COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 10.07.2025 N2 17165

NHCTP y}(uﬂm OCNEOQOBATENBHOCTL 0003)

O MEJUIHUHCKOMY IPUMEHEHUIO JIEKAPCTBEHHOTI'O IIPEITAPATA
MUPPACIIEK®

PerucrpaunoHHblii HOomep:
Toprosoe HaumenoBanue: [IMPOACITEK®
Me:xkayHapo/HOe HEMATEHTOBAHHOE WM IPYNIITUPOBOYHOE HaMMeHoBaHue: [luppennion

JlekapcTBeHHasi Gopma: KarcyJibl

CocraB Ha 1 kancyuy:

Heticmsyrowee seujecmeo. uppeHNIoH — 267 Mr;

Bcnomoeamenvhuvle 6eugecmea: KpockapMmeIuio3a HaTpHsl, LEIUTIOI03a MUKPOKPHUCTAIUIMYECKas
tun 102, noBunon K30, Mmaruust creapar.

Kenamunosas kancyna Ne 1: tutana nuokeup (E171), sxenarun.

Onucanue
TBEppie xenaTuHOBBIC Karcybl, pazMep Ne 1, Kopiyc U KpbIlieuka 6eoro Uiy NoYTH 0er1oro
LIBETA, HEMIPO3pauHbIE.

ConepxuMoe Karcys: TOPOIIOK OT OEJIOT0 A0 CBETIIO-KEITOTO IIBETA.
dapmakoTepaneBTHYECKAsl TPYNIA: UMMYHOICIIPECCAHTHL; APYyTHe HUMMYHOIETIPECCAHTHI.
Koa ATX: LO4AX05

dapmMaKkoJI0rH4ecKue CBOMCTBa

Dapmaxkoounamura

MexaHu3M JIENCTBUS

MexaHu3m aeiicTBus mupdeHnI0Ha 10 KOHIIA He ycTaHoBieH. OTHAKO CYIIECTBYIOIINE JaHHbIC
yKa3blBalOT ~Ha  TO, 4YTO  NUPPEHUIOH  MposABiIseT  aHTuduOpo3upylomue U
MPOTHBOBOCIIAIUTEIIFHBIE CBOWCTBA BO MHOXECTBE CHCTEM IN VIO W B JKMBOTHBIX MOJEISX
neroyHoro ¢pubdpo3sa (pudpo3, HHIYIUPOBAHHBINA OJICOMHUIIMHOM U TPAHCIUIAaHTALIUEH ).

WNnnonarudeckuii nerounsii  ¢pubpos (MJID) — »s10 XpoHHMueckoe ¢uOpo3upyromee u
BOCNAJIMTEIbHOE  3a00JIeBaHME  JIETKUX, BBI3BAHHOE CHHTE30M M BBICBOOOXIEHUEM
MPOBOCTIAJIMTEIILHBIX ITUTOKUHOB, BKIIOYas (akTtop Hekposza omyxonu aimbha (PHO-a) u

unTepneiikun-1-6era (UJI-1p).
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Jlokazano, 4To muphEHUI0H CIIOCOOCH CHIKATH Hakomtehtte’ BocHaTHTeThHEX Ho1eTOK B otBeT

Ha pa3IMYHbIE CTUMYJIBL.
[Mupdennmon ocnadiser nponudepanuro GuodpPodIACTOB, MPOIYKIUIO CBI3aHHBIX ¢ GUOpO30M
0€JIKOB M IIUTOKMHOB M TOBBIIIACT OMOCHHTE3 M HAKOIUIEHHE MHTEPCTUIHMAIHLHOIO MaTpUKCa B
OTBET Ha LIUTOKMHOBBIE (PaKTOPbHI POCTa, TaKue Kak TpaHchopmupyroumii pakrop pocra Oera
(T®PP) u dbaxrop pocra TpomboruToB (OPT).

Knunuuecxas s¢ghgpexmugrnocmeo

Knmuanueckast 3¢ddextuBHOCTS mnupdeHuaoHa H3ydyasach B TPeX  MEXIyHApPOIHBIX
MHOTOIICHTPOBBIX, PAHIOMH3UPOBAHHBIX, JBOMHBIX CJEMbIX, IUIAlE00-KOHTPOIUPYEMBIX
uccinenoBanusx 3-i ¢assl y nanuentos ¢ M.

B 2-x uccnenoanusix (PIPF 004 u PIPF 006) nupdenuion npuMeHsuics B pexumMe 3 pasa B JICHb
(2403 mr/cyTku) B TeueHHe MUHUMYM 72 Hedenb. VccnemoBaHus ObLIM MOYTH UACHTUYHBI 110
U3aiiHy 32 HECKOJBKUMH HMCKIIIOUEHUSMH, BKJIIOYAs TPYIMIY, MOTYYaIOUIyI0 MPOMEXYTOUYHYIO
no3y (1197 wr/cytku, uccnemoBanue PIPF 004). IlepBuuHOoil KOHEYHOW TOYKOW B 00OHX
HCCIIeIOBaHMAX ObUTO M3MeHeHue (opcupoBaHHON x)u3HeHHOW emkocth Jerkux (DIXKEIT) ot

MCXOJHOTO YPOBHS /10 /2-i HEAeNU B MPOLICHTAX.

B nepsBom wuccnenoBanuu (PIPF 004) mporneHTHOe CHM)XKEHUE pacueTHON (OpCHUpOBAHHOM
xu3HeHHOM emkocTH erkux (PXKEJI) (mopor, mokazaTenbHbli 1 pucka cMepTHocTH npu NJID)
OT HCXOAHOTO YPOBHSA 1O 72-i Henenu JedeHUs ObUIO 3HAYMMO MEHBIIE y MalMeHTOB,
nonydaromux nupdennon (N=174) no cpaBHeHHIO ¢ HalMEHTaMH, MOJYYaIOLUUMHU IUIanebo
(N=174; p=0,001).

Bo Bropom uccnenoanuu (PIPF 006) y manueHToB, MOIy4YaBUIMX TEPaNnui0 MUPGEHUIOHOM,
CHUXKAJIOCh MpoIieHTHOEe YMeHbIeHue pacuetHoit ®XKEJI ot ucxogHoro ypoBHs 10 24-i Henenn
(p<0,001), no 36-ii negenu (p=0,011) u 48-it Henenu (p=0,005).

Ha 72-i1 nenene ywmensmenue DXKEJI >10% nabmoganocs y 20% u 23% mnanueHToBs,
NOJTyYaroImuX MUpGeHuIoH, u'y 35% u 27% nanueHToB, MOIy4aroHX m1anedo (mepBoe 1 BTopoe
HCCTIEIOBAaHUE, COOTBETCTBEHHO). Y MEHBIIIEHNE JUCTAHIIMU B T€CTE ¢ 6-MUHYTHOW XOABOOW OT
HCXOJHOTO YPOBHSI A0 72-i Hejenu ObIO 3HaYMMO HUMYKE 110 CPaBHEHMIO C IUIanelo (IUCTaHIHs
cokpatuiach >50 My 37% u 33% nanueHToB, MOIyYaromuXx NUpPEeHuoH (IepBoe U BTOPOE
HCCIIeIOBaHHE, COOTBETCTBEHHO), MO CpaBHEHMIO ¢ 47% MaIlMEeHTOB, MOJYyYalOUUX IUIanedo
(mepBoe 1 BTOpPOE UCCIEIOBAHUA)).

B oObenuHenHoM aHanmu3e BbDKHMBaeMocTH B nByXx uccienoBanusx (PIPF 004 u PIPF 006)

MOKa3areidh CMEPTHOCTH B TpyIie Tepanuu mupheHuaoHoM B no3e 2403 Mr/CyTKH COCTaBHII
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7,8% mo cpaBHeHuio ¢ 9,8% B Tpynme rmiafebo (o&lﬂgﬁ;elgl’;'%&l_@kﬁﬁ)i 6,773 :[_Q%:%-ﬁ

noseputenbHbli naTepBai (1), 0,47-1,28]).

B tpetbem uccnenoBanuu (PIPF 016) nupdenumon B no3e 2403 Mr/cyTku CpaBHUBAIH C I11a11e00
B pexume 3 pasa B JeHb B TeueHue 52-x Heaenb. CHukeHue B npoueHTtax pacuetHoil @XXEJI ot
MCXOJHOTO YPOBHSA 10 52-i Henmenu Tepanuu (IepBUYHAS KOHEYHAs TOYKA) ObUIO 3HAYHUTEIHHO
MEHBIIE Yy MalHeHTOB, Moiydaromux nuppeHnnon (N=278), mo cpaBHEHHIO C HAlMCHTAMH,
nonyqaromumu marnedo (N=277; p<0,000001). Ha 52-ii Henene yMeHbIICHHE OT HCXOJIHOTO
ypoBHsi pacuetHoii DIKEJI B mponenrax >10% wunm neranpHBIA uUcxod HaOmomamuck y 17%
MAlMEHTOB, MOJYYalOMUX NUPPEHUIOH, MO CpPaBHEHUIO C 32% MalHMeHTOB, IOJYYarolIX
riare0o. Y MeHbIIeHNE IPOHICHHOTO PACCTOSIHUS B TECTE C 6-MHUHYTHOH X000# OT HCXOAHOTO
YpOBHS 110 52-i Heaenu ObLI0 3HAYMTENFHO MEHbIIE y MAIlMEeHTOB, MOTYYaomuX THpGEHHI0H,
[0 CPaBHEHHUIO C MalMEHTaMM, MOJydaroluMu Ianedo (26% MNauueHToB, MOJyYaroLUX
mUpQPEHUIOH, TPOJACMOHCTPUPOBAIM YMeHbIIeHHe >50 M 1Mo cpaBHEHHIO ¢ 36% MaIlUeHTOB,
MOJTyYaoIIUX 11a1e6o0).

B 3apanee ompeneneHHOM OOBETMHEHHOM aHAJIHM3€ BCEX TPEX MCCIENOBaHMN Ha 12-M Mmecsie
CMEPTHOCTh OT BCEX MNPHYMH OblIa 3HAYUMO HIDKE B TpyINIe Tepanuu NHPHEHHIOHOM
2403 wmr/cytku (3,5%, 22 w3 623 mamueHToB) MO CpaBHEHHUIO ¢ rmanebo (6,7%, 42 uz 624
NAIMEeHTOB), T.€. PUCK CMEPTHOCTU OT BCeX MPUYMH cHu3mica Ha 48% B TeueHue nepBbix 12
mecsies (HR 0,52 [95%-i1 [IU, 0,31-0,87], p=0,0107, norapudmuueckuii paHrOBbIi KPUTEPHIA).
Hoknunuueckue oanuvie no 6e30nacHocmu

AHanmm3 JOKIMHUYECKHX MaHHBIX Mpowis Oe30macHOCTH, MPOBEACHHBI Ha OCHOBAaHUH
CTaHJAPTHBIX HCCIENOBaHUN (apMaKOJIOTHH OE30MaCHOCTH, TOKCHYHOCTH TIPH BBEJICHHUU
MOBTOPHBIX /103, FEHOTOKCUYHOCTH U KaHLIEPOI'€HHOT'O MOTEHIIMAaja, HE BBIIBUII OMACHOCTHU JJIs
MaIMEHTOB.

Kanyepocennocmo

3HAYNMBIX JIJISI TTAaIME€HTOB U3MEHEHUM HE BBIABJICHO.

Mymacennocmo

[Muppennon He MNPOIEMOHCTPUPOBAT TMPU3HAKOB MYTAareHHONM WM T'€HOTOKCHYECKON
aKTUBHOCTM B CTaHIApTHOM TIpyNIe TECTOB M HE MPOSBUI MYTareHHOCTM B TeCTax C
ynsTpaduonerom (Y®). Ilpu tectupoBanum mon aeictBueM Y@ mnuphEeHHUIOH OKa3bIBAT
(doTokIacTOreHHbIN AIPPEKT B KIETKAX JErKUX KUTAaCKOrO XOMSYKa.

Hapywenue qbepmwszocmu
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C BO3MOXXHOCTBIO HAKOIUICHHSI B aMHHOTHYECKOW >KUAKOCTH. [Ipm BbICOKHMX mo3ax (=450
MT/KT/CYTKH) Y KPBIC YAJIMHSIICS SCTPATbHBIN UK, OTMEYANIACh BHICOKAS YACTOTA HEPETYIISIPHBIX
IUKJIOB; TPH BBICOKUX J03ax (=1000 MI/Kr/CyTKHM) Y/UIMHSUIACh TeCTalus, W CHH)Kalach
YKU3HECTIOCOOHOCTh UI0/1a. B X0/€ nccneqoBaHuii y JaKTUPYIONTUX KPBIC OBLIO BBISIBICHO, YTO
MUp(HEHUIOH M €T0 METAO0OIUTHI BBIJICISIOTCS C MOJIOKOM M MOTYT B HEM HAKaIUIMBAThCS.

Tepamozcennocmsb

HccnenoBanust TOKCMYHOCTM B OTHOUIEHMH PENPOAYKTUBHOM CHCTEMBl HE IOKa3alu
HEXKEJIATeIbHOTO BIIMSHUSA Ha (EepTHIBHOCTh CaMIIOB M CAMOK WJIM ITOCTHATaJIbHOE pa3BUTHE
MOTOMCTBa Kphic. JlokazaTenbcTBa TepaToreHHOCTH y Kpbic (1000 MI/Kr/CyTKHM) WM KPOJIMKOB
(300 Mr/Kr/CyTKH) OTCYTCTBYIOT.

Ilpouee

@DOTOTOKCHYHOCTH ¥ 3yJ] OTMEUYCHBI Y MOPCKUX CBUHOK ITOCIIC BBEJICHUS BHYTPh MUPPEHUIOHA U
npu  BO3ACUCTBUM yinbTpaduoneroBbix sydeid cmektpa A u B (YOA/YDB). Tsxects
(OTOTOKCHYECKUX MOBPEXKJICHUH ObUla MHHUMH3UpPOBaHA C IOMOIIBIO COJHIIE3ALIUTHBIX
CPEICTB.

DapmakoKkunemuka

AOGcoporms

Ipuem npenapara [IMPOACIIEK® B kancynax ¢ muiieil OpUBOAMT K OONBIIEMY CHHIKEHHIO
MaKCHMaJIbHOM KOHIIeHTpanuu B ria3Me (Cmax) (Ha 50%) 1 MeHbIIEMy BIMSHHUIO Ha TUIOMIA b IO/
KpuBo# «koHUeHTpauus-Bpems» (AUC) no cpaBHEHHIO C IPUEMOM IpernapaTa HaTOIlaK.

[Ipu npueme BHYTpb OJHOKpaTHOM 10361 801 Mr y 310pOBBIX JOOPOBOJIBLIEB CTAPILIETO BO3pACTa
(50-66 net) ckopocTh BcachiBaHHsI MUPHEHUIOHA 3aMEISIIACH TIOCIE MPHEMa MHUIIH, TOTIa KaK
3Hauenre AUC nocne npuemMa nuiu coctaBuio npumepHo 80-85% ot AUC Haromak.
broskBUBaIEHTHOCTH Kamcysl Obla TMOATBEP)KICHA TpPH TPUMEHEHWW TpexX Karcynl 267 Mmr
(cymmapnras 1o03a 801 mr) u oxno¥ Tadretkn 801 mr Hatomak. [Toka3arenu OMO3KBUBATICHTHOCTH
KarcyJ 1o cpaBHeHuto ¢ Tabnerkamu coctaBisuii 90% JIN st Cmax (108.26% - 125.60%) u 6bu1n
HEMHOI'O BBIIIE CTaHAAPTHOH BepxHel rpanuibl OunoskBuBasieHTHOCTH (90% U, 80.00%-
125.00%). D¢ dext npuema nuimu Ha 3HaueHue AUC nupdennona rnocie npruema KamncyJs BHyTpb
Obu1 comoctaBUM c Tabnetkamu. Ilpuem kamcyn mpemapata BO BpeMsi elbl CHUXKal Cmax
nupdenugona. CHUKEHHE YacTOTHl BO3HUKHOBEHMS HEKENATENbHBIX SBICHUH (TOIIHOTAa U
TOJIOBOKPY>KEHHUE) HAaOJI0JaJIOCh Y MAIMEHTOB, MMOJyYaBIIMX IpenapaT BO BpeMs prueMa MUY,

10 CPaBHEGHMIO C TPYNIOW, MPUMEHSBIIEH Npemapar HaTomak. Takum oOpazoM, mperapar
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[MUPDACIIEK® PEKOMEHYETCS NMPUHUMATH € nnmeﬁnz'r_j'ﬁ- %;é{'ﬁgE%léJfB;‘hbeﬂlﬁéﬂl U

TOJIOBOKPY KECHHSL.
AOcomoTHas OMOAOCTYIMHOCTh MUPGEHUI0HA Y JIIOJICH HE ONpeIesiiach.

Pacnpenenenne

[Mupdpennnon cBa3biBaeTcs ¢ OelkaMu IJIa3Mbl YeJIOBEKa, MPEUMYIIECTBEHHO C albOyMUHOM
chiBOpOTKH. OOmMii cpeaHuil ypoBeHb CBsi3bIBaHUS BapbupoBain oT 50% mpo 58% mnpu
KOHIIEHTPAIIUAX, HAONIONaeMbIX B KIMHHYECKUX wuccienoBanusx (1-100 mxr/mur). Cpennuit
KaKyIuics 00beM pacrpeie]iCHus] B pABHOBECHOM COCTOSIHUU TOCIIE TIpUeMa BHYTPh COCTABIISIT
npumepHo 70 71, 4TO yKa3bIBaeT Ha yMEPEHHOE pacmpe/esieHne NTup(eHn10Ha B TKaHAX.

EI/IOTDaHCd)ODMaHI/ISI

[Mpubmusurensao 70-80% mupdeHngona MeTaboNM3UpyeTCss IMOCPEACTBOM H30depMeHTa
CYP1A2 ¢ menpmum yvactuem npyrux nzodpepmentoB CYP, Bkiatouas nzopepmentsr CYP2CO,
2C19, 2D6 u 2EIl. HccnenoBanus in VItr0 ykasplBalOT Ha HEKOTOPYIO (HapMaKoJOrMYeCKH
3HaYMMYH0 aKTHBHOCTb OCHOBHOTO MeTaOonuTa (5-kapOokcH-Nup(EeHUA0H) B KOHLEHTpALUIX,
MPEBBIIAIOIINX MAKCUMaJIbHbBIE KOHIICHTPAIUH B 1iazme y nanueHToB ¢ MJID. 31o MoxkeT ObITh
KJIIMHUYECKH 3HAYUMBIM Y MALIUEHTOB C IOYEYHON HETOCTATOYHOCTBIO CPEHEN CTETIEHU TSKECTH,
y KOTOPBIX KOHIIEHTpauus S-kapOokcH-nup(eHn 0Ha B I1a3Me KPOBU MOBBIIIEHA.

OAMMHHAIMSA

Knupenc nupdeHuzona npu mpueMe BHYTPb YMEPEHHO HachllaeMblil. B HccienoBanum
MHOTOKPAaTHBIX /103 110 NOJA00PY J03bI y 3J0POBBIX TOOPOBOJIBIEB CTApIIETO BO3pacTa (036l OT
267 mr po 1335 mMr 3 pasa B JIeHb) CpEOHHI KIHPEHC CHWXKAJCS NMpUMepHO Ha 25% mpu
ucnoibp3oBanuu 1036l Beime 801 mr 3 pasza B nenp. [locne mpuMeHEHHS OJHOKPATHOM O3B
nuppeHuoHa 30pOBBIMU  J0OpOBOJBLIAMH  CTapUIEro BO3pacTa CPEeAHUH  KaKyLIMHCS
TEPMUHAJIBHBIA TEPUOJ TOJYBBIBEIACHUS COCTaBisul npumepHo 2.4 wyaca. Ilpumepno 80%
nupdeHu1oHa ociie nprueMa BHYTPb BBIIEISAETCS MOYKAMU B T€YSHHE MOCIEAYIOMHUX 24 4acoB.
HaubGonpmee xkomuvecTBO mUPQPEHUIOHA BBIBOJUTCS B BHIE MeTa0oIMTa S-KapOOKCH-
nuphenngona (>95% ot BeyieneHHOro), Mexee 1% nupQGEHUIOHA BBHIBOJUTCS C MOYOH B
HEU3MEHEHHOM BHJIE.

IloyeuHas HEAOCTATOYHOCTh

VYV nanMeHToB C IMOYEYHOH HEAOCTATOYHOCTBIO OT JIETKOM 1O TSDKEIOW CTEIEHH TSHKSCTU HE
O00HaPYX EHO KIMHIUYECKHU 3HAYUMBIX pa3Iuiuii (hapMaKOKWHETHKY MHP(EHUIOHA TIO CPABHEHUIO
C TalMEeHTaMH C HOpMajdbHOW (yHKIHMEW mouek. VcXomHblii mpemapaT NPEeuMyIIeCTBEHHO
MeTtabom3upyercs 10 S-kapOokcu-nupdenumona. Ilmomanpe moj KpUBOW «KOHIEHTPAITHS-

BpeMs» oT Hyns 10 OeckoneuHoctu (AUCo-«) 5-kapOokcu-nupdenugona Oblia 3HAUYUTETHHO
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COOTBETCTBYET 3KI(
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BBIILIEC Y TTAIMEHTOB C MOYEYHON HEJOCTATOYHOLTHIO cpbﬂ%ﬁ}ﬁ%fﬁ%ﬁgﬁoﬁ :(15’5'(5!6@)01)

“MEPTHOMY OTYETY

CTCIICHU TMKCCTH 110 CpPpaBHCHHUIO C IMaOUCHTaMHU C HOpM&J’IBHOfI (l)YHKHHeI;'I ITOYECK:

100 (26.3) mr*u/m u 168 (67.4) mr*u/n o cpaBueHuto ¢ 28.7 (4.99) Mr*u/i, COOTBETCTBEHHO.

CreneHb TAKECTH AUC., (Mr*u/im)
MOYeYHOM CraTtuctuka 5-KkapGoKcH-
HEI0CTATOYHOCTH Iupdennon nupdennIon
Hopmanbhas Cpenuee 3nauenune (CO) | 42.6 (17.9) 28.7 (4.99)
(GyHKIHS TOYEK Menuana (25-it — 75-i1 | 42.0 (33.1-55.6) 30.8 (24.1-32.1)
n=6 MIEPIICHTHUIIb)
Jlerkas Cpennee 3uauenue (CO) | 59.1 (21.5) 49.32(14.6)
n=6 Menuana (25-ii — 75-ii | 51.6 (43.7-80.3) 43.0 (38.8-56.8)
TIEPIIECHTHIIb)
Cpenusis Cpennee 3nauenue (CO) | 63.5(19.5) 100" (26.3)
n=6 Memunana (25-ii — 75-i | 66.7 (47.7-76.7) 96.3 (75.2-123)
TIEPIECHTIIIb)
Tsoxenas Cpennee 3mauenue (CO) | 46.7 (10.9) 168°¢ (67.4)
n=6 Menmunana (25-ii — 75-ii | 49.4 (40.7-55.8) 150 (123-248)
MIEPUEHTUIIb)

AUCo-» = mmomajp moJi KpUBOH «KOHIICHTPAIHUS-BPEMsD» OT HYJIS 10 OCCKOHEYHOCTH.

& p-3HaueHre TpoTHB HopManbHOTO 3HaueHus = 1.00 (monapHoe cpaBHeHue ¢ borbeppoHn)

b p-3nayenue npotus HopMansHoro 3HaueHus = 0.009 (monapuoe cpasHenue ¢ bonpepponn)
¢ p-3Havyenne npotuB HopMmanbHOTO 3HaYeHns < 0.0001 (momapHoe cpaBHernwue ¢ bordepponn)

Okcno3unus S-kapOokcu-nupdeHuoHa yBeauuuBaercs B 3.5 pa3a WM BBILIE Y MAlUEHTOB C

IIOYEYHOM  HEJOCTAaTOYHOCTBIO  CpEIHEW CTENEeHH TshKecTH. KimHudeckn — 3HauMmast
(apmakoMHaMUYecKasi akTUBHOCTh METAa0OJIUTa Y MAI[MEHTOB C MOYEYHON HEJAO0CTATOYHOCTHIO
CpelHell CTeleHu TsHKECTH He MOXKeT ObITh uckitoueHa. Koppekuust no3el nmupgeHupoHa y
NAIMeHTOB C TIOYeYHOM HEJOCTaTOYHOCTBIO JIETKOM CTEMeHM TSHKeCTH He Tpedyercs.
[Tupdenunon crenyer MNPUMEHATh C  OCTOPOXKHOCTbIO Yy  MAIMEHTOB C  I[OYEYHOM
HEJ0CTaTOYHOCThIO CpefHel cTeneHu TsukecTu. IIpuMmenenne nupdeHnsoHa TpOTUBOIOKA3aHO
MalMeHTaM C TTIOY€YHON HEA0CTaTOYHOCThIO TshKenou creneHu TsokecTH (KK <30 mu/mun) wnm ¢
TEPMUHAJIBHOW CTagueil Ooje3Hu mouek, TpeOyromel auanuza (cM. paszzpensl «Crocobd
MpUMEHEHHS U 103b1» U «IIpoTHBOMOKA3aHUM).

AHanu3 NomyIsIIMOHHOW (papMaKOKMHETHUKH, IPOBEJIEHHBIN B paMKaX YeThIPEX MCCIEIOBaHUM Y
3I0POBBIX MAIIUEHTOB WJIM NALMEHTOB C IOYEYHON HEAOCTATOYHOCTHIO M OJJHOTO MCCIIENOBAHUS Y
nanueHToB ¢ MJIM, He BBIABUII KIIMHWYECKU 3HAYUMOTO BIIMSHHUS BO3PacTa, Ioja WIK pasmepa
Tesa Ha (hapMaKOKUHETHKY TUP(HEHUI0HA.

IleuyeHOYHAS HETOCTATOYHOCTh

dapmakoknHeTHKa NUp(EeHu0oHa U MeTabonauTa S-KapOOKCcH-THUP(EHHIOHA CPaBHUBAIH Y

IalMCHTOB C MMEYCHOYHOM HEAOCTATOYHOCTBIO CpCIIHGfI CTCIICHU TAXCCTHU (KHaCC B mo mxkane
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Yaitnn-I1p10) 1 y TaliueHTOB C HOPMAIbHON (hYHKIIHEH n@&%ﬁwfﬁ%%gﬂbﬁﬁ Frd'docne

oJHOKpaTHoro npuema nupderumona B goze 801 mr (3x267 Mr) y manueHTOB ¢ MEYCHOYHOU
HEJ0CTaTOYHOCTBIO CPEIHEN CTENEHU TSHKECTU OTMEYAJIOCh CPEIHEE IMOBBIIIEHHUE 3KCIO3ULMU
nuppenuona Ha 60%. [uppeHn o cleayeT NPUMEHSATh C OCTOPOKHOCTBIO y TAIUEHTOB C
[I€YEHOYHON HEJJOCTATOYHOCTBIO JIETKOW M CpeJHEN CTENEeHU TSKECTU M TIATEeIbHO HAOII01aTh
3a TpPU3HAKAMU TOKCHUYHOCTH Yy MAIMEHTOB, OCOOEHHO, IpPU OJHOBPEMEHHOM IIpUeMe
uHrn6utropoB uzodpepmenta CYP1A2 (cMm. paznenst «Croco0 nmpuMeHeHHs U 103b» U «Ocobble
YKa3aHUI).

[pumenenne npemapata I[TMPO®ACIIEK® npoTwBomOKa3aHO NalmMeHTaM C [eYeHOYHOI
HEJOCTATOYHOCTBIO TSKEIIOW CTEIEHU TSKECTU WM C TEPMUHAIBHOW CTaauel IEYEHOYHOU

HezocTaToyHOCTH (cM. pazzaensl «Criocod npuMeHeHus U 103b» U «[IpoTuBonoka3zanus»).

IToxkazanusi K NPUMEHEHU IO
[penapar [IMPOACIIEK® noka3an Kk IpEMEHEHHIO y B3POCIBIX ¢ HAHONATHIECKUM JTETOYHBIM

¢budpozom (MJID).

IIporuBonoKasaHus

e [UnepuyBCTBUTENBHOCTh K MUP(EHUIOHY WIH K JIOOOMY M3 BCIIOMOTATENbHBIX BEIIECTB,
MePEYHCIICHHBIX B pa3zerne «CoctaB Ha | Kamncymy»;

¢ AHTHOHEBPOTHYECKHIA OTEK TMOCie NMpPUMEHCHHs NUp(QEHHI0HA B aHaMHE3e (CM. pasfel
«Oco0bIe yKazaHus»);

e OnHOBpeMeHHOE TpuMeHeHue (iayBokcaMuHa (cM. pasnen «BsammojeicTBue ¢ Ipyrumu
JIEKaPCTBCHHBIMU CPEIICTBAMUY);

e [leueHouHAas HEJIOCTATOYHOCTh TSDKEIIOM CTENEHU TSDKECTH WM TEPMHHAIBHAS CTaIus
MEYEHOYHOH HENOCTaTOYHOCTH (cM. paszaensl «Crocod mpuMeHeHHs W 103b» U «OcoOble
YKa3aHHs);

e [loyeuHas HEIOCTATOYHOCTH TspKeIon crenenu TsukecTu (KK <30 mi/MuH) unu TepMUHATbHAS
cTaausi 00JIe3HU TMOYeK, TpeOyromas auanmu3a (cM. pasznensl «Crnocod mpuMEeHEHHUsT U T03bD» U

«CDapMaKOJ'IOFI/ILIeCKI/IC CBOI>'ICTBa>>).

IIpumenenne npu 6epeMEHHOCTH U B IEPHOJ IPYAHOI0 BCKAPMJIMBAHMA

OTCyTCTBYIOT JaHHbIE O IPUMEHEHUU MUPHEHUI0HA Y OEpPEMEHHBIX KEHIIIHH.
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VY KMBOTHBIX MPOUCXOIUT Tepeaada nmupdeHumoHa I/I/I/IIIEI/II:IG;‘(;' %gﬁ'ﬂ%%agﬂegﬂﬁéﬁéﬁ%y c

BO3MO’KHBIM HAaKOIJIECHHEM MUPGEHUI0HA U/UIIHA €ro METa00IUTOB B aMHUOTHUYECKON KHUIKOCTH.
[Tpu BBeneHun BbICOKUX /103 npenapara (>1000 MI/Kr/cyTKH) y KpbIC MPOJJICBACTCS TeCTalus U
CHIDKAETCs )KU3HECTIOCOOHOCTh Tu1oaa. Heobxoaumo n3beratb npuMeHEHHS Mpernapara BO BpeMs
OepeMEHHOCTH.

PepTUIBHOCTD

B xozme NOKIMHMYECKHMX HCCIEIOBaHUM HekenaTeslbHbIX 3((eKkToB Ha (EepTUIbHOCTh HE
HabmroAan0ck (cM. pasaen «PapMaKoJOrHuecKue CBONCTBAY).

Ilepuoj rpyAHOTO BCKaPMJIMBAHMS

HewusBectHo, BbImENseTcs U THPOEHUIOH WM €r0 METa0OJUTBI C TPYIHBIM MOJIOKOM.
JocrymnHble (hapMaKOKUHETHYECKHE JTAHHBIC Y KHUBOTHBIX IMOKA3aJIM YKCKPEIUI0 MUpGEHUI0HA
W/WIH ero MeTa0OJIUTOB C TPYIHBIM MOJIOKOM U BO3MOKHOCTH HaKOIUIEHUS TUPGEHUI0HA H/WIN
MeTab0JINTOB B MOJIOKE (CM. pazaen «DapMakosornueckue CBOMCTBay). Hemb3st HCKITFOUUTh PUCK
JUISl TPYJIHBIX JETEH.

Pemrenue o mpekparnieHuu TpyaHOTO BCKapMIIMBaHUSI WM Ha3HAYCHUHM MUP(EHUIOHA JOJIKHO
MPUHUMATBCA C YYETOM MPEeMMYIeCTBa TPyJHOrO0 BCKapMIIMBaHUS sl peOCHKA U IOJIb3bI

TEpalru MnpernapaTom AJist MaTCpu.

Cnoco6 npuMeHeHHs U 103bI
Jleuenwe  mpemapatom  ITUP®ACIIEK®  jomkeH  HauMHaTh W KOHTPOIMPOBATH
KBaJIM(DUIIMPOBAHHBIN Bpay, UMEIOIUHN OMBIT AUarHOCTUKU U jteueHus NJ1O.

PexxuMm mo3upoBaHus

B nauane tepanmuu 103y mpenapara cieayeT IMOCTENEHHO YBEIWYMBATh 10 PEKOMEH]IOBAHHOM
cyTouHo# 10361 2403 Mr/cyTku B TeueHue 14 nHeil cienyromum oopazom:

e Jlau 1-7: omna karcyna o 267 mr 3 pasa B nenb (801 mr/cyTkm)

e Jluu 8-14: nBe xarcynsl o 267 mr 3 pasa B AeHb (1602 mr/cyTkm)

e Jlens 15 u nanee: 3 kancyunsl o 267 mr 3 pasa B neb (2403 mr/cyTkn).

PexoMeH 10BaHHas TIOIEpKUBaloIIas cyTodyHas no3a rnpenapara [IMPOACIIEK®: 3 kancyms! no
267 mr 3 pa3a B aeHb ¢ nuiei (Bcero 2403 mr/cyTkn).

He pexomenayercss mnpuMeHATh npenapaT B jgo3e Oonee 2403 wmr/cytku (cM. paszen

«Ilepeno3upoBkay).

3aodepoicka npuema unu RPonycK 003vl
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MamwenTer, mpomyetnsime noapsa 14 mm Gorfee aneiil Hépantfir Hperapatov (PG ACTHIK®,

COOTBETCTBYET SKCNEPTHOMY OTUYETY

JOJKHBI IOBTOPHO HAUMHATH TEPAIUIO C UCXOAHOM 2-HEIeNbHON TUTPALIUU 10 PEKOMEHJOBaHHOMN
CYTOYHOM JT03BI.

[Ipu nipeppiBanrK MeHee YeM Ha 14 mHel Mmoapsia Teparuio MOKHO BO30OHOBUTH B MIPEAbIAYIICH
PEKOMEHIOBAaHHOM CyTOYHOM J103€.

Koppexyus 003vt

Kenyoouno-kuweunvie napyuenus

[TaneHTaM ¢ HENEPEHOCHMOCTBIO TEPAllUU BCIICACTBUE HEXKENATENIbHBIX SBJICHUN CO CTOPOHBI
KEJyJOYHO-KUIIEYHOI'0 TpaKTa HEOOXOAMMO HANOMHUTb O HEOOXOAMMOCTH IPUHUMATh
npemnapar ¢ numei. [lpu coxpaneHun JaHHBIX CUMIITOMOB 03y MUP(GEHUIOHA MOKHO CHU3UTH
10 267 mr — 534 mr 2-3 pa3a B JIeHb C MUMIEH ¢ TOBTOPHBIM MOBHIIIEHUEM JI0 PEKOMEHI0BAaHHOM
CYTOYHOH J103bl C YYETOM IE€PEHOCHMOCTH. B cilyuae ecnu JaHHBIE CUMOTOMBI COXPaHSIOTCS,
NAIMEHTOB cielyeT NPouH(OPMUPOBATh O HEOOXOAUMOCTH IIPepBaTh JeueHue Ha 1-2 Hegenu 10
pa3peleHus CAMITOMOB.

Peakuuu d)omoqygcmgumeﬂbftocmu Uiu Colnb

[TanmenTam ¢ peakuusMu (HOTOUYBCTBUTEIBHOCTH JIMOO C CHINBIO JIETKON WK CpeHeH cTeneHu
TSKECTH CJIelyeT HAIIOMHUTh O HEOOXOAMMOCTH MCIIONIb30BaTh COJIHLIE3AIUTHBIE CPEJICTBA THEM
u u3berath npeObiBaHUs Ha conHIE (cM. pazaen «OcoOwle ykazanus»). o3y nupdenumona
MOKHO cHU3HTH 710 801 Mr/cyTtku (267 mr, 3 pa3a B aeHb). Ecnu cbinb coxpansiercs 0osee 7 AHEH,
Tepanuio npenapatom [IMPOACIIEK® cnenyer npepsath Ha 15 qHeii ¢ HOBTOPHBIM HOBBILIEHAEM
J103bI 10 PEKOMEHIOBAaHHON CYTOYHOM, pyKOBOJCTBYSICh YKa3aHHBIMU BBILIE PEKOMEHIAIMSIMH.
[TaruenToB ¢ peakuusiMM (HOTOUYBCTBUTEIBHOCTH WM CHINbIO TSDKEIOW CTENEHU TSHKECTU
CllelyeT MPOMHCTPYKTUPOBATh O HEOOXOIUMOCTH MpepBaTh NMpHEM Ipernapara U oOpaTUThCs 3a
MEIULMHCKON MOMOIIBI0 (cM. pa3aen «Ocobble ykazaHus»). [locie pazpemeHus chlnu mpenapar
[MUPDOACIIEK® moxkHO MPUMEHSATH CHOBA C TOBTOPHBIM TMOBBIIIEHWEM O3Bl IO
PEKOMEHIOBaHHOM CYTOYHOM MO PEIICHHIO Bpaya.

Hapywenus co cmoponsi neuenu

[Ipn 3HAUMTENTHHOM TOBBIINICHHH AaKTUBHOCTH alaHWHamuHOTpaHchepaspl (AJIT) w/mm
acnaptaramuHoTpanchepassl (ACT) ¢ unam 6e3 COMyTCTBYIONIETO TOBBIMIEHUS TOKA3aTes
ounupyOnHa 1103y mupheHUAOHA CIEAyeT CKOPPEKTUPOBATh WM MPEKPATUTh TEPANHI0, Kak
yKa3aHo B pazniene «OcoOble yKa3aHus.

Oco0ble rpynIibl NaMeHTOB

Hat;uenmbz nOJ2HCUTIOC0 803pacma
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Koppekumu 10361 'y mMalMeHTOB B BO3padre > 6'3':'3&5%5-%%}'&%9': -(rci\'/['.j:g;énen

«DapMaKoIOTUYECKUE CBOICTBAY).

Iayuenmoi ¢ Hapywenuem hynKyuu novex

[TatmeHTamM ¢ MOYEYHOW HEAOCTATOYHOCTBIO JIETKOW CTENEHU TSHKECTH KOPPEKLMU J03bl HE
Tpebyercs. Tepamuio mpenapatom [TMPDOACIIEK® cremyeT NpoBOIUTE C OCTOPOKHOCTBIO Y
MAlMEHTOB C HapylleHueM (DYHKIMU MOYEK CPeAHEH CTeNeHM TsHKECTH (KJIMPEHC KpeaTMHHHA
(KK) 30-50 ma/mun). He cnenyer npooauts Tepanuio npenapatom TMPOACIIEK® nanuenTtam
¢ HapymieHueM (GyHKIMM Touek Tspkenod crenenn Tsokectd (KK <30 mu/muH) wnmm ¢
TepMUHAIBHON  cTragued  Oone3Hn  mouek, TpeOyromed  auanmusza  (CM.  pas3fiensl

«HpOTI/IBOHOKaSaHI/IH» n «d)apMaKonoque(:KHe CBOﬁCTBa))).

Iayuenmoi ¢ napyuienuem GyHKyuy nevenu

[TanmenTam ¢ HapyuieHneM (QyHKUMU [IEYEHU JIETKOW U CpeIHEN CTeNeHu TshKecTH (T.e. Kitacc A
u B no mkane Yaitna-I1et0) koppekuuu 10361 HE TpeOyeTcs. OaHaKo, MOCKOJIBKY Y HEKOTOPBIX
MAIMEHTOB C HapyIIeHHEM (DYHKITUH MTEYEHU JIETKON M CPEIHEN CTETIEHH TSHKECTH KOHLIEHTPAIIHS
nupdeHuioHa B 1mIa3Me MOKET MOBBIIIATHCS, CIEAYeT COOMI0IaTh OCTOPOKHOCTh MPH JIEYEHUN
npenapatrom T[TMPOACIIEK® B nanHoif mnomyssmuu. He clefyeT NpMMEHATh IIpenapar
[MUPOACIIEK® y nauueHToB ¢ HapymeHueM (yHKIUHU HEeYeHHU TSKeI0M CTENeHH TAKECTH WU
TEPMUHAJILHOMN MMEUYEHOYHOU HEJ0CTaTOYHOCThIO (CM. pazjaensl «IIporuBomnokazanus», «OcoObie
ykazaHus» 1 «DapMaKkoI0ruyeckre CBOMCTBaY).

ern

BesonacHocTh 1 3ddextuBHOCTS npenapara [IMPOACIIEK® y neteii B Bozpacre ot 0 10 18 et
HE YCTaHOBJIEHBI. /laHHBIE OTCYTCTBYIOT.

Crooco0 nmpruMeHeHus

BayTps.
Kancynbl npenapara IIMPO®ACIIEK® cnemyeT npunuMarth Bo BpeMs efbl (JUIs yMeHbIIEHHS
YyBCTBA TOITHOTHI ¥ FOJIOBOKPY KEHHUSI ), MPOTJIAThIBAs LIEJTMKOM U 3alMBasi BOJOW (CM. pa3/enbl

«ITo6ounoe AeiicTBUE» B «PapMaKOIOTHIECKHE CBOMCTBAY).

ITo0ouyHOe aelicTBHE

Pesrome mpoduinsg 6e30IacHoOCTH

Hanbonee wacThIMM HEXENaTENbHBIMH PEAKIUAMH B XOJA€ KIMHWYECKUX HCCIIECIOBaHUN
nupdenuona B 1o3e 2403 Mr/CyTKH 1O CpaBHEHUIO ¢ MJ1a11e00 ObLUTH COOTBETCTBEHHO: TOIIHOTA

(32,4% wu 12,2%), ceimp (26,2% u 7,7%), mmapes (18,8% wu 14,4%), yTOoMIsIeMOCTb
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(18,5% u 10,4%), nucnencus (16,1% u 5,0%), cumxenuélarineruiia (20,7% lix18/0%) rondeiias

601b (10,1% u 7,7%) u peakuuu porouysctBUuTeabHOCTH (9,3% 1 1,1%).

TabanuHbIl HepeYeHb HEXKEIATEIbHBIX PEAKIIUI

B Tabmuue 1 mnpeacraBieHbl HEXKENATEIbHBIE JIEKAPCTBEHHBIE PEAKIUU C YacTOTOU

BO3HUKHOBEHHUSA > 2%, OTMEUEHHbIE B X0/ KIMHUYECKUX UCCIIeI0BaHUI nup(eHn10Ha B 103€

2403 MI/CyTKH M B XOJI€ IOCTPETUCTPAIIMOHHOTO HAOIIOICHUSI.

Jlj1 onvcaHusl 4acTOTHI HEXKENATEIbHBIX PEaKLUi HUCIIONIb3YIOTCS CIEAYIOLINE KATErOpUu:

e ouyeHb vacto (> 1/10);

e gacro (> 1/100 u < 1/10);

e Heuacto (> 1/1000 u < 1/100);

e penko (> 1/10000 u < 1/1000);

e oueHb peako (< 1/10000, Bkirrodast OTAEIbHBIC CITydYau), 4aCTOTa HEM3BECTHA (HEBO3MOXKHO
OLICHUTh Ha OCHOBE MMEIOIIMXCS JaHHBIX). HexkenaTenbHble peakluy MPEJCTABICHBI B
nopsiIKke yObIBaHUS X CEPbE3HOCTH.

Tabmura 1.

CucreMHO-OpraHHbIi Kjacce Yacrora

Hngpexyuu u uneazuu

I/IH(I)CKI_II/II/I BCPXHHUX OTACJIOB AbIXATCIbHBIX HYTeﬁ OueHb yacTo

WHpexkunn MoueBbIBOIALINX Ty Tel Yacro

Hapywenus co cmoponsi kposu u iumgamuueckou cucmemol

Arpanynonuros! Heuacto

DRESS-cunmpom? YacToTa HEM3BECTHA

Hapywenus co cmoponbt uMMYHHOU cucmembl

AHTHOHEBPOTHYECKHH OTek! Heuwacro

Amnadunakcus YacroTa Hen3BecTHA

Hapywenus memabonrusma u numanus

CHIKEHHE MacChl TCIa, CHUXXCHHC aIllICTUuTa OueHb yacTo

1

I'unonaTpueMus Hegacro

Hcuxuueckue HapyuteHus

becconnuna OueHb yacTo

Hapywenus co cmopomnsi HepsHoll cucmembl

['onoBHas 60716, TOIIOBOKPYKEHHE OueHnb yacTo

CoHnMBOCTh, TUCTeB3Us (HapyLIEHHE BKyca), JETaprus Yacro

Hapywenus co cmoponul cocyoog

11
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e sA T HI

[IpunuBel

teidrdl | B UUUS)

Hapywenus co cmoponsi ObixamenbHOU cucmemvl, 0p2aHo8 2pyOHOU KIemKU U CpedoCmeHuUs

Onplika, Kaeib

OuyeHp 4acTo

IIpoyKTUBHBIN KallleNb

Yacto

Kenyoouno-kuweunvie HapyueHus

Jucnencusi, TOIHOTA, AUapes, pBOTa, racTpod3odareanbHast perroKcHas
0o0J1e3Hb, PBOTA, 3ATI0P

OueHsp 4acTo

B3ayTtue xxuBoTa, ONIyieHne TucKkoMopTa B )KUBOTE, 0OJb B )KUBOTE (B
TOM uucie 00Jib B BEpXHHUX OTJENax *KHBOTA), TUCKOM(DOPT B JKEIyJKe,
TracTPUT, METEOPU3M

Yacto

Hapywenus co cmoponst neyenu u sceniesvl8o0AUUX nymeti

IloBplIEHNME  AKTUBHOCTH acrapTaraMUHOTpaHCc(epasbl (ACT),
ananuHamuHoTpanchepassl (AJIT), ramma-riryramunaTpancdepasst (I'TT)

Yacto

[ToBpilieHWe ypOBHA OWIMPYyOMHAa B  CBIBOPOTKE COBMECTHO C
noseiernem aktuBHocTH AJIT u ACT!, nexapcTBeHHOE mopaskeHue
TIeYeHH, BKITFOUAs OT/IEIBHbIE CITyYat C JIeTaTbHBIM HCXO00M?

Heuacrto

Hapymeuuﬂ CO CNMOPOHbL KOJHICU U NOOKONCHBIX MKAHE

CpInb

OyeHb YacTo

Peakniuu  (OTOUYBCTBUTEIBHOCTH, 3yl, JpUTEMa, CYXOCTh KOXH,
dpuUTEeMaTO3Has Chlllb, MaKyJIIpHas ChIIIb, 3yAs111as ChIIb.

Yacto

Cunzpom Ctusenca-Jlxonconal

YacToTa HEU3BECTHA

Toxcuueckuii dnuaepMaIbHbIN Her0J'II/I31

Heuacrto

Hapywenus co cmopomnst mvluieunoil, ckeiemuou u coeOUHUMebHOU MKAHU

Aptpanrus

OueHp 4acTo

Muanrus

Yacto

Obwue HapyuieHus u peakyuu 8 Mmecme 66e0eHuUs

YTomMisteMoCTh OueHb 9acTo
AcreHus, 3KcTpakapanaibHas 00Jb B Tpyau Yacro
Tpasmbl, unmoxcuxayuu u 0Ci10HCHEHUs NPoYeoyp

CoTHEUHBIH 00T Yacto

! HexenarenpHbie SIBJICHUS, BBISIBJICHHBIC B XOAC IMOCTPETUCTPATNMOHHOTO Ha6J'IIOI[CHI/I$I.

2 Cﬂyan/I TSAKEIIOTr0 JICKAPCTBECHHOTO IIOpaXXCHUA IICYCHU, BKIIOYAsA ClIydad C JICTAJIBHBIM
nCcxXoaomM ObLIH I/IIICHTI/I(I)I/II_[I/IpOBaHLI pu MNOCTPETUCTPALMOHHOM Ha6HIOJICHI/II/I (CM. Ppa3acinbl

«IIporuBomnokazanus» u «OcoObie yKazaHUI).

OnucaHue OTJICILHBIX HEXKEIATSIbHBIX PEAKITUM

Cruorcenue annemuma
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B xo7¢ onmopHBIX KIMHUYECKUX UCCIEAOBAHUH, CITyYan é%ﬂgﬂl&ééﬁﬁg lﬁa%b Eéﬁ%{%gz-iﬂncr,

KOHTPOIO U B IICJIOM HE NIPUBOAWIIN K 3HAYUTCIIbHBIM ITOCICACTBUAM. Heuacro Cllydanu CHHXXCHUSA
aIrneTruTa COMPOBOKAAIUCH 3HAYUTCIIbHBIM CHUXKCHHUEM MACChI TCJIa U Tpe6OBaJII/I MCIUIIMHCKOI'O

BMCIIATCJILCTBA.

Ilepeno3upoBka

Knunnueckuii onsiT, CBA3aHHBIN C NEPEA03UPOBKOM, OIPAHUYEH.

[Ipu npuMeHEeHHH MHOTOKPATHBIX 703 MUPGEHUI0OHA y 3I0POBBIX B3POCIBIX 100pOoBOIIbIEB (12-
JTHEBHBIA TEpPHOJl yBEIWYEHHS J03bl, MaKCUMalbHasg cymmapHas no3a 4806 Mr/CyTkH)
HAOJIIO/IaBIUECS HEXKENATeNbHbIC pEaKIUd OBLUIM JIETKOM CTENEeHU TSHKECTH, HOCHIN
TPAH3UTOPHBIN XapaKTep U COOTBETCTBOBAJIM HAaMOOJIEe YACThIM HEXKEJIATEIbHBIM PEaklusM Ha
upQEHUIOH.

B cnywae npeamosaraemMoil mepeao3uMpOBKM CIEAYET OKa3aTh CUMITOMATHYECKYHO IOMOIIb,
BKJIFOYAss HAOJIOJICHWE 3a IOKa3aTeNIIMUA JKU3HEHHO BAXKHBIX (YHKIMA, W THIATEIHHOE

Ha6JIIOZ[€HI/Ie 3a KIMHUYCCKUM COCTOAHUEM ITallMCHTA.

B3aumopeiicTBHe ¢ APYrUMH J1eKapCTBEHHBIMH CPeICTBAMU

[Tpumeprno 70-80% mnupdeHnaoHa MEPBUYHO META0OIM3UPYETCsl TMOCPEACTBOM H30(pepMEeHTa
CYPI1A2 c nebonpmmm yuactueM apyrux nzodpepmenros CYP, Bxitouas CYP2C9, 2C19, 2D6 u
2E1.

Crnenyet u3berarb yrnoTpeOaeHus rpeundppyToBOro cCoka BO BpeMs Tepanuu mupheHu10HOM, TaK
Kak OH siBnsieTcst uHruouropom CYP1A2.

drayBoxkcamuH U nHTrHOUTOPE! M3ohepmenTta CYP1A2

CoBMecTHOE mpUMeHeHre nTupdeHniona u (GayBoKcaMrHa (MOUIHBIA MHTHOUTOP H30(pepMeHTa
CYP1A2 c yrueraromuM BiusiHueM Ha apyrue uzogpepmentosl CYP [CYP2C9, 2C19 u 2D6])
MPUBOAMIIO K 4-KpaTHOMY YBEITMUYCHHIO SKCIO3UIUU THP(HEHUI0OHA Y HEKYPSIIHUX MTallUeHTOB.

[penapar [TMPOACIIEK® npoTuBonokaszaH MaldeHTaM IIPM COMYTCTBYIONIEM IIPHMEHEHUH
¢dbnayBokcamuna (cM. pasmen «lIporuBomokazanusy»). Jleuenue ¢uryBokCaMHHOM HEOOXOIMMO
IpeKpaTHTh 10 Havana Tepanuu rnpenapatom [IMPOACIIEK® u He npunuMarh (Gi1yBOKCAMUH BO
Bpems Tepanuu npenapatom IIMPO®ACIIEK® BenencTBre cHUMKEHMS KIUpeHca MUPQeHnI0Ha.

Mormnable U cenekTuBHble HHruouropel u3zodpepmenta CYP1A2 cnocoGHBI yBenWYMBaTh
AKCIO3UIIMI0 MUPPEHUI0OHA MPUMEPHO B 2-4 pa3a (JaHHBIC MOJNYYEHBI MPU SKCTPAMOISAIUH
pe3yabTaTOB HMCCIEAOBaHUsA IN VItro B ycimoBust in Vivo). Ilpu HEBO3MOXKHOCTH H30CKAThH

coBMecTHOTO mpuMeHenus npemnapata [TMPOACIIEK® ¢ MOMHBIME U CeNeKTHBHBIMH
13



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 10.07.2025 N2 17165

unrHGHTOpamu msobepmenta CYP1A2, nosy rpenapatd HAPGACHEKE! tichyer ctsnth 1o

801 wmr/cytku (omHa kamcyia 267 Mr Tpu paza B JeHb). Cieayer NMpoOBOAWTH TIIATEIBHOE
HaOJI0/ICHUE 32 MAILMEHTAMHU JJIsl BHISBJICHHS HEXKEJIATEIbHBIX PEaKIUi, CBSI3aHHbBIX C Teparueu
npenapatrom [TUPOACIIEK®. IIpu HeoOXOMMMOCTH CIELyeT OTMEHHTh TEPAIHIO IPEHapaToM
[TUPDACIIEK® (cm. paszensl «Crocod mpuMeHeHus 1 103bI» 1 «OcoOble yKa3aHUs»).
OnHoBpeMeHHOE npuMeHenue npenaparta IIMPOACIIEK® u nunpognokcanuna (yMepeHHOro U
cenektuBHoro uaruouropa modepmenta CYP1A2) B moze 750 Mr mpuBOIWIO K MOBBIIICHUIO
skcno3unuu  nuppenugona Ha 81%. Ilpm  HeBo3MOkKHOCTHM M30€kKaTh MPUMEHEHUS
nurnpodokcanuHa B 103e¢ 750 mMr 2 pas3a B JIeHb, 103a Ipenapara [MUPDACITEK® nosmkHa ObITh
cHmkeHa 10 1602 mr B cyTku (1Be Karcyssl o 267 mr (Bcero 534 mr) Tpu pasa B feHb). Ciemayer
IPOSIBIIATE OCTOPOKHOCTH NIPU OJHOBPEMEHHOM NpuMeHeHuH npenapata [TMPDOACIIEK® u
numnpodokcaruia B go3e 250 mr v 500 mr 1 winm 2 pasza B IeHb, a TAK)KE IPU OJJTHOBPEMEHHOM
npumenenun npenapata IIMPOACIIEK® u ymepenusix uuru6uropos msodpepmenta CYP1A2
(Hampumep, aMUOIapOH, MPOTTaQeHOH ).

He cnenyer npumensts npenapat IIMPOACIIEK® ¢ npenapaTamMn/koMOMHAIIMAMH MPETIAPATOB,
SIBJIAIOIINXCSL YMEPEHHBIMU HJIM MOUIHBIMU MHrHOUTOpamMu Kak m3odepmenta CYP1A2, tak u
OJTHOTO WJIM HECKONbKUX Apyrux wusodepmentoB CYP, yuacTByoomux B MeTabOIH3Me
nupdpenunona (t.e. CYP2C9, 2C19, 2D6 u 2E1).

CrnenyeTr nposiBIsATH 0COOYI0 OCTOPOXKHOCTh HPU OJTHOBPEMEHHOM NPUMEHEHUH MHTHOUTOpPOB
nzodpepmenta CYP1A2 B koMOMHAIMK ¢ HHTHOUTOpaMu oHOro min 6osee uzopepmenton CYP,
BOBJICUEHHBIX B MeTabomu3Mm mupdenugona (takux kak CYP2C9 (mampumep, amMHuoAapoH,
¢daykonazomn), 2C19 (manpumep, xsopampennkon) u 2D6 (Hanpumep, GIIyOKCETHH, TAPOKCETHH)).

Kypenue u unnykropsl nzodhepmerara CYP1A2

Okcno3unus nupdeHusoHa y Kypsmux mnanueHtoB (uHayktop wuszopepmenta CYP1A2)
cocraBuia 50% OT TakOBOM y HE KypsIIHUX MAllMEHTOB.

Kypenue cnocoOHO ycuiauBaTh BBIPAOOTKY «II€UEHOYHBIX» (PEPMEHTOB, TEM CaMbIM IOBBIIIAS
KIUPEHC M CHIWXKas »HKcno3uuuio nupdenunona. Cremyer wu30erarb COMYTCTBYIOLIETO
NPUMEHEHHUsST MOIIHBIX MHAYKTOpoB u3odepmenta CYP1A2, B ToM uucie KypeHHs, B XOfe
Tepanuu TUPPEHUI0HOM, UCXO/S U3 3apEerMCTPUPOBAHHOTO B3aMMOCHCTBHS ¢ KypEHHUEM U €ro
noTeHmana uHaynupoBath uzodpepment CYPIA2. TlanmmentamMm HEOOXOIMMO PEKOMEHIOBATH
MPEKPATUTh PUEM MOILIHBIX HHAYKTOpOB u3odpepmenta CYP1A2 u npekpaTtuTh KypeHue J10 ¥ BO

BpeMs JIeYeHHsI TUPPEHUTOHOM.
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 10.07.2025 N2 17165

ComnyTcTByIOIAsi Tepamus YMEPEHHBIMH WH]T 1<T0paMﬁ-| '%%&)%MTJ W'A'ZTG{'AHHH'M@,

OMETIPa30JI0M) MOXET TEOPETUYECKU MPHUBECTH K CHIDKEHUIO KOHLEHTpaluuu NUppeHHuIoHa B
I1a3Me KpoBH.

OnHOBpeMEHHOE TPUMEHEHHWE MOIMHBIX HWHAYKTOpoB wm3ohepmenta CYPIA2 wu apyrux
nzopepmertoB CYP, yuacTByromux B MeTabonmu3mMe nupPeHn1ona (Hanpumep, pudaMnuimHa),
MOJKET MPHUBECTH K 3HAYUTEIHPHOMY CHIDKEHUIO KOHIICHTpAIMU MUP(EHUI0HA B TUIa3Me KPOBHU.

Crenyer n3beratb OTHOBPEMEHHOTO MPUMEHEHHS JAaHHBIX JIEKAPCTBEHHBIX MPEMapaToB.

Oco0ble ykazanus

DyHKIMS TIeYeHn

YV nanmeHTtoB, MHOJydaomux Tepanuio mnpemnapatom IIMP®ACIIEK®, wacto oTmeuanoch
MOBBIIIEHUE AKTUBHOCTH aMHHOTpaHCc(epa3. DyHKIMOHANbHBIE «reyeHOuHble» TecThl (AJIT,
ACT u 6unupy6uH) cieayeT IpoBOIUTS A0 Hauana Tepanuu npenapatom [IMPOACIIEK®, 3atem
C MHTEpBaJlaMU OJMH Pa3 B MECALl B IIepBble 6 MECALIEB U Jaliee ¢ MHTEPBAJIaMU OJUH pa3 B TpU
Mmecsa (cM. pazaen «[lobouHoe aeicTBHEY ).

B ciydyae moBbllIeHUs akTUBHOCTH amuHOTpaHchepas ot >3 no <SXBI'H (BepxHss rpaHuma
HOpMbI) O€3 MOBbIIEHUS OUIMpyOMHAa M 0€3 CHUMITOMOB HWJIM MPHU3HAKOB JIEKAPCTBEHHOIO
nopakeHHs MIeUYeHH Mocjie Hayana Tepanuu npenapatom [TMPOACIIEK® ciexyeT MCKIIOUMTS
Jpyrue NpUYMHBI U TIIATEIbHO HAa0I0aaTh 3a nanueHToM. CienyeTr paccMOTPeTh BO3MOXKHOCTb
OTMEHBI JPYI'UX NpPEnaparoB, aCCOLMMPOBAHHBIX C TOKCMYECKUM BO3JECICTBHEM Ha IeueHb. B
cllydae KJIMHMYECKON Ienecoo0pa3HOCTH HEOOXOAMMO CKOPPEKTHpOBaTh J03y Ipemnapara
[MUPOACIIEK® wmu npepsarh neueHnme. Kak TONbKO MOKa3aTend (YHKIMH IEYEHH
HOpMau3yroTcs, no3y npenapara IIUP®ACIIEK® MokHO MOBTOPHO MOBBINIATH JIO
PEKOMEHIOBAaHHOM CYTOYHOM 103bI C YU4ETOM IEPEHOCUMOCTH.

JlekapCTBEHHOE MOpaKCHNE IICUCHU

Heuacto noBeimienne ACT u AJIT 6b110 CBSI3aHO € COMYTCTBYIOUIMM MOBBIIIEHHEM MOKa3aTeNs
oumpy6una. I[Ipu IOCTperucTpalMoHHOM mHpuMeHeHuu mnpenapata I[TUPDOACIEK® 6bum
3aperUCTPUPOBAHBI COOOIEHUS O CIYYasX TSKEJIOro JEKapCTBEHHOTO MOPAXKEHUs TIEUYEHH, B TOM
YHUCJIEe OTACIBHBIC CTyUYau C JIETATbHBIM Ucxo10M (cM. [ToGouHoe aeicTBre)).

B pomosnHeHne K peKOMEHyeMOMY PEryJISIpHOMY KOHTPOJIIO TOKa3aTesiell (PYHKIMHM NE4YeHU
CIIelyeT NPOBECTH HEMEICHHYIO KIIMHUYECKYIO OLIEHKY M aHaJIU3 MoKa3aTeneil QyHKIMY neueH:
y MalUEeHTOB, KOTOPHIE COOOIIAIOT O CUMITOMAax, KOTOPble MOTYT yKa3blBaTh Ha MOpa)KEHHE
MI€YEHH, TAaKUX KaK yTOMIIIEMOCTb, aHOPEKCHsI, TUCKOM(DOPT B NMPpaBOi BEpXHEN YaCTH KHUBOTA,

ITIOTEMHEHNE MOYH WJIU XKENTyXa.
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COOTBETCTEYET 2
__|:|T1I:I ':I'. '“-JJJT'IEE-
[Ipy mOBBIIIEHWH AKTUBHOCTH aMHUHOTpaHc(hepas off 134371 %(;L"—:%&M'Hé-: Cchaetalit ¢

KCMNEPTHOMY OTYETY

runepOMIMpyOMHEeMuUe UM KIMHUYECKUMU PU3HAKAMH UM CHMITOMAaMHU, XapaKTepHbIMU JIJIs
TIOpaKeHHs TIedeHy, Tepanuio npenaparom [TMPOACIIEK® ciemyer HOTHOCTBIO MPEKpaTHTh U
HE BO30OHOBJIATH B JaJIbHEHIIIEM.

[Ipy TOBBILIEHMH aKTUBHOCTH aMHHOTpaHcdepaz no >5xBI'H Tepammio mpenapaTom
[IUPOACIIEK® crenyeT mOMHOCTBIO IPEKPATHTh H He BO30OHOBIIATE B AadbHEHIIEM.

IleueHouHas HEAOCTATOYHOCTDH

VY ManueHToB ¢ MEYCHOYHOM HEJI0CTaTOYHOCTHIO Cpe/IHEH CTeleHH TshkecTH (kiacc B mo Yaitn-
[Tpr0) sxcno3unusi nupdenniona nosbimanack Ha 60%. Y4uTbiBas BO3MOKHOCTb yBEIUYCHUS
AKCMO3UIMU MUP(DEHUIOHA, CIEAYyeT COONIoAATh OCTOPOXKHOCTh NMPHU MPUMEHEHUH Ipenapara
[MUPOACIIEK® y nanueHToB ¢ MeYeHOYHOH HE0CTATOYHOCTBIO JIETKOH MM CpelHel cTeneHu
TsokecT (kimacesl A U B mo Yaiing-IIsto) B anamnese. Creyer THIATEIbHO MOHUTOPUPOBATH
MAIMEHTOB Ha MPEIMET HaJu4us MPU3HAKOB TOKCUYHOCTH, OCOOCHHO €CIIM OHU OJHOBPEMEHHO
npuHUMaoT uHruouTop uzogpepmenta CYPIA2 (cm. paspensl «B3aumopelicTBue ¢ JIpyrumu
JIEKApCTBEHHBIMU CpeACTBaMU» U «Dapmakonorudeckue cBoucTBa»). [Ipumenenune mpemnapara
[MUPDACIIEK® He M3y4yald y MALKMEHTOB ¢ MEYEHOYHOM HEJOCTATOYHOCTHIO TSHKEJION CTEIEeHU
tsxectd. He cienyer npumensts npenapat IIMPOACIIEK® y nanHo# rpymibl HaueHToB (CM.
paznen «IIpoTuBomoKazaHus»).

PeaKHI/II/I d)OTO‘-IVBCTBI/ITCJ'II)HOCTI/I U CHIITb

Crnenyer u3berarb WM MUHUMHU3UPOBATh BO3JECWCTBUE MPSIMOIO COJHEYHOIO CBeTa (BKJIIOYast
JaMIlbl  CONTHEYHOrO CBeTa) BO BpeMs Tepanmuu npernapatom TITHMPDOACIIEK®. Crenyer
MpOoMH(OPMUPOBATh MAIMEHTOB O HEOOXOAMMOCTH MPUMEHEHMSI COJIHLE3ALIUTHBIX CPE/ICTB
JTHEM, MCIIOJIb30BAaHUS OJEXK/bl, 3alUIIAIONIe OT COJHEYHOIo BO3AEHCTBHS M U30eraTh
NPUMEHEHHS JAPYTHX JIEKAPCTBEHHBIX CPEACTB, BBI3BIBAIOIINX (POTOUYBCTBUTENBHOCT. Clieayer
nporHGOPMHUPOBATH MAIMEHTOB O HEOOXOIMMOCTH COOOIIATh JIeUalleMy Bpady O CHMIITOMax
peakuuii (OTOUYBCTBUTENBHOCTH WM CHINU. TspKedable peakiuu (POTOUYyBCTBUTEIBHOCTH
oTMedanuch Hevacto. IIpy BO3HHMKHOBEHMH peakUuil (OTOUYBCTBUTENBHOCTH WM CHIUA OT
JIETKOH J10 TSKENIOM CTENEeHM TSKECTH MOXKET MOTPeOoBaThCs KOPPEKIUS 1036l U TpephIBaHHE
Tepanuu (cM. pazaen «Crnocod MPUMEHEHHSI B I03b1»).

Tspxenbie PCAKIIMH CO CTOPOHBI KOXHU

IIpu mocTperucTpanuoHHoM npumenenny npenapara [IMPO®ACITEK® 6bu1u 3aperucTpupoBaHbL:
Cungpom CruBeHca-/[’)KOHCOHA, TOKCMYECKHH JMUACPMAIbHBIA HEKPOJIHU3 W JIEKapCTBEHHAS
peakuus ¢ so3uHOmIuedt u cucremHbiMu cumnToMamu (DRESS-cunapom) — coctosiHus,

KOTOpBIE MOTYT OBITh JKH3HEYTPOXKAIOUIMMH WM TPUBECTH K JIeTalIbHOMY ucxony. llpm
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ot 10.07.2025 N= 17165

MOSIBJICHUU TTPU3HAKOB M CUMITTOMOB, YKa3bIBAK)IIIHX Ha'ﬂgﬁbmg&ﬁﬁg@bgﬁ%bTﬁbgnébﬂTOM

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

[TUPDACIIEK® cnemyeT HeMemIeHHO MpPEeKpaTHTh. ECiaM y MalMeHTa pasBHIICS CHHIPOM
CruBeHca-/[>KOHCOHA, TOKCUYECKUH 3MuepManbHblid Hekponu3 wim DRESS-curnpom Ha ¢one
IpUMeHeHus Tpenapara, Tepanuto npernapatom [IMPOACIIEK® uenb3s Bo300HOBIATH 1 ClETyeT
MOJIHOCTBIO IPEKPATUTh.

AHIMOHEBPOTUYECKUIN OTeK/AHadriakcus

[To JaHHBIM OCTPETUCTPALIMOHHOTO HAOIIOACHHUS Y PsiAa MALIMEHTOB B X0/I€ JICUEHUs [IPernapaToM
[TUPDACIIEK® Habmomanuch ciydad aHTHOHEBPOTHUECKOTO OTeKa (B HEKOTOPHIX CIydasx
Cepbe3HbIE), CUMIITOMBI KOTOPOTO BKJIIOYAM OTEKH JIUIA, Ty0 W/WUIH SI3bIKa, KOTOPHIE MOIJIU
COIPOBOXAATHCS 3aTPYJAHCHUEM JBIXaHUS M XpHUIIaMH. Takke ObUIHM IMOYYEeHBI COOOMmEHUsT 00
aHa(WITAKTHYECKHUX peaknusx. Takum o0pa3om, HE0OX0IMMO HEMEICHHO IPEKPATUTH TEPAITHIO
y MalMEeHTOB C IMPU3HAKAMU WJIM CUMIITOMaMU AHTHMOHEBPOTHMYECKOTO OTEKA WM TSKEIbIMU
aleprudeckiMHU peakusaMy Ha GpoHe npuMeHeHus npenapata IIMPOACIIEK®,

JleueHre MaMEHTOB ¢ AHTMOHEBPOTUYECKUM OTEKOM U TSKEIBIMU AJJIEPTUUECKUMU PEAKLIUSAMU
OCYLIECTBJISIETCS B COOTBETCTBUU CO CTAaHAAPTAMM OKa3aHUs MeIuUMHCKOW nmomomu. [Tpenapar
[MUPDOACIIEK® He CIIeNyeT NPUMEHATh Yy MAlUEHTOB C AHTMOHEBPOTUYECKUM OTEKOM WU
TUIEPYYBCTBUTENLHOCTBIO, BEI3BAHHBIMU NpuMeHeHneM npenapata [IMPOACIIEK® B anamuese
(cMm. pazaen «IIpoTuBOIIOKa3aHUAN).

T'onoBOKpyXEHHE

NmeroTcst  cooOmmieHuss O pPa3BUTUM TOJIOBOKPYXKEHHsS B XOJ€ JIEUCHHUS TpernapaToM
[MUPDACIIEK®.

[TanueHT AOMKEH OLEHUTH CBOIO MHAMBHUAYAIBHYIO PEaKILUIO Ha penapar 0 BhINOIHEHUs pador,
TpeOyIOUINX KOHIEHTPAIMU BHUMAHHS WU XOpOIleHd KOOpAMHALUW ABMKEHUH (CM. pas3jien
«BnusiHMEe Ha CIOCOOHOCTH YMPAaBISATh TPAHCIIOPTHBIMH CPEJICTBAMHU U MEXaHU3MaMu»). B xone
KIIMHAYECKUX MCCIIeIOBAHNN Y OOJIBIIMHCTBA MAITUEHTOB OB OTMEUYECHBI SITH30/16I OJHOKPATHBIX
TOJIOBOKPYKEHUH, OOJBIIMHCTBO SIBJICHUN pa3pelIniioch, MeAuaHa MpOAOKUTEIbHOCTH
cocraBuia 22 qus. B ciyuae, ecnu 3nM30/b1 TOJOBOKPYKEHUS HE TPEKPAIIAIOTCS UIIA UX TEUEHUE
CTaHOBUTCsI O0JIee TSHKENbIM, HEOOXOAMMO TIEPECMOTPETh PEKUM JTO3UPOBAHUS Tpernapara Win
MPEKPaTUTh €ro MPUMEHEHHE.

YTomiasgeMocTh

NmeroTcs coobIIeHns 00 yToMIsSIeMOCTH B Xo/e npuMeHenus npenapata IIMPOACIIEK® (cwm.
pazznen «Ilob6ounoe petictBue» [lareHT MOKEH OLEHUTH CBOIO MHAMBHUIYAIbHYIO PEaKIHIO Ha

mpernapaT A0 BBINOJIHEHHUS padoOT, TPeOYIOUUMX KOHLEHTPAllMd BHHUMAHUS WM XOpOIen
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 10.07.2025 N= 17165

KOOPJAMHAIMK JBIWKEHUN (cM. pasnen «Brnusaue Ha cﬂgggéﬁﬁcﬁftﬂé&lﬁ# L;ﬂal]—;éﬁépl”t‘lﬁﬂIMI/I

CpelICTBAaMHU M MEXaHU3MaMU» ).

CHMXeHrEe Macchl Tena

MMeroTcs COOBIIEHNS] O CHMKEHHH MaccChl Tella B Xoje Tepanuu npenapatom ITHPDACIIEK®
(cm. paznmen «Ilob6ounoe npeiictBue»). Heo6XxoauMo KOHTPOJIUPOBATh MAcCy Teja MAlMEHTOB U
PEKOMEH/I0BaTh yBEJIMYEHUE KaJOPUIHOCTU pallioHa B Cllydae, €ClId CHIKEHHUE MacChl Teja
npuoOpeTaeT KIMHUIECKOE 3HaYCHHUE.

T'unonarpuemus

MeroTcs coobIIeHs 0 TMIIOHATPHEMMH B Xoje npuMeHeHus npenapata [IMPOACIIEK® (cwm.
paznen «lloGounoe nefictBue»). [lockonbKy CHUMIOTOMBI TUIIOHATPUEMHUHN MOTYT OBITH CKPBITHIMU
1 MacKHUpPOBAThCS IMOJ CUMIITOMBI COMYTCTBYIOUIMX 3a00JIeBaHUN, PEKOMEHIYETCSl PETyJISpPHBIi
KOHTPOJIb COOTBETCTBYIOIIHX JIA0OPATOPHBIX MTAPAMETPOB, OCOOCHHO MPU HATTUYHH XapaAKTSPHBIX
MIPU3HAKOB U CUMIITOMOB, TAKUX KaK TOIITHOTA, TOJIOBHAsI OOJIb UITH TOJIOBOKPYKEHHUE.

BcnomMorarennHble BEIIECTBA

JlauHbI# Tipernapar coaepkut Meree 1 Mmoutb (23 Mr) HaTpus Ha OJIHY TaOJIETKY, TO €CTh, 110 CYTH,

HC COACPIKUT HATpUA.

Baunsinne Ha cIOCOOHOCTH YNIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMH M MEXaHHU3MAMH

[penapar [IMPOACIIEK® MokeT BHI3BIBATH TONOBOKPYKEHHE M yTOMIISIEMOCTb, YTO MOKET
OKa3aTb YMEPEHHOE BIIMSHUE Ha CHOCOOHOCTh YNPABIATH TPAHCIOPTHBIMU CPEACTBAMU H
MeXaHU3MaMH, T03TOMY IPH MOSABICHUH YKa3aHHBIX CHUMITOMOB MAI[UEHTHI TIOJKHBI COOTIOATh

OCTOPOXHOCTD IIPH YHPABJICHUHN TPAHCIIOPTHBIMHU CPECACTBAMHA U MEXAHHU3MAMU.

®opma BBIIYCKA

Kanicynel 267 mr

ITo 270 xancyn B 0Oanky wu3 mnonudTWieHa Bbicokoil miuotHoct (HDPE) Gemoro mBera c
3aBI/IHqI/IBa}OH_[eI\/'IC$I KpBIHIKOfI W3 MOJHIIPOIUIICHA C SaHH/ITOI\/’I OT BCKPBITHA ACTbMU U KOHTPOJIEM
MIEPBOTO BCKPBITHUS.

banky BMecTe ¢ MHCTPYKIHMEH MO MPUMEHEHHUIO MOMEINAIOT B KapTOHHYI0 Mauky. Ha kmamaHa

IMa4YK HAHOCAT 3TUKCTKHU KOHTPOJIA IMIEPBOTO BCKPBITUA U3 IIJICHKH MOJTUATHIICHOBOM.

Cpok roaHoctu
3 rona.

He npumeHsTh M0 UCTEUEHUH CPOKA TOTHOCTH, YKAa3aHHOTO Ha YIIaKOBKE.
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY

ot 10.07.2025 N2 17165
(NOCNEOCBATENEHOCTE 0003)

YciaoBus XxpaHeHUs
[Ipu Temnepatype He Bbime 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs ICTEN MECTeE.

YciaoBus ornycka

OTIyCcKaroT MO perenty.

Baanenen perucrpanuoHHoro ynocropepenusi / IllpounsBoaurens / Opranuszanusi,

NpUHUMaKuas nNpeTeH3nu l'[OTpeﬁl/lTe.]'lﬂ

000 «Acnekryc papmar, Poccus

daxTrueckuii agpec: 142717, MockoBckas 0011. r.0. Jlennnckwuii, . Pa3suika, Tep. Ksapran 1,

BiI. 9.
ten./ake: +7 (495) 660-94-76, +7 (916) 205-06-04

aJieKTpoHHast mouTta: safety@aspectus-pharma.ru
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