOKHOCTH PH MPHMeHEeHHH

Oco0ble YKa3aHus

Oowue

OMTPUIMTA0UH HEe PEKOMEHIYeTCs MPUMCEHATh B KayeCTBE MOHOTEpAmuHu Ui JedeHuss BUY-
unpexknuu. IlpenmapaT JOKeH NPUMEHATHCS TOJNBKO B KOMOMHAllMM C  JIPYTHMH
AHTUPETPOBUPYCHBIMM  TipemapatamMu. TpeOyercs  oszHakomuthes ¢ OXJIIT  apyrux
JIEKApPCTBEHHBIX IIPENapaToB, KOTOPbIE NPUHUMAKOTCS B paMKaX KOMOMHMPOBAHHOH Tepamnuu ¢
SMTPULIUTAOUHOM.

. OTCyTCTBYET OIBIT IPUMEHEHUS SMTPULUTAOMHA Y MALUEHTOB ¢ HeA(PEKTUBHOCTHIO TEKYIIETO
PeKUMa TepauH UK ¢ Hed()PEeKTUBHOCTHIO HECKOIBKUX PEXKUMOB Tepanuu. Clieayer co0I0aaTh
OCTOPOKHOCTh IPY HA3HAYE€HHWH HOBOIO PEXMMa Tepanuu NauueHTam ¢ Hed()deKTHBHOCTHIO
paHee IPOBEJIEHHON TepanuH.

OO0HospemerHoe npumeHeHue ¢ Opy2uMu npenapamamu

OMTpUUMTAOMH  NPOTHMBONOKA3aHO  Ha3HA4yaThb OJHOBPEMEHHO C KOMOMHHPOBAHHBIMH
IpernapaTaMu, KOTOphIE COJEpKaT B CBOEM COCTaBe IMTPULUTAOMH, HIIH C IIpernapaTaMu, KOTOpbIe
coJepKat JJaMUBYIUH.

OnnopmyHucmuyeckue ungexyuu

VY nauueHToB, NoayyYaroIuX SMTPULUUTAOUH HIIH IpyTHe aHTUPETPOBHPYCHBIE MPenaparsl, MOIyT
Pa3BHTHCA ONINOPTYHUCTHYECKHE HHDEKIIUH HIIN Jpyrue ocnoxHeHuss BUU-undekunn, nosromy
OHHU JIOJUKHBI HaXOJHMTBHCS I0J TUIATEJIbHBIM HAOIIOJCHHEM Bpaya, HMEIOMICTO OMBIT JICYCHHUS
BUY-undpekunu.

llepedaua BUY-ungexyuu

‘ Hecmotps Ha o 9To sdpdexTBHOE Mogapnenue perkanu BUY Ha ¢poHe aHTUPETpOBHPYCHOM
TEpaluy 3HaYUTEIbHO CHHKAET PUCK Mepeayd HH(EKIMH MTOJIOBBIM ITyTeM, HeJb3sl HCKIII0YaTh
OCTaTo4HbIA pUCK. IlanmenToB HeoOXomMMO NpoMH(YOPMHPOBATH O TOM, YTO COBPEMEHHBIE
AQHTUPETPOBUPYCHBIE MpenapaThl He NpeaoTBpalaioT nepeaayy BUY, B ToM uucie monoBsiM
nyTeMm. '

Hapywenue @pynkyuu novex

OMTPUUMTA0ONWH BBIBOJMTCS M3 OpraHM3Ma NPEHMMYLIECTBEHHO IOCPEICTBOM KIyOOYKOBOM
(GHUIBTpALMM M AKTUBHON KaHANbLIEBOW CEKPEIIUH.

Y NalnMeHTOB C TSHKETOH IOYEYHOH HEeIOCTAaTOYHOCTBhIO (KIMpEeHC KpeaTHHHHA <30 MI/MHH),
B TOM YHCJI€ ¢ TEPMUHAJIBHOM CTaJUeH XPOHUYECKOH MOYEUHOH HEeJIOCTaTOYHOCTH, TPeOyIomeH
JMau3a, PEKOMEHIyeTCs YBEIMYUBaTh HHTEpPBal BBeIACHHsA npemnapata (cM. paszmen 4.2).
Knnnuueckas ouneHka ©Oe3omacHOCTH M 9((GEKTHBHOCTH Tepanmuyd SMTPHIHUTAOHHOM C
yBEJIMYEHHBIM HHTEPBAJIOM IIPUEMa IpernapaTa He IPOBOUIIACK.

Cnenyer co0mogaTh OCTOPOXKHOCTH INPHU OIHOBPEMEHHOM MPHMEHEHHH 3MTPHUIMTA0MHA C
npenapaTamMy, BbIBEJEHHE KOTOPBIX MPOMCXOAUT MyTeM aKTUBHOM KaHAJIbLEBOH CEKpPELnH, W3-3a
BO3MO’KHOTO PHCKa IIOBBILIICHHS KOHIICHTPAIlMM B CHIBOPOTKE KPOBH 3MTPUIMTAOMHA H/HIN
ApYTUX NPENapaToB, SKCKPETHPYFOIHUXCS MOYKaMH (CM. pazzen 4.5).
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Bec u nokasamenu memaboauzma

[lpu mpoBegeHMM AHTHPETPOBUPYCHOM TepalmMM MOKET HaOJMIOJaThCs yBEIMYCHHE Beca MU
MIOBBIIICHHE KOHLEHTPAIIMHU JIMIIH/IOB U ITIIOKO3bl B KPOBU. J[aHHBIE M3MEHEHHs YaCTUYHO MOTYT
ObITh  OOyCNIOBJIEHBI JIpPYrMMH 3a00JieBaHMAMM M 00pa3oM JKM3HU. MOHHUTOpPHpOBAaHHUE
KOHIIGHTPALIMU JIMITUIOB M IIIOKO3BI TOJDKHO OCYIIECTBIISATHCS B COOTBETCTBHH C aKTyaJbHBIMHU
pekomeHIauuAMH 1o jedeHnto BUY-undexuun. Koppekuus HapymeHuil THIHAHOTO oOMEHa
IIPOBOJMTCS B COOTBETCTBHH C KIIMHUYECKHMHU PEKOMEH/IAIIHSMH.

Hapywernue ¢ynkyuu nevenu

VY nauueHTOB ¢ HapyIeHUSAMH (DYHKUMH I[€YEHH, B TOM YMCJIE C XPOHHYECKHM AKTHBHBIM
renatutoM B nnu C, MMeeTcst MOBBILIEHHBIN PUCK Pa3BUTHS TSDKEIBIX MOOOYHBIX 3 (EKTOB cO
CTOpoHBl me4yeHHW. [lammeHtr ¢ xpoHuueckuM rematutoM B u  C, nomyvaromue
AQHTHPETPOBUPYCHYIO TEpaIHIo, HAXOSATCS B TPYIIE MOBBIIIEHHOIO PHUCKA HEOIArOMpUATHOTO
BJIMSIHHUA HA IIeYeHb C BO3MOXHBIM JIETAIbHBIM HCXO/I0M. 32 TAKUMH MAIMEHTAMHU JODKHO BECTHCh
TIIATeJbHOE KIMHHYECKOE U 1abopaTopHOe HaOII0IeHHE.

B ciygae obocTpeHus 3a0ojeBaHUM N€YeHH y TaKMX MALMEHTOB JOJDKHA OBITH pacCMOTpEHa

‘ BO3MOJKHOCTb IIPEPBIBAHUS WIIK OTMEHBI IIpenapara.

Iayuenmel, ungpuyuposanmnvie oonospemenno BUY u eupycom cenamuma B
In vitro SMTpULMTAaOMH aKTHBEH IPOTHB BHpyca renatura B. Tem He MeHee, MalOM3y4YCHHBIMA
OCTalOTCsA BOMPOCH 00 3P PeKTUBHOCTH M OE30MACHOCTH SMTPUIMTAOMHA NPH NMPUMEHEHHH Y
nauueHToB ¢ kouHdpexkumeir BUY u Bupycom remarura B. IlpumeHenue smtpuimurabuna y
[IAJMEHTOB C XPOHHWYECKHM TrenaTUTOM B MokeT mpuBecTH K pa3BuTHio YMDD-myTammii,
KOTOpBIE TaKXke HaOI0Ial0TCs MpU TepalmuH JIaMUBYIUHOM. Y MDD-MmyTanuu o0ycIoBIUBAIOT
PE3UCTEHTHOCTh K AMTPULIMTAOMHY U TAMUBYAHHY.
Becem BUY-uHpuUupOBaHHBIM DAllMEHTaM Iepe] HayaloM aHTHPETPOBHUPYCHON Tepamuu
PEKOMEHYEeTCs IIPOBECTH aHAJIM3 Ha HAJIMYHE XPOHUYECKOTO remaTtura B.
Kounpunuposanusie BHWY/Bupycom rematura B mamueHTsl JODKHBI HAXOIUTHCS IOJ
TIIATEBHBIM KIMHUYECKUM M J1a0OpaTOpHBIM HAOMIOJEHHEM B TEYEHHE MO0 KpaWHeW Mepe
HECKOJIbKUX MECALEB [0CIE MPEKPALEHHs JICYEHUS HSMTPULMTAOMHOM B CBS3H C PUCKOM
obocTpenus rematura. OOOCTpeHHE TremaTHTa HAOMIOANIOCh TOCHE TMpEKpaIleHHs JICYCHHS
SMTPUUUTAOMHOM Yy MAIlMEHTOB C HHpeKIuel Bupyca renatura B — 6e3 conyrcrByromeit BUY-
HH(EKIMH ¥ OpOosBIUIOCH, NMOMHUMO MNMOBTOpHOro odHapyxkenus JIHK Bupyca remarura B,
‘ NOBBILICHHEM YPOBHs anaHuHaMuHoTpaHcdepassl (AJIT) B ChIBOpOTKE KPOBU. Y HEKOTOPBIX M3
3THX NAIMEHTOB peaKTHBALUs BUpYyca renaTira B 6bpu1a acconuupoBaHa ¢ TSHKEIBIM MOpakKeHHEM
[ICYCHH, BKIIOYAs JCKOMIICHCAllMI0O M IE€YCHOYHYK HEJO0CTaTOYHOCTh. HemocTatoyHo
JI0Ka3aTeJIbCTB TOT0, YTO MOBTOPHOE HAa3HA4YEHHE SMTPHIUTa0UHA 3P HEKTHBHO NMPU 0OOCTPEHUN
rernaTuTa. Y MalMeHTOB C TAKENbIM MOpakeHUEM MEeUeHH WIH LIMPPO30M IpEKpaIeHHE JTeUeHHS
HE PEKOMEHJYeTCs, MOCKOJIbKY O00OCTpeHHe remaTura [ocje INPEeKpaIleHHs Teparuud MOXKET
IPUBECTHU K ICKOMIIEHCALUH (DYHKIIUHU ITEYCHH.

CuHOpom 60CCMAHOBICHUA UMMYHUMema

YV BHUY-uHQuUUPOBAHHBIX  MALMEHTOB C  TSHKENBIM  MMMYHOAE(HMUIMTOM  Hayauo
AHTUPETPOBUPYCHON TeEpalMH MOXET CIPOBOLMPOBATH OOOCTpeHHE OECCHMITOMHBIX WJIH
OCTaTOYHBIX OIIOPTYHUCTHYECKUX HH(EKIMHA, YTO MOKET NPUBOAMTH K PA3BUTUIO TSKEBIX
COCTOSIHMM, yCyryOJeHHI0 cUMNTOMAaTHKH. Kak mpaBuiio, 1mojoOHble peakiuu HaOMIOJamuch B
TE€YeHHE HECKOJIBKUX IIEPBBIX HENENb M MECALEB IOCIE Hayala aHTUPETPOBUPYCHOW TepamlHH.
Co00manock 0 pasBUTHH LUTOMETATOBHPYCHOTO PETHHUTA, FeHEPATHU30BAaHHON M/HWIIM 04aroBoi
MHKOOAKTepHaIbHOH HMHQEKIMH, THEBMOHUH, BBI3BAaHHOH Prneumocystis jirovecii. IlosBnenue
M00BIX CUMIITOMOB BOCHAJICHHUs TpeOyeT 00ce/I0BaHUs U IPH HEOOXOAUMOCTH JICYCHHUS.
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Taioke coobumanoce 00 ayTOMMMYHHbIX 3a0ojeBaHusix (Hanpumep, OonesHb ['peiiBca u
ayTOMMMYHHBIH T€IaTHT), BOBHUKHOBEHHE KOTOPBIX MPOUCXOAWIO Ha (hOHE BOCCTAHOBICHHS
uMMmyHHTeTa. OHAKO BpeMs TOSBJICHUS JaHHBIX 3a00JICBaHUH 3HAYUTEIBHO BapbUPYET, H OHU
MOTYT HaOIIFOIaThCs Yepe3 MHOTO MECSIIEB N0CIIe Havyasa JICUCHHS.

Ocmeonexpos

HecmoTpss Ha TO 4YTO S3THOJIOTHSA OCTEOHEKpO3a CYMTAETCS MHOTO(GaKkTOpHOH (BKJIKOYAsS
UCMOJIb30BAaHUE [JIFOKOKOPTUKOCTEPOMJIOB, YIOTpPEeOJICHUE aJIKOrojs, HAIWYUE TSDOKEION
HMMYHOCYIIpeCCHM, ©oJiee  BBICOKMH HMHIEKC Macchl Tella), CIIydyad OCTEOHEKpo3a
PErMCTPUPOBAINCE OCOOEHHO 4acTo y mnauueHToB ¢ Tsokenoi BUY-undekumeit w/unu npu
JUIMTEIBHOM IIpHeMe KOMOMHHUPOBAHHOW aHTUPETPOBHPYCHOH Tepanuu. [lanueHtram ciemyer
PEKOMEHI0BAaTh 00paIIaThCs 3a KOHCYJIbTAlMeH K Bpady IPH IMOSBJICHHH JTOMOTHI WX OOJIH B
CyCTaBax, CKOBAHHOCTH B CyCTaBax MJIH 3aTPYIHEHUSX B JIBUKCHHH.

Mumoxonodpuanvhas ouc@ynkyus
Bp110 1oKa3aHo, YTO aHATOIM HYKJICO3(T)UA0B MOT'YT B Pa3IHYHON CTEIICHH OKa3bIBaTh BIIHSIHHE
Ha QyHKIMM MUTOXOHIPHUH, B HAUOOJIbLIEH CTENIEHH 3TO OTHOCHTCS K CTaByIUHY, THIAHO3UHY H
. 3uf0ByIuHy. [locTynanu cooOmeHus O pa3BUTHH MHTOXOHIPHAIbHBIX mucyHkimid y BUY-
HEraTUBHBIX HOBOPOXKACHHBIX, IOJABEPIrUIMXCS BHYTPUYTPOOHOMY W/MIM IOCTHATaJbHOMY
BO3JICHCTBHIO QaHAJIOTOB HYKJICO3HJOB (B OCHOBHOM pEXHMBI, COJECpXKAILIHE 3HUIOBY/IHH).
OCHOBHBIMHM HEXEIATEIbHBIMU PEAKIMAMH, O KOTOPBIX COOOMIANIOCh, OBLTH reMaTOJIOIHIECKUE
HapylIeHUs1 (aHEMHs, HEHUTPONEHHMs) M MeTadoIM4YecKHe HapylIeHUs (THIeplIaKTaTeMus,
TUIepIMnaseMus). OTU sBJICHHUs YaCTO HOCHIJIM TPAH3UTOPHBIN xapaktep. Peiko coobuianock o
HEBPOJIOTHYECKHX HApYLIEHUSAX, KOTOpBIE Ppa3BUBAINUCH NO3JHee (TUNEPTOHHS, CYIOPOTH,
NOBEJICHYECKHe  HapymeHus). Ha  cerogusmHuidi  JeHb  HEHU3BECTHO, SBIAIOTCS  JIH
HEBPOJIOrMYECKME HapyIIEHHs BPEMEHHBIMH MM TNOCTOAHHBIMM. Bce naet, moasepriuecs
BHYTPHYTPOOHOMY BO3JACHCTBUIO HYKJICO3MIHBIX HJIM HYKICOTHIHBIX aHAIOroB, gaxke BUY-
HEraTMBHBIC HOBOPOJXKACHHBIC, B ClIydae IPOSBJICHUS COOTBETCTBYIOLIMX TPH3HAKOB HIIH
CHMIITOMOB JIOJUKHBI HAXOJAUTHCA MO TINATEIBbHBIM KIMHUKO-Ia00paTOPHBIM HAONIOJCHHEM H
NPOMTH THIATENBHOE O0O0CIEOBAHHE HA MpPEAMET BO3MOXKHOTO HAIMYHMS MHTOXOHAPHABHBIX
u3MeHeHuH. MIMeromuecs naHHble He BIMAKOT HAa TeKylLIMe HALMOHAIbHbIE PEKOMEHJAUUHU M0
npumeHeHnro  BUY-nonoxuTenpHbIMH  OepeMEHHBIMH  JKCHIIMHAMH  aHTHPETPOBHPYCHOM
TEpaIluy C LEeNbI0 NPO(HIAKTHKH BepTHKAIBHOM nepenaun BUY.

‘ Hngpopymayua ons nayuernmos
Bo n3bexanne ocioxKHEHUN SMTPUIIMTAOHH IPUMEHSIIOT [10]] KOHTPOJIEM Bpada, HMEIONIETO OMBIT
BefeHuss BUY-uHQHUIMPOBaHHBIX MAIIMEHTOR.
[TanueHTOB HEOOXOAUMO MpEAYNpPEqUTh, YTO UM He CIeayeT OJHOBPEMEHHO CAMOCTOSTENIBHO
NPUMEHATH Jpyrue npenapatel. HeperyispHelii npuem npenapara MOXKeT MPUBECTH K Pa3BUTHIO
YCTOMYHBOCTH BUPYCa M CHHXKEHHIO 3 PEKTUBHOCTH JICYECHHUS.
ITanmenToB cneayer HHGOPMHUPOBATH O TOM, YTO TEPANHs SMTPHUUTAOMHOM HE CHHXKAET PHCKA
nepeaayd BUY npyrum mroisM Ipu MOJIOBBIX KOHTAaKTaX WIH MEPETUBAHUN KPOBH U TO3TOMY
HE OTMEHAET HeOOXOAMMOCTH COOIOICHUS COOTBETCTBYIOIMX MEp IPEI0CTOPOIKHOCTH.

IIpumenenue y demeu

[TomrMO HekelaTeNbHBIX peakUWil, HaOMIOMABIIMXCS y B3POCHBIX, B paMKaX KIXHHYECKHX
HCCJIEJIOBAHUN Yy JeTed 4ame Hadlojanach aHeMUs M HapylIeHHe TMUTMEHTAllMH KOXKH.
HenocraTouyno qaHHBIX U1 OLHEHKH 3G PEeKTUBHOCTH SIMTPULIUTAOHHA B Ka4eCTBE MPO(UIAKTHKH
nepeaayd BMpyca OT Marepu pebeHky, a Tawke JedeHus BHWY-uHpuumupoBaHHBIX
HOBOPOXK/ICHHBIX JIETEH.

Toowxcurvle nayuermel
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[Tpumenenune sMTpuLMTAOMHA HE U3Y4aJIOCh Y MALMEHTOB B Bo3pacTe ctapiue 65 ner. Cneayer ¢
OCTOPOXKHOCTBIO MOJAOMPATh 103y IS MOXKHIBIX TTalHCHTOB, YYUTHIBAs OOJBIIYK YacTOTY
HapyleHUH (YHKIHM NEeYeHH, TIOYEK MIIM Cepjla, a TAKKe COMYTCTBYIOLIHE 3a00JICBaHHUA WIN
IIPUEM JIPYTHX JIEKAPCTBEHHBIX CPEACTB (CM. pazaen 4.2).

C 0CTOPOKHOCTBIO

ITosxumnou Bo3pact (crapiie 65 ner).

IToyedHas HEIOCTATOUYHOCTE C KIMPEHCOM KpeaTHHUHA <30 MJI/MHH.

3aboneBaHus EYECHH.

OnHOBpeMEHHOE NPHUMEHEHHUE C MpenapaTaMH, BbIBEACHHE KOTOPBIX OCYIIECTBISAETCSA MyTeM
AKTHBHOH KaHAJIbLIEBON CEKPEIHH.

e bepeMeHHOCTb.

4.5. B3aumojeicTBHe ¢ JPYIHMH JIEKAPDCTBEHHBIMH MpenapaTaMH H Jpyrue BH/IbI
B3aHMMOJEHCTBHSA

‘ Hccnenosanne BO3MOKHBIX JIEKAPCTBEHHBIX B3aHMOIEHCTBHH MPOBOAMUIOCH TOJBKO Y B3POCIIBIX.
In vitro >MTpHLUTAOMH He MOJABIAN MeTabOMM3M MNpEenapaTroB, KOTOPBIH OCYLIECTBISETCS
IO0CPEACTBOM 0J1HOM M3 u3odopm nutoxpoma P450 (CYP) uenoseka: 1A2, 2A6, 2B6, 2C9, 2C19,
2D6 wu 3A4. DOwmrpuuurabuH He HMHIUOUpoBan (QepMeHT, OTBEYAOINHA 3a MPOIECC
IIIOKYypOHU3auuu. Ha OCHOBaHMHM 3THX HAaHHBIX, MOJYYEHHBIX B JKCIIEPUMEHTaX In Vitro, u
M3BECTHOIO IyTH BBIBEJCHUSA SMTPULMTAOUHA BO3MOXHOCTH MOTEHLUHAIBHOTO B3aUMOACHCTBHS
SMTpUIMTa0HHA C JPYTHMH JICKapCTBCHHBIMH IIperapaTaMu depes cucremy nutoxpoma CYP450
IIPEJCTABIIACTCA HE3HAUUTEIILHOM.

IIpy Ha3HayeHMH SMTPUIMTAOMHA B KOMOMHAIMU C 3UJAOBYAMHOM, HHAWHABUPOM, CTABYIHHOM,
(aMIMKIOBUPOM U TeHO(OBHPA TU30MPOKCHI (yMapaToM He BBIABICHO KIMHUYECKH 3HAYMMBIX
(apMaKOKMHETHYECKUX B3aMMOJCHCTBHI YKa3aHHBIX MPENapaToB U SMTPULIMTAOMHA.

OMTpUUHMTAOUH BBIBOAUTCA MPEHMYIIECTBEHHO IOCPEICTBOM TJIOMEPYJISAPHON (GHUIBTPAIHH H
aKTMBHOHM KaHaJbIIEBOH cekpenuu. DY QeKThl 0JHOBPEMEHHOTO Ha3HAYCHHUS 3MTPUIMTAOUHA C
IperapaTraMy, BbIBEACHHE KOTOPBIX IMPOMCXOJUT MMOYKAMHM, WM MpenapaTaMH, OKa3bIBAIOIIHMH
BIMAHME Ha (QYHKIHMIO TOYEK, 32 MCKJIIOYeHHEM (GaMUMKIOBHPAa M TEHO(DOBHP TU30MPOKCHI
¢dymapaTa, He H3y4anock. OJHOBpeMEeHHOe NpPUMEHEHHE SMTPHUIMTA0MHA C MpernapaTaMu,
KOTOpbIE OCIa0IAOT PYHKIHUIO OYEK HIH KOHKYPUPYIOT 38 aKTHBHYIO KAHAJIBIIEBYIO CEKPELHIO,

. MOJKET NPHMBECTH K IOBBIIEHHI) KOHUEHTpPAIMM B CHIBOPOTKE KPOBH SMTPHUIIMTAOMHA W/WIH
JPYTHX NPENapaToB, KOTOPbIE BHIBOJATCS MTOYKAMH.

[IpoTHBONOKAa3aHO OJHOBPEMEHHOE MNPUMEHEHHE OSMTPULMTAOMHA C KOMOMHHPOBAHHBIMU
npenapaTaMu, CoAepKallldMU SMTPHIMTA0HH, a TaKKe JTaMUBY AUH Ut nedeHus BUY-undekuunu.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD H JAKTAIMSA

bepemeHHOCTD

Wmeromuiics HeOONBIIOW 00BEM MaHHBIX O MPHMEHEHWH SMTPHIMUTAOMHA y OepeMeHHBIX
xeHuuH (01 300 10 1000 ciyyaeB GepeMEHHOCTH) YKa3bIBAaEeT HA OTCYTCTBHE OPOKOB PAa3BHTHS
WK (peTaIbHY0/HeOHATAIBHYIO TOKCHYHOCTh, CBA3AHHYIO C HMTPUUMTAOUHOM. B HccmenoBanusax
Ha KMBOTHBIX PENpPOJYKTHBHAs TOKCHYHOCTh OTCYTCTBOBasa. [IpHMeHeHHEe SMTPHIUTAOHHA BO
BpeMs OEPEMEHHOCTH BO3MOXKHO TOJIBKO IIPU KpaiHEeH HEOOXOJUMOCTH, B TeX CIIydasx, KOrja
O’KHaeMas I10J1b3a JJI MaTe€pH IIPEBBIIAET BO3MOXKHBINA PUCK IS TUTOJA.

Jlakrauus
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beu10  nokazaHo, 4YTO OMTPHUMTAOMH SKCKPETHPYEeTCs C TpyaHbIM  MosnokomM. BHUY-
MH(QUUIMPOBAHHBIM JKEHIIMHAM HE PEKOMEHJIyeTCSl KOPMHUTh TPYABIO C LEIbI0 MPEAyIpPEKICHUSA
pucka noctHaTanbHo# nepeaayn BUY. Ilockonbky smTpuiuradbun 1 BUY nponukaroT B rpyaHoe
MOJIOKO, TPY/JIHO€ BCKapMJIMBaHHE IIPOTHUBOIIOKA3aHO.

DepTUNBHOCTD

McceneoBanus Ha JKUBOTHBIX HE ITOKA3aJI¥ BIMSHUS SMTPULIUTA0MHA Ha QEPTHIBHYIO ()YHKIIHIO.
HccnenoBanue GepTUIBHOCTH y YellOBEeKa He MIPOBOIHIIOCE.

4.7. BiMsinMe HAa CIOCOOHOCTHL YHPABJATH TPAHCHOPTHBIMH CpPeJACTBAMH H padoTaTh
¢ MeXaHHU3MaMH

CrnenmanbHBIX — MCCIEJOBAaHMM  BIMSHHS OMTPULHUTA0OWHA Ha CIMOCOOHOCTH  YIPABJIATH
TPAHCIIOPTHBIMM  CPEJCTBAMHM M MEXaHM3MaMH He MNpoBOAMJIOCh. OJHAKO TMpHU OLIEHKE
CIIOCOOHOCTH NAalMEHTa YIPaBISATh TPAHCIIOPTHBIMH CPEACTBAaMH M paboTaTh C MeXaHH3MaMHU
HEOOXOAMMO INPHHHUMATh BO BHHUMaHHE €ro oOlnee COCTOSHHE W XapakKTep HeXelaTelbHBIX
peakluy, CBA3aHHBIX C NMPHEMOM Ipenapata. IlanueHTsl J0KHBI OBITh TPOHH(OPMHPOBAHEI O
BO3MO>KHOM T'OJIOBOKPYKEHHUH NPH JIEYEHUH IMTPULUTAOMHOM, NMPH BO3HUKHOBEHHH KOTOPOTO
CleyeT BO3ACPKATHCSA OT BBIMOJIHEHUS YKA3aHHBIX BUIOB JCSATEIBHOCTH.

4.8. He:kenatesbHbIEe peaKHH

PesroMe npoduiist 6e3onacHoCTH

B kinuHmyeckux wuccnenoBanusix y BHWY-unduumpoBaHHBIX B3poCHbIX Haubolee 4acro
BCTPEYAIOIIMMHCS HeXKeTaTeIbHBIMH PeaKIUAMU IPU MPHMEHEHHH SMTPUIIUTA0OHHA ObLIH JHapest
(14,0%), ronoeHass 6o1b (10,2%), nmoBbimieHHe ypoBHSA KpeaTHHKHHa3bl (10,2%) u TommHOTa
(10,0%). Ilpoduns HexenatenbHbiX peakiuid y BUU-uHpUIMpOBAaHHBIX JeTei 0BT COMOCTaBUM
C TaKOBBIM Yy B3pOCIBIX ManueHToB. IIpu 3ToM y HHUX Oojee 4acTo perucTpHpOBAIUCH TaKHe
HEXXenaTenbHble peakuud, kak aHemus (9,5%) M u3MeHeHHe LBeTa KOXH (yCHIEHHE
nurmentauuu) (31,8%).

Coobmanock 00 000CTpeHHH renaTuTa y naueHToB ¢ kouddekipein BUY u Bupycom renarura B
IIPU OTMEHE TE€PANUU IMTPHUIIUTAOMHOM.

TabnuyHOE pe3roMe HeXeJIaTeIbHbIX PeaKLUil

AHanM3 HeKeNaTeNbHBIX PEeaKIMi OCYLIECTBIEH Ha OCHOBAHHM JAHHBIX 3 KIHHHYECKHX
MCCIEN0BAHUH IIPUMEHEHUs HSMTpuuMTabuHa y B3pocibiXx (n=1479) u 3 KIMHHYECKHX
uccienoBanui y gereit (n=169). B3pocneie yyacTHUKM NPUMEHSUTH SMTPHUIIMTA0HH B COCTaBe
KOMOMHHUPOBAHHOH aHTHUPETPOBUPYCHOM Tepanuu. TabinuHoe pe3toMe HeKellaTeIbHBIX peaKluii
NpeaCcTaBIeHO B TabmuLe 2.

HesxenarenpHble peakyu, U KOTOPBIX HE HCKIIFOYEHA CBSI3b C IPUMEHEHHEM IMTPHIMTa0HHA,
NPUBOAATCA HHXKE MO KIACCaM CHCTEM OpPraHoB M 4acTore. B cOOTBETCTBUH ¢ KiaccupUKaLHen
BcemupHoi#t opranusauuu 3apaBooxpaHenust (BO3) HexenaTenbHble peakilMu MpeICTaBIeHbl B
COOTBETCTBMM C MX YaCTOTOH pa3BUTHUSA CIEAYIOUMM oOpa3zoM: o4eHb yacTo (=>1/10), yacto (0T
>1/100, Ho <1/10), Hedacto (ot >1/1000, Ho <1/100), peako (>1/10 000, no <1/1000), oyens
penko (<1/10 000), yacToTa HeH3BeCTHA (4ACTOTY BO3HUKHOBEHHS SBICHUIM HENb3s ONpEIeIUTh
HAa OCHOBAHUH MMEIOILLMXCS JAHHBIX).
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pC€akKunu COrjJaCHO JJaHHBIM TIPOBCACHHBIX KIHMHHYCCKHX

nccnenoxsam/lﬁ H I[IOCTPECTUCTPATUOHHOMY aHAJIM3Y

Kiaccel cucrem OpraHoB
H 4acToTa

HexenareabHbie PeaKIHH

Co cmoponbl cucmembl Kpo8U U 0OP2AHOE KPOBEIMEOPEHU.

Yacro

Heiitponenus

Heuyacro

AHemust’

Co cmoponbl UMMYHHOU cucmembl

Yacro

| Allnepruyeckue peakuum

Co cmoponbl 0OMmena sewecmes U NUMAHUL

Yacro | ['unepTpurnuuepuIeMus, THIepriIuKeMus
Co cmoponbl ncuxuxu
Yacro | BeccoHHmIa, MAaTOIOrHYECKHE CHOBH/ICHHS

Co cmoponbl HepsHOtL cucmembl

O4eHpb 9acTo

["onoBHas 601b

Yacro

["onoBOKpYkKEHHE

Co CMOPOHbL nuu;esapume.'zbnoﬁ C

Uucmebl

O4eHp 9acTo

Huapest, TomHoTa

Yacro

[loBeIIEHHE AKTUBHOCTH AaMHJIa3bl, BKJIKOYas IMOBBIIICHHEC
AKTHBHOCTH ﬂaHeraTquCKOﬁ AMHIIa3bl; ITOBBIIICHUE AKTHBHOCTH
Cl)lBOp()TOL[HOﬁ JIinasbl; pBOTa, 0oJb B JKHUBOTE, TUCIICIICHUA

Co cmoponbl neyeHu u sHcenuesbleooAuux nymetl

Yacro

[ToBpImIeHHE aKTHBHOCTH acnapTtaraMuHoTpancepassl (ACT)
u/unu AJIT B CBIBOPOTKE, MHNEPOUTHPYOMHEMHUS

Co cmopomubl KOAHCU U NOOKOHCHBIX

mKaneil

Yacro Besukyno0OysiesHas cblib, IyCTyJIe3Has ChIMb,
MaKyJIONaIyJie3Hasi Chillb, ChIb, 3y, KPAITMBHULIA, H3MEHEHHE
11BeTa KOxkH (yCHIeHHe nurmMenTanun)’

Heuacto AHTHOHEBPOTHYECKHH OTeK’

Co CMOPOHDBL CKeNemHO-MbIUEeYHOU U COCOUHUMEAbHOU MKAHU

O4eHp 9acTo

l [ToBpINIEHHE AKTHBHOCTH KPEATHHKHWHA3bI

Obwue paccmpoiicmea u HapywieHus 8 Mecme 86e0eHus

Yacro

| Bounb, acTenus

! AHeMusA (JacTo) M M3MEHEHHe I(BETa KOXKH (ycuieHue MUrMeHTauy) (O4eHb YacTo) peruCTPHPOBATTHCH
IIPY IPUMEHEHHH SMTpUIIMTA0UHA y AeTei. [l nmoaydeHus JOMOIHUTENbHON HHPOPMALIMU 00paTHTECh K

OITHCAHUIO HEXKEJIATCIIBHBIX peaKum"{ B TaHHOM pasjaelie.
2 ILTIX IOJIY4YCHU JIONIOJHUTEIBHOU I/IHCI.)OpMauI/IH 06paTHTCCL K OIIMCAHHUIK HEXKECIATCJIIBHBIX pCaKLII/H;i B

paszaene 4.8.

4 HexenarensHas peaKuusa OblIa YCTaHOBJIEHA BO BpPEMs MOCTPETHCTPAIITHOHHOTO HCCICNOBAHUA, HO HE

Habmro1aIach

BO BpEMsi pPAaHAOMM3HPOBAHHBIX KOHTPOIMPYEMbIX KIMHHYECKUX HCCICIOBAHUN

NpUMeHeHUs 3MTpunuTabuHa y BUY-uHUIHpOBAaHHEIX B3pOCHBIX M aeTed. YacToTa ycTaHOBIeHa Ha

OCHOBAHHH CTAaTUCTHUYCCKUX pacy

€TOB C Y4YCTOM 0o01Iero KoJM4ecTBa IMalMEeHTOB, IPHUHHUMABIIHUX

SMTPHUIMTAOUH B paMKaX PaHJIOMH3HPOBAHHBIX KOHTPOJIUPYEMBIX HCCIeoBaHuH (n=1563).

Onucague OTAEJIbHBIX HEeXKEIATCIbHBIX PEAKITUMN

Hzmenenue yeema Koxcu (ycmeﬂue }’ILIZ.’IIEH}'I‘laL;MM)

N3MeHenne 1nsera KOXH, NPOABIANOIICECH B BUAC THIICPIHIMEHTALUH JIagoHeH W/uiu CBOJa
CTOIIbI (HOIIOLHB), B LEJIOM IPOTEKACT JICIKO H 6€CCI/IMHTOMHO, KJIMHUYECKas 3HA4YHUMOCTb
MHHUMaJIbHA. MeXaHu3M Pa3sBHUTHA HCU3BCCTCH.

loxazameiu oomena seuwjecmas
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Ha ¢oHe aHTHpPEeTPOBMPYCHOWM Tepanuu MOKET HaOJI0JaThCs YBEJIMYEHHE BECa U MOBBILICHHUE
YPOBHS JIMIUIOB U TJIFOKO3bI B KPOBH (CM. pazjen 4.4).

CuHOpoM 60CCMAHOBNICHUA UMMYHUTIEMA

Hauano koMOMHMpPOBAaHHON aHTHPETPOBUPYCHOM Tepanuu y BUY-uHGUUMPOBAHHBIX MALIUEHTOB
c TsKeNnol (GopMoH MMMyHOAE(DHIIMTA MOXET CIIPOBOLUPOBATH pa3BUTHE BOCIATHTENBHON
peakuu Ha ¢GoHe OECCHMITOMHOW MM OCTATOYHOH OMIOPTYHHCTHYECKOW HHekumu. Taxke
coo0mmanoch 00 ayTOMMMYHHBIX HapyHICHHAX (TakMX Kak Ooses3Hb I'peiiBca M ayTOMMMYHHBIN
renaruT), OJHAKO JaHHBIE O BPEMEHHM Hayaja TAKUX SABJICHHUH CHJIBHO PA3HATCS M 3TH CIy4aH
MOTI'JIH UMETh MECTO CITYCTsl HECKOJIBKO MECSLEB M10CJIe Hayasa JIeYeHHUs.

Ocmeonexpos
Coobmanock 0 CiIydasix OCTEOHEKpO3a, B YACTHOCTH, Y IALMEHTOB C OOIIEH3BECTHBIMU
dakropamu  pucka, no3gHed craguwed BUY-uHpeKuUMH WM JUIMTENBHBIM  [PHEMOM
KOMOMHMPOBAHHOM aHTHPETPOBUPYCHOU Tepanuu. YacToTa BOSHUKHOBEHHUS YKA3aHHOTO SIBJICHUS
HEHW3BECTHA.

‘ IIpouyne ocoOble MOnyJasuu

Hayuenmer nosxcunoco éo3pacma

HccnenoBanne sMTpHUMTaOMHA CPEM MALIMEHTOB B BO3pAcTe cTapmie 65 JIeT He MPOBOJHIOCE.
[TanmeHTHI MOKMIIOrO Bo3pacTa B OONBIIEH CTENEHHW CKIOHHBI MMETh MOHHKEHHYIO MOYEYHYIO
(GYHKIMIO, TO3TOMY BO BpeMs JICUCHHS SMTPULMTAOMHOM 3TOM MMOMYJISALMH HEOOXOAUMO
co0moaTh 0c00YI0 OCTOPOIKHOCTE.

layuenmor ¢ Hapywenuem @yHKyuu novex

ITockonmeky SKCKpeuHs SMTPHUUUTAOHMHA OCYLIECTBISETCS TMOYKAMH, €ro BO3JeiCcTBHE
YBEIMYMBACTCS Y MALMEHTOB € IIOYEYHOH HEJI0CTaTOYHOCTRIO. KOppeKiys 10361 SMTpUIUTa0HHA
U M3MEHEHHE MHTEPBAJIOB MEXIYy IpHEMaMH IpernapaTa HeoOXOIHMBI y BCeX IMAIHEHTOB C
KJIMPEHCOM KpeaTuHHHa <30 MJI/MUH.

[layuenmer ¢ koungekyueu supycom eenamuma B
VY KOMHQHMUMPOBaHHBIX NALMEHTOB 4aile OOHApPY)XUBAJIOCh TMOBBIMICHHE aAKTHBHOCTH
IIEYEHOYHBIX TPAHCAMUHA3, YeM y MOHOMHpuIMpoBaHHbIX BUY-nauueHTos.

Obocmpenue zenamuma nocie NPeKpawyeHust 1eyeHust
YV BUY-uHQHUMPOBAHHBIX MAllUCHTOB C KOMH(EKIHEeH BUPYCOM remaruta B mociie oTMeHBI
IpUeMa IMTPULUTAOMHA BO3MOXXHO 000CTpeHHe rernaTHTa.

CTH

Omnenka HeXelaTeNbHBIX PEaKIMi y JeTell OCHOBBIBAIACH HA pe3yibTaTaX 3 KIMHHYECKUX
uccienosanuii (N=169, npu stom 123 pedenka nmoiydanyu JieyeHue BrepBbie, 46 — MOBTOPHO).
BUY-unduumpoBanHbie netu B Bo3pacte oT 4 MecsiueB A0 18 ner mosmydanu JieueHue
SMTPHLUUTAOHHOM B COCTaBe KOMOHMHHUPOBAHHOW AaHTHPETPOBHUPYCHOH Tepamuu. Cpean
HEXKeNaTesIbHBIX PEaKIMi Y JeTeH 10 CPAaBHEHHUIO CO B3POCIIBIMH Yalle HAOJII0JaMCh: aHEMHS —
yacTo (9,5%) 1 u3MeHeHHe 1BeTa KOXKH (yCHJICHHE THITMEHTAIHH) — 04eHb YacTo (31,8%).

Coodurenue o MOA03pEBAEMbIX HEKEJIATECJIbHbIX PEAKIUAX

BaxxHo coodmats o IOJ03PEBACMBIX HCIKEIATCIIBHBIX PEAKIHUAX IMMOCJIC PErUCTpalluM IIperapara C
LIeJIbI0  00ecIeyeHust HENPEPBIBHOIO MOHMUMTOpPHHI'A COOTHOWICHHA  «I10JIb3a — PHUCK»

5
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

JICKApCTBEHHOTI'O IIpernaparta. MeauuuHCKUM paGOTHMKaM PEKOMEHAYETCA coo0maTe 0 JIH0BIX
IIOA03PCBACMBIX HCIKCIIATCIIBHBIX PCAKUMAX JIEKAPCTBECHHOI'O IIpe€riapaTa 4epe3 HallMOHaJIbHbIC
CUCTEMBI COO6HI€HI/I}I O HCXKCJIATCJIbHBIX PEAaKIUAX TOCYyaapCTB — YJICHOB EBpaSI/Ii;lCKOI‘O
9KOHOMHYECCKOI'0 COrO3a.

Poccuiickas ®exepauust

®enepanpHas ciyx0a 1o Hajgzopy B cdepe 31paBooxpanenus (Poc3apaBHamzop)
109012, r. Mocksa, CraBsHCKas Iiomais, 1. 4, ctp. |

Tenedon: +7 (800) 550-99-03, +7 (499) 578-02-20

OnekTpoHHas noyra: npr(@roszdravnadzor.gov.ru

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

4.9. Ilepeno3npoBka
CHMOTOMBI

IIpumenenune smrpunurabuHa B go3e 1200 Mr cOnmpoBOXKIAJIOCH Pa3sBUTHEM HeEKeIaTelIbHBIX
peakuuii. /lanHple MOOOYHBIE pEaKIMH NIPEICTABICHEI B pa3elie 4.8.

Jleuenue

B ciyyae mepeno3MpOBKH MalMEHT JIOJDKEH HAXOMUTHCS I0J HAOIIOJECHMEM IS BBIABICHHS
BO3MOKHbIX MPHU3HAKOB MHTOKCHKALMHU. B ciyyae HeOoOXOAMMOCTH NMPUMEHSETCsS CTaHJapTHas
NOIEPXKUBAKOIIAS TEPAITHs.
C momompro remMoaManu3a BBIBOJUTCS OKOJIO 30% SMTpUIMTaOMHA B TEYEHHE 3-4acCOBOIO
nepuoaa remoauanusa. He usydyeHa BO3MOKHOCTH BBIBEJCHHS SMTPULMTA0OMHA C MOMOIIBIO
NEPUTOHEATHHOTO JIHATH3A.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoHHAMHYECKHE CBOHCTBA

(apmakoTepaneBTHYecKas TIpyINa: IPOTHBOBHPYCHBIE CpPEACTBA CHCTEMHOIO JIEHCTBHSA;
IPOTUBOBHUPYCHBIE CPE/ACTBA NPAMOIO JEHCTBUSA; HYKJICO3UIHbIE H HYKJICOTHIHbIE HHTHOUTOPBI

00paTHOM TPaHCKPHITA3bI.
Kox ATX: JOSAF09

MexaHu3m JICUCTBHSA U (baDMaKO,I[PIHaMH‘IeCKHC 3(bd)CKTLI

OMTPULMTAOMH — 3TO CHHTETHYECKHI HYKJICO3U/I, QHAJIOT LIUTHIMHA, POSBIIAIOIMIA aKTUBHOCTD
B otHomenn BUY (BHUU-1 u BUY-2) u Bupyca renatuta B.

OMTpULMTAaOMH  nojasepraercs  GocOpHIMPOBAHHIO  KIETOYHBIMH  (pepMeHTaMH ¢
dopmuposanmem smMTpuLHTaOUH-5'-TpUdOChaTa, KOTOPHIH HHIHOUPYET aKTUBHOCTH OOPaTHOM
TpanckpunTassl BUY-1, uyto npuBoauT k oOpBIBY Lenu BUPYCHOH 1€30KCHPUOOHYKIEMHOBON
kucaotel (JIHK). Omrpummrabun-5'-tpudocdar spiasercs ciaadbIM HHTHOUTOpPOM -, fB-, &-
nonumepassl JIHK u MutoxonapuansHoit y-nmomumepassl JJHK.

In vitro SMTpUIMTaOMH He OKa3bplBaJl IIMTOTOKCHYECKOTO BIHMAHHA Ha nNepudepudeckue
MOHOHYKJI€apbl KPOBH, TUM(OLUTAPHbIE H MOHOLUTAPHO-MaKpodaraibHble KIETOUYHbIE IHHUH U
KJIETKM-TIPEIIECTBEHHUKH KOCTHOIO MO3ra. [n Vitro W in vivo He OblJ0 MOJYYEHO AaHHBIX O
MHMTOXOHIPHAIBLHON TOKCHYHOCTH.

IIpomueosupycras akmusHocms in vitro
10
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[IpoTHBOBHpYCHAs aKTMBHOCTb 3MTPHLHMTA0MHA OTHOCHTENBHO J1a0OPATOPHBIX M JOHOPCKHX
mrammoB BUY-1 onenuBanack Ha KOJIOHHMAX KJICTOK Mbobiractonnos (kononuun MAGI-CCRS)
¥ MOHOHYKJICApHBIX KIeTKax mnepupepudeckoil kpoBu. 50% HHIHOMpYOIIas KOHIEHTpPAIUS
(ECs0) smTpuumTabuna Haxoaunack B mpezienax ot 0,0013 mo 0,5 mMons/n. B HccneqoBaHuax
SMTpULHMTaOMHA B KOMOMHALMM C HHTMOUTOPAMH MPOTEasbl, HyKJIEO3HAHBIMH, HYKJIEOTHIHBIMH
M HEHYKICO3HWIHBIMH HMHIuOMTOpaMM  oOpaTHOM TpaHckpunTtazsl BHWY  mabmomancs
JOTIOJIHUTEIbHBIH CHHEPreTHYeCKHH 3¢ ¢ekT. bobias yacTe STUX KOMOMHALMIHA y YelOBEKa He
M3y4Yanach.

Ilpu ¥3yyeHMH aKTHMBHOCTH B OTHOIICHHH JIaDOPaTOPHBIX MITaMMOB BHpyca rematuta B ECso
SMTpULUTAOMHA Haxoauack B npeaenax ot 0,01 g0 0,04 Mmons/m.

Pesucmenmmnocmo

Pesucrentnocts BWUY-1  k  smTpunmrabuny oOycioBieHa MyTamueil reHa oOpaTHOM
TPaHCKPHUINTA3bl B KOJOHe 184, mpuBoAsAIei K 3aMeHe METHOHHWHA Ha BalWH. [[aHHAs MyTanus
BWY-1 nadbmoaanace kax in vitro, Tak 1 y BUY-1-uHUUMPOBAHHBIX MALMEHTOB.

Pe3suCTeHTHBIE K SMTpHIMTAOMHY INTAMMBI BHpYCa JICMOHCTPHPOBAIM IIEPEKPECTHYIO
PE3UCTEHTHOCTh K JIAMMBYIMHY, HO COXPAaHsJIM YyBCTBUTEIBHOCTH K JPYTHM HYKJIE€O3HIHBIM
vHruouTOpaM obpatHoit Tpanckpunrtassl (HUOT) (3umoByamHy, craByauHy, TeHO(OBHDY,
abakaBupy, JMIAaHO3MHY), BCEM HEHYKJICO3MIHBIM HMHIHOMTOpaM OOpAaTHOH TPaHCKPHMITA3bI
(HHHUOT) u Bcem muruburopam npoteassl. IlITaMMbl BHpyCa, pe3UCTEHTHBIE K 3HMIOBYIHHY,
munanosuny ¥ HHUOT, coxpansin yyBcTBHTENIBHOCT K 3MTpuiMTabuny (ECso= 0,002 — 0,08
MMOJIB/T).

Jlemu

BonblMHCTBO MilajieHIEeB U JeTel cTapiie 4 MecsleB TOCTHTAIO WIH MOIEPKUBAIO MOIHYIO
cynpeccuro PHK BUY-1 B nnasme (89% naunento gocturiau yposus PHK BUY <400 konwmit/mn
1 77% NalKeHTOB JOCTUITIH YPOBHS BUPYCHOH Harpy3ku <50 komwii/mi) B TedyeHHe 48 Heaensb
Tepanuu.

KiiHu4eckuii onpIT NnpMMEHEHHs SMTPUIIMTAOHHA Y ieTell Mita/ue 4 MecsALeB OTCYTCTBYET.

5.2. ®apMaKOKHHETHYECKHE CBOHCTBA

Abcopbuus

ITocne mnepopanbHOro BBEIEHHS AMTPHUMTAOMH OBICTPO BCACHIBAETCHA, JOCTHras IHKA
KOHIEHTpaumu 4epe3 1-2 waca. Ilocne MHorokpatHoro mnepopainbHoro mpuema 200 wr
sMrpunrabuHa 20 BHUY-uHQUIMpPOBaHHBIMH MAalMEHTaMH YCTOWYMBAs MaKCHMasbHas
riasMeHHass KOHUEHTpauus (Cmax) dSMTpHIMTaOuHa coctaBuia 1,8+0,7 MKr/mii, MHHHMAalbHas
KoHUeHTpaus (Cmin) coctaBuna 0,09+0,07 Mkr/mi, a miomaas Mo KpUBOH «KOHIEHTpaIHA—
Bpems» (AUC) — 10,0+£3,1 mxrxy/mu. CtaOuibHble KOHLUEHTPALMU Npenapara B Iiasme ObLIH
NpUOIM3UTENIBHO B 4 pa3a Bble 3HauyeHUH ECo0 NMpOTHBOBHPYCHON aKTHBHOCTH B OTHOLICHMH
B in vitro.

IIpy mnepopanbHOM NPUMEHEHHH OSMTPHLUMTAOMHA B BHIE KalCyJl HATOIAK abCOIIOTHAs
OuomocTynHoCTh cocTanser 93%.

Bausanue nuwu na scacoléanue

Kancynel sMTpHIMTAOHHA MOKHO NPHHUMATh HE3aBHCHMO OT mpueMa nuiuu. [Ipu coBMecTHOM
[pUEME KalCysl 3MTPULMTAOMHA C SKUPHOM NHILEH CHCTEMHAas SKCIO3HIMsA 3MTPUIMTaOUHA
(AUC) He usmeHsIace.

Pacnipesienenue
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CpsA3biBaHME 3MTpULMTAOMHA ¢ O€IKaMH IUIa3MBbl YeJIOBeKa in Vitro cocTaBiaseT meHee 4% u He
3aBUCHT OT KOHUEHTpalMM B JHala3zoHe, Kotopas npesbimaer npenensl 0,02—200 Mir/mo.
Cpennee cooTHOIICHHE KOHLGHTPALUIA Mpenapara B IUa3Me H KPOBU COCTABJIAET mpuMepHo 1,0.
CpenHee COOTHOIICHHE KOHIGHTpAIUI MpenapaTa B CEMEHHOH JKHIKOCTH M IIJIa3M€ COCTaBIIsAET
npumepHo 4,0.

Kaxymuiics o0beM pacnpe/iesieHus ocae BHYTPUBEHHOI'O BBE/ICHHUS IMTPULIMTAOHHA COCTABHII
1,4+0,3 5/Kr, 4TO CBHETENBCTBYET O PACIPOCTPAHCHUH IperapaTa Kak BO BHYTPH-, TaK H BO
BHEKJICTOYHBIX JKHJIKOCTSIX.

buorpanchopmaums

B uccnenosanmsax in vitro OpII0 MOKa3aHO, YTO SMTPHUUTAOMH HE MHTHOUpPYET M30(EpPMEHTHI
cuctemel CYP450. buorpancdopmanus sSMTpHIHTaOUHA BKIFOYAET OKUCIICHHE THOJIOBOM IPYIIIBI
c obpasoBaHueM 3-cynboKcHI auactepeoMepoB (mpuMepHO 9% 103bI) M KOHBIOTALMIO C
IJIIOKYPOHOBO# KMCIOTOH ¢ oOpasoBaHueM 2-O-rimokyponuzaa (npumepHo 4% no3el). Jpyrue
MeTabOoTUTHI He OBUTH HICHTH()UIHPOBAHBIL.

. DIMMUHALKS

OMTpHUIMTaOUH B OCHOBHOM BBIBOAMTCS MOYKaMHu: 86% BBEICHHOI /1036l OOHAPYKHBAETCA B
moue, 14% — B kane. 13% BBEJCHHOH 1036l OOHAPYKEHO B MOYe B BHJC TPEX METa0OIHMTOB.
CucreMHbIH KIMpeHC SMTpuuHMTabuHa coctaBmser 307 wi/mud (4,03 wmu/mun/kr). Ilocne
NEPOPAIBHOro NpHeMa nepuo/i MolyBbIBEICHHS SMTPHLIMTAOMHA COCTABIAET 0K0J10 10 yacos.

JIMHEMHOCTH/HENTMHENHOCTD

Ilpy OJHOKpaTHOM MJIM MHOTOKpPAaTHOM I@IpHeMe B Juama3zoHe 03 oT 25 go 200 wmr
(apMakokHHETHYECKHE MapaMeTpbl AMTPHUIMTAOHHA HAXOJWINCH B  NPOINOPLHOHATBHOM
3aBUCHMOCTH OT JI03bl.

BH\/TDHKIICTO‘{H&H d)aDMaKOKIdHeTHKa

B KIMHMYECKOM HCCIEIOBAaHUM BHYTPUKJICTOUHBIN IEPHOA MOJY)KH3HH OSMTPUIMTAOHH-
tpudochara B MOHOHyKIeapax nepudepHueckoil KpoBH cocTaBisii 39 yaco. YpOoBeHb

‘ BHYTPHKJIETOYHOI0 Tprudocdara yBeIHIUBaICS COOTBETCTBEHHO /103€ M JOCTHUIal IJIATO B J03aX
200 mr unu Oonbire.

Oco0Oble IpyIINEI MAMEHTOB

Ilon

Xors cpeanue 3Ha4eHUS! Cmax U Cmin ObUTH npuMepHO Ha 20% BhIIIE, a cpenHee 3HadeHrHe AUC
Opu10 Ha 160% BbINIE Y KEHIIUH 110 CPABHEHUIO C MY)KUYHHAMH, JAHHbIE PA3IMYUs KIMHHYECKH
HE 3HaYHMBI.

Paca
Ilpy uCronp30BaHMM SMTPUUMTAOMHA HE ObUIO 3apEerHCTPUPOBAHO (hapMaKOKHHETHYCCKHUX
pasIM4Mi Cpeau NMpeCTaBUTeNIeH pa3HbIX PACOBBIX IPYIIIL.

Bospacm
Jlannble 1o papMaKOKHHETHKE SMTPULMTA0MHA Y MTAMEHTOB CTapie 65 JIET OTCYTCTBYIOT.

IHayuenmor ¢ HapyweHuem (hyHKYuY neveHu
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dapMaKOKMHETHKA ASMTPUUUTAOMHA Y MNALMEHTOB C TEYEHOYHOW HENOCTAaTOYHOCThIO, HE
MHQUIMPOBAHHBIX BHpycOM rematuta B, He m3ydamace. PapMakOKHHETHYECKHE MapaMeTphI
SMTPHLHMTAOMHA y MAIMEHTOB C XPOHUYECKUM BUPYCHBIM IeNaTUTOM B CXO/IHBI ¢ mapamMeTpamu,
OIpeJIeNIAEMBIMH Y 3/10pOBbIX 100poBoibLEeB 1 BUY-nHPULHMPOBAaHHBIX MAI[HEHTOB.

[layuenmer ¢ Hapywenuem Qynkyuu nouex

Ilpu uccnenoBannu ¢papMakoKHMHETHYeCKoro npodwis smrpuimradbura y 30 OGONBHBIX C
Pa3IMYHOM CTENEHBIO MOYEYHONW HEJOCTATOUHOCTH (>80 MJII/MUH — HOpMaJibHas (DYHKIIMSA TTOYEK,
0e3 CHHXKEHHUsS CKOPOCTH KIy00ukoBoi duibTpannu (CK®); 50-80 Mi1/MUH — JIerkoe CHUKEHHE
CK®; 3049 ma/mun — ymepenHoe cHiwkenne CK®; <30 mu/mun — tsxkenoe cuuxenne CKD;
<I5 MI/MMH — TepMHMHAIbHas IOYEYHAs HEJIOCTaTOYHOCTh, TpeOyllas IpOBEIeHHE
reMoaManusa), He uHQuuMpoBaHHbIX BWY, Obulo moka3zaHo, 4TO 3HAYeHMs IUIa3MEHHOM
konuentpauuu 1 AUC npenapata 06paTHO NPONOPLUHOHATBHBI YPOBHIO KIIMPEHCA KPeaTHHHHA.
Tak, y maiueHTOB ¢ HOpMaIbHON (YHKIMEH MOYEK CpeHee 3HAYeHHE + CTaHAAPTHOE OTKJIOHEHHE
KOHIEHTpPAaUMH SMTpuuMTabuHa coctaBwio 11,8429 MKrxu/mi, y nNamMeHTOB C JIErKOH,
YMEpPEHHON U TsDKeNoH cTeneHblo cHIbkeHuss CK®D — 199+1,1, 25,0+5,7, 34,042,1 MKrx4/Miu
COOTBETCTBEHHO.

VYV NaunueHToB ¢ TEPMHHAIBHOW CTagued MNOYeYHOH HENOCTaTOYHOCTH, HaXOJANIMXCA Ha
remoauanuse, okono 30% BBeIEHHON 103bl SMTPHLMTAOMHA OOHAPYXKHMBAIOCH B JHAIW3aTE B
TCYCHHE 3-9acoBOIo IEpHOjJa JMadHu3a, KOTOphIH ObUI HadaT yepe3 1,5 waca mocie mpuema
sMTpunMTabuHa (CKOpocTh KpoBoToka 400 MI/MHH M CKOPOCTh IIOTOKa JHMaJd3ara
npubnusuTenbHo 600 mu/muH). Biusxue 3a0oneBaHHs MoYeK Ha  (papMaKOKMHETHKY
OMTPULMUTAOMHA Y IeTeH He U3YUYEeHO.

Jlemu

dapmakoKMHETHKA SMTpULIMTa0MHA y JeTei (B Bo3pacTe oT 4 Mecsiues 10 18 ner) conocraBuma ¢
TakoBo# y B3pocnblXx. Cpeanne 3HaueHuss AUC y 77 4enoBek (MIaJeHIp], A€TH ¥ MOAPOCTKH),
IOJyYaBUIMX SMTPUUUTAOMH B Karcynax 200 Mr, He OTIMYAIMCh OT cpeaHux 3HadeHuid AUC
(10 Mxrx4/mi) y 20 B3poCibIX, OTYYaBIIHX SMTPHIUTAOHH B Kancynax 200 MI OJJMH pa3 B CyTKH.
Bputo mpoBeneHO OTKpBITOE HECPAaBHUTENIBHOE HMCCIEIOBAHHE, B XOJ€ KOTOPOrO HM3y4aluCh
(apMakoKHHETHYECKHE MapaMeTphl IMTpHLMTAOHHA Y 20 HOBOPOXKIEHHBIX, YbH MAaTepH ObLIH
BUY-unpuuupoBaHHbiMH. B TedyeHHe MEpBBIX TpeX MECAIEB KHU3HHU (C 1-i HelenH KU3HH J10
3 Mecs1eB) AETH MOTYYWIU JBa 4-THEBHBIX Kypca SMTpUIHTA0OHHA B JJ03€ 3 MI/KI B CYTKH. JTa
J103a COCTaBJIANA IIOJOBHUHY OT OZOOPEHHOM /03I [UId MIIAJICHIIEB cTapiie 4 MeCsALEB KU3HU
(6 mr/kr). ITonyuennsle maasmenHsle koHueHtpaunu (AUC) y mianenues 10 3 Mecsues ObuId
110100HbI HabmonaeMbiM Yy BUY-uHQHIMPOBaHHBIX B3pOCIBIX U JeTel cTapiie 4 MecsieB IpH
IIPUMEHEHHH SMTPUIIUTa0HHA B 103¢ 6 MI/KT.

6. PAPMAIEBTHYECKHE CBOMCTBA
6.1. Ilepeyens BCIIOMOraTe/IbHBIX BellleCTB

BcnomorarenbHbie BCIICCTBA:

[{esnron03a MUKpOKpUCTAITMYECKas
[ToBumon K25

Kpocnosuaon

Maruus cteapat

Kancyna meepoas swcenamunosas Ne ()
Kopnyc: THTaHa TUOKCU, JKEJIATHH; KPBIIIKA: THTAHA JHOKCHU/L, )KEJIATHH.
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6.2. HecoBmecTHMOCTD

Henpumenumo.

6.3. Cpok roaHocTH (CPOK XpaHeHHust)

3 rona.

6.4. OcoOble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHHH

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

6.5. XapakTep u cofep:kaHHe NMEPBHYHOH YNAKOBKH

ITo 10 xancyn B KOHTYPHYK SYEHKOBYIO YNAKOBKY M3 IUICHKH KOMOWHHPOBaHHOM
(OJIMBMHUIXJIOPHJI/TOTUBUHIIIMACHXIOPH) H (OJIBIH AJTFOMUHHEBON NEYaTHOH JIAKHPOBAHHOM.
ITo 30 kancyn B 6aHKY NOJTHUMEPHYIO (M3 MOJUATHIICHA WIN TTOJMIIPOMUJICHA) VIS JIEKaPCTBEHHBIX
CPEICTB, YKYINOPEHHYK) KpBIIKOH MOJMMEpPHOH (M3 IMOJMITHIEHA WM IOJIMIPOMHIEHA) C
BJIArOINOIJIOTUTENIEM M KOHTPOJIEM NEPBOTrO BCKPBITHSL.

Ha GaHKy HaKJIEHBAIOT 3THKETKY M3 OyMaru STUKETOYHOM, HITH MUCYCH, WIH CAMOKJICSIIYIOCS.

Kaxnayro 6aHky, 3 KOHTYpHBIC SYCHKOBBIC YIIAaKOBKH BMECTE C HHCTPYKIIHEH MO MPUMECHEHHUIO
IIOMEUIAIOT B NAYKY U3 KApTOHA KOPOOOYHOrO.

6.6. OcoOble Mepbl NPEJIOCTOPOKHOCTH IPH  YHHYTOKEHHH  HCIOJIb30BAHHOIO
JIEKapCTBEHHOI0  mnpemapara HJIH  OTXO0J0B, IOJYYEHHBIX Iocjde NpPHMeHeHHs
JIEKAPCTBEHHOI0 NPenapara, u Ipyrue MaHHNYJIsILHH ¢ NpenapaToM

Oco0ble TpeOoBaHHs OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIUOHHOI'O YIOCTOBEPEHUS
Poccuiickas @epepanus, OO0 «TexHoJIOTHs JIEKapCTBY

141400, MockogBckas 0011, r. Xumku, yi. Pabouas, 1. 2a, ctp. 31, mom. 21
Tenedon: +7 (495) 225-62-00

Dakc: +7 (495) 225-62-65

E-mail: info@drugsformulation.ru

7.1. IlpeacraBuTeNb AepKaTeIsi PETHCTPANHMOHHOIO YI0CTOBEPeHHUs

IIpeTeH3uu moTpeOUTENEH HAIIPABJIATE 110 aJIPECY:

Poccuiickas ®enepanus, AO «P-Dapm»

150061, Spocnasckas o6, r.0. r. Spocnasius, r. Spocnasis, yi. I'pomosa, a. 15
Tenedon/daxc: +7 (4852) 40-30-20

E-mail: info@rpharm.ru

8. HOMEP PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

9. JIATA NEPBUYHOHN PETMCTPAIIMM (ITOJATBEPXJIEHUS PETUCTPALIMU,
INEPEPETUCTPAILIUN)

JlaTa nepBUYHOM pEerucTpalmu:
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10. JATA IEPECMOTPA TEKCTA
O6mas xapakTepucTHKa JekapcTBeHHoro mnpenapata DMTPULIMTABUH-TJI pocrynmHa Ha

MHPOPMAMOHHOM nopTaie EBpa3HiicKOro 3KOHOMHYECKOTO CO0103a B HH(OPMALMOHHO-
KOMMYHHKaLMOHHOH cetn MHTepHeT: http://eec.eacunion.org.
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