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OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “C05)

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITIAPATA
PAJITET'PABUP BEJI®APM, 400 mr, TaGaeTKH, TOKPHITHIC TIICHOYHON 000JIOYKOA.

2. KAYMECTBEHHBINA U1 KOJTUWYECTBEHHbBINA COCTAB

JlelicTBytOIII€€ BEUIECTBO: pAJITETPaBUP.

Kaxmas Tabnerka, MOKphITas MICHOYHON 000m0ukoi, comepskut 400 mr panrerpaBupa (B Buje
paiTerpaBupa Kajusi).

BcmomoratenbHbIe BelIecTBa, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npemnapara: jJakto3a (cm. pasuen 4.4).

ITonnbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyieTKu, MOKPHITHIC INIEHOYHONW 000JI0YKOM.

OBayibHBIE ABOSKOBBIITYKJIBIC Ta6HeTKI/I, IIOKPBITHIC IUIEHOYHOH 000JI0YKOH PO30BOI'0 OBCTA.

4. KINMHUYECKUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUI0

ITpenapar PAJITEI' PABUP BEJI®APM noka3an k npuMmeHeHuto s JiedeHus BUY-1 nndexunn
B KOMOWHAlMU C JAPYTUMHU AHTUPETPOBUPYCHBIMU IMpenaparaMy Yy B3pOCIbIX, MOAPOCTKOB U
neTel, HaunHas ¢ 6 JeT U ¢ Maccoil Tena He MeHee 25 KrI, KaKk paHee IMOJIy4aBIIUX, TaK U HE
MOJIy4aBIIMX aHTUPETPOBUPYCHYIO TEPAMHIO.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 MPUMEHEHUS

Jleuenne mpenaparom PAJITETPABUP BEJIGAPM nomkeH mpoBOIWTH Bpad, 00JIaIaromInid
JIOCTaTOYHBIM OMbITOM Tepanuun BUY-undexuun.

PexxuM 103upoBaHus

Jleuenne mnpenapatom PAJITETPABUP BEJI®APM npoBoasT B KOMOMHALMU C JAPYTHMMHU
AHTUPETPOBUPYCHBIMHU ITperapaTaMu.

Bspocnvie

Pexomennyemas noza npenapara PAJITETPABUP BEJI®APM vy B3pocasix coctasisger 400 mr
(1 TabneTka) 2 paza B CyTKH.

Oco0ble TPVIIILI TAIUEHTOB

HauueHmbz NOSHCUTIOC0 803pacma

KOppeKI_II/II/I A03bI Y MMOXKUJIBIX IMMAIIUCHTOB HE Tpe6yeTC${.
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inac OB HOC TR DD0OE)
Craenyer co0momaTh OCTOPOXKHOCTH MPH TIPH eHeHHI/I-gaJITe-ll%ajBn h'c%nm TranueHToB

(BBHly OTPaHUYCHHOM HHPOPMALIUK O IPUMEHEHUH paJITErpaBUpa y MalMeHToB cTapiie 65 Jer).
Tayuenmoi ¢ Hapywenuem hyHKyuu novex
Koppekuust 10361 y MallueHTOB ¢ HapylIeHneM (QyHKIUHU MOYeK He TpedyeTcs.
Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu
Koppekuust 10361 y TAIMEHTOB C HapylieHHeM (DYHKIHUU TEYEHU JIETKOW W CPeTHEH CTeneHu
TSDKECTH He Tpedyercs. be3omnacHoCTh M 3P PEKTUBHOCTD palITErpaBUpa y HAlMEHTOB C TSHKEIBIMU
COMYTCTBYIOIIMMHU 3a00J€BaHUSIMHU I[€YEHH HE YyCTaHOBJeHa. Takum o0pazoMm, mpemnapar
PAJITEITPABUP BEJI®APM crienyer NpUMEHSATh C OCTOPOKHOCTHIO Y MALIMEHTOB C TSHKEJIOM
MICUYCHOYHON HE0OCTATOYHOCTBIO (CM. pasnenbl 4.4 u 5.1).

eTH
Pexomennyemas noza npenapata PAJITETPABUP BEJI®APM getsim ¢ 6 et u Maccoi Tena He
menee 25 kr — 400 mr (1 Tabnerka) 2 pa3a B CyTKH.
[Ipenapar He crneayeT MpUMEHSTH Y JeTel B Bo3pacTte /10 6 JIET U ¢ Maccoi tena MeHnee 25 kr (B
CBSI3HM C HEBO3MOXKHOCTBIO O0ECIIEUNTh PEKUM J03UPOBAHMUS).

Cnoco6 IIPUMCHCHUA

Bnytps.

TabneTku HENb3s KeBaTh, KPOIIUTH M Pa3JIaMbIBATh.

[Tpenapatr PAJITEI'PABUP BEJI®APM npumensiercs BHE 3aBUCUMOCTH OT IpHUeMa IUILIH.
Ecny manumeHTsl 1@TCKOro BO3pacTa HUCHBITHIBAIOT TPYIHOCTH NPH MPOIJIAThIBAHUHM TaOJIETOK,
HOKPBITHIX MJICHOYHOM 000JI0UKOM, ClIeAyeT paccMOTPETh BO3MOXKHOCThH NpHEMa IpernapaTa B
JpyroH JieKapcTBEHHOM (popme, Hanpumep, TaOIETKH JKeBaTeIbHbIE.

4.3. IIlpoTuBONOKA3aAHUS

- I'unepyyBCTBUTENBHOCTD K PAITErPABUPY HIIH K JIIOOOMY M3 BCIIOMOTaTeIbHbBIX BEIIECTB,
NIEPEYUCIICHHBIX B pazzene 6.1.

4.4. OcoOble yKka3aHus M Mepbl NPEeI0CTOPOKHOCTH NPH NPUMEHEHUH

[TannenToB ciexyer MHGOPMUPOBATH O TOM, YTO COBPEMEHHBIE aHTUPETPOBUPYCHBIE MpenapaThl
He n3zneunBatroT BUU-undexmuto u He npepoTBpaiatot nepeaavyy BUY npyrum iaroasim ¢ KpoBbIo.
Taxxke nanueHTs! JOJKHBI ObITh IPOUH(POPMHUPOBAHBI O TOM, YTO Y HUX BCE €11[€ MOTYT Pa3BUTHCS
UHQEKIMM WM JIpyTue COCTOSHHUSA, pacmpocTpaHeHHble cpean BUY-unpuuupoBaHHBIX
NalMeHTOB (OMIOPTYHUCTHYECKHEe HH(peKuuu). Bo BpeMs Tepanmuu panterpaBUpoOM BasKHO
OCTaBaThCs MO HAOMIOJCHUEM Bpada. PanterpaBup nMeeT OTHOCUTEIbHO HU3KUN T€HETHIECKUIN
Oapbep K pa3BUTHIO PE3UCTEHTHOCTH, MOITOMY JUIsl MOBBILIEHHS A(P(EKTUBHOCTH JEUEHUs U
CHIDKEHMSI pHCKa Pa3BUTHUSA PE3UCTEHTHOCTH K pPAITErpaBUPy €ro HeoOXOIMMO Ha3HauyaTh B

KOM6I/IHaI_[I/II/I C IBYMA OPYTHUMHU AKTHUBHBIMU AHTHPCTPOBUPYCHBIMU CpPCACTBAMHU, CCIHU ITO
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HauasoM Tepanuu npenapatoM PAJITETPABUP BEJI®APM u nepeunTsiBaTh €ro KaXKablii pa3
IIPH TIOJTYYEHUU OYEPEHOTO perenTa OT Bpaya. [[anueHT sl JOKHBI OBITh MPOUH(DOPMHUPOBAHBI O
HEOOXOAMMOCTH COOOINaTh Bpadyy O MOSBICHUHM KaKHUX-THOO HEOOBIYHBIX CHUMIITOMOB, JHOO
COXpaHEHUHU WJIU YXYIIEHUU JTI000TO U3BECTHOTO CUMIITOMA.

CI/IHZ[DOM BOCCTAHOBJICHUA UMMYHUTECTA

Ha nawanpubix sTamax komOuHupoBanHoW APBT y BUY-unpuumpoBaHHBIX NalMEHTOB C
TSDKEJIBIM UMMYHOJIE(UIIMTOM MOXET Pa3BUTHCS TaK HA3bIBAEMBIH «CHHJPOM BOCCTAHOBIICHMS
UMMYHHUTETa», TO €CTh BOCHAIUTENIbHAS peaklysl Ha OECCUMIITOMHO TEKYILUE MM OCTaTOYHbIE
ONIOPTYHUCTHYECKHE  HMH(MEKIMUu  (IIMTOMETAJOBHPYCHBI  PETUHUT,  I[THEBMOLKCTHYIO
THCBMOHHWY, BBI3BaHHYIO PneumocystiS JirOveci, JIMCCEMEHHMPOBAHHBIC WM OYaroBbHIC
MHUKPOOAKTEepHaIbHble UHPEKIMHU U JIp.). DTO MOKET CIOCOOCTBOBATh YXY/IIEHUIO COCTOSHUS
HalMeHTa U YCUICHUIO UMEIOIUXCcs CUMIITOMOB. OOBIYHO TaKasl peakiisi MOXKET HaOJII01aTbCs B
IepBble HENEIM WM MeCcslbl IOcie Hayaja KOMOMHHUpOBaHHOM Tepanuu. JlroOble
BOCTIQJIUTEIBHBIE CHMITTOMBI JIOJKHBI OBITH OIICHEHBI M IIPH HEOOXO0IMMOCTH Ha3HAUEHO JICYCHHE.
[Tpu pa3BUTHH CHHIpPOMa BOCCTAHOBJIEHUS] MMMYHHUTETa ObLJIM ONMCaHbl TAKUE AyTOMMMYHHbIE
pacctpoiicTBa, kak ba3zenoBa Oone3nb. TeM He MeHee, pa3BUTHE TakUX HapylIEHUH MOXKeET
HaOJII0AAThCS Yepe3 MHOTO MECSILIEB [IOCIIE HaYasa JICUEHHs..

OcTeoHekpo3

HecmoTpst Ha TO, 4TO 3THOJOTHS JAHHOTO OCJIOKHEHHsI CUMTAETCsl MHOTO(aKTOpHOU (BKJIrOYast
TEPaNu0 KOPTUKOCTEPOUIAMH, YIIOTPEOIEHUE aJIKOTOJIs, TSAXKENbIH UMMYHOAE(PHUIUT, BRICOKHUIMA
MHJEKC Macchl TeJa), ONMCAHbl ClIyuyau pa3BUTHS OCTEOHEKPO3a, OCOOEHHO Ha MO3/IHUX CTaIUAX
BUY-undexnuu w/mnm npu gureabHoM mnpueme koMOuHupoBaHHoW APBT. [lanumentam, y
KOTOPBIX MOSBHJIMCH TaKUE CUMIITOMBI, KaKk O0JIb B CycTaBaX, CKOBAaHHOCTb WJIM OrpaHMYCHHE
MOJIBUJKHOCTH, HYXKHa CPOYHAsl KOHCYJIbTALMsI CIIELUAIKCTA.

Tsoxenpie PCAKIIMM CO CTOPOHBI KOXKH U PCAKIINU THIICPUYYBCTBUTCIIbHOCTHU

[TomyueHbl JaHHBIE O TSKENbIX (MOTEHUUAIbHO JKM3HEYIPOXKAIOIIMX) U JIETAJbHBIX
HEXENATENIbHbIX PEAKLUHUAX CO CTOPOHBI KOXH Yy MAalME€HTOB, IIPUHUMABIIUX paJTErpaBUp B
cocTaBe KOMOMHMpPOBAaHHOM  Tepamuu €  JPYTUMH  JIGKAPCTBEHHBIMH  CPEJICTBAMH,
ACCONUHUPYIOMUMHUCA C OTUMU HCKCIIATCIIbHBIMU PCAKIUAMHA, TAKUMHU KaK CHHAPOM CrtuBeHca-
JI)KOHCOHa M TOKCHYECKHI SNUIepMaibHBIM HeKposn3. Takke cooOIIaToch O pPeaKIUsaxX
TUIIEPYYBCTBUTEIILHOCTH, KOTOPbIE IIPOSBIIUIMCH B BUJE CHIIIA FEHEPAIN30BAHHOTO XapaKTepa, U
MHOT'/Ia OPraHHOM IUC(YHKIIMH, BKIIIOYAs IEYEHOUHYIO HEJJ0CTaTOYHOCTh. ClielyeT HeMeAJIeHHO
MIPEKPATUTh MPUMEHEHHE paITeTpaByupa U APYTHX MPEmapaToB, MPEANOIOKUTETHFHO CITOCOOHBIX

BbI3BATb TaKUC PCAKOWH, CCJIN IOABUIIMCH IMPU3HAKHW HIJIM CHUMIITOMBI TSXKEIIBIX peaKum‘/i co
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CBIITb, COMTPOBOXKAAIONIYIOCS JIMXOPAIKOH, 00IIee HeJOMOTaHKe, C1a00CTh, O0JIM B MBIIIIAX WUIIH
CycTaBax, MOSIBJICHUE BOJABIPEH Ha KOXE, MOBPEXKJICHUSI B POTOBOM IMOJIOCTH, KOHBbIOHKTHUBHT,
OTEK JIMLIA, TeNaTUT, 303MHOMUINI0, AHTHOHEBPOTHUECKUN OTEK, HO HE OTPaHUYUBASACH TOJIHKO
uMn). B 3TuX cirydasx He00X0JMMO MOHUTOPUPOBATH KIIMHUYECKUH CTaTyC, BKJIIOUasi aKTUBHOCTh
«MEYEHOYHBIX» aMUHOTpaHCcdepas3, U HauaTh COOTBETCTBYIOIIYIO Tepamnuio. HecBoeBpeMeHHOE
MpeKpalieHue Teparnud paITerpaBUpOM WM APYTMMH  JIGKQPCTBEHHBIMH  CpEJCTBAMH,
ACCOLMUPYIOLIUMUCS C STUMHU HEKEJIATeNbHBIMU PEAKIUSIMU, ITOCIIE MOSBICHUS TSKEJION ChIITU
MOJKET MPUBECTHU K KUZHEYTPOKAIOIIUM PEaAKLIUSM.

Muonarusa u pabaomMuonus

Coo01manocs 0 pa3BUTUM MUOTIATUH U pabaomuonu3a. Cienyer cobaoaaTe OCTOPOKHOCTH MIPH
Ha3HAYCHUH pajTerpaBHpa MAlMEHTaM C MHONAaTHed M PadJOMMOIM30M B aHAMHE3€ WIH C
KaKUMH-TH00 (akTOpamH, MpeApacloyiaralolliMi K WX pa3BUTHIO, B YaCTHOCTH, IIpH
COHYTCTBYIOHIGP'I TCpallniu MnperaparaMu, CHOCOOHBIMH BBI3BATh 3TH HEXKEJIATEIbHBIE pCaKkuu.

HaDVHIeHI/IG d)VHKHI/II/I IICUYCHU

bezonacHocTh M 3((EeKTUBHOCTh pajiTerpaBupa y MALUEHTOB C TSDKEIBIMU COMYTCTBYIOIIMMU
3a00JIeBaHUsAMU [I€YEHU He ycTaHOBJIEHbI. ClieyeT co0uo1aTh OCTOPOKHOCTh IPU HAa3HAYEHUHU
panTerpaBupa MmaueHTaM C TSHKEITBIMU HapYIICHUAMHU (YHKIUU TTEYCHU.

VY manueHToB ¢ IucGyYHKIMEH NEeUeHH, BKIIOYAsi XPOHUYECKUN T'eTaTUT, TOBBIIIACTCS YacTOTa
HapyleHUH pyHKIUM neyeHu Ha pone komOuHupoBaHHONH APBT, 1 oHU noj1e5kaT MOHUTOPUHTY
B COOTBETCTBUM CO CTaHAAPTHOW NPAKTUKOMH. [Ipy mosBieHMM y TaKMX NALUEHTOB IPU3HAKOB
yXyALIeHUs 3a00JieBaHUsl MEYEHU JIOJDKEH OBbITh PacCMOTPEH BOMNPOC O MPEPbIBAHUU WU
IIPEKPAIICHUY JICUCHUS.

[TatmenTs! ¢ xpoHndyeckuM renaturoM B unu C, Taxoke nomydatonie komOuHupoannyo APBT,
BXOJT B TIpYyNIy PUCKAa Pa3BUTHs TSHKEIBIX M IOTEHUUAIBHO JIETAIBHBIX HEXKEIATEJIbHBIX
SBJICHUM CO CTOPOHBI IIEYEHU.

KosHas cbinb

V¥ nanumenTos, panee noaydaBumnx APBT, npu nmpumeHeHuu panterpaBupa OZHOBPEMEHHO C
JTApYHAaBUPOM KOXKHasi ChIb HaOJIOJaeTcs 4valle, 4YeM Yy IMalUeHTOB, NPUMEHSIOMUX 3TH
mpenaparsl o OTASTBHOCTH (CM. pazzen 4.8).

Jlenpeccus

Jenpeccusi, BKIItoYasi CyuIMAATIbHBIE UCH U IOBEJCHNE, HAOI0AaIach B OCHOBHOM Y MallUEHTOB
C Jempeccueil WM TCUXHATPUYECKMMHU 3a0oseBaHusIMH B aHamHe3e. CremyeTr coOiroaaTh
OCTOPO’KHOCTh ~ IIPM  HA3HAYEHHWM  paJTerpaBupa IANWEHTaM C  JENpeccued Wi

MCUXUATPUICCKUMU 3a00JICBaHUSIMA B aHAMHE3E.
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AHTanmae!

OnHOBpeMEHHOE TPHMEHEHUE palTerpaBUpa C aHTAIMJAaMU, COJACPKAIIMMH aTIOMUHUN WA
MarHHii, TPUBOJIAT K CHIDKEHUIO KOHIIEHTPAIIUU palITeTrpaBupa B IUIa3Me KPOBHU.
OpnHoBpeMEHHOE MPHUMEHEHHE pajTerpaBupa C aHTAIMJaMU, COJACPXKAIIMMH aJOMUHUN WIN
MarHui, He pekoMmenayetcs (cMm. pazzaen 4.5).

Pudamnunmn

CrnenyeT co0IIr01aTh OCTOPOKHOCTH IPU HA3HAYCHHUH PAITETPaBUPa OJHOBPEMEHHO C MOLTHBIMU
uHaykTopamu ypuauaaudocdar-raokypormirpanchepazsl 1Al (YAD-I'TIAL), Takumu Kak
pubamnuid. PudgamMnuiuH cHUXAeT KOHUEHTpPALMIO paliTerpaBupa B IUIa3Me; BIMSHHUE Ha
3G(hEeKTUBHOCTh  palTerpaBupa  HEH3BECTHO. [Ipy  HEOOXOAMMOCTH  MPOBEIACHUS
KOMOMHHPOBAHHOW Tepamnuy pu(GaMIHIIMHOM U PAITETPABUPOM /1032 PAITETPaBUpPa y B3POCIBIX
MAIMEHTOB JIOJDKHA OBITh yBennueHa B 2 pasza. HeT MaHHBIX OTHOCHUTEIHHO BO3MOXKHOCTHU
KOPPEKLHHU J03 MPenapaToB MPU OJHOBPEMEHHOM IPUMEHEHUH pajTerpaBupa u pudamnuumHa y
nanreHToB miazme 18 et (cm. pasznen 4.5).

BcnomorarenbHble BemecTsa

[Ipenapar PAJITETPABUP BEJI®APM conepxur nakrozy. Ilammentam ¢ penko

BCTpeYaroleiics HacaeICTBEHHON HeNepeHOCUMOCTbIO IaJIaKTO3bl, Ae(ULIUTOM JaKTa3bl Jonapen
WIIN TIIIOKO30-TaJIaKTO3HOH MaibaOcopOLueil He clieAyeT MpUHUMATh 3TOT Tpenapar.

4.5. B3amMmopeiicTBMe ¢ JIPYTHMH JIEKAPCTBEHHBbIMHM MpenapartaMH H Jpyrue BHIbI
B3aNMOJAeHCTBUSA

B wuccnenoBanusix in Vitr0 ObUIO TOKa3aHO, YTO paNTErpaBUp HE SBISETCS CyOCTpaTtoMm
nzopepmenToB cucrembl mnuroxpoma P450, me unrubupyer CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 unu CYP3A4 u ne unrubupyer YAD-I'T1A1 u 2B7. Kpome
aroro, in Vitro panrerpasup He uHayuupyer CYP3A4 wu He sBusercs HHruOutopom P-
[JIMKONIPOTENH-ONIOCPEJOBAHHOTIO TpaHcnopTa. Ha OCHOBaHMM 3THX AAaHHBIX MOJKHO CJHENaTh
BBIBOJI, UTO PAJTErpaBUp HE BIIMAET Ha (PapMaKOKHMHETHYECKHE MapaMeTpbl JIEKAPCTBEHHBIX
CPEJICTB, KOTOPBIE SBJISIFOTCS CyOCTpaTaMH yKa3aHHBIX (PEpPMEHTOB WK P-rmukonpoTenHa.

Kak mnokazamu wuccnemoBanust in Vitr0 u in VIVO, pajirerpaBUp BBIBOJUTCS B OCHOBHOM
HOCPEICTBOM MeTabonu3Ma (riaroKkyponupoBanus) no ¥Y®-I'T1Al-onocpeoBaHHOMY IyTH.

B ¢dapmakokuneTnke panrerpaBupa HaOI0Janach 3HaYMMasi UHTEP- U MHTPAUHAMBHyalbHAS
U3MEHYUBOCTb.

BimsgHue paarerpaBupa Ha d)aDMaKOKI/IHCTI/IKV APYTUuX JEKAPCTBCHHLBIX CPCACTB

B ucciaemoBanusax 1o HU3YUYCHUIO JICKAPCTBCHHOI'O B3aUMOJEHCTBUSI PAJITCIrpaBUpP HE OKa3bIBaJl

KJIIMHUYECKH 3HAYUMOTO BIMSHUS Ha (papMaKOKUHETUKY dTpaBUpUHA, MapaBUpPOKa, TeHOPOBHUpa
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OortenpeBupa.

B HEKOTOpBIX UCCIIEN0BAHNAX IPU OJHOBPEMEHHOM IIPUMEHEHUN PAITErPaBUpa C JapyHABUPOM
HaOJII01aJIOCh HE3HAYMTENBHOEC CHIDKEHHE KOHIICHTPAIlMM JapyHaBHpa B IUTa3ME€ KPOBH.
MexaHu3M JaHHOTO SIBIICHHMS HEHM3BECTEH. TeM He MeHee BIMSHHUE pajiTerpaBupa Ha
KOHIICHTPAUIO JapyHaBHpa B IJIa3MC KPOBH HC CHUTACTCSA KIMHUYCCKHU 3HAYNMbIM.

Bausnue APYTrUuX JCKAapCTBCHHBIX CPCACTB Ha d)aDMaKOKI/IHeTI/IKV pajaTerpaBupa

Cnenyer coOmogaTh OCTOPOXKHOCTH MpPHU OJHOBPEMEHHOM MPUMEHEHMHM paliTerpaBupa ¢
MomHbIMA  WHAYKTOpamu YJD-I'TIA1l (manpumep, pudaMIUIUHOM), YYHTHIBas, YTO
panrerpaBup MeTabonmu3upyercsi B ocHoBHOM rocpeactsom Y ID-I'T1A1. Pudammuimn cHuxkae
KOHIIGHTPALlMM pajTerpaBupa B IUIa3Me€ KpOBH. BiusHue Ha 3(QQEKTHBHOCTH pajTerpaBupa
HEU3BECTHO. TeM He MeHee e€ClIU OJHOBPEMEHHOrO MPUMEHEHHs ¢ pU(aMIHIIMHOM H30eXaTh
HEBO3MOKHO, MOKHO YJBOUTH /103y pajTerpaBupa y B3pocibiX. J[aHHBIE MO OJJHOBPEMEHHOMY
NPUMEHEHHIO pajlTerpaBupa W pudaMOuIMHA y TMAIHEHTOB Miagme 18 JIeT OTCYyTCTBYIOT.
BnusHre apyrux MOIIHBIX MHAYKTOPOB HM30()EPMEHTOB, META0OIM3UPYIOIINX JIEKApPCTBEHHBIE
CpencTBa, Takue Kak peHuTouH u penodbapouran, Ha cucremy Y ID-I'T1A1 neussectHo. Menee
MOIIIHbIE ~HMHIYKTOpPBHl (Hampumep, d¢daBUpPEH3, HEBUPANUH, JSTpaBUpPUH, pudaldyTuH,
[JIFOKOKOPTUKOCTEPOUIbI, 3BEPOOON MPOJBIPSABICHHBIN, MNHOIVIUTA30H) MOTYT NPUMEHSATHCS
OJIHOBPEMEHHO C pAJITErPaBUPOM B PEKOMEHI0BaHHOI J103€.

OpnHoBpeMEHHOE TpPUMEHEHUE paiTerpaBupa C CcuibHbIMU wuHruOutopamu YJID-I'TIA1
(Hampumep, aTazaHaABUPOM) MOXKET MOBBICUTH KOHIICHTPAIMIO pajTerpaBUpa B IUIa3Me KPOBHU.
Menee cunbHble MHTUOUTOPB! Y ID-T'T1A1 (Hanpumep, MHAMHABUP U CAKBUHABHUP) TAK)KE MOTYT
MOBBICUTH KOHIIEHTPALIMIO pAJITErpaByUpa B Ila3Me KPOBHU, HO B MEHBIIEH CTENIEHH 110 CPAaBHEHUIO
¢ arazaHaBupoM. Kpome TOoro, TeHohoBUpa AU3OMPOKCHI (GymMapaT MOXKET MOBBICUTH
KOHIIGHTPALMIO paJTerpaBupa B IJIa3Me€ KPOBH, OJIHAKO MEXAHHM3M 3TOTO BIUSHUS HEU3BECTEH.
[Ipoduns Oe3zonmacHOCTH, HAOMIOMAEMBIA Yy TAIMEHTOB, TIOJYYaBIIUX aTa3aHaBUp W/WIH
TeHo(hoBUpa AUZOMPOKCHIT (pyMapaT, B IIEJIOM UAESHTHYEH MPOdUITI0 0€30MaCHOCTH y MAIMEeHTOB,
KOTOpBIEC HE IPUHUMAJH JaHHBIE TIPerapaThl, MTOITOMY KOPPEKIUS A03bI He TpedyeTcsl.
OnHOBpeMeHHOE TPUMEHEHHE pAITEeTPpaBUpa C aHTAIMAaMU, COIEPKAIIIMU OMBaIEHTHBIE HOHBI
METaJIJIOB, MOXKET CHUXaTh a0COpPOIMIO pajTerpaBupa MyTeM XeJIaTUPOBAHUS, YTO MPUBOIUT K
CHI)KEHHMIO KOHLIEHTPALlMK pajTerpaBupa B Iula3Me KpoBHU. [lOoCKOJIBKY MpHEM aHTaluAOB,
cojiepXalux aTlOMUHUM WM MarHui, yepe3 6 4acoB Mociie MpueMa pajaTerpaBupa IpUBOIUT K
3HAUUTEIIbHOMY CHUXEHUIO KOHIIEHTPALMHM panTerpaBHpa B IUIa3ME€ KPOBU, OJHOBPEMEHHOE
IPUMEHEHHE palTerpaBUpa W aHTAlUIOB, COJEpXKAlIUX aJIOMMHUA WM MarHui, He

PEKOMEHIYeTCS.
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OnHoBpeMeHHOE MPUMEHEHHUE palTerpaBupa ¢ HTaHHHQTM&:CEE%;éﬁI}:I% Ii('élb—(iloga:'r'}dﬂbhm

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CHIJKAET KOHLEHTPALMIO PAITErpaBupa B IJIa3ME KPOBHU, OAHAKO JAHHOE B3aWMOJICHCTBUE HE
paccMaTpuBaeTCsl Kak KIMHUYECKM 3HadyMMoe. BcrencrBue 3TOro Inpu  OAHOBPEMEHHOM
MPUMEHEHUU palITerpaBUpa ¢ aHTAllUAaMHU, COACPKAIMMU KapOOHAT KalbLUs, KOPPEKIHUS JO3bI
He TpeOyeTcsl.

OnHOBpEeMEHHOE TPUMEHEHHE paiTerpaBupa C JPYTUMH JIEKAPCTBEHHBIMU CPEACTBAMHU,
MOBBIIAIOIMIMMU  3HaueHuss pH kemygouHoro coka (Hampumep, OMENpPa3oioM — WIU
baMOTUIMHOM), MOXET IOBBICUTH CKOPOCTh a0COpOIMH paiTerpaBupa U, COOTBETCTBEHHO,
KOHIEHTPALMIO palTerpaBupa B IJa3M€ KpPOBU. B KIMHUYECKOM HCCIEIOBaHUU MPOdUib
0€30MacHOCTH B MOATPYIIE MAMEHTOB, TPUHUMABIINX MHTUOUTOPHI MPOTOHHOTO HACOCA WIIU
OsiokaTopbl Ho-TMCTaMUHOBBIX PEIENTOPOB, OBLI COMOCTaBHM C TAKOBBIM Y TIAIIMEHTOB, HE
NPUHUMABIINX JIaHHbIE JIEKapCTBEHHbIE cpeAcTBa. lIpy OZHOBpEMEHHOM MPUMEHEHUH C
MHTHOUTOpAaMU TMPOTOHHOTO Hacoca wuiIM Onokaropamu Hp-THCTaMUHOBBIX — PELEITOPOB
KOPPEKLIMHU JI03bl pajITErpaBupa He TpeOyeTcs.

Bce wuccnenoBaHus B3aMMOJEHCTBUSL JIEKAPCTBEHHBIX CPEACTB MPOBOAWIMCH C YYaCTHEM
B3POCIIbIX MAIUEHTOB, PE3YyIbTAThI MPEACTABICHBI B TAOIHUIIE.

Tadmuna — JlaHHble Mo (papMaKOKMHETHYECKOMY B3aMMOJACHCTBHIO JIEKAPCTBEHHBIX

CPEICTB Y B3POCJIbIX NAIHEHTOB

JlekapcTBeHHOE
CPEACTBO C YYETOM B3aumogeiicTBue (MexaHu3M, PexoMenpanuu no Koppekiuu
TE€paneBTUYECKON €CJIM U3BECTEH) peXnUMa TO03UPOBAHUSL

o0acTy MPUMEHEHHUS

AHTHPETPOBHPYCHBIE JIEKAPCTBEHHbIE CPeACTBA

Huzuoumopvt npomeasvr (UI1)

atasanaBup/putoHaBup | panrerpasup AUC 1 41 % Koppekuus 10361 panTerpaBupa He
(panrerpasup 400 mr 2 | panrerpasup Ciaq 1 77 % Tpebyercs.
pasa B CyTKH) panterpaBup Cmax T 24 %

(uarubuposanue Y J1®-

I'T1AT)
TunpaHaBup/putonasup | panrerpasup AUC | 24 % Koppekuus 10361 panTerpaBupa He
(panterpasup 400 Mr 2 | panrerpasup Cias | 55 % Tpebyercs.
pasa B CyTKH) panterpaBup Cmax | 18 %

(mamykmus YO-I'T1AT)

Henyxneozuonsle unzuoumoput oopamnoii mpanckpunmazol (HHUOT)

a¢aBupeH3 panrerpasup AUC | 36 % Koppexkuus no3el panrerpaBupa He
(panterpasup 400 mMr 1 | panrerpasup Cizq | 21 % Tpebyercst.
pa3s B CyTKH) panrerpaBup Cmax | 36 %

(manykmus YO-T'T1AT)




COOTBETCTBYET ZKCNEPTHOMY OTUETY
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ATpaBUPUH
(panrerpasup 400 mr 2
pasa B CyTKH)

panrerpasup AUC | 10-%

MOCHEQOBRTENEROC TS 00US)

ODPEKLIMSLI03-DAdTeEDABUDA- I
rr B [ r r r

panrerpasup Cizq | 34 %
panterpaBup Cmax | 11 %
(mamykmus YJDO-I'T1AT)

stpaBupud AUC 1 10 %
stpaBupuH Ci2q T 17 %
aTpaBUpUH Cmax T 4 %

STpaBUpPHHA HE TpeOyeTcs.

Hykneo3uonvle unzudoumopst oopamnoii mpanckpunmassl (HUOT)

TeHogoBHpa
TU30TIPOKCHIT (hymapat
(panTerpasup 400 Mr
2 pa3a B CyTKH)

panrerpasup AUC 1 49 %
panrerpaBup Ciza T3 %
panrerpaBup Cmax T 64 %
(MexaHu3M BO3ICHCTBHS
HEU3BECTEH)

teHoposup AUC | 10 %
teHo(oBup Cioy | 13 %
TeHO(POBUP Cmax | 23 %

Koppexkmst 103 panTterpaBupa win
TeHO(OBUpa TU30NPOKCUI hymapaTa
He TpedyeTcsl.

Aumazonucmul xemokunosvix peyenmopos CCRS5

MapaBUPOK
(panTerpasup 400 mr 2
paza B CyTKH)

panrerpaBup AUC | 37 %
panrerpaBup Cizq | 28 %
panrerpaBup Cmax | 33 %
(MexaHM3M BO3/ICHUCTBHA
HEU3BECTEH)

mapasupok AUC | 14 %
MmapaBupok Ciq | 10 %
MapaBUpoK Cmax | 21 %

Koppekuus 103 panrerpaBupa win
MapaBHpOKa He TpeOyeTcs.

JlekapcTBeHHBbIE cpeIcTBa NPOTHB BUpyca renatura C

Huzuoumoput npomeaswvt NS3/4A eupyca zenamuma C

OorenpeBup
(panTerpasup 400 mr 1
pa3 B CyTKH)

panrerpasup AUC 14 %
panterpasup Cizq | 25 %
panrerpaBup Cmax T 11 %
(MexaHM3M BO3/ICHCTBHSA

HEU3BECTEH)

Koppekuus 103 panterpaBupa wiu
OorenpeBupa He TpeOyeTcs.

IIporuBoMHUKpPOOHBIE penapaThl

Ilpomueomyoepkynesnvie npenapamol
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pudaMnurH
(panrerpasup 400 mr 1
pa3 B CyTKH)

panrerpasup AUC | 40-%

JCHEQOBRTENBHOC T 00US)

I
Hf_ﬁﬂMnI/ITTI/IH CHIUKaACT

panrerpasup Cizq | 61 %
panrerpaBup Cmax | 38 %
(manykmus YO-T'T1AT)

KOHIIEHTPAIMIO PaJITETPaBUpa B
mnasme kposu. Ecnu
KOMOMHHPOBAHHOHN TEepaIvu ¢
pUbaMIHUIIMHOM H30€KaTh
HEBO3MOKHO, HEOOXOIUMO
paccMOTpeTh BO3MOKHOCTh
YBEJIMUCHUS 1036l PAITETPABUPA B 2
pasa.

CenaTuBHbIe Ipenapar

bl

MH/1a3071aM
(panTerpasup 400 mr 2
pa3a B CyTKH)

mupgazonam AUC | 8 %
muziazonaM Cmax T3 %

Koppexkuys 103 panterpaBupa wiu
MHJIa30ama He TpedyeTcs.
[TonyueHHbIE 1aHHBIE YKA3bIBAIOT Ha
TO, YTO paJTErPaBUp HE SIBIACTCS
MHYKTOPOM WUJIM HHTHOUTOPOM
CYP3A4 u gto panrerpaBup He
BJIMSET Ha (PapMAaKOKUHETUKY
JIEKapCTBEHHBIX CPEICTB,
apisitouxcsa cyocrparamu CYP3A4.

AHTALMABI
aHTaLMIbI, OIHOBPEMEHHO C AHTaAIMIbI, copepIKaIue aTlOMUHUN
coJieprKalime paJITErPaBUPOM WJIA Mardui, CHIKAIOT

AITIOMAHUN WITH
MarHui (panterpaBup
400 mr 2 pa3a B CyTKH)

panrerpasup AUC | 49 %
panrerpasup Cizq | 63 %
panrerpaBup Cmax | 44 %

3a 2 yaca 10 npuema
panTerpaBupa
panrerpasup AUC | 51 %
panrerpaBup Cizq | 56 %
panrerpaBup Cmax | 51 %

UYepes 2 yaca nociie npuemMa
pasterpaBupa

panrerpasup AUC | 30 %
panrerpaBup Ciaq | 57 %
panrerpaBup Cmax | 22 %

3a 6 yacos J10 npuema
pasterpaBupa
panrerpasup AUC | 13 %
panrerpaBup Ciaq | 50 %
panrterpaBup Cmax | 10 %

Yepes 6 yacos mocie npueMa

paJITCrpaBrpa

KOHLIEHTPALMIO paJITErpaBupa B
1a3Me KpoBu. OHOBPEMEHHOE
IIPUMEHEHUE paiTerpaBupa u
AHTALUI0B, COEPKAILUX AITFOMUHUN
WM MarHuii, He PEKOMEH/I0BAHO.




ot 21.10.
MO CAEQOBATENEROCTE 0006]

panrterpasup AUC | 11-%

panrerpasup Cizq | 49 %
panterpaBup Cmax | 10 %
(xemaTupoBaHUE KAaTHOHAMU

METaJJIOB)
aHTALM[BL, panrerpasup AUC | 55 % Koppekuus 103sl panrerpaBupa He
cozeprkaliie Kanbius | parrerpasup Ciza | 32 % TpelyeTcst.
KapOoHaT panterpaBup Cmax | 52 %

(panTerpasup 400 mr 2

(xemaTupoBaHHE KATHOHAMH
pa3a B CyTKH)

METaJLIOB)

Baokatopsl Ho-rucTaMMHOBBIX pelenTopoB 1 HHTMOMTOPHI IPOTOHHOI'O HACOCA

OMeETpa3oll panrerpasup AUC 137 % Koppekuus 103sl panrerpaBupa He
(panrerpasup 400 mr 2 | panrerpasup Cioq T 24 % Tpedyercs.
pasa B CyTKH) panrerpaBup Cmax T 51 %

(yBenuueHue pacTBOPUMOCTH)
dbamoTuIuH panrerpaBup AUC 1 44 % Koppexknus no3s1 panrerpaBupa He
(panrerpasup 400 Mr 2 | panrerpasup Cias T 6 % TpebyeTcs.
pasa B CyTKH) panrerpaBup Cmax T 60 %

(yBesnueHue pacTBOPUMOCTH)

T'opMoHanbHBbIE KOHTPALENITUBBI

STUHHWJIACTPAANOIN stuHmcTpaanon AUC | 2 % | Koppekiust 103 panTerpaBupa win

HOPAJITECTPOMUH STUHWIACTPAANOT Cmax T 6 % | FOPMOHAJIBHBIX KOHTPALIEITHBOB

(panterpasup 400 mr 2 | Hopanrectpomun AUC 1 14 % | (3cTporen n/wiu

pasa B CyTKH) HopaarecTpoMiH Cmax T 29 % | IPOreCTareHCOAEPIKAIIMX) HE
Tpebyercs.

OIII/IOI/I,IIHLIC AHAJbI€TUKH

METaJI0H metaioH AUC < Koppekuus 103 panterpaBupa wiu
(panterpasup 400 mr 2 | metafoH Cmax <> MeTa/IoHa He TpeOyeTcs.
paza B CyTKH)

IIpumeyanus:

AUC — mnomane noj KpUBOH «IUIa3MEHHAsi KOHLEHTpauus—BpeMs»; Cmax — MaKCHUMaJlbHAs
IUIa3MEHHasl KOHUeHTpauus npenapara; Ciz¢ — IUTa3MEHHas KOHLEHTpalus INpenapara 4depes
12 yacoB mocie mpuema.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMSA

bepemeHHOCTD

Bbonbiioe konn4yecTBO JaHHBIX O OEPEMEHHBIX JKEHIIMHAX, IPUHUMABLINX PAITETPaBUp B J103€
400 mr 1Ba pasa B JIeHb B TeueHHe nepBoro Tpumectpa (6omnee 1 000 mpeamosaraeMbIX HCX0J0B
OepeMEeHHOCTH ), YKa3bIBAeT Ha OTCYTCTBHE Mallb(hOpMaAIIMOHHON TOKCUYHOCTH. MccnenoBanus Ha
YKUBOTHBIX [TOKA3aJIU PEMPOSYKTUBHYIO TOKCUYHOCTD.

YMepeHHOe KOJIMYECTBO JaHHBIX O OepeMEHHBIX JKeHIIMHAX, IPUHUMABIIUX PAJIITErPaBUp B 103€

400 mr 2 pa3a B IeHb BO BTOPOM H/WJIM TPETHEM TpUMECTpe (MEX Ay MpeanogaraeMbIMU UCX0IaMH
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o6epemennoctu 300—-1000), yka3piBaeT Ha OTCYTCTBUE né&;}ﬁem;%ﬁgg(byf&ﬂg&{ﬁéﬁﬁﬂoﬁ

TOKCHUYHOCTH.

Panrerpasup B n03e 400 Mr 2 pa3za B IeHb MO>KHO IPUMEHATH BO BpeMs OEpEMEHHOCTH, €CITH 3TO
HE00XO0AUMO 0 KIIMHUYECKUM MTOKa3aHMUM.

Pezucmp npumenenus anmupemposupycrol mepanuu 60 gpems bepemeHHoCmu

C 1en1p10 MOHUTOPUHTA KIIMHUYECKUX UCXO0B Y MaTEPU U IUI0/A IIPU IPUMEHEHUH pajTerpaBupa
BO Bpems OepeMeHHOCcTH Obl1  co3maH  MexnayHapoaubslii  Permcerp  mpumeHeHus
aHTUPETPOBUPYCHOM Tepanmuu BO BpeMs OepeMeHHOCcTH. Bpauam pekomeHIyeTcsi BHOCUTh
UHPOpPMALIMI0O O MalMeHTax B 3TOT PErucTp C IOMOIIBIO  AJIEKTPOHHOM  IOYTHI
sm_apr@apregistry.com.

Kak npaBuiio, npu NpuHATUN pelIeHHs 00 NCII0JIb30BaHUN aHTUPETPOBUPYCHBIX IPENapaToB A
neuenuss BUY-undexkuun y GepeMEeHHBIX KEHIIUH M, CJIEJOBATENIbHO, JUISl CHHXKEHHs PUCKa
BepTUKaIbHOH nepenaun BIY HOBOPOXIEHHBIM, AJIsl OLIEHKU 0€30MIaCHOCTH Ui IJI0Ja CIelyeT
YYUTHIBATh JaHHBIC, TOJYYCHHBIE Y JKMBOTHBIX, a TAaKKe KIMHHUYECKUH OIBIT OepeMEHHBIX
JKEHIIUH.

Jlakranus

PanrerpaBup/ero MeTabOIUTHI BBLIENAIOTCA C TPYAHBIM MOJIOKOM B TaKOW CTENEHM, YTO
BO3/ICHICTBHE HAa HOBOPOXKIICHHBIX/MJIAICHIICB, HAXOJSAIIMXCS HA TPYJHOM BCKapMIIMBAHHH,
BeposAsTHO. [lo wMeromuMmcs MaHHBIM TIO  (apMaKOJAWHAMHUKE/TOKCUKOIOTUU Y JKHBOTHBIX,
panTerpaBup/ero MeTaboIUThl SKCKPETUPYIOTCS B TPYJHOE MOJIOKO.

Puck a1 HOBOPOXKAEHHBIX/I€TEH IPyIHOTO BO3pACTa UCKIIOYUTh HEJb34.

Kenmunam, xuBymuMm ¢ BUY, pekomenayeTcss HE KOPMUTH IpyAbIO CBOMX JETEH, YTOOBI
u30exarpb nepenaun BIY.

DepTUabHOCTD

Y caMIIOB U CaMOK KpbIC PAJTErpaBUp HE BIUI Ha GepTUIBHOCTD B 103ax A0 600 Mr/kr/cyT, mpu
KOTOPBIX 3KCIIO3ULUS B 3 pasa IpeBhIIaIa TAKOBYIO Yy UCJIOBCKA IIPU NPUMCHCHUU IIpCIriapaTa B
PEKOMEHTyEMOM J103€.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPEACTBAMH H pPadoTarh ¢
MeXaHHU3MaMH

HccnenoBanust 1o M3YyYEHUIO BIMSHUS palTerpaBUpa Ha CHOCOOHOCTh K YIPaBJICHUIO
TPAHCIIOPTHBIMU CPCACTBAMHU MW HCIIOJIB30BAHHWIO MCEXAaHMW3MOB HE IPOBOJUIHCH. YunteBas
BO3MOXHOCTh pPa3BUTHA Ha (OHE JIEUEHUS PAITETPaBUPOM TOJIOBOKPYKEHHs, CIabocTH,
COHJIMBOCTH M HEYETKOCTH 3PEHHUS, KOTOPbIE MOTYT BJIMSTh HAa YKa3aHHbIE CIOCOOHOCTHU, HYKHO
MPOSBIISATE 0COOYIO OCTOPOKHOCTh IIPU YIIPaBICHUH aBTOMOOUIIEM U paboTe ¢ MEXaHU3MaMH.

4.8. HexxennaTesbHbIC peaKIUN
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(NOCNEQCBATENEHOCTE 0006)

Pe3ioMe HexxenaTeIbHbIX PEaKIINI

[Tpodune OGe3omacHOCTH payiTerpaBHUpa OCHOBAaH Ha pe3yibTaTaX OOOOIICHHBIX JAHHBIX TIO
0€30MaCHOCTH, MOIYYEHHBIX B X0OJ€ KIMHUUECKUX UCCIIEJOBAHUM C y4aCTUEM IallUEHTOB, paHee
NOJyYaBIIUMX aHTUpeTpoBUpYcHYI Tepanuto (APBT), u namueHToB, paHee He NOIYy4aBIIMX
APBT.

B oObenuHeHHOM aHanM3e pe3yJabTaTOB KIMHUYECKUX MCCIEI0BAaHUN aHTUPETPOBUPYCHOM
Tepanuu y B3pOCIbIX NAIMEHTOB, paHee nonydaBmux APBT, wacTora OTMEHBI Tepamuu MO
IIPUYMHE HEXKENIATCNIBHBIX peakuui cocrasuia 3,9 % B rpynne NaniueHTOB, NPUHUMAaBLIMX
payiTerpaBup M ONTHUMH3UPOBaHHYIO nomnoiHutensHyo tepanuto (OAT), u 4,6 % B rpymme
NalMeHToB, mnpuHuMaBmuxX Mmiane6o m OJT. Yacrora oTMEHBI Tepamuu IO NpPUYHHE
HE)KEJIaTEeJIbHbIX peakUui y B3pOCibIX NAlUEHTOB, paHee He nonydaBminx APBT, cocraBuina
5,0 % B rpymnmne nauueHToB, IPUHUMABLIMX PAITErPaBUpP OJHOBPEMEHHO C 3MTPULIUTAOMHOM U
TeHo(oBUpa nu3onpokcun (ymapatoM, u 10,0 % B rpynmne nanMeHTOB, MPUHUMABIIMX
OJTHOBPEMEHHO 3(haBUPEH3, IMTPUIIUTAOUH ¥ TeHO()OBUPA AU30IPOKCHIT hyMapar.

HaunbGonee yacTeiMM HEXEIATENbHBIMU PEAKIUSAMH BO BpEMsl JIEUYEHHUS ObLIM TOJOBHAs OO0Jb,
TOLIHOTA U 00JIb B )kKBOTE. Hanbonee yacTbIMM Cephe3HBIMU HEXeIaTeIbHBIMU PEAKLIUAMU ObLIH
CHUHAPOM BOCCTaHOBJICHUS HUMMYHUTETa WM Chbillb. B KIMHUYECKUX HCCIENOBAaHUAX YacTOTa
CJIy4aeB OTMEHBI paJITErpaBUpa BCIIEACTBUE HEXKEIATENIbHBIX peakluii cocTaBuia 5 % win MeHee.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIIUI

Huxe mpencraBieHbl JaHHBIE O HEXENATENbHBIX SBICHUSIX, HAOMIOJABIIMXCA B KIMHHUYECKHX
HCCIICIOBAHMSIX, C PA3IMYHOM CTEMEHBI0 BEPOSITHOCTH CBS3aHHBIX C PAITETPaBHPOM WU €rO
KoMOuHanuel ¢ npyroii APBT.

HesxxenarenbHble peakuyl TPEICTABICHBI B COOTBETCTBHH C MOPAKEHHUEM OPraHOB U CUCTEM
OpraHOB B TIOCTEIOBAaTEIBHOCTH MEIUIIMHCKOTO CJOBaps s HOPMAaTHBHO-IIPaBOBOM
nestenbHocTH  (MedDRA). Yactora BO3HHUKHOBEHHS OMpeensiach B COOTBETCTBHH CO
CJIEYIOIIMMHU KaTeropusMu: oueHb yacto (>1/10), gacto (>1/100, o <1/10), neuacto (>1/1000,
Ho <1/100), peaxo (>1/10000, Ho <1/1000), ouenp penako (<1/10000), gacrora Henus3BecTHa (Ha

OCHOBAHHWHU UMCHOIIUXCA JaHHBIX OICHHUTD HeBO3MO)KHO).

CucreMHO-OpraHHbIN

Yacrtorta HexenarenbHas peakuus
KJ1acc

Nudexnunn u naBa3zun HEYaCTo TE€HUTAJBHBIA reprec, POJTUKYIIHNT,
TaCTPOIHTEPUT, MPOCTOU Trepriec, repreTHIecKas
WH(]EKIHs, OTIOSICHIBAIOIIHH JIWIIAHN, TPHUIITI,
aocrecc muMdpoy3iia, KOHTarHO3HBIN MOJIITIOCK,
Ha30(apUHTUT, NHQEKIHS BEPXHUX
JIBIXaTeNbHBIX MTyTEH.
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ETY

(MOCAEQOBRTENEROC T 000S)

JloOpokauecTBeHHBIE, HEYaCTo [MABMIHIOMATO3-KOMKI

3JI0KaYE€CTBEHHBIE U

HEYTOYHCHHBIC

HOBOOOpa30BaHUS

(BKJIFOYAsE KUCTHI U

IIOJINIIBI)

Hapy1enust co CTOPOHBI | HEYACTO aHeMHUsl, JKene301e(hUIINTHAS aHEMHSI,

KpPOBH M TUM(PATUICCKOU 0011€3HEHHOCTh JTUM(OY3II0B, TUM(aTCHOTATHS,

CHCTEMBI HEHTPOIIECHHSI, TPOMOOIIUTOTICHUSI.

Hapy1enust co CTOPOHBI | HEYACTO CHUHJIPOM BOCCTaHOBJICHUS UMMYHHTETA,

MMMYHHOH CHCTEMBI THIIEPYYBCTBUTEIBHOCTD K MIpernapaTy, peakiuu
THIIEPYYBCTBUTEIIBHOCTH.

Hapymenwst 4acTo CHIDKEHHE alllleTUTA.

MeTaboIM3Ma U IUTAHUS | geyacTo KaxeKCHsl, CaXapHbIii A1MabeT, TUCITUITHAEMUS,
THIIEPX0JICCTEPUHEMHUS, TUIICPTIIMKEMUS,
THIICPIUIH MU, THIIep(Aarsi, MOBBIIICHUE
anmeTHTa, TOJIUIANIICHS, HAPYIICHUE KHUPOBOTO
oOmeHa.

IIcuxuueckue 4acTo HEOOBIYHBIE CHOBUIEHHS, OECCOHHUIIA, HOYHBIE

HapYIICHUS KOIIIMaphbl, HAPYIIEHHE MOBEICHHS, ACTIPECCHUSL.

HEYacTo MICUXHYECKUE PACCTPONCTBA, CYUITUAATBHBIC

MOTBITKH, YYBCTBO TPEBOTH, CIIYTAHHOCTh
CO3HaHMUS, ITOABJIICHHOE HACTPOSHUE, OOJIBIIIOE
JICTIPECCUBHOE PaCCTPOMCTBO, OECCOHHHIIA
CepeIUHbI HOYH, U3MEHEHHUS HACTPOCHUS,
MAaHWYECKUE aTaKu, HAPYIICHUS CHa,
CYUIIUIaIbHBIC UIICH, CYUITUIATIBHOE TIOBEICHUE
(0co0EHHO y MAlMEeHTOB C MCUXUATPUIECKUMU
3a00JICBaHUSIMH B aHAMHE3E).

Hapymenust co CTOpOHBI | 9acTo TOJIOBOKPYKEHHUE, TOJIOBHAS 00JTb,

HEPBHOM CHCTEMBI MICUXOMOTOPHASI TUTICPPEAKTUBHOCTD.

HEYaCTo aMHEe3Hsl, CHHIPOM 3aIsICTHOTO KaHaja,

KOTHUTHBHBIE PACCTPONCTBA, HAPYIICHHSI
BHUMaHUs, TIOCTyPATbHOE TOJIOBOKPYKECHHE,
JTUCTEB3MUs, THIICPCOMHUS, THITECTE3MS, JICTAPTH,
paccTpoMCTBO MaMsATH, MUTPEHb,
nepudeprudeckas HEUPOMaThs, TapeCTE3NH,
COHJIUBOCTb, TOJIOBHASI 0OJIb HATIPSKEHUS,
TPEMOp, CHIKEHHE KadeCcTBa CHa.

Hapy1ieHust co CTOpOHBI | HEYacTo CHU)KEHHE OCTPOTHI 3PCHHUS.

opraHa 3peHus

Hapy1eHust co cTOpoHBbI | 4acTo BEPTHTO.

opraHa ciyxa u

naOupuHTa HEYacTo IIyM B yIIIax.
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Hapy1enust co cTopoHbl | HE4acTo OLLLYLIEHUE CePALIEOMEHUS, CUHYCOBAsI

cepaLa Opanukapaus, Keny104KoBasi S3KCTPACUCTOIHSL.

Hapymenust co cTopoHbl | HEYacTo «TIPUIIUBBDY KPOBH K KOXeE JIMIIA C OIIyIEHUEM

COCYJIOB xKapa, apTepuaibHas THIIEPTEH3HUS.

Hapyienust co cTopoHbl | HE4acTo TUc(OHUS, HOCOBOE KPOBOTEUEHHE,

JbIXATEIbHON CUCTEMBI, 3aJI0’KEHHOCTb HOCA.

OPraHOB I'PYIHON KIETKH

U CPEeIOCTEeHUs

XKenynouHo-KUIIEUHbIE | YACTO qyBCTBO PACIUpPaHUs B )KUBOTE, 0OJIb B JKUBOTE,

HapyLIEHUs Jyapesi, MeTeopu3M, TOLIHOTa, PBOTa,
JUCTIETICHSL.

HEYacTo racTpHUT, OLIyIIEHUE TUCKOM(OpTa B )KUBOTE,
00JIb B BEPXHHX OT/IEJaxX KUBOTA,
00JIE3HEHHOCTh B 00JIACTH KUBOTA, YYBCTBO
nuckoMpopTa B 00J1aCTH 33HETO IPOX0/1a,
3a1op, CyXocTh BO PTY, OILYILIEHUE
JUCKOM(OpTa B MUTACTPATBHON 001aCTH,
SPO3UBHBIN 1yOJEHUT, OTPHIKKA,
ractpos3odareanbHblii peIItOKC, THHTUBUT,
IJI0OCCUT, O0JI€3HEHHOCTh MPH III0TaHUU, OCTPBIN
NaHKPEaTHT, eNTHYECKas 513Ba, peKTaJIbHbIE
KPOBOTEUCHMSI.

Hapymienust co cTOpoHbI | HEUACTO reraTUT, CTeaTO3 MEeYCHH, aJIKOTOJIBHBIN TeNaTuT,

MEYCHU U NEYCHOYHAS HEIOCTaTOYHOCTb.

YKEITIEBBIBOIAIINX MTyTEH

Hapymienust co cTOpoHBI | 4acTo KO>KHas! ChHITIb.

KOXKH 1 IOAKOKHBIX HEYacTo aKHe, aJoNelys, yrpeBUaHas ChIlb, CyXOCTh

TKaHeH KOKH, dpUTeMa, JIUoaTpodus JuIa,
TUIEPrUApO3, TUNoaTpodusi, mpruodpeTeHHas
JUNOIUCTPOdUS, TUIOTUNepTPoPUsi, HOUHas
MOTIUBOCTH, IPYPHUTO, 3y (JIOKATBHBIN U
TeHEePATM30BaHHBIN ), MAKYJISIPHAsI CHIITb,
MaKyJIoTanyJse3Hast Chillb, 3y/Is11as CHIIb,
KpalMBHHUIIA, KCEPOJEPMUS, IPYTUE TOPAKCHUS
KOXxH, cuHapom CtuBeHca-/[)xoHcoHa,
JIEKapCTBEHHAS CBITTb C O3MHOPIIINEH 1
cuctemabiMu cumnToMamu (DRESS-cunapom).

Hapyienust co cTopoHbl | HE4acTo apTpairusi, apTput, 60J1b B CIIUHE, O0JIb B OOKY,

MBIIIEYHON, CKEJIETHON H CKeJIETHO-MBIIIIeYHast 00JIb, MUAIITHSI, OOJTb B

COCIMHUTEILHOW TKaHH 00J1acTH mIeH, OCTEOTeHUSs, 00JTb B KOHEYHOCTSIX,
0CTEOIIOPO3, MOJIMAPTPUT, TCHAUMHUT, MUOTIATHS,
padboMuoIH3.

Hapymenust co cTopoHbl | HEYACTO MoYeYHast HeJIOCTaTOYHOCTh, HEQPHT,

IIOYCK U
MOYECBBIBOAAIINX HyTeﬁ

He(ponuTHa3, HUKTYypHsl, KHCTA TTOYKH,
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TYOYJTOMHTEPCTUIIMAIBHBIN HEDPUT.

HapyteHust co cTOpOHBI | HEYacTo OpEKTUIIbHAS TUCHYHKIIHS, THHEKOMACTHSI,
PENpOTyKTUBHOM CHUMIITOMBI MEHOIIAy3Bl.

CHCTEMBI U MOJIOUHBIX

xKemes

OOmre HapyIIeHus 1 9acTo acTeHus, cnaboCTh, INXOPAJIKa.

peaKinu B MECTC HEYacTo TUCKOMGOPT B TPYIH, 03HOO, OTEK JIUIIA,
BBCIICHUA yBEJIHYCHUE 00beMa JKUPOBOI TKaHH, COCTOSIHUE

OCCIOKOMCTBA, HEJIOMOTaHHUE, ITOTYCITFOCTHOE
HOBOOOpa3zoBaHue, mepudepruuecKue OTeKH,

00JIb.
JIaGopaTopHsble U 4acTo MOBBILICHUE AKTUBHOCTH B IIa3Me
MHCTPYMEHTAJIbHBIC anmanuHamuHOTpanchepassl (AJIT),
JTAHHBIE acmapraramuHoTpancdepassl (ACT), nmunassl u

aMunJIa3bl HOI[)KGJIYIIO‘IHOI;'I KCJIC3bI, IOBBINICHUEC
KOHICHTPpAUX TPUTTTULHECPHUAOB U KOJIUICCTBA
ATHUITUYHBIX J'II/IM(1)OI_[I/ITOB.

HEYacTo CHIDKEHHE a0COIFOTHOTO YHcia HeHTpoduion
IJ1a3MBI, ITIOBBIINICHUEC aKTUBHOCTH B I1J1a3M€
niesrouHoi gocdaraspl, aMHUIIa3kI,
KpeatnH(pocHOKNHAZBI, CHIKCHHE
KOHICHTpAun aJH>6YMI/IHa, IIOBBIIIICHUEC
KOHIICHTpallUU OMiInpyOrHa, X0JIeCTeprHa,
KpeaTHHHHA, TJIIOKO3BI (B TOM YHCIIe
OTIpeieNiIeMO HAaTOIIaK), a30Ta MOYEBHHBI,
X0JIECTEpPUHA JIMTIONIPOTEUHOB BBICOKOM
MJIOTHOCTH, XOJIECTEPUHA JTUITONPOTENHOB
HU3KOW TJIOTHOCTH, TIOBBIIICHNUE 3HAYSHHS
MEXIYHAPOJAHOTO HOPMAIM30BaHHOIO
OTHOILIEHHUS, CHUYKEHHE KOJIMYEeCTBa
TPOMOOIIMTOB U JIEHKOIIUTOB B KPOBH, HATTHYHE
[JIFOKO3bl B MOY€, HAJTMYUE SPUTPOLIUTOB B MOUE,
YBEJIMUYEHUE OKPYKHOCTH TaJHH, YBEINYCHHUE
WJIU CHUPKEHUE MacChl Tea.

TpaBMbI, MHTOKCHKALIUKA | HEYACTO HelpeaHaMEpEeHHas epe1I03UPOBKA.
U OCJIOKHEHUS MPOLIEAYp

Omnmcanue OTACIBHBIX HCXKCIATCIbHBIX DeaKHI/Iﬁ

B xone KIIMHUYECKUX MCCIEN0BAaHUH y MMALIUEHTOB, paHEE NOJMYyYaBIINX U paHEE HE MOTydYaBIINX
APBT, mHaGmojanuch cioyyad pa3BUTHS — 3JIOKQUECTBEHHBIX  HOBOOOpA3OBaHMN  Mpu
HCIIOJIb30BaHNN KOMOMHAIIMKM pajTerpaBupa C JAPYTUMHU aHTUPETPOBUPYCHBIMHU CpPEJICTBAMHU.

XapaKTepI/ICTI/IKa 1 9acCToTa 3JI0OKa4YE€CTBCHHBIX HOBOO6p330BaHI/II71 COOTBETCTBOBAJIM TAKOBBIM IJIA
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B KIMHHYECKUX HCCIEAOBAHUAX OBbLI OJMHAKOB KAaK B TPYIIax MalMEHTOB, NMPUHUMABIINX
payiTerpaBup, Tak U B rpylmnax NanueHTOB, IPUHUMABIIUX [IpENapaThl CPAaBHEHUS.

Y  nanueHToB, INPUHMMABLIMX palTErpaBUp, HAOIIOJANOCh IOBBILIEHHE AKTUBHOCTHU
kpeatuHpochokunaspl 2-4 crenenu. HaOmomamuch ciydyau pa3BUTUSL MHUONATUU U
pabaomuonu3a. [lanuentam ¢ MuonaTiei Uik padbIOMHOJIN30M B aHAMHE3€, a TAK)KE UMEIOLIHM
npyrue (GaxkTopbl pucka (BKIHOYas COMYTCTBYIOUIYIO TEPANUIo), IpenapaT cienyeT Ha3HayaTh ¢
OCTOPOXKHOCTBIO.

Coo0b1manocs o cityyasix pa3BUTUsI OCTEOHEKPO3a, OCOOEHHO Yy NAllMEHTOB C OOIIENPU3HAHHBIMU
dakTopamu pucka, moszgHei cragueir BUY-3aboneBaHus WIM JUIMTENBHBIM BO3JEHCTBHEM
koMOuHMpoBaHHOW APBT. HacToTra ero pa3BuTHs HEU3BECTHA.

B KIMHMYECKHX HCCIEeOBaHUAX y MAalMEHTOB, paHee noiydaBmnx APBT, kokHas cbllb, BHE
3aBUCUMOCTH OT 3THOJIOTHH, Yallle HalIr01anack py NPUMEHEHUN palTerpaBupa OAHOBPEMEHHO
C JlapyHaBHpOM, Y€M IpHU MPUMEHEHUHU JAHHBIX IpPErnapaTroB IO OTIEIbHOCTH. TeM He MeHee
4acTOTa pa3BUTHUS KOKHOM CBINHU, CBSI3aHHOM C IPUEMOM IIpenapaToB, OblIa COMOCTaBUMA BO BCEX
Tpex rpynnax jedeHus. KoxxHas cbllb Obliia JETKOi U yMEpEeHHO! CTENEeHH TSXKECTU U He BIIUsIIA
Ha mnpopoikeHue APBT. VYV nanuentoB, panee He mnoaydaBmmx APBT, npu neuenun
panTerpaBUpoM B KOMOHMHAIMM C OSMTPUIMTAOMHOM U TEHO(OBHPOM, pa3BUTHE CBHIIH
HaOJIOIaTI0Ch peke, YeM TpHU JICYCHUH H(PaBHUPEH30M B KOMOWHAIIMHM C SMTPHUIMTAOMHOM M
TEHO(OBUPOM.

[Ipoune 0coOble MONYIISLNNA

Iayuenmul ¢ ko-ungpexyueti cenamuma B u/unu eenamuma C
B nemom nipodmie 6e30macHOCTH pasiTerpaBupa y MAlMeHTOB, KaK paHee MOTyJaBIInX, TaKk U HE
nonyudaBumx APBT, ko-uH(UIIMPOBAHHBIX XPOHHUYECKUM (HO HE OCTPBIM) aKTUBHBIM IeNaTUTOM
B w/unu renatutom C, 661 aHATIOTHYEH MPOGUITIO OE30MIaCHOCTH y AIIMEHTOB 06€3 KO-UH(PEeKINU
renaruta B u/unu rematura C, xoTs yactora otkjionenus aktuBHoctell AJIT n ACT unorna Onuia
BBIIIIE B TPYMIax ¢ Ko-uH(pekuen renatuta B n/vmm renatura C.

eTH
[To pe3ynpTaTam KIMHUYECKUX HCCIEAOBAHUN MPUMEHEHUS palTerpaBupa B PEKOMEHIOBAaHHBIX
J103aX B KOMOWHAITUH C IPYTUMH aHTHPETPOBUPYCHBIMHU JICKAPCTBEHHBIMU cpefcTBamu y BUU-1
WH()HUIMPOBAHHBIX JETEH U TOIPOCTKOB OT 2 /10 18 JeT ObUTO YCTaHOBJIEHO, YTO YacTOTa, THI U
BBIPQXXEHHOCTh HEXENAaTeIbHBIX PEaKIMi, CBSA3aHHBIX C TMPUEMOM TMpernapara, ObLIH
COIMOCTaBUMBI C TAKOBBIMHU Y B3POCIIBIX MMAIIUEHTOB.
Y omHOrO TAaIrMeHTa HAOMIOAAINCh CICIYIONIME CBSI3aHHBIE C IPUEMOM Ipernapara

HEXKEIATCIbHBIC PCAKIUHN: ICUXOMOTOPHAA THIICPAKTHBHOCTD 3 CTCIICHU, HAPYIICHUEC ITOBCACHUSA
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— aJIJIepruyecKast Chlilb.
Eme y onnoro manuenta Habmoaanock nosbimenue aktuBHOCTH ACT 4 crenenu u AJIT 3
CTENEeHH, KOTOPOe OBLIIO PACIIEHEHO KaK CepPhe3HOE.

COO6H.I€HI/I$I 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0mars 0 00X MOA03PEBAEMBIX HEKEIATEIbHBIX PEAKIUSIX TOCIEe PETUCTPAllun
JICKapCTBEHHOTO TIperapara ¢ Meibio 00eCredeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«T10JIb3a-PUCK» JIEKAPCTBEHHOrO Tpemnapara. MeTuIMHCKUM pabOTHHUKAM pPEKOMEHAYETCs
coo01aTe 0 JIIOOBIX MOJ03PEBAEMBIX HEXKENATEeNbHBIX PEAKIUSAX JIEKapCTBEHHOTO Ipemnapara
Yyepe3 HallMOHALHBIE CUCTEMBI COOOIICHHS O HEXKENATeNbHBIX PEAKIUAX TOCYIapCTB — YICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas ®@eoepayus

OenepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (PocsnpaBuaazop)

109012, r. Mocksa, CraBsiHCKast miiomiaib, 1.4, ctp.l

Ten.: +7 (800) 550-99-03

E-mail: pharm@roszdravnadzor.gov.ru

Caiit B cetn «MHTepHET»: WWW.r0szdravnadzor.gov.ru

4.9. llepeno3upoBka

CuMITOMBI

Crneunduyeckux CUMIITOMOB IEPEI03UPOBKHU pPalTErpaBUpa HE BBISIBICHO.

Jleuenue

B ciydae mepemo3upoBKH HEOOXOJMMO CJIEIOBATh CTAHIAPTHBIM PEKOMEHIAIMSM, TAKHMM Kak
yIajJeHue HE BCOCABIIETOCS Tperapara W3 JKeNyJI0YHO-KHIIICYHOTO TpaKTa, HaOItoJIeHUE 32
MOKa3aTesIMU KU3HEEATENNbHOCTH, BKiItouas JKI', Ha3HaueHne CUMITOMAaTHYECKON TEPAIUU.

JanHbIX 00 3(h)()eKTUBHOCTH MaIN3a IpU MEepeI03UPOBKE PAITETPABUPOM HET.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA

®apMakoTepaneBTUYECKass TPYIIA. MPOTUBOBUPYCHBIE CPEICTBA CHCTEMHOIO JEHCTBUS;
MIPOTUBOBUPYCHBIE CPEJCTBA MPSIMOT0 ACUCTBUS; HHTUOUTOPHI HHTETPA3HI.

Kox ATX: JOSAJOL.

Mexanuszm geiicTBus

PanrerpaBup wuHrHOMpyer KaTaauThyeckylo akTuBHOcTh BWY wuHTerpassl — ¢depmenra,
yyacTBytoniero B peruinkainuu Bupyca BUY. WurubupoBanue uHHTErpassl MNpeoTBpallaeT

KOBAJICHTHOE BBeJIeHUE (MHTETpaIuio) renoma BUY B reHOM KIIETKH X03MHA HA pAaHHUX CTAaJIUSIX
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MHAYLUUPOBAaTh MPOAYKLHIO HOBBIX BUPYCHBIX 4YacTHIl, I[O3TOMY IIO/aBJIEHUE IIpoliecca
MHTETPAllMK  TMPEJOTBpAlaeT pPAaCHpOCTpAaHEHHE BUPYCHOH HMHGEKIMH B  OpraHu3Me.
Nurunbupyromas crnocoOHOCTh paiTerpaBupa B oOTHomeHuu ¢ochoTpaHcdepas deIoBeKa,
Bkitouast JIHK-nonumepassl a, B 1 7y, BeIpakeHa HE3HAYUTEIBHO.

Muxpobuonozus

[Tprn mnnazmeHHOW KOHIEHTpanuu 31+20 HMOIB/T panTerpaBup OOECIEUYUBAT IOJABICHUE
peruikanuu Bupyca Ha 95 % (95 % wunrubupyromas xonueHntpanus, MKos) B KieTouHbIX
KyJIbTypax d4enoBedeckux T-mumM¢ouuToB, MHOUIUPOBAHHBIX AJANTHUPOBAHHBIM K KYJIbTypam
kiaerok Bapuantom HIIIIB BUY-1, no cpaBHEHHIO ¢ KOHTPOJIBHOW BUPYC-WHOHUIIMPOBAHHOM
KynbTypoi kietok. MKes mocturamack B KOHIEHTparusx or 6 mo 50 HMOJB/I B KYJIbTypax
YEeNIOBEUYECKMX  MHUTOICH-aKTHBHPOBAHHBIX ~ MOHOHYKJEapoB  mepudepruueckoil  KpoBH,
WHOUIUPOBAHHBIX PA3TUYHBIMU TMEPBUYHBIMU KIWHUYEeCKHMMH ImTamMmamu BUY-1, Brirouas
mramMMbl 5 He-B monrunos BUY-1, a Takke mITaMMbl, pe3UCTEHTHBIC K MHTHOUTOpaM 0O0paTHOU
TpaHCKpHUNTa3bl W MHruOutopam mpoteassl BUY. [lpu anammse ojHOro mnukia wH(EKIHN
payTerpaBup MoJaBisul uHGUIKMPOBaHKE, BbI3BaHHOE 23 mtammamu BUY, npencrasisrommmu 5
He-B moATHIoB U 5 HUPKYIUPYIOIINX peKoMOMHAHTHBIX (Gopm, ¢ MKsg pu KOHIIEHTpauu ot 5
10 12 amons/i. PanrerpaBup Taxke MOAABISUIT peruMKanuio mramMmoB BUY-2 npu TectupoBanum
Ha kierkax quand CEMx174 (MKgs = 6 amonn/n). Ilpu ogHOBpeMEHHOM BBEJCHUU B KYIBTYPY
yenoBeuecknx T-nmumdonutoB, wuHbuupoBanHeix Bapuantom HIIIIB Bupyca BHY-1,
panTerpaBUpa W HYKJICO3UIHBIX HHTHOUTOPOB OOpaTHOW TpaHCKpUITa3bl (3UIOBYAMH,
3aJIBIIUTA0WH, CTaBYIWH, abakaBUp, TEHOPOBUP, TUIAHO3UH U JIAMHUBYJIMH), HEHYKJICO3UIHBIX
MHTMOUTOPOB 00paTHON TpaHCKpUNTa3bl (3(aBUpPEH3, HEBUPANMH U J€JIaBUPANH), UHTMOUTOPOB
npotea3sl BUY (MHIuHaBHp, CAKBUHABUP, PUTOHABHUP, aMIIPEHABUP, JIOIMHABUP, HEJI(PUHABUD U
aTa3aHaBUp) MM MHruOWTOpa CiIusHUSA (SHGYBUPTHI) HaOMIONANacCh AHTHPETPOBHPYCHAs
AKTUBHOCTH OT AIIUTUBHON O CAHEPTUYHOM.

PesncTeHTHOCTE K penapary

Myrauun unTerpazsl BUY-1, crnocobcTByromuye MOSBICHUIO PE3UCTEHTHBIX K palTerpaBUPY
IITAMMOB BHpYca (pa3BUBAIKCH WM iN Vitr0, WK y MAIMEHTOB, IPUHUMABIINX PAITErPaBup), B
OCHOBHOM BKJTFOYAIOT 3aMeHbl B mojoxeHusx 143 (Y143 3amena va C, H win R), 148 (Q148
3ameHa Ha H, K wmm R) mmm 155 (N155 3amena na H), B coderanuu ¢ ogHoil wim Ooiee
JIOTIOJTHUTEIbHBIME MyTanusMu (Harmpumep, L74M, E92Q, T97A, E138A/K, G140A/S, V1511,
G163R, S230R).

PexomOuHaHTHBIE BUpPYCH ¢ omHOW mepBuuHOW Mmyramuen (Ql48H, K mmm R wmm N155H)

OTJINYAJINCh CHIDKEHHOHM CIIOCOOHOCTBIO K peiMKkangvu " CHIDKEHHOM YYBCTBUTCIIBHOCTBIO K
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panTerpaBupy in Vitro. Bropuunbie MyTaluu BUpyca emé%&ﬁmlﬁﬁ%gw&h;ﬁ THHOCTE K

pajiTerpaBupy, HWHOrJa KOMIIEHCHUPYS CHW)KEHHYIO CIOCOOHOCTh BHpYCa K pEIUIMKALUU.
Myrtanuuy, accouMMpOBaHHBIE C PA3BUTUEM PE3UCTEHTHOCTH K PAITErpaBUpy, TAKKE MOTYT
MPUBOJIUTH K (DOPMHUPOBAHUIO YCTOHYMBOCTH K IPYyrOMY HHIHOUTOPY NEpEeHOCca LIEMU UHTErpazoi
snButerpaBupy. IIpu 3amene B nonoxxennu 143 4yBCTBUTENBHOCTD K PAITETPABUPY CHUKACTCS B
OoJbIICH CTENeHH, YeM YyBCTBHUTEIBHOCTh K DJIBUTETPAaBUpY, TOrAa Kak myramuu B E92Q —
0OJIBIIYI0 PE3UCTEHTHOCTh K 3JIBUTErPAaBUPY, YEM K paliTerpaBupy. Y BUPYCOB C MyTaluei B
noJyio’keHuu 148 B coueTaHuu ¢ 0JIHOM U OoJiee JOMOTHUTEIbHBIMUA MYTAIIUSIMU, BbI3bIBAIOIIUMU
PE3UCTEHTHOCTh K palTErpaBHpPy, TaKKe MOXKET HaOIoAaTbcsl KIMHUYECKH 3HauuMast
PE3UCTEHTHOCTH K JA0IYTErpaBupy.

Bausnue Ha SHCKTDOd)I/ISI/IOJIOI‘ MYCCKYIO AKTHBHOCTDb cepalua — WiIHr Ha I10Ka3aTcjin

JJIICKTPOKaApANOrpaMMbl

B nnane60-KoHTpoIupyeMoM KIIMHUYECKOM UCCIIEJOBAHUH C Y4aCTHEM 3/I0POBBIX 100POBOJIBIEB
OMHOKpaTHBIM mpueM 1600 wmr panrerpaBupa HE OKa3blBaT KAKOTO-THOO BIMSHHUS Ha
HPOJIOIDKUTEIBHOCTh HHTepBasia QTC HECMOTps Ha TO, 4TO MakcuMaibHask KoHIEeHTpalus (Cmax)
panTerpaBupa B IUia3Me KpoBU Obula B 4 pa3a Oonblle, 4eM OpU OJHOKPATHOM IIpUeMe
panterpasupa B 03¢ 400 mr.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOGcopouus

PanterpaBup OBICTpO BcachIBaeTCs IMOCHE MpueMa mpenapara HaTomak, Cmax B IMa3Me KpOBU
omnpenensercs npuMmepHo yepe3 3 4. Ilnomanp nmox kpuBol «koHueHTparus-spems» (AUC) u
3HaueHne Cmax pajTerpaBUpa yBEIHMYMBAIOTCS IMPOIMOPIHMOHAIBHO J03€ B TUAIa30HE 03 OT
100 mr no 1600 mr. 3HaueHHUsT KOHIICHTPAIIMU paITerpaBUpa B MIa3Me KpoBU depe3 12 4 mocie
npuema (Ci2q) panrerpaBupa Bo3pacTaroT IPONOPLUOHATIBHO 103€ B AuanazoHe 103 oT 100 Mr 1o
800 Mr u BO3pacTarOT B HECKOJIBKO MEHBIIEH CTENEHH B nuamna3zoHe 103 oT 100 mr no 1600 mr.
[Tpu pexxnMe npuema npenapara 2 paza B CyTKH paBHOBECHOE COCTOSIHUE JOCTUTAETCs OBICTPO,
PUMEpPHO B TeueHue 2 el nocie Havana jtedeHns. 3HaueHnss AUC 11 Crmax CBUIETENIBCTBYIOT B
N0JIb3Y OTCYTCTBHMSl WJIM MHUHHMAJIbHOW KyMYJIIMM Ipenapara, 3HaueHHe Cizq — B IOJB3Y
HE3HAYUTENIbHOM KyMyJsuuu npenaparta. B pexume monorepanuu no 400 mr 2 pasza B CyTKH
3HaYEHHE CPEIHEr0 I'eOMETPUYECKOro ISl IUIOIMIAAN TOJ KPUBOM «KOHUEHTpPALUsi-BpEMS» B
unTepsaine ot 0 1o 12 u (AUCo-124) coctaBisuio 14,3 mxmonb/nx4, 3HaueHue Cizq — 14 HMOIB/.
AGconoTHas OMOIOCTYITHOCTD pajTerpaBUpa He YCTaHOBJICHA.

PanTerpaBup M0o>XHO IPUHUMATh BHE 3aBUCUMOCTH OT PEKUMA ITPUEMA MULIH.

Pacnopenenenune
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ITpumepHo 83 % panTerpaBupa CBs3bIBAECTCS C enKaMH'%z-Mlllzgilgéﬁ%léI_Lllc;f'm-gffnl)aﬁnﬁ 0T

2 1o 10 MKMOJIB/11.

PanTerpaBup nerko npeoaoseBal IlalleHTapHbIN Oapbep B SKCIIEPUMEHTAIBHBIX UCCIIEI0BaHUAIX
Ha KpbICaX, HO HE IPOHUKAJ uepe3 reMaTosHiedanTnueckuii 0apbep B 3aMETHOM CTEIICHH.

B AByX KIMHMYECKHX MCCIEJIOBAaHUSAX C Yy4YyacTHUEM IMalMeHTOB, HHpuuupoBanubix BUY-1,
KOTOpble MpUHUMaIKU paiterpaBup B go3e 400 mMr 2 pasa B CYTKH, pajTerpaBup OBICTPO
ONpefesnscs B CIMHHOMO3IOBOM JKUAKOCTH. B mnepBom wuccinenoBanuu (N=18) cpenusas
KOHIIEHTpalUs pajiTerpaBupa B CIMHHOMO3TOBOM JKUJIKOCTH cocTaBmia 5,8 % (B Auamaszone ot 1
10 53,5 %) OoT COOTBETCTBYIOIIEH KOHIIEHTpAIlMU B IJIa3Me KpoBH. Bo BTOpOM HcCcClieOBaHUU
(n=16) cpenHss KOHUEHTpAIWS pajITErpaBupa B CIIMHHOMO3TOBOM JKUIKOCTH cocTaBuia 3 % (B
nuana3zoHe oT 1 1o 61 %) oT coOTBETCTBYIOIIEH KOHLIEHTpAalMM B IIa3Me KpoBH. MeauaHbl
MOJIyYEHHBIX 3HAUCHUHN ObLIU MPUOIU3UTENBHO B 3-6 pa3 HIKE, YeM KOHIICHTPAIlluu CBOOOIHOM
dbpakuu panterpaBupa B Iia3Me KpOBU.

EI/IOTDaHCd)ODMaIII/Iﬂ U 3JIMMUHAIIUA

HccnenoBanust C  HMCIOJIB30BaHUEM CEJICKTHBHBIX HHTHOMTOPOB mM30(opMbI  (pepmeHTa
ypumuaudocdar-rmokyponunrpancepassl  (YAD-I'T), nomyueHHO myTeM 3KCIpecCUU
komruiementapuod JIHK, mnokazanmu, uyto wu3opopma YID-I'TIAl sBusercs OCHOBHBIM
(dbepMeHTOM, YIaCTBYIOIIUM B 00pa30BaHUN PAITETPABUP-TIIIOKYPOHUIA. DTH JaHHbBIE TOKA3aJIH,
YTO OCHOBHOM IyTh MeTa0oiM3Ma palTerpaBUpa y 4YelOBeKa IPeACTaBlIeH IPOLECCOM
IIOKYPOHHpOBaHus, onocpenoBanHoro Y ®d-I'TIAL.

JlnurenpHOCTh KOHEUHOU (ha3bl meprojia MOTYBBIBEACHUS paITerpaBUpa COCTABISIET OKOJO 9 u,
oonmprmrass wacth AUC  cooTBercTByeT Oosiee KOPOTKOW 0O-haze KaKyIIerocs Iepuoja
MOJIYBBIBEJIEHUSI panrerpasupa (cocraBisier mnpumepHo 1 uy). Ilocine npuema BHYTPH
PaAMOAKTUBHO MEUEHOI'O pajTerpaBupa npumMepHo 51 % OT mpUHATON 1036l BEIBOJUIIOCH YEpe3
KkumedHuk u 32 % — yepe3 moyku. B kame oOHapyXHBaJICS TOJIBKO paliTerpaBUp, KOTOPBIH,
BEPOSATHO, OOpa30OBBIBAJICS IyTEM TUIPOJIN3A PAITErPaBUP-TIIOKYPOHUA, BBIJCIUBILIErOCsS C
Kenubio. B Mode onpenensiinucey panTerpaBup U paaTerpaBUP-TIIIOKYPOHHT B KoymuecTBe 9 % u
23 % OT TpHUHATOH J03bl, COOTBETCTBEHHO. B TI1a3Me KpPOBH OCHOBHBIM IHPKYIHPYIOIIUM
paZloaKTUBHBIM KOMIIOHEHTOM ObLI panterpaBup (mpumepHo 70 % oT o0111eii pagoakKTUBHOCTH),
B TO BpeMsl Kak Ha pajTerpaBUp-TIIIOKYPOHUI IPUXOAUIOCH TOJIbKO 30 %.

Hon

[Ton He OKa3pIBaeT KJIMHWUYECKH 3HAYMMOTO BIIMSHUSA Ha (DapMaKOKWHETHYECKHE MapaMeTpbl
panrerpaBupa. Koppekius 10361 npenaparta B 3aBUCUMOCTH OT T10JIa TIAIUEHTa He TpeOyeTcs.

JInia moKujioro Bo3pacra
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B wnccnemoBaHugx Ha manueHTax oT 18 ne1l u CTa].J)EIIQ:HQE&;%HE%%eIHEJSILIHI&HMOﬁ

3aBHCUMOCTH (papMaKOKMHETUYECKUX IapaMeTPOB palTerpaBUpa OT BO3pacTa MAIHEHTOB,
II03TOMY KOPPEKIHUs 03Bl IperapaTa B 3aBUCUMOCTH OT BO3pacTa He TpeOyeTcs.

MeEXOITHHYCSCKHE Pa3INUNs

PacoBo-3THHUEeCKass NPUHAIJIEKHOCTh HE OKa3blBaJla KIMHUYECKH 3HAYMMOTO BIMSHUSA Ha
(dapMakOKMHETHYECKHE TapaMeTphl panterpaBupa. Koppekuus 10361 He TpeOyercs.

JIuna ¢ pasnuyHeIM HHAeKCcOM Maccewl Tena (MIMT)

NMT He oka3piBal KIMHHYECKH 3HAYMMOIO BJIHMSHUS Ha (DapMaKOKMHETHYECKHE MapaMeTphbl
pajTerpaBupa y B3pOCIbIX HanueHToB. Koppekims 1036l mpenapara B 3aBUCHMOCTH oT UMT
naueHTa He Tpedyercs.

IIeueHouHas HEAOCTATOYHOCTD

PanrerpaBup BBIBOAMTCA INPEUMYLIECTBEHHO IIyTEM TIJIIOKYPDOHHUPDOBAHHS B  IICYEHHU.
dapmakoKMHETHKA Ipernapara Obula HM3ydyeHa Yy B3pOCIBIX MAIUEHTOB C IEYEHOYHOH
HEJOCTAaTOYHOCTBIO  CpElHEHW  CTENEeHM  TSKECTH, a Takke B  KOMOMHHPOBAaHHOM
dapMakokuHeTHYECKOM aHaiu3e. KIIMHUYeCcKn 3HaYMMBIX OTKJIOHEHUH (hapMaKOKMHETHYECKHX
[IapaMeTpPOB Yy B3pPOCIBIX MAalUEHTOB C IIEYEHOYHOW HEJOCTATOYHOCTBIO CPEOHEH CTENEeHU
TSOKECTH 110 CPAaBHEHHUIO CO 3J0POBBIMH J0OpPOBOJIBLIAMU HE BBIABICHO. TakuMm oOpa3om,
KOppEeKIMs J03bl Ipernapara Npu MEYCHOYHOM HEAOCTATOYHOCTH JIETKOM M CPEAHEH CTENEHU
TSOKECTH He TpeOyercs. BimsHue TsOKenoi CTeNneHW MeYeHOYHOW HEJOCTaTOYHOCTH Ha
(bapMaKOKUHETHYECKHE TapaMeTPhl palITEerpaBupa He U3y4ajaoch.

IloyeyHas HEIOCTATOYHOCTh

Ha moueunslii KJIMpEeHC NPUXOIUTCS HE3HAUMUTENbHAsl J0JsI B BBIBEJACHUM palTErpaBUpa U3
opranusma. dapmakoknHeTHKa Ipernapara Obljla U3y4€Ha y B3POCIbIX MAIMEHTOB C TSHKEIOU
CTETIEHBIO MMOYEYHOM HEJOCTATOYHOCTH, a TAKKE B CIOXKHOM (hapMaKOKHHETHYECKOM aHaJIU3e.
KnuHnyeckn 3HAUMMBIX OTKJIOHEHUH (DapMaKOKMHETHUYECKUX IapaMeTpoB Yy MAIMEeHTOB C
TSKEJION CTENEHbIO IOYEUYHOM HEI0CTATOYHOCTH 0 CPAaBHEHHIO CO 3/10POBBIMHU JOOPOBOJIbLIAMU
HE BbIABJIEHO. TakuM o0pa3oM, KOPpEeKLMH 103bl Mpernapara MalueHTaM C TSKEJIOH CTEHeHbIO
MOYEYHOW HEeJ0CTaTOYHOCTU He TpedyeTcs. Ilockonbky 3¢ (eKTUBHOCT JUalln3a panTerpaBupa
HEU3BECTHA, IPUHUMATh Mpenapar HakaHyHe CeaHca Iualn3a HeE pEKOMEHIYETCS.

JInma ¢ momumopduzmom YAD-T'T1A1

JlokazaTenbCcTBa WM KaKUe-Tu00 JTaHHBIE, CBUACTEIIbCTBYIONINE, YTO HATUYHE TTOJIMMOpdU3Ma y
depmenta YID-I'TIAl MoxkeT oOka3plBaTh KIMHUYECKH 3HAUMMOE  BIHMSHHE Ha
(dbapMakOKMHETHUECKHE TapaMeTpbl panTerpaBupa, He Obutm monydeHbl. [lo  JaHHBIM
CPaBHHUTEIBHOIO HcclefoBaHus ¢ ydacTueM 30 B3pOCHbIX 30pOBBIX JOOPOBOJBIEB C

T€HETUYECKN JIETEPMUHUPOBAHHOM CHM)KEHHOW akTUBHOCTBIO Y/ID-I'T1A1l m 27 B3pocibix
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30POBEIX I[O6pOBOJ'II)I_[eB C HCU3MCHCHHBIM ]CHOTHH6u1:§ﬂé%IATE%EgJH% I:lcﬁﬂlfl)'“lel'J'IIHI/IX

reomerpuueckux AUC panrerpasupa cocrasuio 1,41 (90 % moBepuTenbHbIA HHTEPBATI COCTABUII
0,96; 2,09).

eTu
J103b1 11 TOAPOCTKOB U JIeTe cTapie 6 jeT mist nedenuss BUY-1 undekimm pekoMeH10BaHbl Ha
OCHOBaHWU TOTO, 4YTO (HapMAKOKMHETHUYECKHE TMapaMeTphbl PaITETPaBHpa COMOCTABUMBI C
TaKOBBIMH Y B3POCIIBIX MAIMEHTOB.

dapMaKOKMHETHKA paJITerpaBupa y AeTel miajiie 2 JIeT He U3y4yalach.

6. PAPMAIIEBTHYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

S npo TabieTku

Llem1r05103a MUKPOKpUCTAJUTMYECKAs]
JlakT03BI MOHOTHIpPAT

Kanpuus rugpodocdar
['unpomennosza

ITonokcamep 407

Hatpus creapundymapar

Maruus creapar

[TnenoyHast 060s104Ka TaOJAETKH — CyXasi CMECh JUJIsl INICHOYHOTO MOKPBITHS PO30Bast:
[TonMBUHUIOBBIM CIUPT YACTUYHO TUPOJIN3UPOBAHHBIN
Turana quokcun (E171)

Makporoa

Tanbk

Kapmun (E120)

Kenesza okcun xentoiii (E172)

6.2. HecoBMecTHMOCTDH

He npumenumo.

6.3. Cpok romHocTH (CPOK XpaHEeHHs)

2 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH PH XPAHEHUHU
ITpu Temneparype He Boime 25 °C.

6.5. Xapakrep u cofepkaHue NEPBHYHOH YIIAKOBKH
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I[To 5 wmm 10 TaGaeToK B KOHTYPHYIO ;{qeﬁKOBvu;l I:%QEO%Q@"IEE%'};&HT:H%}% "

[MBX/TIBAX/TIBX wunu (Goiapru aJlOMHHHEBOH MHOTOCIOWHOW W (DONBrU  alFOMHUHUEBOMN
ME€YaTHOW JIAKUPOBAHHOM.

ITo 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120 TaGmerok B OaHKY MOJUMEPHYIO W3
MOJIMIIPOITMJICHA WM TOJIMATUIICHA C OCYIIUTENEeM Uiu 0e3 Hero, yKyrnopeHHYI0 HaTsATMBaeMOn
WM HaBUHYMBACMOW KPBIIIKOW IOJUMEPHOM Ul JIEKAPCTBEHHBIX CPEICTB U3 IOJIMIIPOIINIICHA
VI TIOJIUATHIICHA ¢ KOHTPOJIEM MEPBOTO BCKPBITUS MU 0€3 HETO0, C YIUIOTHSIONUM 3JIEMEHTOM
WM 6€3 HEeTo, C OCYIIMTENIeM U O€3 Hero.

JloToNMHUTENBHO JOMYCKAETCsl HCIIOJIb30BaTh BaTy MEIUIMHCKYIO THUTPOCKOMHYECKYIO WU
aMOpTHU3aTOpP.

Ha 6aHKy HaKJIEUBAIOT ATHKETKY CAMOKJICSIIYIOCS.

Kaxnayro 6anky unmu o 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12 KOHTYpHBIX SYEHKOBBIX YIMAKOBOK C
JUCTKOM-BKJIAJIBIIIIEM TIOMEUIAIOT B MaYKy U3 KapTOHA.

6.6. OcoOble Mepbl TNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 MpenapaTa Wjin 0TX010B, MOJYYeHHbIX MOCJe MPUMEHEeHHs Mpenapara, u
Apyrue MAHUMYJISIHHUY € TPenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®@enepanus

OO111ecTBO ¢ OrpaHUYEHHON 0TBETCTBEHHOCTHIO «Benpapm-M» (OO0 «Bendapm-M»)

124460, r. MockBa, BH.Tep.r. MyHununaabHbii Ookpyr CuiauHO, T. 3eleHorpaja, MPOCHEKT
I'enepana Anekceesa, 1. 50

Temn.: +7 (495) 228-06-96

E-mail: inbox@velpharm-m.ru

7.1. IlpeacraBuTe/Ib AepKaTeNs PErHCTPALMOHHOIO YA0CTOBEPEHUS

[Iperen3un norpedbUTENeH HAOPABIATE 110 aIPECY:

Poccuiickas ®enepanus

OO011ecTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO «Benpapm-M» (OO0 «Bendapm-M»)

124460, r. MockBa, BH.TEp.I. MyHUIMNAIbHBIN OKpyr CHIMHO, TI'. 3€JIEHOIrpajJ, MPOCIEKT
I'enepana Anekceena, 1. 50

Ten.: 8-800-250-02-05; +7 (495) 780-00-70

E-mail no Bonpocam 6e3onacuoctu u 3pdexrusnoctu JIII: safety@velpharm-m.ru

E-mail mo Bompocam kadecTBa roToBOM npoaykiuu: quality@velpharm-m.ru
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8. HOMEP PETMCTPAIIMOHHOTO YJ0CTBOPEH st =AUEATEIEHOULTS D00E)

9. JATA MEPBUYHOI PETMCTPALIMM (IIOJTBEPKIEHWSI PETMCTPAILINH,
MEPEPETMCTAPLINN)

Jlara nepBoii peructpanuu:
10. JATA HEPECMOTPA TEKCTA
O6mas xapakrepuctuka JiekapcreeHHoro npemnapara PAJITETPABUP BEJI®APM nocrynHa Ha

UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHUKAIIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org.
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