COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 30.09.2025 N= 24446

OBIIASI XAPAKTEPUCTHUKA JEKAPCTBEIHHOFO TIPENAPATA= 1003

1. HAUMEHOBAHMUE JJEKAPCTBEHHOTI O ITPEITAPATA

Panrerpasup, 400 mr, TabieTKH, MOKPHITHIE INICHOYHOH 000JI0UKOI

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBII COCTAB

JleicTByIO1Iee BELIECTBO. PAITErPABUP

Kaxnas Tabnerka, mOKpbITas MICHOYHON 0005109K0ii, conepkut 400 Mr panrterpasupa (B
panTerpaBupa Kaius).

BcenomorarenbHble  BellecTBa, HaJlMYUMe KOTOPBIX HAJO0 YYUTHIBaTh B  COCTaBe
JIEKaApCTBEHHOTO Mperapara: JaKkTo3a (cM. pazzaen 4.4).

[TonHbIii epeyeHs BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasjaene 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TaOneTku, NOKPHITHIE MJIEHOYHOU 000I0YKOM.

OBasbHbIE IBOSKOBBIIYKJIbIE TAOJIETKH, TOKPHITHIE TUIEHOYHON 000JI0YKOM JKENTOro 1[BETA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxazanus K NpMMeHEHUI0

Jleuenne npenaparom PanrerpaBup A0MKEH MPOBOIUTE Bpay, 00J1a a0 TOCTATOUHBIM
onbiToM Tepanuu BUY-undekunn.

[Ipenapar PanterpaBup mnoka3aH K mnpuMeHeHuto Juid jedenus BUY-1 unbexuuum B
KOMOMHAIMK C IPYTUMH aHTUPETPOBUPYCHBIMU INpENapaTaMu y B3pOCIbIX, TOJPOCTKOB U
NeTel, HauuHas ¢ 6 JIeT U Macco Tejla He MeHee 25 KI, KaK paHee MOJIy4yaBIINX, TaK U He
MOJIyYaBIIUX aHTUPETPOBUPYCHYIO Tepamnuto (APBT).

4.2. Pe:xuM 103HPOBAHMA M CIIOCO0 MPUMEHEHHS

PexxuMm no3upoBanus

Jleuenne mpemapatom  PanrerpaBup mOpoBOAST B KOMOMHAIMM C  JIPYTUMH
AHTUPETPOBUPYCHBIMH TIpENapaTamu.

Bspocnvie

Pexomenayemast no3a npenapara PanrerpaBup ans B3pocibix — 400 mr 2 paza B CyTKHU.

Oco0BblIe TPYIIIHI ITAIMEHTOB

Hauueﬁmbl nooaicus10co so3pacma

KOppCKHI/Iﬂ AO03bI Y MMOXKWIBIX MAUCHTOB HC Tpe6yeTc;[.



COOTBETCTBYET 3K( OMY OTUETY

Ilayuenmul ¢ napywenuem QynKyuu novex ot 30.09.2025 N 24446

Koppek1us 10351 y MAIMEHTOB C HAPYIIEHHEM byrKi ek e peoyertt | - - | = 0003)

Tlayuenmol ¢ Hapywenuem QyuKyuu nevenu
Koppekuust 10361 y TAIIMEHTOB ¢ HapylieHueM (QyHKIIUU TEYCHH JISTKOHN U CpeIHEN CTETICHH
TsDKecTH He TpeOyercs. be3omacHOCTh M 3()(EKTUBHOCTh pajiTerpaBupa y MAIUEHTOB C
TSKEJIBIMU COITYTCTBYIOIIMMU 3a00JIEBaHUSIMU NIEUEHU HE YCTaHOBJIeHA. Takum oOpazom,
npenapar PanrerpaBup ciaeayer NpPUMEHSATh C OCTOPOKHOCTBIO Y HMALMEHTOB C TSKEIOU
MEYEHOYHON HEJOCTATOYHOCTHIO (CM. pazjensl 4.4 u 5.2).

eTH
Pexomennyemas nosa npenapara PanterpaBup aetsMm ¢ 6 JIeT U Maccoil Tesia He MeHee 25 Kr
—400 mr 2 pa3za B CyTKH.
[Ipenapat He ciexyeT NpUMEHATh y JETeH B Bo3pacTe /10 6 JIET U ¢ Maccoi Tena MeHee 25
KT (B CBSI3U C HEBO3MOXKHOCTBIO 00ECTICUUTh PEKUM JO3UPOBAHUS).

Cnocob IIPUMCHCHU A

BnyTps.

TaOneTku Henb3s )KeBaTh, KPOLIUTH U pa3iaMblBaTh.

[Ipenapar PanrerpaBup npumeHseTCs BHE 3aBUCHMOCTH OT IIPUEMA ITHILN.

4.3. IlpoTruBONOKA3aHUS

- ['unepuyBCTBUTENBHOCTD K paITErpaBUpy WM K JT0OOMY U3 BCIOMOTaTeNIbHBIX BELECTB,
MIEPEYUCIICHHBIX B pazzene 6.1.

4.4. OcoOble yka3aHusl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

[TanmenToB cnenyer HMHGOPMHUPOBATH O TOM, YTO COBPEMEHHBIE AHTHUPETPOBUPYCHBIE
npemnapatsl He uzneunBaroT BUY-undexnuio u He npenorspainatot nepegaay BUY apyrum
JIOJSM C KPOBBIO WJIM TIPU IOJIOBBIX KOHTaKTax. XOTSA JI0Ka3aHO, 4TO 3(p(eKTHUBHOE
MIOJABJICHUE BUPYCAa aHTUPETPOBUPYCHON T€panuel CyIEeCTBEHHO CHUKAET PUCK ITepeadn
MHQEKIUH TOJIOBBIM IyTEM, OCTaTOYHBIA PHUCK HCKIIOYaTh Helb3sd. Bo Bpems nedeHus
npemnaparoM PanTerpaBup manueHTh! JOJKHBI IPOIOJIKATh COOII0IaTh COOTBETCTBYIOIINE
Mepbl O€30MaCHOCTH.

Taxkxe manMeHThl JOKHBI ObITh TPOMH(GOPMHUPOBAHBI O TOM, YTO Y HHUX BCE €IIe MOTYT
pa3BUTbCcd MHPEKIUMU WIM JApyrue COCTOSHUS, pacnpocTpaHeHHble cpenu BHY-
MHOUIMPOBAHHBIX MAIMEHTOB (ONMmopTyHUCTHYecKHe HHpekuun). Bo Bpems Tepanuu
npemnaparoM PanrerpaBup oueHb BaKHO OCTaBaThCs O] HAOIOICHUEM Bpaya.
PanterpaBup wMeeT OTHOCHUTENHPHO HU3BKHUN TEHETHYECKUU Oaphep K Pa3BUTHIO
PE3UCTEHTHOCTH, MOATOMY ISl MOBBIIEHUS 3((HEKTUBHOCTH JIEUEHHSI U CHI)KEHUS pUCKa

PasBUTHA PE3UCTCHTHOCTHU K IIPClapary pajlTerpaBup HCO6XO,Z[I/IMO Ha3Ha4YaTb B



COOTBETCTEYET 3KCNEFTHOMY OTYETY
KOMOMHALIUK C IBYMs IPYTMMHU aKTUBHBIMU aHTUPETPOBUPYEHBINH] CPEACEBAMIY €EJIN 3TO

(NOCNEQCBATENEHOCTE 0003)

BO3MOXKHO.

BaxxHO 00BsCHUTH NalMEeHTaM HEO0X0IUMOCTh U3YUUTh JTMCTOK-BKJIAIbILI 10 IPUMEHEHHIO
Iepe]l HauyajaoM Tepanuu IpenapaToM PanterpaBup M nepeunThiBaTh €€ KaXKIbI pa3 mpu
MOJIyYeHUH OYEPETHOTO perenTa oT Bpaya. [1aiueHTsl JOIKHBI OBITh TPOMH(GOPMHUPOBAHEI
0 HE0O0XOIMMOCTH COOOIATh Bpady O MOSBICHUU KaKUX-THOO HEOOBIYHBIX CHMIITOMOB,
1100 COXpPAHEHUH WM yXYIIEHUH JII0O0r0 U3BECTHOTO CUMIITOMA.

CI/IHI[DOM BOCCTAHOBJIICHUSA UMMVYHUTCTA

Ha navanpnbix 3Tanax komOuaupoBanHoi APBT y BUY-uHpHUUIMpOBaHHBIX NAIMEHTOB C
TSKEIbIM ~ MMMYHOJAE(QHUIIUTOM MOXET pPa3BUTbCS TaK  Ha3blBa€Mbli  CHHIPOM
BOCCTAQHOBJICHMSI MMMYHMTETa, TO €CTh BOCHAJIMUTEIbHAs peakius Ha OECCHUMIITOMHO
TEKyIIMe WM OCTATOYHBIE ONMOPTYHUCTHYECKHE WH(MEKIUU (IUTOMETaTOBUPYCHBIN
pETUHHT, IMHEBMOLIUCTHAs ~ IMHEBMOHMS,  BbI3BaHHas  Pneumocystis  jiroveci,
JMCCEMUHUPOBAHHBIE WIIM OYaroBble MUKOOAKTEpHaibHble HHOEKUUU U JIp.). DTO MOXKET
CIOCOOCTBOBaTh YXY/IIEHUIO KIMHUYECKOI'O COCTOSHUS M YCHWJICHUIO HMEIOIUXCs
cuMOTOMOB. OOBIYHO TakKasi peakliyds MOKET HaOJII0/1aThCsl B IIEPBbIE HENETN UM MECSLbI
1ocJie Hayajla KOMOMHUPOBAaHHOM Tepanuu. JIroOble BocaauTeNbHblE CUMITOMBI JOKHbI
OBbITb OLICHEHBI ¥ IPH HEOOXOAUMOCTH Ha3HAYECHO JICYEHHE.

IIpu pa3BUTHHM CHHAPOMA BOCCTAaHOBJEHHS HUMMYyHHUTETa OBUIM OINMCAaHbl TakKue
ayTOMMMYHHBIE paccTpoiicTBa, kKak bazemoBa Oone3nb. Tem He MeHee pa3BUTHE TaKHX
HapylLIeHUH MOKeT HabJIt01aThCsl YePe3 MHOTO MECALIEB MTOCIIEe Hayasa JICYeHHUs.
OcTeoHekpo3

HecmoTpss Ha TO, YTO 3THONOTUS JTAHHOTO OCJIOKHEHMSI CUMTAETCS MHOTO(AKTOPHOM
(BKJIIOYAsi Tepamuio TIIIOKOKOPTUKOCTEPOMIaMH, YIOTPEOJIEHUE alKOroJisl, TSIKEIbIi
MMMYHOJE(PUIUT, BBICOKUN HHAEKC MacChl T€Ja), OMMCAHBI CIIy4al pa3BUTHS OCTEOHEKPO3a,
0coO0eHHO Ha Mno3aHMX cTaausax BUY-uHdpekuun w/uav nOpu  JUIMTETBHOM TpHEMe
komOunupoBaHHoit APBT. [TanuentaMm, y KOTOPBIX MOSIBUJINCH TAKWE CUMIITOMBI, Kak 00JIb
B CYCTaBaxX, CKOBAHHOCTh WJIM OI'PAaHUYEHHUE MTOJBUKHOCTH, HY’)KHA CPOYHAsE KOHCYJIbTALlUs
CHEeIMaInCTa.

Tspxenbie PEAKIIMN CO CTOPOHBI KOXHU U PEAKIIUU THIICPUYYBCTBUTCIBbHOCTHU

[TonmyyeHbl JaHHBIE O TSKENBIX (MOTEHIMAIBHO J>KU3HEYTPOXKAONMX) U (aTaabHBIX
HEXKEJATENbHBIX PEAKLUAX CO CTOPOHBI KOXKHU y NMAlMEHTOB, IPUHUMABILNX PAITErpaBup B
cocTaBe KOMOMHUpPOBAaHHOM Tepanmuu C JAPYTUMHU JIEKaPCTBEHHBIMH CpPEICTBaMH,
ACCOLIMUPYIOIIUMHUCS C OTUMH HEXKEIAaTeIIbHBIMA PEAKIUSAMU, TaKUMH Kak CHHIPOM
CruBeHca-/[>KOHCOHa M TOKCHYECKHH 3MHIepMaibHbIi Hekponu3. Taxke coolIanocs o

pCaKkuuiax TUNICPYYBCTBUTCIIBHOCTU, KOTOPELIC IMPOSABJIAIINCH B BHUAC CHIITHU
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
reHepaan30BaHHOIO XapaKTepa, ¥ MHOT1a OPTAHHON THCOHYHKIIHM | BKIFOHRAAIICYGHOUHYO

A e

HE0CTaTOYHOCTh. ClieIyeT HeMEeICHHO TIPEKPATHTh ﬁ%&%&n@ﬁﬁé&%@ﬁ%ﬁ%&?&g%'

U JIpyT'HX HpenaparoB, MPEANOJIOKUTENBHO CIIOCOOHBIX BBI3BATh TAaKUE PEAKLHMH, €CIH
MOSIBWJINCH ITPU3HAKU WJIA CUMIITOMBI TSDKEIIBIX PEAKLUNA CO CTOPOHBI KOXKH MIIM PEAKLIUU
TUIEPYYBCTBUTEIBHOCTH  (BKJIIOYAs  TSDKEIYI0  KOXKHYIO  CbIIIb WM CBIIb,
COIIPOBOKIAIOLLYIOCS JIMXOPAIKOi, obIiee HeaoMoranue, ciaadoctb, 00U B MBIIILAX WIN
CycTaBax, IIOSIBJICHHE BOJABIPDEM Ha KOXE, IOBPEXKICHHS B POTOBOM IOJOCTH,
KOHBIOHKTHBHT, OTEK JIMI[A, T€NaTHT, 303MHO(DUINIO, aHTMOHEBPOTUYECKUN OTEK, HO He
OTPaHUYMBASCh TOJIBKO UMHU). B 3THX ciTydasx HE00X0IMMO MOHUTOPUPOBATH KIMHUYECKHNA
cTaTryc, BKJIIOYas AaKTUBHOCTb  «IEUEHOYHBIX» aMUHOTpaHc(epas, U  HayaTb
COOTBETCTBYIOLIYIO Tepanuro. HecBoeBpeMeHHOE IpeKpalleHue Tepaluy IpernaparoM
PanrerpaBup wim qpyrumu J€KapCTBEHHBIMHU CPENCTBAMH, ACCOLMMPYIOIUMHUCS C 3TUMHU
HEXKEIATeIIbHBIMA PEAKLIMAMU, I0CIE IOSBICHUS TSDKEJIOW CBIIIM MOXET IPUBECTH K
KU3HEYTPOXKAIOLIUM PEAKLIUAM.

MuonaTtus u Da6,Z[OMI/IOJ'II/I3

Coo01manocs 0 pa3BUTUN MUOTIATUH B pabaomuonm3a. Ciemyer coOmo1aTh OCTOPOKHOCTD
[pY Ha3HAUCHHH IperiapaTa MaeHTaM ¢ MUONaTHe 1 pabJJOMHUOIM30M B aHAMHE3E HITH C
KaKUMH-TH00 (aKTOpamMH, NpeApacloaraloliMd K WX Pa3BUTHIO, B YaCTHOCTH, IpU
CONYTCTBYIOIICH Tepamuy INpernaparaMH, CHOCOOHBIMH BBI3BaTh JTH HEKENAaTeIbHbIC
peaknuy.

HaDVHIGHI/Ie d)VHKIII/II/I TICYCHHU

besonacHocTh M 3(QQPEKTHBHOCTb panTerpaBupa y MAIUEHTOB C  TSDKEJIBIMU
COITyTCTBYIOIIMMH 3a00JIeBaHUSIMM TI€YeHH He YycTaHoBjieHbl. Creayer cobmoaaTh
OCTOPOKHOCTb IIPM Ha3Ha4YeHWM Ipenapara PairerpaBup NanveHTaM ¢ TSKEJIBIMU
HapyUIEeHUSIMH (PYHKIIUY E€UYEHH.

VY nanMeHTOB ¢ CylecTBYIOIIEH AUC(YHKIMEH MeyeHu, BKIYas XPOHUYECKUN IeraTurT,
MOBBIIIAETCS YacTOTa HapylIeHui GyHKIUU nedyeHn Ha poHe komOuHupoBaHHOUH APBT,
OHM I10JJIE’)KaT MOHUTOPUHTY B COOTBETCTBHHM CO CTaHJAPTHOU IpakTUKOW. [Ipy mosiBnennn
y TaKHUX NAIMEHTOB MPU3HAKOB YXY/IICHUS 3a00JI€BaHMsI IEYEHHU JIOJIKEH OBITh PACCMOTPEH
BOIIPOC O IPEPBIBAHUN WJIW NIPEKPAIICHUH JICUEHUSI.

[TanenTs! ¢ XpoHudeckuM renatutoM B mnmm C, Taxoke mnosryyaronye KOMOMHUPOBAHHYIO
APBT, Bxomar B Tpylmy pHCKa pa3BUTHS TSOKEIbIX M MOTEHIMAIbHO (aTaTbHBIX
HEXKEJaTeNIbHBIX SIBJIEHUN CO CTOPOHBI IICYECHH.

KokHas cheilb



COOTBETCTBYET ZKCNEPTHOMY OTUETY
V manuenTos, panee noaydasmnx APBT, npy npuMeneHun parerpasBapa, OAHOBPEMEHHO

C JapyHaBUPOM KOKHAs ChIlb HAOMIOJAETCs| yamie, %i;f:y-“ﬁgf;léﬁ%gﬂhjﬁwegﬁ&nﬁi'

npenapaTsl o OTAeIbHOCTH (cM. pazzaen 4.8).

Jlenpeccus

Jleripeccusi, BKIIOYas CyUIMJAIbHBIE MJCH M TOBEACHHE, HaOIronanach B OCHOBHOM Y
MAUEHTOB C JENpeccueil Win NCUXuaTpuueckuMu 3adosieBaHusAMU B aHamHe3e. CrenyeT
coOMI0AaTh OCTOPOKHOCTh NPU Ha3HAuUeHUW Impenapata PanrerpaBup mnmauumeHTam ¢
JeTpeccreil Uil MCUXUaTpUIeCKUMHU 3a00I€BaHUSIMH B aHAMHE3e.

O,Z[HOBDCMGHHOG OPpUMCHCHUC C IPYTUMH JICKAPCTBCHHBIMU CPECACTBAMHU

Anmauyuowl

OnHOBpeMEHHOE NPUMEHEHHE palTerpaBUpa C aHTALUAaMH, COJEPXKALIMMU ATOMUHHUN
WM MarHuil, IpUBOJIUT K CHI)KEHUIO KOHLEHTPALMU pajTerpaBupa B Iiia3Me KpOBH.
OpnHOBpEeMEHHOE NPUMEHEHHE pPAJTErpaBUpa C aHTAIMAAaMHU, COAEPIKALIUMHU aTOMUHUI
WM MarHui, He pekoMeHayeTcs (cM. pas3zien 4.5).

Pugpamnuyun

Cnenyer coOnrofaTb OCTOPOXKHOCTh IPH HA3HAYEHUM pajJTerpaBUpa OJHOBPEMEHHO C
MOITHBIMH HHIYKTOpaMu ypumuaaudochar-riaroxyponmnrpanchepassl (YAD-I'T) 1A1,
TAaKUMU Kak pupamMnuiuut. PupamMnunuH CHIKaeT KOHIEHTPALMIO paiTerpaBupa B IUIa3Me;
BIMsIHUE Ha 3()()EeKTUBHOCTh panTerpaBupa HeusBecTHO. [Ipu Heo6XxoauMOCTH NPOBEICHHS
KOMOMHHPOBAaHHOW Tepanuu pudaMIuIIHOM U paJITErpaBUpOM J03a pajTerpaBupa J0JKHa
ObITh yBeIMYEHAa B 2 pa3a y B3pOCIbIX MHalMEeHTOB. HeT NaHHBIX 1UIsi BO3MOKHOCTH
KOPPEKTHPOBKU J03 IpENapaToB IpPU OJHOBPEMEHHOM IPUMEHEHUHM palTerpaBupa u
pudamnuIuHa y naiueHToB Maaauie 18 et (cMm. pasaen 4.5).

BcrnoMmorarennHble BellecTBa

[Tockonbky mpenapar PanrterpaBup COIEpKUT JIaKTO3y, MalUEHTaM C  PEIKO
BCTpEYAIOLIEiiCs HACIEICTBEHHON HENepeHOCMMOCThIO TalaKTO3bl, NE(PHUIMTOM JIAKTa3bl
jonapei WM TIJIIOKO30-TalakTO3HOW ManbabcopOuueil He clieayeT NPUHUMATh 3TOT
npemnapar.

4.5. B3aumoneiictBue ¢ ApYrMMH JIEKAPCTBEHHbIMH INpenapaTtaMM W Apyrue BH/bI
B3aMMO/AeHCTBUSA

B uccnenoBanusix in vitro ObIIO MOKa3aHO, YTO PAJITETPaBHp HE SBIAETCS CyOCTpaToM
nzohepmeHToB cucteMbl nutoxpoma P450, ne uarubupyer CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 unu CYP3A u ne unrudupyer Y 1O-I'® 1A1 u 2B7. Kpome
aToro, in vitro panrerpaBup He uHayuupyer CYP3A4 u He sBnsercs uHrudburopom P-
[JINKOIIPOTENH-OMIOCPEJOBAHHOTO TpaHcnopTra. Ha OCHOBaHMM OSTHX JaHHBIX MOYKHO

Clenarh BBIBOJ, YTO pAJITErpaBHp HE BIUSAET Ha (PapMaKOKMHETUYECKUE IapameTphbl
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COOTBETCTEYET SKCNEFTHOMY OTYETY
JICKapCTBEHHBIX CPEJICTB, KOTOPHIE SBISIOTCS €yOCTpaTaMu yﬁ;@ggp@j{@pbqﬂgm&gﬂu P-

(NOCNEQCBATENEHOCTE 0003)

TJIMKOITPOTCHHA.

Kakx moxazanu uccienoBaHus in vitro W in vivo, paiaTerpaBUp BBIBOJUTCS B OCHOBHOM
nocpencTsoM metabonusma (riaokyponupoBanusi) no YID-I'TIAl-onocpenoBanHOMY
IIyTH.

B ¢apmakokuHeTnke ~— panrerpaBupa  HaOnmoAanach — 3HauMMas ~— HMHTEp- U
WHTpauHIUBUYaIbHasi U3MEHUYUBOCTb.

Bausnue paiaTerpaBupa Ha d)aDMaKOKI/IHeTI/IKV APYIUX JCKAPCTBCHHLBIX CPCACTB

B wuccnenoBaHusX 1O M3Y4YEHHIO JIEKAPCTBEHHOI'O B3aUMOJICHCTBUS paJTErpaBUp HE
OKa3blBaJl KJIMHMYECKH 3HAUYMMOTO BIUSHUS Ha (PapMaKOKMHETUKY JTpaBUpHUHA,
MapaBHpOKa, TeHO(POBHpPA AU3OMPOKCHI (ymapaTa, TOPMOHAIBHBIX KOHTPALICTITUBOB,
METa/I0Ha, MUJ1a30J1aMa U OoLenpeBupa.

B HekoTOphIX HCCIENOBAaHUAX MNP OJHOBPEMEHHOM IPUMEHEHUHU palTErpaBUpa C
JapyHaBUPOM HaONI0/IaJIOCh YMEPEHHOE, HO KJIMHUYECKH HE3HAYUMOE CHIDKEHUE
KOHIIEHTPALlMU JapyHaBUpa B IJIa3Me KpoBU. MexaHu3M JaHHOTO SBJICHUS HEU3BeCTeH. Tem
HE MEHee, BIUSHUE paliTerpaBupa Ha KOHLIEHTPALMIO JapyHaBUpa B IUIa3ME€ KpPOBHU HE
CUMTAETCS KIIMHUYECKH 3HAYMMBIM.

BiusHue apyrux JeKapCcTBEHHBIX CPEJCTB HA d)aDMaKOKI/IHCTI/IKV paJTCrpaBupa

Craenyer cobaofaTh OCTOPOKHOCTh NMPH OJHOBPEMEHHOM IMPHUMEHEHUH pajTerpaBupa C
MoIHbIMH HHIyKTOpamu YJ®-I'TIA1 (nHanpumep, pupaMOUIMHOM), YUUTHIBAs, 4TO
panterpaBup metabonusupyercss B ocHOBHOM mnocpeactBoM YD-I'T1A1l. Pudammuimn
CHIPKAeT KOHIIEHTpAllMU pajTerpaBupa B IUIa3Me KpoBU. Bnmsnue Ha 3¢ddexTuBHOCTH
paiTerpaBupa HEU3BECTHO. TeM He MeEHee, €CiId OJHOBPEMEHHOIO IPUMEHEHHUS C
pubaMIuIuHOM U30€XKaTh HEBO3MOKHO, MOKHO yJIBOUTH J03Y pajTErpaBupa y B3pOCIbIX.
JlaHHbBIE IO OJTHOBPEMEHHOMY MPUMEHEHUIO pajTerpaBupa U pudaMiuiyHa y NalueHToB
mitame 18 et oTcyTcTBYIOT (cM. pasnen 4.4). BnusHue Apyrux MOIIHBIX MHIYKTOpPOB
n30(epMEHTOB, METAOOIU3UPYIONIUX JIEKAPCTBEHHBIE CPEACTBA, TAKHE KaK (DEHUTOUH U
(dbenobapOutan, Ha cucremy YJD-I'TIA1 nHemsBectHO. MeHee MOIIHBICE HHIYKTOPBI
(Hanpumep, 3¢paBUpEeH3, HEBUpANUH, dTPaBUPUH, pu(paOdyTHH, TIOKOKOPTUKOCTEPOUIH,
3Bep0o0ON MPOJBIPSBICHHBINA, MUOTIUTA30H) MOTYT HPHUMEHSTHCS OJHOBPEMEHHO C
paJITerpaBUpOM B PEKOMEHI0BAHHOM J103€.

OnHOBpeMEHHOE TPUMEHEHHE PAITEerpaBupa ¢ CHIbHbBIMH HHTHOMTOpamMu Y D-I'T1Al
(Hampumep, aTazaHaBUPOM) MOJKET MOBBICUTH KOHIEHTPAILMIO paliTerpaBupa B IIa3Me
kpoBu. Menee cunbHble UHTHOUTOPHl YID-I'T1A1 (Hanpumep, HHAMHABUP U CAKBUHABUD)
TaK)K€ MOTYT IOBBICUTh KOHIIEHTPALMIO pajlTerpaBUpa B IUIa3ME€ KPOBU, HO B MEHbIIEH

CTETIEHH I10 CPABHEHUIO C aTazaHaBUpoM. Kpome Toro, TeHooBHpa AU30MIPOKCHI hymMapar
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MOXKCT HOBBICUTh KOHICHTPALUIO pAJITCrpaBHrpa B IJIa3MC KPOBHAOHAKO MEXAHMIMDTOI'O

BIUsHUS HeusBecTeH. [Ipodub 6e3omacHOCTH, Ha6nmﬂ%mgﬁak,%hyﬁﬁﬁnﬁﬁ'

aTa3aHaBUp W/WMJIM TEHO(POBHpA IU3OMPOKCHI (yMapar, B LEJIOM HJIECHTHUYEH HPOQPUIIIO
0€30MaCHOCTH y TMAaIMEeHTOB, KOTOpbIe HE NPHHUMAIM JaHHBIE MpPEnapaTrhl, MOITOMY
KOPPEKIHs 03Bl HE TpeOyeTCs.

OnHOBpEeMEHHOE IPUMEHEHHE palITerpaBupa ¢ aHTallUJaMU, COEPKAIlUMU OMBAJICHTHBIE
MOHBI METaJJIOB, MOXKET CHIKaTh abCOpOLMIO pasiTerpaBupa IyTeM XeJaTHPOBaHUS, YTO
IIPUBOJUT K CHMKEHUIO KOHIIEHTpALMM paJITerpaBupa B IIa3Me KpoBH. Tak Kak IpueMm
aHTAlUJIOB, COJEpKAIMX AJIIOMUHUN WIM MarHuii, 4depe3 6 4acoB IIOocie Ipuema
panTerpaBupa HPUBOAMUT K 3HAYMTEIbHOMY CHIKEHUIO KOHLIEHTpALMM paiTerpaBupa B
IU1a3Me KpPOBM, OJHOBPEMEHHOE IPUMEHEHHE palITerpaBUpa M AaHTALMJIOB, COJEpXKAIUX
QIIOMUHUM WM MarHuii, He pekomeHayercs. OJHOBpEMEHHOE PUMEHEHHUE pajITerpaBupa
C aHTalMJIaMH, COJIEpKalIUMHU KapOOHAT KalbIHsl, CHUYKAET KOHIIEHTPALUIO pajiTerpaBupa
B IUIa3M€ KPOBH, OJIHAKO JJaHHOE B3aUMOJICHCTBUE HE paccCMaTpUBACTCS KaK KIMHUYECKH
3HayuMoe. BcienctBue 3TOro mnpu OAHOBPEMEHHOM INPUMEHEHUHM paliTerpaBupa ¢
aHTalMJIaMU, COJEpKAIIUMU KapOOHAT KalblMsl, KOPPEKLHMS 103kl HE TpeOyeTcs.
OpnHOBpeMEHHOE NMPUMEHEHHE palTErpaBUpa C JPYTUMHU JIEKAPCTBEHHBIMHU CpEICTBaMH,
NOBBINAIOIIMMYA  3HaueHUs: pH KemyqoyHOro coka (Hampumep, OMENpa3oil WM
(baMOTH/IMH), MOXET HMOBBICUTH CKOPOCTh a0COpPOLMH painTerpaBupa M, COOTBETCTBEHHO,
KOHILEHTPALMIO paJiTerpaBupa B Ijla3Me KpOBU. B KIMHHUECKOM HCCIeA0BAaHUU MPODUIH
0€30MacHOCTH B MOATPYIIIE MALUEHTOB, MIPUHUMABIINX UHTUOUTOPHI IPOTOHHOTO Hacoca
wii  Oiokatopbl H2-TMCTaMHUHOBBIX PELENTOPOB, ObUI COMOCTaBUM C Mpoduiem
0€30MacHOCTH B TMOATPYMIE MAlUEHTOB, HE MPUHUMABIIMX JaHHbIE JIEKaPCTBEHHBIE
cpenctsa. Koppexkiius 10361 panterpaBupa He TpeOyeTcs Ipu OAHOBPEMEHHOM IIPUMEHEHUH
C MHTHOUTOpPaMU IPOTOHHOTO Hacoca Wiu O6yokaropamu H2-rucTaMUHOBBIX PEENITOPOB.
Bce uccienoBanusi B3aMMOJEHCTBUS JIEKAPCTBEHHBIX CPENCTB IMPOBOAMIIUCH C yYaCTHEM
B3pPOCJIBIX MAIUEHTOB.

Tabnuma 1. JlanHble apMaKOKMHETUYECKOTO B3aUMOJICHCTBUS JI€KaPCTBEHHBIX CPEACTB Y

B3POCJIBIX MAIMCHTOB.

JlexkapcTBeHHOE CpeICTBO B3aumeneiicreue Pexomenganuu no
¢ y4eToM (MexaHHM3M, ecJIn KOpPPEeKIUH pexumMa
TepaneBTHYECKOM U3BECTEH) J103UPOBAHMS
00J1aCTH IPUMEHEHH S

AHTHUPETPOBUPYCHBIE ITPEITAPATBI
Nuruburopsr npoteasst (UI1)




COOTEET

CTBYET 3KCOEPTHOMY OTYETY

aTazaHaBup/ putonasup | panrerpasup AUC 1 41 % | Koppexumsa?s b= 74416361
(panrerpasup 400 mr 2 pasa | panterpasup Cioq 1 77M% panieipasnpa bHOCTE gel)2)
B CYTKH) panterpaBup Cmax T 24 % | TpeOyercs.

(mHTHOMpOBaHUE YD-

I'T1AD)
TUIPaHABUP/PUTOHABHUP panrerpasup AUC | 24 % | Koppekuus J103bl
(panterpaBup 400 mr 2 paza | panterpaBup Ci2q | 55 % | panrerpaBupa HE
B CyTKH) panrerpaBup Cmax | 18 % TpeOyeTcs.

(maaykmus YD-T'T1AL)
Henyxneoszuonvie uneubumopol oopamnou mparckpunmaswvl (HHUOT)
a¢daBupeHs panterpaBup AUC | 36 % | Koppekuus J103bI
(panterpaBup 400 mr 1 pa3 | panrerpaBup Ci2q | 21 % | panrerpaBupa HE
B CyTKH) panrerpaBup Cmax | 36 % | TpeOyercs.

(uanykuusa YAD-I'TIAL)
3TpaBUPUH panterpaBup AUC | 10 % | Koppekuus 2103
(panterpaBup 400 mr 2 paza | panterpaBup Cizq | 34 % | panterpaBupa WIn
B CYTKH) panterpaBup Cmax | 11 % | aTpaBupHHa He TpeOyercs.

(uanykuusa YAD-I'TIAT)
stpasupuH AUC 1 10 %
stpaBupuH Ci¢ T 17
aTpaBUpUH Cmax T 4 %

%

Hyxkieozunnusie uHrHOUTOPHI 00paTHOM TpanckpunTassl (HUOT)
teHodoBupa auzonpokcui | panrerpasup AUC 1 49 % | Koppekuus 2103
@yMapaT pajITerpaBup Ci2q T 3% panrerpasupa WIn
(panterpasup 400 mr 2 paza I()anTerpaBI/Ip Cmax T 64 % TeHO(OBUpPA H3OMPOKCHIT
B CYyTKH MEXaHU3M
YTKH) SO TCHCTBIA (gymapata He TpebOyercs.
HEU3BECTEH)
teHopoBup AUC | 10 %
teHodoBup Coaa | 13 %
TeHO(POBHUP Crmax | 23 %
AHTaroHucCThl XeMOKMHOBBIX perenntopoB CCRS
MapaBUPOK panterpaBup AUC | 37 % | Koppekuus 1103
(panterpasup 400 mr 2 paza | panterpasup Cioq | 28 % | panTterpaBupa W
B CyTKH) panrerpaBup Cmax | 33 % | mapaBupoka He TpeOyeTcs.
(MexaHu3M
B3aUMOJICVCTBHUS
HEU3BECTEH)
mapasupok AUC | 14 %
mapaBupok Ciza | 10 %

MapaBUPOK Cmax | 21 %

JIEKAPCTBEHHBIE ITPEITAPATBI ITPOTHUB BUPYCA I'EITATHUTA C

WNuruburops! nporea3sl NS3/4A Bupycarenarura C

OouenpeBup
(panterpasup 400 mr 1 pa3
B CYTKH)

panterpaBup AUC 1 4 %
panrerpasup Cl124 | 25 %
panterpaBup Cmax T 11 %
(MexaHu3M

Koppekuus J103
panTerpaBupa 17001
OorenpeBupa HE
Tpebyercs.




COOTBETCTEVET IKCOEPTHOMY OTYETY
B3aUMOJEICTBUSA o7 30.09.2025 N= 24446
HEU3BECTEH) (NOGNEQCBATENEHOCTE 0003)

ITPOTUBOMMUMKPOBHBIE ITPEITAPATBI

[TpoTuBOTYOEPKYIIE3HBIC TPENapaTh

pudamMnunuH
(panterpaBup 400 mr 1 pa3
B CYTKH)

panterpaBup AUC | 40 %
panrerpasup Ciz« | 61 %
panterpaBup Cmax | 38 %
(maaykmus YIAD-T'T1IAL)

Pudamnuuun  cHKaer

KOHILIEHTPALUIO
panTerpaBupa B ILIa3Me
KkpoBu. Eciun
KOMOWHUPOBAaHHOMN
Tepanuu c
puQaMIUITHOM H30€KaATh
HEBO3MOXKHO,
HE00X0IUMO paccMOTPETh
BO3MOYKHOCTb YBEIHUYCHMUS
JI03bl pasiTerpaBupa B 2

pasa.

CEJATHUBHBIE ITPEITAPATBI

Mua3ojiaM
(panterpaBup 400 mr 2 pa3za

B CYTKH)

mugazonmam AUC | 8 %
Mu1a307aM Cmax T 3 %

Koppekuus 103
panrerpaBupa W
MUa3ojaama HE
TpebOyercs. Ilomydennsie

JTaHHbIE YKa3bIBAIOT Ha TO,
4TO  pajTerpaBup
ABJIIETCS NHIYKTOPOM UJIU

unruduropom CYP3A4 u

HEC

YTO  pajiTerpaBUp  He
BIIUSIET Ha
(bapMaKOKUHETUKY
JIEKapCTBEHHBIX CPEJCTB,
ABIIIOILUXCS
cyoctpatamu CYP3A4

AHTAIUABI (COAEPKALIUE KATUOHBI METAJLJIOB)

aHTanuael,  conepxkamue | OMTHOBPEMEHHO C | AHTaUIbI, CcoAepIKaIue

QIIOMUHMA WM MAarHuy | paaTerpaBupoM QIIOMUHANA WM Mar"ui,

(panTerpaBup 400 mr 2 paza | panterpaBup AUC | 49 % | CHIKaOT KOHIEHTPAIHIO

B CYTKH) panrerpaBup Ciz2q | 63 % | panrerpaBupa B IazMe

panterpaBup Cmax | 44 %
3a 2 wdyaca a0 1nipueMa
panTerpaBupa panterpaBup
AUC | 51 % panrerpaBup
Ci2« |56 % panterpaBup
Cmax | 51 % Yepes 2 yaca
nocie npremMa
panTerpaBupa pajnterpaBup
AUC | 30 % panrerpaBup
Ci2a | 57 % panrerpaBup
Cimax | 22 %

3a 6 uyacoB 10 mpuema

KpoBH. OJIHOBpEMEHHOE
MIPUMEHEHNE
panTerpaBupa 41
AHTALUAOB, COJEPKALINX
ATFOMUHUNA WM MarHHi,
HE PEKOMEHOBAHO.

panTerpaBupa pajiterpaBup




COOTBET

CTEVET IKCOERTHOMY OTYETY

AUC | 13 %
Cia | 50 %

baJITErpaBUp
DaITCTPIBUPL]

ot 30.09.2025 N= 24446

NEOOBATENEHOCTE 0003]

Crax {10 %
UYepez 6 wyacoB mocie
npuema panTerpaBupa
panrerpasup AUC | 11 %
panterpaBup Ci2q | 49 %
panrerpaBup Cmax |10 %
(xenarupoBaHue
KaTHOHAMHU METaJIJIOB)

aHTalUIbl,  cojepKallue
KaJIbIUs KapOoHaT
(panterpaBup 400 mr 2 paza
B CYTKH)

panterpaBup AUC | 55 %
panterpaBup Cizq |32 %
panterpaBup Cmax | 52 %
(xemaTupoBaHHUE
KaTHOHAMH METAJIIOB)

Koppeknus JIO3BI
panrerpaBupa He
Tpedyercs.

BJIOKATOPBI H2-TUCTAMHUHOBBIX PELHEIITOPOB U MHI'MBUTOPBHI

IMPOTOHHOI'O HACOCA
OMEIPasoJl panrerpaBup AUC 137 % | Koppekuus J103bI
(panterpaBup 400 mr 2 paza | panterpaBup Ci2q T 24 % | panrerpaBupa HE
B CYTKH) panrerpaBup Cmax T 51 % TpeOyeTcs.

(yBenuueHue

pPacTBOPUMOCTH)
bamoTuuH panrerpasup AUC 144 % Koppeknus JIO3BI
(panterpaBup 400 mr 2 pa3a | panrerpaBup Cizq T 6 % panTerpaBupa HE
B CYTKI/I) pailTerpaBup Cinax T 60 % Tpe6yeTC$l.

(yBenuueHue

pPacTBOPUMOCTH)
I'OPMOHAJIBHBIE KOHTPAILEIITUBBI
TUHUIIICTPAIUOI stuHCcTpaguon AUC | 2 | Koppeknus 2103
HOPOJTECTPOMUH % panTerpaBupa WITu
(panTerpasup 400 mr 2 paza | STHHUIACTPAIUOA Cmax 16 | TOPMOHAIBHBIX
B CYTKH) % wnopanrectpomud AUC | KOHTpaIenTuBOB

114 % HopanarecTpoMuH | (3CTpOreH u/unu

Cmax 129 % MIPOrecTareHCcoIep KaIImX )

He Tpelyercsl.

OINTMOUJHBIE AHAJIBI'ETUKH

METaI0H
(panterpasup 400 mr 2
paza B CyTKH)

metagoH AUC «—
MeTaloH Cax <>

Koppekuus no3
panTerpaBupa Ui

MeTaJI0Ha He TpeOyeTcs.

4.6. DepTUWIBHOCTDH, 0€PEMEHHOCTH U JIAKTAIUSA

bepemeHHOCTH

bosabpmioe KOIU4ECTBO JaHHBIX O 6epeMeHHBIX JKCHINWHAX, IPUHUMABIINX PAJITCIPaBHUP B

no3e 400 mr 11Ba pa3a B IeHb B TeUeHHE iepBoro TpuMmectpa (6osee 1 000 npenmonaraemMbIx

UCXO0JI0B OEPEMEHHOCTH), YKa3bIBa€T Ha OTCYTCTBHE Malb(POPMAIIMOHHON TOKCHUYHOCTH.

I/ICCJ’IG}IOB&HI/ISI Ha JXUBOTHBIX IMOKa3aJId PEIIPOAYKTUBHYIO TOKCUYHOCTb.

YMepeHHoe KOJIMYCCTBO JAHHBIX O 6epeMeHHBIX JKCHINMHAX, IPUHUMABIIUX PAJIITCTPABUP B

no3e 400 mr 2 pa3a B IcHb BO BTOPOM H/WJIH TPETHEM TPUMECTPE (MEXKAY MPEAroIaraeMbIMH
10




COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ucxonamu OepemenHoctu 300-1000), ykasblBaeT Ha OTCYEGTBHE)TIOBEIHIEGHHODD! PUCKA

(NOCNEQCBATENEHOCTE 0003)

(dhero/HeoOHATATHPHOM TOKCUYHOCTH.

Panrerpasup B 103e 400 mMr 2 pasza B I€Hb MOKHO IPUMEHSTH BO BpeMsl OEpPEMEHHOCTH, €CITH
3TO HEOOXOIUMO IO KIIMHUYECKUM TTOKa3aHUSIM.

Pecucmp npumenenus anmupemposupycrotl mepanuu 60 8pemsa bepemeHHOoCmu

C uenpl0 MOHUTOPHHra KIMHHUYECKHX HCXOJOB y MaTepu U IUIOJAa MpU NPUMEHEHHH
panterpaBupa BO Bpemsi OepeMeHHOCTH Obul co3naH  MexayHapoaubslii  Peructp
MPUMEHECHHUS AHTHPETPOBUPYCHOM Tepamuu BO Bpemsi OepeMeHHOCTH. Bpadam
PEKOMEHIYETCSI BHOCUTh HMH(OPMAIMIO O NAIMEHTaX B 3TOT PErHCTpP C IOMOIIBIO
ANEKTPOHHOU MOYTHI

SM APR@APRegistry.com. Kak nmpaBuio, mpy NpUHATHH PEIICHUS 00 MCIOJIb30BAaHUHU

AHTUPETPOBUPYCHBIX IIpenapaToB A JeueHust BUY-undexnun y 6epeMeHHbIX KESHIIHMH |,
CJIEI0BATEIILHO, U1 CHUKEHUS pUCKA BEPTUKAIIBHOM nepeaaun BUY HOBOpOXACHHBIM, IS
OLIEHKU 0€30I1aCHOCTH JUIs IJI0Ja CJIEAYeT YUUThIBATh JaHHbIE, [T0JyYEHHbIE Y KUBOTHBIX,
a TaK)Ke KIIMHUYECKUH ONBIT OEpEeMEHHBIX KEHIIUH.

Jlakranus

PanrerpaBup/ero MetaboIUThl BBIACISIOTCS C TPYIHBIM MOJIOKOM B TaKOH CTETEHH, YTO
BO3/ICHCTBUE Ha HOBOPOJKJICHHBIX/MIIAJICHIIEB, HAXOIAIINXCS HA TPYAHOM BCKapMJIMBaHUH,
BeposATHO. [To umMeromuMes TaHHBIM 1O (papMaKOJUHAMUKE/TOKCUKOJIOTHU Y KHBOTHBIX,
panrerpaBup/ero MeTaboJIUThl SKCKPETUPYIOTCS B IPYAHOE MOJIOKO.

Puck 117151 HOBOPOXKI€HHBIX/JIETEH IPyAHOIO BO3pacTa UCKIIOYUTH HEIIb3S.

PanTerpaBup He ciaenyeT NCIOIb30BaTh B IEPUOJ IPYJHOTO BckapMinBaHus. Kak npasuo,
BUY-unpuuupoBaHHbIM MaTepsiM He pEKOMEHIyeTcsl TpyAHOe BCKapMJIMBAHHE BO
n3bexanue nepegaun BUY netsim.

DdepTHabHOCTD

VY caMI110B U CaMOK KpPBIC paJITErpaBUp HE BIUI Ha PepTHIBLHOCTH B 103ax 70 600 MI/Kr/cyT,
[P KOTOPBIX JKCIIO3MLUSA B 3 pa3a MpeBbIllIaza TAaKOBYIO y UEJIOBEKA IPU IMPUMEHEHUU
IpenapaTa B peKOMEHIYEMOU J103€.

4.7. Binsinue Ha cIOCOOHOCTH YNIPABJIATH TPAHCIIOPTHBIMH CPeICTBAaMHU U PadoTaTh €
MeXaHM3MaMU

HccnenoBanust 1Mo M3Y4YEHHIO BIHMSHUSA DPAJTETpaBUpa HA CIIOCOOHOCTh K YIPABJICHHUIO
TPaHCIOPTHBIMU CPEACTBAMU U UCIIOJIb30BAHUIO0 MEXAHU3MOB HE IIPOBOJUINCH. Y UUTHIBAS
BO3MOXXHOCTh Pa3BUTHUS Ha (poHE JeueHus npemnapaToM PanterpaBup rojoBOKpPYKEHHUS,
c1ab0CTH, COHJIMBOCTH M HEUETKOCTH 3PEHHs, KOTOpble MOTYT BIHUATh Ha yKa3aHHBIE
CIOCOOHOCTH, HYKHO HPOSIBIATE 0COOYIO0 OCTOPOKHOCTD IPU yIIPaBIEHUN aBTOMOOUIIEM U

paboTe ¢ MexaHU3MaMHU.
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COOTBETCTEYET 2Kl OMY OTHETY
4.8. HexkenaTebHbIe peakuu ot 30.09.2025 M= 24446

(NOCNEQCBATENEHOCTE 0003)

Pesrome mpoduirst 0e3onacHOCTH

[Ipodunp Ge30omacHOCTH panTerpaBupa OCHOBAH Ha pe3yJibTaTax 000OIEHHBIX JaHHBIX 110
0€30MaCHOCTH, MOJIyYEHHBIX B X0JI€ KIMHMYECKUX MCCIEOBAHUHN C y4acTHEM NallMEeHTOB,
paHee MOJIydaBIIMX aHTUpeTpoBHpycHyo Tepanuto (APBT), m mauumeHToB, paHee He
nony4daBmux APBT.

B 00bennHeHHOM aHanu3e pe3ysibTaTOB KIMHUUYECKUX UCCIIe0BaHUM aHTHPETPOBUPYCHOM
TEPANNU y B3pOCIBIX NALUEHTOB, paHee nonydasiinx APBT, yactora oTMEHBI Tepanuu 1o
IIPUYMHE HEXENaTeNIbHbIX peakuuil coctaBmwia 3,9 % B rpyImne nauqueHToB, IPUHUMAaBIINX
pasTerpaBup U ONTUMU3UPOBAHHYIO AononHuTenbHyIo Tepanuto (OT), u 4,6 % B rpymnre
NalMeHToB, npuHuMaBmux wanedo u OJIT. Yacrtora OTMEHBI Tepamuu MO MPUYUHE
HEXeJIaTeJIbHBIX PEaKLIUi y B3pOCIIbIX MALIUEHTOB, paHee He nosydasimux APBT, cocraBuna
5,0 % B rpymnme ManMEeHTOB, MPUHUMABIIUX pPAITErpaBUpP OJHOBPEMEHHO C
SMTPULIMTAOMHOM U TeHo(hoBHUpa Tu3onpokcui pymaparom, u 10,0 % B rpyImne nanueHTos,
NPUHUMABIIUX OJHOBPEMEHHO 3(aBUPEH3, SMTPULMTAOMH U TeHO(OBUpPA IU3ONPOKCUI
dbymapar.

Hanbomnee yacTeiMu HeXXeTIATEIBHBIME PEAKLIUSMHI BO BPEeMs JIeueHHs ObUIH TOJIOBHAsS 0OJIb,
ToIHOTA U 001k B xkHMBOTe. Hanbosnee yacTbIMu cepbe3HBIMU HEXEIATEIbHBIMU PEAKLIUIMU
ObUIM CHHJIPOM BOCCTAHOBJIEHUS MMMYHMTETa U Chlllb. B KIMHUYECKUX HCCIIEAOBAaHUIX
4acToTa CIy4aeB OTMEHbI pajJITerpaBHpa BCIEICTBUE HEXENATENbHBIX PEAKINIl cocTaBuia 5
% WM MEeHee.

Tabnuunoe pe3roMe HeXKellaTelIbHbIX peaKIIni

Huxe mpencraBieHbl JaHHBIE O HEXKEJIATENbHBIX SIBICHUSAX, HAOMIOJABIIMXCS B
KIIMHUYECKUX HCCIEOBAaHUSAX, C Pa3IMYHOM CTENEHbI0 BEPOSITHOCTH CBSI3aHHBIX C
panTerpaBUpoOM MK ero komouHarmen ¢ npyroit APBT.

[To6ounbie 3(pQeKTrl MpencTaBiIeHbl B COOTBETCTBUU C MOPAKEHUEM OPTaHOB M CHCTEM
OpraHoB B IOCJIEIOBATE€IbHOCTH MEIULIMHCKOrO CJOBaps sl HOPMATHUBHO-IIPABOBOM
nesitenbHOCTH (MedDRA). YactoTra BO3SHUKHOBEHHS paclpeiesisijiack B COOTBETCTBHU CO
CIIEYIOIUMHU KaTeropusiMu: oueHs 4acto (> 1/10), wacro (= 1/100, Ho <1/10), HEuacTo

(> 1/1 000, HO <1/100), peaxo (= 1/10 000, o <1/1 000), ouens peaxo (<1/10 000), yacTora

HCHU3BCCTHA (Ha OCHOBAaHWHU UMCIOIINXCA JaHHBIX OLICHUTDH HCBO3M0)KHO).

CucreMHO-OpraHHbIil Yacrora HexesaTenbHbIe peakunu
KJ1acce
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COOTBETCTEYET IKCOEPTHOMY O

Nudexnuu n nHBa3un

Heuacto

(no

FRHETALHEINS |2 24.epriec,

o

P —

“piosmeneymE 1EHOC TS 0003

YETY

TacTPOSHTCPHT, TTPOCTOM
repriec, reprneTuyecKas
MH(EKIUs, ONOSCHIBAIOIIUIA
avmai, rpunm, — adcuecc
auM¢poy3i1a, KOHTArHO3HBIH
MOJUTIOCK,  Ha30()apUHTHUT,
UHpEKIUSA BEPXHUX
JIBIXaTEIIbHBIX ITyTel

JloOpokauecTBEeHHBIE,
37I0Ka4eCTBEHHbBIC u
HCYTOYHCHHBIC
HOBOOOpa30BaHHUsI
(BKJIHOYAsl KUCTBI U IIOJIUIIBI)

Heuacto

[TannmioMaTo3 KOXu

Hapymenust co CTOpOHBI
KPOBH M JUM(ATHIECKON
CHCTEMBI

Heuacto

aHemusl, Kene3o0/euInuTHaS
aHeMHus, 00JIE3HEHHOCTh
TuMGOY3IIO0B,
mumdaneHonaTus,
HEUTpOICHUS,
TPOMOOLIUTONICHUS

Hapymennss co cTopoHbl
MMMYHHOH CHUCTEMBI

Heuacto

CHHIPOM  BOCCTAHOBJICHUS
UMMYHHTETA,
TUIEPUYBCTBUTEIIBHOCTE K
npemapary, peaxkiuu
TUNIEPUYBCTBUTEIILHOCTH

Hapymenuss wmerabonusma
U TIUTAHUS

Yacto

CHIDKEHHUE amnIeTuTa

Heuacto

KaXeKCHsi, caxapHbIil uaber,
TUCITUIINIEMUSL,
TUTIEPXOJIECTEPUHEMHS,
THIEePTITNKEMUS,
TUIEePIUITHIEMUS,
runepdarms, MOBBIIIEHHUE
aImeTuTa, MOJIAIUIICHS,
HapyIIeHHUE YKUPOBOTO
oOMeHa

[Icuxuueckue HapylICHUA

Yacto

HEOOBIUHBIE CHOBHUICHUS,
OeccoHHMIIA, HOYHBIE
KOIIIMapHlI, HapyIIeHHEe

MOBEJICHUS, JETIPECCHS

Heuacto

MICUXUYECKUE PACCTPONCTRA,
CYHIUJaJIbHBIC ITOIBITKH,
YyBCTBO TPEBOTH,
CIyTaHHOCTh CO3HAHUA,
MOJIaBJICHHOE HACTPOCHHE,
0OJIBIIIOE IETTPECCUBHOE
paccTpoiicTBo, OeCCOHHHIIA

CCPCAHBI HOYH, UBMCHCHH
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COOTBETCTEYET IKCOEPTHOMY O

(no

HaCTPOPHA, TIAHNFCCKUC

_aTaKiL, HapyHICHHs eha s, (003

YETY

Cynin/idJIbHbIC U/ICH,
CYHIIHJIATbHOE TIOBEICHUE
(0coOeHHO y TTAIMEeHTOB C
MICUXHATPUICCKIUMH
3a00J1€BaHUSMH B aHAMHE3E)

Hapymiennss co cropons! | Hacro rOJIOBOKPYKEHUE, TOJIOBHAS

HEPBHOU CHUCTEMBbI 00J1b, ICUXOMOTOpHAs
TUIIEPPEAKTUBHOCTh

Heuacro aMHe3us, CHUHJIPOM

3aIIICTHOTO KaHaJa,
KOTHUTUBHBIEC PAaCCTPOUCTBA,
HapyLICHUs BHUMAaHUs,
IIOCTYpaIbHOE
rOJIOBOKPYIKEHHUE,
JUCTe€B3Us,  THMIIEPCOMHMS,
TUIIECTE3HS], JeTaprus,
paccTporCTBO MaMsITH,
MUTpeHb, nepudepuyeckas
Helponarus,  IapecTe3nH,
COHJIMBOCTb, T'OJIOBHasi 0O0JIb
HaIpsOKEHUS, TpemMop,
CHI)KCHHE KaueCcTBa CHA

Hapymennss co croponsl | Hewacro CHIXEHHME OCTPOTHI 3pEHUs

Oprasa 3peHust

Hapymenuss co croponsl | Hacto BEPTUTO

oprasa ciyxa u jabupunra | Hewacro IITym B ymax

Hapymiennst co croponsl | Hewacto Omyuienue  cepaneduenus,

cepaua CUHYyCOBas Opanukapaus,
KEIyJOYKOBast
JKCTPACUCTONIHSA

Hapymenus co croponsl | Hegacto IPWIUBBD) KPOBH K KOXKE

COCYJIOB JUIa C OUIYLIEHUWEM JKapa,
apTepuaabHas TMIEPTEH3Us

Hapymenus co croponsl | Hegacto Huchonus, HOCOBOE

JIbIXaTeIbHON CUCTEMBI, KpOBOTEYEHHUE,

OpraHoB KJIETKU u 3aJI0)KEHHOCTh HOCA

CpenOCTEHNUs

KenynouHo-kuieynsie Yacro YyBCTBO  PACIHUpPaHUs B

HapyILIEHUs KHUBOTE, OOJb B IKHUBOTE,
quapes, METEOPU3M,

TOIIHOTA, PBOTA, AUCIIETICHS
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COOTBETCTEYET IKCOEPTHOMY O

Heuacto

(no

HCTPATS 2025 N- QY HEPHAC

_AVeKOMGOPES | L B () CREBOTELY|

YETY

U0JIb b BCPXHHUX  OTACIdX
J)KMBOTa, OOJIE3HEHHOCTh B
00JIaCTH KMBOTa, YYBCTBO
muckomdopra B o0mactu
3aJHEro TIpoxoja, 3arop,
CYXOCTh BO DTy, OILIYLICHHUE
nuckoMpopra B
AMUTACTPAILHONH  00JacTy,
3PO3UBHBIN JyOJCHUT,
OTpPBIKKA,
ractpod3odarearbHbII
pedirokc, TMHTHBUT,
TJI0CCUT, OOJIE3HEHHOCTH TPH
TJIOTaHUH, OCTPBIT
MNAHKPEaTUT,  MeNTUYeCKas
S3Ba, pEKTaNbHbIC
KPOBOTCUCHHS

Hapymenust co cTOpoHBI
MeYCHU "
YKEITYEBBIBOISIINX TyTeH

Heuacto

renaTuT, CTeaTo3
AJIKOTOJTBHBIHN
IIeYCHOYHAs
HEJOCTAaTOYHOCTH

MICYCHHU,
reraTur,

Hapymennss co cTopoHbl
KOKH U MOJKOKHBIX TKaHEU

Yacto

KoxHas cbib

Heuacto

aKHe, aJlonenus, yrpeBuIHast
CHIIIb, CYXOCTb KOXH,
spuTeMa, aunoarpodus
TvIIa, THIIEPTUAPO3,
aunoarpodus,
puoOpeTeHHas
JUMOAUCTPOdUS,
TUIoTUnepTpodusi, HOYHAS
HOTJIMBOCTb, HPYPUTO, 3YA
(JIoKaNbHBIN u
reHepaIN30BaHHBIN),
MaKyJIsipHas CHIIIb,
MakxyJionamnyJje3Hasi  ChlIlb,
3yAsIIasl ChIlb, KPATMBHHMIIA,
KCepoaepMus, apyrue
MOpaKEHUSI KOXH, CHHIPOM
Crusenca-J[»oHcoHa,
JeKapCTBeHHAsT  CBIIIb  C
H03MHOPUIIUEH u
CHUCTEMHBIMH  CHMITOMaMH
(DRESS-cunapom)

Hapymenuss co cTOpoHBI
MBIIIIEUYHON, CKEISTHOH H
COCTUHUTEILHON TKaHU

Heuacto

apTpaJirusi, apTpuT, 0O0ib B
cnuHe, ©Oomb B OOKYy,
CKEJIETHO-MbIIIeYHasi  0OJIb,
MHaITus, O0OJb B 00JacTu
IIEH, OCTCOIlCHHUsA, O0Jb B

15




COOTBETCTEYET IKCOEPTHOMY O

(no

KQHEIHIOCTAX,S NOGIEOHOPO3,

_MIMapE paE: [ b H (PTEHTH AT 3

YETY

MUOIIdTHA, PdOJOMUOJINS

Hapymennss co cTopoHbI
MIOYEK W MOYEBBIBOISALINX
nyTen

Heuacto

MOYeYHAsI HEJJOCTATOYHOCTb,
Hedput, HEDpOIUTHAS,
HUKTYpHUS, KUCTA TIOYKH,
HapyieHne QyHKIH MTOYeK,
TyOYJTOMHTEPCTULIMATIBHBIN
Hepur

Hapymienust co CTOpOHBI
PENpPOAYKTUBHON CUCTEMBI
Y MOJIOYHBIX XKEJe3

Heuacto

APEKTHIIbHAS AUCPYHKIIHS,
TMHEKOMACTHU S, CUMITTOMBI
MEHOTIay3bl

OO0mue HapyIIeHUs U
pPEaKIuu B MECTE BBEIICHUS

Yacto

ActeHus, ¢J1a00CTh,

JUXOpaIKa

Heuacto

TucKoMOopT B Ipyid, 03HOO,
OTeK  JIMIa, YBEIUYCHUC
o0bemMa JKUPOBOW TKaHU,
coctosgHne  OECIOKOMCTBA,
HEZOMOTaHue,
MIOTYEITFOCTHOE
HOBOOOpazoBaHue,
nepudepruyeckue
6011b

OTEKH,

JlaGopaTopHbie u
UHCTPYMEHTAJIbHBIE
JaHHBIC

Yacto

MOBBIIICHHE AaKTUBHOCTH B
1a3Me
allaHMHAMUHOTpaHchepassl
(AJIT),
acrmapraTaMHHOTpaHCc(epasbl
(ACT), nuna3bl U aMHJIa3bl
MOJKENY TIOYHON JKeJIe3bl,
MOBBIIIEHNE KOHIEHTPALUU
TPUTIUIICPUIOB u
KOJTMYECTBA ATUTTHYHBIX
JTUMQOILNTOB

Heuacto

abCOoIIIOTHOTO
yucna HEUTPOPHUIIOB
IU1a3MBl, MIOBBIIIIEHUE
aKTUBHOCTH B IIJIa3Me
LIEJI0YHOMN docdarassl,
aMHJIa3bl,
KpeatuHpochoKnuHasbl,
CHIDKEHHE  KOHIICHTpAIUH
anpOyMuHa, MOBBIIIIEHUE
KOHIEHTpaluu OuanpyouHa,
XOJIeCTepUHa, KpeaTHHHHA,
IJIIOKO3bl (B TOM  4HCIIe
ompenenasieMoil  HaTOINAK),
azora MOYEBUHHI,
XOJIeCTepUHa
JIUTIOTPOTEHHOB
IUIOTHOCTH,
JIUIIONPOTEHHOB

CHHIKXCHHC

BBICOKOU
X0JIeCTepUHA
HU3KOU
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COOTBETCTBYET IKCMAEPTHOMY O
WAOTHOCTA]| 75 HIOBBIUICHNE
(MO 3Hagen AL, TMEHIYHAPOAHOTO

YETY

HOPMdAJIM530BdHHO1'0O
OTHOILICHUS, CHIDKEHUE
KOJIMYECTBAa TPOMOOILIUTOB U
JIEHKOLIUTOB B KpOBHU,
HaJIM4Yue TJIOKO3bl B MOUE,
HaJu4he OSPUTPOLIUTOB B
Moue, yBEIUUYEHUE
OKPYXHOCTHU TaJHH,
YBEIUYCHUE WM CHUKCHUE
Macchl Tela

TpaBmbl, uHTOKCHMKanuu U | Hewacto CnyyaiiHas nepego3upoBKa
OCJIO’)KHEHUS IPOLEAYD

OnuncaHue OTACIBHBIX HEXKEIATCABHBIX PEaKITUMI

3noxkauecmeenuvie HO800OPA308aHUSA

B xome kiIMHMYECKMX HCCIEAOBAHWI Yy NAIMEHTOB, paHee MOJIyYaBIIMX U paHee HE
nonydaBmux APBT, HaOmroganuce citydan pa3BUTHUS 3710Ka4€CTBEHHBIX HOBOOOpa30BaHUM
IpPU HUCHOJIB30BAaHUU KOMOUWHAIIMHM pajTerpaBupa C JIPYTHMH aHTHUPETPOBUPYCHBIMU
cpencTBamMu.  XapakTEPUCTHKA M 4YacTOTa  3JIOKAYECTBEHHBIX  HOBOOOpa30BaHUIA
COOTBETCTBOBAJIM TAKOBBIM JJIS ITAIIUEHTOB C TSHKEIIBIM UMMYHOACPHUITUTOM. PHCK pa3BUTHS
3JI0Ka4€CTBEHHBIX HOBOOOPA30BaHU B KIIMHUYECKUX UCCIIEIOBAaHUSIX ObLIT OJTMHAKOB KaK B
rpylmnax MalueHTOB, MNPUHUMABIIMX paNTErpaBUp, TaK W B TPYIINAX MAIHEHTOB,
MIPUHUMABIIIUX TIPeTNapaThl CpPaBHEHUSI.

Muonamus u paboomuonus

Y manueHToB, MPUHUMABIIMX pANTETPaBUp, HAOIIOJATOCH TOBBIINIEHHE AKTHUBHOCTH
kpeatuHpocokuHassl 2-4 creneHu. HaOmomanuce ciaydaw pa3BUTHUS MUONATHH U
pabaomuonuza. [lanuenram ¢ muomatvel wiM padAOMHMOIM30M B aHaMHE3€, a TaKXKe
HMEIOIINM JIpyrue (PakTopbl pHUcKa (BKIIIOYAs COMYTCTBYIOIIYIO TEparvio), Ipenapar
clielyeT Ha3HauaTh ¢ OCTOPOKHOCTHIO.

Ocmeonexpos

Coobmanoch 0 choydasx pa3BUTHS OCTEOHEKPO3a, OCOOCHHO Yy TAIMeHTOB C
oOmenpu3HaHHbIMA  (paKTOpamMu  pucka, mo3aHer cramguer BUY-3aboneBanust wim
JUTHTEIIEHBIM Bo3ielicTBreM komOuanpoBanHoi APBT. YactoTa ero pa3BuTHs HEM3BECTHA.
Koorcnas coine

B kanHUYeCKUX HMCClIeIOBAaHUAX y MAlMEHTOB, paHee noiay4daBmnx APBT, koxxHas chilb,
BHE 3aBHCHMOCTH OT JTHOJIOTHH, Halle HaOJroJalach MPU NPUMEHEHUU pajiTerpaBUpa
OJTHOBPEMEHHO C JapyHaBUPOM, HYeM TMpH NPUMEHEHUW JTaHHBIX MpernapaToB IO

OTJIEIbHOCTU. TeM He MeHee JacToTa Pa3sBUTUA KOXKHOM CBIIIH, CBSI3aHHOM C pueMom
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COOTBETCTBYET 2KCNEPTHOMY OTUETY
npenapaToB, ObLla CONOCTABUMA BO BCEX TPEX Ipynmnax JigueHus:s Kojknag osuib;ObLIa

N e =S

JIETKON U YMEPEHHOM CTETICHH TSKECTH 1 HE BIjUsjIa Ha %‘5&1@%3@%@%&5&&& )

panee He mnonydaBmux APBT, mpu nedeHunm panterpaBUpoM B KOMOWHAIMKA C
SMTPHUIMTAOMHOM M TEHO()OBUPOM, Pa3BUTHE CHINK HAOIIOAATIOCH PEXe, YeM MPH JICUCHUH
s¢aBUpPEeH30M B KOMOUHAIIMH C SMTPULUTAOMHOM B TEHO()OBUPOM.

IIpoune 0CO0bIe IONMYJIAIINHA

Iayuenmui ¢ ko-ungpexyueti cenamuma B u/unu eenamuma C
B nenom npo¢uinb 6€301acHOCTH panTerpaBupa y MalueHToB, Kak paHee MOJTyYaBIINX, TaK
u He nony4yaBmnx APBT, ko-uHOUIIMPOBAaHHBIX XPOHUYECKHM (HO HE OCTPBIM) aKTHUBHBIM
renatutoM B n/unu renaturom C, ObU1 aHAIOTHYEH NPOQHIII0 O€3011aCHOCTH Y NAllMEHTOB
6e3 kouHpekuu rernatuta B u/mwim renatura C, XOTS 4acTOTa OTKJIOHEHHS aKTUBHOCTEH
AJIT nu ACT unorga Obuia BbIIIE B TPyNNax ¢ Ko-uH(EKIuen rematuta B n/unmm remarura
C.

eTu
[lo pe3ynapraraM KJIMHUYECKUX  HUCCIEAOBAaHUM NPUMEHEHMs  pajTerpaBupa B
PEKOMEH/IOBAaHHBIX  Jl03aX B KOMOMHaUuMuW C JPYTMMHU  aHTUPETPOBUPYCHBIMU
JexapcTBeHHbIMU cpeacTBaMu y BUY-1 nnpunupoBaHHbIX AeTel U OAPOCTKOB OT 2 10 18
7eT ObLJIO YCTAHOBJIEHO, YTO YacTOTa, THI U BBIPAKEHHOCTh HEXEJIATENbHBIX PEaKLui,
CBSI3aHHBIX C NPUEMOM IIpenapara, ObLIM COINOCTABUMBI C TaKOBBIMH Y B3pOCIbIX
MAIMEHTOB.
VY oaHOro mnanueHTta HaOMIOAANUCh CIEAYIOIIME CBSA3aHHBIE C IPUEMOM IIpernapaTa
HEXEJIATENIbHBIE PEAKIIUN: ICHXOMOTOPHAsI TUIIEPAKTUBHOCTD 3 CTENEHU, HApYLICHHE
MOBEJCHUs U OECCOHHMLA. Y IPYroro maiueHTta HabJroganach cepbe3Has HexenareabHas
peakuus 2 CTENeH! - ajlieprudeckasi Chlllb.
Eme y onnoro nanuenTta Ha0moganock nosbiieHue aktuBHocTH ACT 4 crenenu u AJIT 3
CTEIEeHH, KOTOpOoe ObLIIO PACLIEHEHO KaK Cephe3HOe.

COO6H_ICHI/IH 0 MOJO03PE€BACMBIX HEXKCIATCIIbHBIX PCAKITHMAX

Baxxno cooOmarh O MOJ03peBaeMBbIX HEXKENATENbHBIX PpEaKUUsiX IOocie perucTpanuu
JIEKapCTBEHHOI'0 IIperapara ¢ 1eJIbl0 00ecreueHus] HeMpepbIBHOTO MOHUTOPUHTA
COOTHOIIEHUS «I10J1b3a - PUCK» JIEKAPCTBEHHOTO IpernapaTta. MeauIMHCKUM pabOTHUKaM
pekoMeHayeTcs cooOIark O JIIOOBIX TOJ03PEBAaEMbIX HEXENATeNbHBIX PEAKIMAX
JIEKapCTBEHHOTO TMperapaTa yepe3 HaIl[MOHATbHbIE CUCTEMBI COOOIIEHHUS 0 HeKeIaTeIbHbBIX
peaKuusIX roCy1apCTB - WICHOB EBpa3uilcKoro 3KOHOMHYECKOTO COI03a.

Poccniickas @enepanns

denepanbHas ciryx0a 1o Haa30py B cdepe 3ApaBOOXPaHEHUs

Anpec: 109012, r. Mocksa, CnaBsiHcKasi miiomianib, 1. 4, ctp. 1.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
Tenedon: +7 800 550 99 03 ot 3009 2025 N 24446

L -

(NOCNEQCBATENEHOCTE 0003)

DnekTpoHHas rmoyra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOHN ceTu «MHTepHeT»:

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

4.9 Ilepeno3upoBka

CuMOTOMBI

Creunpuyeckux CUMITOMOB MEPEI03UPOBKHU PAITETPABUPOM HE BBHISIBIICHO.

Jleuenue

B cnyuae mepeno3upoBKr HEOOXOIUMO CIIEIOBATh CTAHIAPTHBIM PEKOMEHIALUSAM, TAKUM
KaKk yJaJleHue HEe BCOCABLIErOCs IMpernapara U3 IKEIyAOYHO-KHUIIEYHOTO TPaKTa,
HaONo/leHne 3a TMOKa3zaTelsiMH  Ku3HeAesTenbHocTH, BiIodyas OKI, HasHaueHue
CUMNTOMAaTH4YecKol Tepanuu. JlaHHBIX 00 3((PEeKTUBHOCTH auanw3a MpU Mepero3upPOBKE

pajITerpaBUpOM HeT.

5. ®APMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoguHAMHYECKHE CBOHCTBA

dapmakoTepaneBTHUYECKas TpyMnna: MPOTUBOBUPYCHBIE MPENapaThl CHCTEMHOTO JICHCTBUS;
MIPOTUBOBUPYCHBIE CPEICTBA CUCTEMHOIO JEHCTBHS; IPOTUBOBUPYCHBIE CPECTBA MPSIMOTO
NEHCTBHS; HHTUOUTOPBI MHTETPA3bl.

Koxg ATX: JOSAJO1.

MexaHu3M OeicTBUs

PanrerpaBup MHruOMpyer KaTaauThyeckyto akTuBHOcTh BUY wuuTerpassl - depmenra,
yuyacTBYIOLIEero B peruinkanuu Bupyca BUY. MHrubupoBanue nHTErpassbl MpeoTBpaiaeTt
KOBaJICHTHOE BBeJieHHe (MHTerpanuio) reHoma BIU B reHoM KJIETKH XO3siIMHA HAa PaHHUX
cragusix pas3Butusi uHpekuu. He Bkmouennbie B JIHK uenmoBeka renomer BUY He
CMOCOOHBI MHAYIIMPOBATH MPOAYKIUIO HOBBIX BHUPYCHBIX YacTHUL, MOITOMY I0JIAaBJICHUE
mporecca HMHTErpalid IPeJoTBpAIlaeT paclpoCTpaHEHHEe BHUPYCHOW HUH(EKIMH B
opranusme. MHrHOUpyrormas cnocoOHOCTh pajTerpaBupa B oTHoIeHUuU hochoTrpanchepas
yenoBeka, Bkimodas JJHK-nonmumepassl a, B 1 v, BeIpakeHa HE3HAYUTEITBHO.

[Tpu mnazmenHoi koHueHTpauu 31+20 HMOIB/TT panTerpaBup oOecneynBai Mo/1aBJIeHNe
perukanuu Bupyca Ha 95 % (95 % unrubupyromas konuentpanus, MKos) B KieTouHbIX
KyJbTypax 4ejoBe4ecKHX T-muMponuToB, WHPHUIMPOBAHHBIX aAJANTUPOBAHHBIM K
KyJapTypaMm kierok BapuanTom HOIIIB BUY-1, mo cpaBHEHHIO ¢ KOHTPOJIBHON BHpYC-
nH(pUUIMPOBaHHON KynbTypoil kieTok. MKos qocturanace B KoHIEHTpanusx ot 6 no 50
HMOJIB/I B KyJIbTypaX YeJIOBEYECKUX MHTOTE€H-aKTHBHUPOBAHHBIX MOHOHYKJIEApOB

nepudepuyeckord KpoBU, WHOHUIMPOBAHHBIX PA3IUYHBIMU MEPBUYHBIMH KIMHHUYECKUMHU
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COOTBETCTEYET SKCNEFTHOMY OTYETY
wraMmmamMu BUY-1, Bxmowas mrammel 5 He-B nmoarunos, BitHzd, 24 srakke qurgMmbl,

PE3UCTEHTHBIC K MHTHOUTOpaM 0OpaTHOM TpaH cxpnmdﬂf%hmggm}gﬁ;?ﬁﬁ@ )

[Ipn ananmusze ofHOro nMKJIAa HHQEKIUH palTerpaBUp IMOAABIAT WH(GUIUPOBAHUE,
BbI3BaHHOe 23 mrammamu BUWY, mnpencraBmastomumu 5 He-B  moartunoB u 5
MUPKYJIUPYIOLMX peKOMOMHAHTHBIX (hopM, ¢ MKso mpu koHIeHTpanuu ot 5 10 12 HMOb/1I.
PanrerpaBup Takxke mnomaBisil peridkanuio mrammMoB BUY-2 mpu tecTupoBaHMM Ha
kierkax iuHI CEMx 174 (MKos = 6 amoutb/in). [Ipu oJHOBpEeMEHHOM BBEICHHUH B KYJIBTYPY
yenoBeyecknx T-nmumbonnTtoB, nHpuupoBanubix Bapuantom HIIIB Bupyca BHUY-1,
panTerpaBupa ¥ HYKJICO3UIHBIX WHTHOMTOPOB OOpaTHOM TpaHCKpUNTa3bl (3UIOBYAMH,
3aIbIIUTA0UH, CTaByAWH, a0akaBup, TEHOPOBUP, AUAAHO3MH H  JIAMHUBYIMH),
HEHYKJICO3UTHBIX HHTUOMTOPOB OOpaTHOW TpaHCKpUITa3bl (3(haBUpEH3, HEBUpPAIUH U
JieJIaBUpAMH), HMHruoutropoB mnpoteassl BUY (uHauHaBup, CakBUHABUp, PUTOHABHP,
aMIIpEHaBHp, JIONMMHABUDP, HEN(PHUHABUpD H ara3aHaBUp) WJIM WHTHOUTOpA CIHMSHUS
(oH(yBUpTHA) HaAOMIOJANACh AHTUPETPOBHPYCHAs] AKTUBHOCTH OT aIJUTHBHOW [0
CHHEPTUYHOM.

Pe3ncTeHTHOCTE K Ipenapary

Myrtauun wunHTerpazsl BUY-1, cnocoOcTByronye MOSBICHUIO PE3UCTEHTHBIX K
panTerpaBupy LITaMMOB BHpyca (pa3BUBAIMCh WIM in Vitro, WIA Yy TalUEHTOB,
MPUHUMABIIIUX PAJITErPABUP), B OCHOBHOM BKIIIOYAIOT 3aMEHBI B ToyioxkeHusx 143 (Y143
3ameHa Ha C, H nnu R), 148 (Q148 3amena Ha H, K v R) wim 155 (N155 3amena va H), B
COUYETaHUM C OJIHOHM MM OoJiee TOMOJHUTENbHBIMUA MyTanusaMu (Hanpumep, L74M, E92Q),
T97A, E138A/K, G140A/S, V1511, C163R, S230R).

PexomOuHaHTHBIE BUpYCHI ¢ oHOU nepBuuHOi MyTanueil (Q148H, K nnu R unn N155H)
OTJIMYAIIUCh CHI)KEHHOM CITOCOOHOCTHIO K PETJIMKAIMU U CHUKEHHOW YyBCTBUTEIBbHOCTHIO
K painTterpaBupy in vitro. BTopuuHble MyTanuu BuUpyca emie OoJiblle CHUXKaIU
qyBCTBUTEIBHOCTh K pAJTErPaBUPy, MHOTJAa KOMIIEHCHPYS CHH)KEHHYIO CIIOCOOHOCTb
BHpyCa K peIuMKauuu. MyTalnuu, acCOLMMPOBaHHBIE C PA3BUTHEM PE3UCTEHTHOCTH K
panterpaBupy, Takke MOTYT MNPUBOAUTH K (OPMUPOBAHUIO YCTOMYUBOCTH K JPYyromy
MHTHOUTOPY MepeHoca Lenu MHTerpa3oi anButerpasupy. [lpu 3amene B nmonoxxkenun 143
YyBCTBUTEIBHOCTh K  pAaJTErpaBUpPy CHIDKAaeTcs B OOJbIIEH  CTENEHH, YeM
YyBCTBUTEIBHOCTh K 3JBUTErPaBUpPY, TOorna kak wmyranuun B E92Q - OGonburyio
PE3UCTEHTHOCTh K JJIBUTEIPAaBUPY, YEM K palTerpaBupy. Y BHUPYCOB C MyTallMEd B
nmosokeHnn 148 B codeTaHMM C OJHOM W OoJee TOTOJHUTEIBLHBIMH MYTAIlHUSIMH,
BBI3bIBAIOIINMHU PE3UCTEHTHOCTh K PAITErpPaBUPy, TAKKe MOXKET HAOII0aThCs KIIMHUYECKU

SHa4YMMas pE3UCTCHTHOCTD K JOJYTCIPaBUPY.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

BiysHne Ha 371eKTpo@U3MONOrHYECKYI0 aKTUBHOCTD CEP/INA (WM 7 HAj> NOKA3aTeIH

(NOCNEQCBATENEHOCTE 0003)

QJICKTPOKApAHNOTpaMMBbI

B mane6o-KOHTpOIHpyeMOM KIMHUYECKOM UCCIIEJOBAHUM C YYaCTHEM 3JI0POBBIX
T0OpOBOJIBIIEB OAHOKpAaTHBIA mpueM 1600 Mr panrerpaBupa HE OKa3bIBal KakKOro-aubo
BIIMSIHUS Ha TPOAOJDKUTENBHOCTh MHTEepBaia QTc HecMOTps Ha TO, YTO MaKCHUMallbHas
koHueHTpauus (Cmax) panTerpaBupa B miia3Me KpoBu Obuta B 4 pasa Oojblie, 4YeMm IMpHU
OJIHOKpPATHOM Ipueme pairerpasupa B go3e 400 mr.

5.2. apmakoknHeTHYECKHE CBOIICTBA

AOGcopOrms

PanterpaBup ObICTpo BcachlBaeTcsl Mocie mnpuema mpenapara Hatomak, Cmax B IJ1a3Me
KpOBH ompezensercs nmpuMepHo uepe3 3 daca. [lnomanp moa KpuBOW «KOHIEHTpAIUs-
Bpems» (AUC) u 3HaueHne Cmax pajiTErpaBupa yBEIUYUBAIOTCS MIPONOPLUOHAIBHO J03€ B
nuanazone 103 oT 100 mr 1o 1600 mr. 3HaueHHs KOHUEHTpPALUU pajTerpaBupa B IUIa3Me
KkpoBHu uepe3 12 4 nocie npuema (Ci24) BO3pacTaoT NPONOPLUOHAIBHO J03€ B AMAINA30HE
1103 oT 100 mr 10 800 MT 1 BO3pacTaroT B HECKOJIBLKO MEHBIIIEH CTEIIEHH B IMana3oHe 103 OT
100 mr 1o 1600 mr. IIpu pexxume npuema npemnapara 2 pa3za B CyTKH paBHOBECHOE COCTOSTHUE
JIOCTUTaeTCs OBICTPO, MPUMEPHO B TEUCHHE 2 AHEH mocie Havasna jedenus. 3nadeHuss AUC
1 Ciax CBUJICTENIBCTBYIOT B M0JIb3Y OTCYTCTBUS WM MUHUMAJIbHOM KYyMYJISILIUM Mpenapara,
3HaueHue Ci2q - B O3y HE3HAYUTENHHOM KyMYJISIIIUY Mpenapara. B pexume MoHOTepanuu
1o 400 mr 2 pasa B CyTKH 3HaUY€HHE CPEHETO T€OMETPUIECKOTO /IS IJIOMIAIN IO KPUBOM
«KOHIEeHTpanusa-Bpems» B uHTEepBasie OoT 0 10 12 wacoB (AUCo.124) coctaBusiio 14,3
MKMOJIB/T X 4, 3HaueHue Cioq - 14 HMOsb/1. AGCOMIOTHAsE OMOAOCTYITHOCTD PajTEerpaBupa
HE YCTaHOBJICHA.

PanrerpaBup MOXXHO IPUHUMATH BHE 3aBUCHMOCTHU OT PEXXHMa IprueMa MUIIIH.

Pacnopenenenne

ITpumepno 83 % panrerpaBupa cBs3bIBaeTcd C OelkamMM IUIa3Mbl B JMara3oHe
KOHIIeHTpanui ot 2 10 10 MKMOJIB/I.

PanterpaBup serko mpeonosieBan IUIAEHTapHbIM Oapbep B AKCIEPUMEHTAIBHBIX
HCCIIEIOBAaHMAX Ha KpbICaxX, HO HE MPOHHUKAN yepe3 reMarodHuedanuyeckuil Oapbep B
3aMETHOM CTETIEHH.

B 1ByX KIMHUYECKHX MCCIEI0BAaHUIX C Y4aCTHEM NalMeHTOB, HHpuImpoBaHnubix BIUY-1,
KOTOpbIE pUHUMAaNU panrerpaBup B go3e 400 mr 2 pasa B CyTKH, pajnTerpaBUp OBICTPO
oTpesensijicsl B CIMHHOMO3TOBOM JKUAKOCTH. B mepBoM uccnenoBanuu (n=18) cpenuss
KOHIIEHTpaLKs pajlTerpaBipa B CIMHHOMO3TOBOM KUIKOCTH cocTaBuia 5,8 % (B 1uamnazoHe
or 1 no 53,5 %) oT COOTBETCTBYIOIIEH KOHIEHTpallMU B IUIa3Me KpoBU. Bo BTOpOoM

uccienoBaHuy (n=16) cpeaHsisi KOHUEHTpALUs paITerpaBupa B CIMHHOMO3TOBOM XKUIKOCTH
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cocraBuiaa 3% (B nuanasoHe oT 1 10 61 %) OT COOTBETCTBYIOIIGH KOHHCHTPaLAN CBOOQ THOM
(MOCNEODBATENBEHOCTE 0003)

(bpakuuu paiTerpaBupa B I1a3mMe KpOoBH.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHHAaIuAg

HccnenoBanust ¢ HCHOJIB30BAHUEM CEJIEKTUBHBIX HMHTHOMTOPOB H30(OpPMBI (epMeHTa
ypuaunaudocoat-riokyponuntpancdepassl (YAD-I'T), noaydeHHOM MyTeM SKCIPECCHH
komruieMentapuoit JIHK, mokazamu, uro mzodopma YD-I'T1A1 sBasercs OCHOBHBIM
(dbepMeHTOM, Yy4yacTBYIOLUIMM B 00pa3oBaHUU palTErpaBUP-TIOKYpPOHMIA. ODTH JaHHBIE
MOKa3aJId, 4TO OCHOBHOM IyTh MeETa0ONM3Ma palITerpaBHpa y YEIOBEKa MpPEICTaBIICH
MPOILIECCOM  TJIIOKYpOHUpOBaHusA, omnocpenoBanHoro YID-I'TIALl. JlnurensHOCTH
KOHEYHOW (pa3bl Iepuojia HOJYBBIBEIEHHUS pPaJITErpaBUpa COCTABISET OKOJIO 9 4acos,
6onbmast yacte AUC cooTBeTcTBYyeT 0Oosiee KOPOTKOH o-(haze Kaxyllerocs nepuoja
MIOJTYBBIBE/ICHUST panrterpaBupa (cocrasisier mpuMepHo 1 uac). Ilocne mpuema BHYTpPB
pPaIMoOaKTUBHO MEUYEHOTO pajTerpaBupa nmpuMepHo 51 % OT NMPUHSATON 10361 BHIBOIUIOCH
yepe3 KuIeyHuK U 32 % - yepe3 mouku. B kane oOHapy>KUBaJICSA TOJIBKO palTerpaBup,
KOTOpBbIH, BEPOSATHO, OOpa30OBBIBAICS IIyTEM TUIPOJIM3a paITErpaBUP-IIIIOKYPOHU/A,
BBIJICJIUBIIETOCS C JKEM4bl0. B Moue ompeneisuiuch panTerpaBUp W pajTerpaBHp-
[NIIOKYpOoHUT B KosnuecTBe 9 % u 23 % OT mpuHATON A03bI COOTBETCTBEHHO. B 1iasme
KPOBH OCHOBHBIM IIMPKYJUPYIOUIMM PaJdOAKTUBHBIM KOMIIOHEHTOM OBbLI paiTerpaBup
(mpumepHo 70 % oT oOwell paaMOAaKTHBHOCTH), B TO BpeMsl KaK Ha pajJTerpaBup-
[JIIOKYPOHM]T TPUXOIUI0CH TOIBKO 30 %.

Ion

ITon He oka3bIBaeT KIMHUYECKH 3HAUMMOTO BIIUSHUS Ha (papMaKOKMHETHYECKHE TapaMeTphl
panterpaBupa. Koppekuus 103bl mnpemapata B 3aBHCUMOCTH OT II0Ja TallMEHTa He
Tpedyercs. Paca

PacoBo-3THHUECKAs IPUHAUICKHOCTh HE OKa3bIBalla KIMHUYECKH 3HAYMMOTO BIIMSHUS Ha
(bapMakoKHHETHYECKHE TapaMeTphl paiTerpaBupa. Koppekuus 10361 He Tpedyercs.

JInna ¢ pa3anyHeIM HHAEKCOM Macchl Tena (MMT)

UMT He oxa3pBaJl KIMHMYECKH 3HAYUMOTO BJIUSHUA Ha (DapMaKOKWHETUUYECKHE
MapaMeTpbl palTerpaBupa y B3pOCHbIX ManveHTOB. Koppekuus 1a03bl mpemnapara B
3aBucumocTtd oT UMT nanuenTa e TpeOyercs.

JInna ¢ mosmmMopdusmom YAD-I'T1A1

JlokazarenbcTBa MM  Kakue-TuOO JIaHHBbIE, CBHUJCTEIbCTBYIOIIME, YTO HAIU4He
nonmumopdusma y ¢epmenta YD-I'TIA1l moxeT oka3plBaTh KIMHUYECKH 3HAYMMOE
BIIUSIHUE Ha (hapMaKOKMHETHUECKHE MapaMeTpbl pajiTerpaBupa, He ObLIM nonydeHsl. [lo
JaHHBIM CPaBHUTEJIBHOIO HCCIeNOBaHMsI ¢ yuyacTheM 30 B3pOCIBIX 310pOBBIX

TOOpPOBOJIBIIEB C TEHETHYECKH JETCPMHUHMPOBAHHOW CHMXKEHHOH akTuBHOCThIO Y J[D-
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
I'T1IA1 u 27 B3pocHbIX 3I0POBBIX JOOPOBOJBLEB C HEU3MEHEHHBIMTeHOTHMONM! Y [ D-

I'T1A1 otHomenue cpeaaux reomerpuueckuy AUC pQﬂPe?pl@Qé;Eé%'crﬁgﬁ%:i@ﬁ:'@é'3/%3'

JIOBEPUTEIIbHBIA HHTEpBa coctaBmi 0,96; 2,09).

IleueHouHas HEAOCTATOYHOCTD

PanrerpaBup BBIBOOMTCS NPEMMYLIECTBEHHO IIyTEM TIJIIOKYPOHUPOBAHUS B IICUCHH.
dapMakOKMHETHKA Mpernapara Obljla HM3y4deHa y B3POCIbIX MAlUEHTOB C MEYECHOYHOM
HEJOCTATOYHOCTBIO CpEJHEH CTEeNeHH TSKECTH, a Takke B KOMOHWHHPOBAHHOM
(hapMaKOKUHETHIECKOM aHaJus3e. Knunnuecku 3HAYMMBIX OTKJIOHEHHI
(hapMaKOKMHETHYECKUX  [MapaMeTpoB y  B3pPOCIBIX MAIIMEHTOB C  TCUYCHOYHOM
HEJOCTATOYHOCTBIO CPEIHEW CTENEHUW TSHKECTH [0 CPAaBHEHUID CO  3JI0POBBIMHU
IOOpOBONBbIIAMH HE BBISABICHO. Takum o00pa3oM, KOpPpeKIus [O03bl Ipernapara MpH
MEYEHOUYHON HEAOCTAaTOYHOCTH JIETKOW W CpeaHed CTEeNeHW TSDKECTH He TpelyeTcs.
BrusiHue TSAXKENOM CTEIeHHW IMEeYSeHOYHOW HEIO0CTAaTOYHOCTH Ha (PapMaKOKHMHETUYCCKUE
rapameTpbl paJiTerpaBupa He U3y4ajoch.

IToueuyHas HeJOCTATOYHOCTh

Ha noueunslii KIMPEHC NPUXOAUTCS HE3HAUYNTEIIbHAS J10JIS1 B BBIBEICHUM PAJITErPABUPA U3
opranusma. dapmakoKkMHETHKa Ipenapara Oblla H3ydy€Ha y B3pOCIBIX MALUEHTOB C
TSDKEJIOM  CTENEHbID  IIOYEYHOM  HENOCTaTOYHOCTH, a TakkKe B CIOXHOM
(hapMaKOKUHETHYECKOM aHajuse. Kinanuecku 3HAYUMBIX OTKJIOHEHHH
(apMaKOKMHETHYECKUX MapaMeTpPOB y MAIUEHTOB C TSDKEIOW CTENEHBI0 IO0YEeYHOU
HEJ0CTaTOYHOCTU MO CPaBHEHHUIO CO 3/I0POBBIMHM JTOOPOBOJBIIAMHM HE BBISBICHO. Takum
o0pa3oM, KOpPpEKIMH J103bl Ipernapara MalUeHTaM C TSKEJIOW CTeNeHbI0 NOYeyHOU
He/loCTaTOYyHOCTH He Tpedyercs. Ilockonbky 3¢ (deKTHBHOCTh uanu3a pajTerpaBupa
HEWU3BECTHA, IPUHUMATh IIPEeNapaT HaKaHyHE CEaHca JUaan3a He PEKOMEHyeTCsl.

JIniia moYKUJIoro Bo3pacra

B uccrnenoBanusx Ha manueHTtax oT 18 nmeT u crapuie He ObUIO OOHApPYKEHO 3HAUYUMOI
3aBHUCHUMOCTH (papMaKOKMHETHYECKUX MapaMeTpOB paiTerpaBupa OT BO3pacTa MAIMEeHTOB,
MMOATOMY KOPPEKITHS 03BI MpernapaTa B 3aBHCUMOCTH OT BO3pacTa He TpeOyeTcs.

eTH
Jlo3bl 1T TOAPOCTKOB M JeTedt crapme 6 mer s jedeHuss BUY-1 uHbexmum
PEKOMEH/IOBaHbl HA OCHOBaHMHM TOTO, 4YTO (apMAKOKHHETHUECKHE TMapaMeTphl
panTerpaBupa ConoCTaBUMbI C TAKOBBIMU Y B3POCIIBIX MAI[UEHTOB.

dapMaKOKMHETHKA paliTerpaBupa y aerei muajiie 2 JIeT He U3y4aiach.

6. ®PAPMAIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BcmOMoOraTe/ibHbIX BellleCTB
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COOTBETCTBYET 3K
Anpo ot 30.09.2025 N° 24446
(MOCNEQOBATENLHOCTE 0003)

[enmono3a MUKPOKpUCTAILITNYECKAS

OMY OTUETY

JIaKTO3bI MOHOTHPAT

Kanpuus dhocdar 6e3B0aHbIH (0€3BOIHBIN ABYXOCHOBHBIN (hochaT KaIbIus)
I'inpomennosa (ruapoKCUIIPONMIMETHIILIEIIII0I03a)

[Tonokcamep 407

Hatpus creapundymapar

Maruus creapar

O06os10uKa TabJIETKH

Cnupt NONMBUHUIOBBIA YaCTUYHO TMAPOIM30BAHHBII

MakporoJ (OJUITHICHTITUKOJIb )

Tanpk

Turana guoxcun (E171)

Jlak aJrOMHMHHUEBBIN Ha OCHOBE KeJToro XuHoMmHOBOTO (E104)

Kpacurens xene3a okcun sxentoiit (E172)

6.2. HecoBmecTMOCTB

He npumennmo

6.3. Cpok rogHocTH (CPOK XpaHEHHU)

2 ronaa

6.4. OcoOble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

Xpanure npenapat PanrerpaBup npu remneparype Huxke 25 °C.

6.5. XapakTep u cogepkaHue NEPBUYHOH YIIAKOBKH

OBaJibHBIE IBOSIKOBBINYKJIbIE TA0JIETKH, TOKPBITHIE INICHOYHOI 000JI0UKOH JKENTOTro I[BETA.
[To 10 TabneToK, HOKPHITHIX MIICHOYHON 000JI0UKON B KOHTYPHYIO SIUEHKOBYIO YIIAaKOBKY U3
IJIEHKHU MOJIMBUHWIXJIOPUIHON U (DOJIBIU aIFOMUHHUEBOM MEUaTHOM JTaKUPOBAHHOM.

ITo 30 nnu 60 TabneToK, MOKPHITHIX MJICHOYHOW 000JIOUKON B OaHKY MOJMMEPHYIO U3
MIOJINOTWIIEHA HU3KOTO JaBJIECHHUS C KPBIIKOW HABUHYMBAEMON € KOHTPOJEM IIEPBOTO
BCKPBITHSI U3 MOJIMATUIIEHA HU3KOTO WJIM BBICOKOTO JIABJICHUS MU KPBIIIKOW HATATUBaeMOM
C KOHTPOJIEM TIEPBOT0 BCKPBITUS U3 MOJIUITUICHA HU3KOTO WM BHICOKOTO JTABICHHUS.

Ha 6aHkM HaKJIEWBAIOT STUKETKU CaMOKJIESIIUECS.

Kaxnyto Oanky uiau 3, uiaM 6 KOHTYPHBIX SYEHKOBBIX YMAKOBOK BMECTE C JIHCTKOM-
BKJIQ/IBIILIEM TTOMEIAIOT B MAYKy U3 KapTOHA JJIsl MOTPEOUTEIbCKOM Taphl.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTOKEHHUH WCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 TMpenapara WJIM OTX0J0B, MOJYYEHHbIX IOcjIe TNpPUMeHEeHHUs
JICKAPCTBEHHOI'0 Npenapara, 1 ipyrue MaHUIyJsIUM C IPenapaToM

Oco0ble TpeOoBaHUs OTCYTCTBYIOT.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 30.09.2025 N= 24446

7. IEPKATEJb PETUCTPAIIMOHHOTO YIOCTOBEPE YIS =/ 1EHOCTE 0002)

Poccuiickas @enepanust

000 «JIokcon»

115172, r.Mocksa, BH.T€p.I. MyHULIMIIAJIbHBIA OKpyT Taranckuii, yia bonbmue Kamenniukuy,
I. 21/8, momen. 3/1

Tenedon: +7-495-740-60-04

Anpec 37ekTpoHHO# mouThl: info@loxon.ru

7.1 IlpeacraBuTeb JepsKaTelisi peruCTPALMOHHOI0 YI0CTOBEePeHHUs

IIperen3zun HOTDC6HTCH€I>'I HanpasJIATh 110 aApPECy.

Poccuiickas @enepanust

000 «JIokcon»

115172, r.Mocksa, BH.Tep.Ir. MyHULIMIIAJIbHBIA OKpYyT Taranckuii, yia bonpmme Kamennukuy,
I. 21/8, momer. 3/1

Tenedon: +7-499-444-12-56

Anpec 31eKTpoHHOM mouTHl: pv(@reglek.ru

8. HOMEP PETUCTPAIIMOHHOI'O YOCTOBPEHUA

9. IATA NEPBUYHOM PEIICTPALIUN (IOATBEPXJIEHUA
PETUCTPAIIUU, TIEPEPETNCTPALIUN)

JlaTa niepBOM perucTpanyu:

10. JATA IEPECMOTPA TEKCTA

O6mas[ XapaKTCPUCTHKA JICKAPCTBCHHOT'O IIpcliapara PanTerpaBHp AOCTYyIIHA Ha
HH(bOpMaLII/IOHHOM nopraje EBpaSHﬁCKOFO 9KOHOMHUYECCKOIro COr3a B I/IH(I)OpMaI_[I/IOHHO-

KOMMYHHKaIMoHHOM cetu «HTepHEeT» http://eec.eaeunion.org/

25



