IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

CEPMIOH®

(SERMION®)

Cknao:

ditoya pevosuHa: HillepToJIiH;

1 ¢rmakoH MicTUTE 4 MT HillepTOJIiHY;

0ONOMIdCHI peyoBUHU: JTAaKTO3a, MOHOTIIpAaT; KUCIIOTa BUHHA;

PO3UUHHUK: HATPiI0 XJ0puf, OeH3aIKOHII0 XJTOPHUA, BOJa [JIS iH'€KITiH.

JIikapcbka ¢opmMa. JliodinizaT ansg po3yuHy s iH €KIIN.

OcHosHi (i3uko-xiMiyHi 81acmusocmi: opucTuii 6inui miodinmizar.

dapMakoTepaneBTHYHA rpyna. 3acobu, 110 BIJIMBAIOTh Ha CEPIIEBO-CYIUHHY CUCTEMY.
[Tepudepuyni BazomgunaTaTopu. Ankanoinu pixkkis. Hinepromin. Kog ATX C04A E02.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

Hineproriu € moxigHuM eproiny 3 anbda-1-agpeHepriyHoi0 6710KyI040I0 aKTHBHICTIO, V pa3i #oro
ITapeHTepasbHOr0 3acToCcyBaHHA. [1iciisa nepopalbHOro 3aCTOCYBaHHS HillEProJIiH MiiaeThCa
IIBUOKOMY i €EKCTEHCUBHOMY MeTa00JIi3My 3 YTBOPEHHSIM PNy MeTaboJliTiB, 3a paXyHOK SKHX TaK0XK
CIIOCTEPIraeThCsl aKTUBHICTh Ha Pi3HUX PIiBHSX LIEHTPAIbHOI HEPBOBOL CUCTEMH.

IIpu mepopanbHOMY 3acTocyBaHHI CepMioH® IpPOSIBNISE YUCIEHHI HelfipodapMaKoIoriusi epekTu: BiH
He TiJIbKY MiIBUIYE€ HaOXO[XKEHHS Ta CII0KUBAHHS TJII0KO3H B MO3KY, MigCUITIOE 6iI0CHHTE3
OinKa Ta HYKJIEIHOBUX KMCJIOT, ajie TaKOXK BIIMBAE Ha Pi3Hi HEMPOTPAHCMITEPHI CUCTEMH.

CepMmion® mokpaye nepebpanbHi XoniHepriuni GyHKIIl y cTapux TBapuH. TpUBae 3aCTOCYBaHHS
HillepTOJIiHy ¥ CTapUX IIypPiB MEePeLIKOAXKalI0 0B’ A3aHOMY 3 BIKOM 3HUKEHHIO PiBHS alleTUIXOMiHY (y
KOpi rOJIOBHOTO MO3KY Ta B CMyracTOMY TiJli), @ TaKOXK 3MEHIIyBaJi0 BUBUIbHEHHS alleTUIXOMIHY (Y
rinokami) B yMoBax in vivo. Ilicis TpUBanIoro nepopanbHOro 3acToCyBaHHs npenapaTy Cepmion®
TaKO0XK CIIOCTepiranocs MigBUINIEHHS aKTHBHOCTI XOJliH-alleTUITPaHchepasy Ta LIiIbHOCTI



MYCKapHUHOBUX pelLenTopiB. Binbil Toro, y JoCifKeHHAX SK in VItro, Tak i in vivo Hitiepromin
ICTOTHO 3HMXKYBaB aKTUBHICTh alleTUJIXOJIIHECTEPA3U. Y IIUX eKCIIePUMEHTAJIbHUX JOCIIiIKEHHAX
HeUPOXiMiuHi e)eKTH CIIOCTepiraaucs OGHOYACHO 31 CTIMKUM MOJIINIIeHHSIM I0BEAiHKOBUX peaKIlii.
Hanpuknaf, y TecTi 3 1a6ipuHTOM y 3pilkX TBAPUH, SKMM 3aCTOCOBYBaa CepMioH® IpoTArom
TPHBAJIOTO Yacy, CIIOCTepiraau po3BUTOK Peakiliii, CX0XKUX Ha pPeakilil y MOJIOIUX TBapHUH.

ITig yac 3acTocyBaHHs mpenapaTy CepMioH® y TBapyMH TaKO0XK BAJIOCH 3MEHIIATH IIPOSBH
HEeJOCTAaTHOCTI KOTHITHBHOI (yHKIIil, sKa Oy/la iHAyKOBaHa KiTbKOMa areHTaMu (TilOKCi€lo,
eJIeKTPOKOHBYIbCUBHOW Tepatniet (EKT), ckononaminoMm). [TepopanbHe 3aCTOCYBaHHA IIpenapaTy
CepmioH® y HU3BKMX H03aX 30ibInye 0OMiH qodaMiHy y 3pinux TBapyH, 30KpeMa B Me30JiMOiuHil
[iJISTHII, ©MOBIPHO, IIIIXOM MOAYJALil fodaMinepriuaux penentopis. Cepmion” mokpairye
MeXaHi3MHU MiXKKJIITUHHOI Tlepefadi CUTHAJIIB y 3PiAuX TBapuH. fK Mic/is OMHOPa30BOTO, TaK i IpHu
TPUBAJIOMY IIePOpasbHOMY 3aCTOCYBaHHi IIpenapaTy CIOCTepiranocs migBUIEeHHS 00MiHy
0a3a/bHOTO Ta arOHICTUYYTAUBOTO (GOCPOiHOUTHULY. CepMior” Takox MiIBUIY€E€ aKTUBHICTSH i
nepeHeCeHHs [0 OiITHKY MeMOpaHU Kasblii3anexHux i3odpopm nporeinkinas3u C. Li hepmerTn
OepyTh y4acCTh Y MeXaHi3Mi cekpellil pO3YMHHOTI0 aMiJIoigHOTO MoTepefHUKa IPOTEIHY, 1110
IIPU3BOIUTH [0 MIOCUJIEHHS HOT'0 BUBIIPHEHHS i 0 3HUKEHHS IIPOAYKIIil maTosoriyHoro 6eTa-
aMinoiny, 1o 6yJi0 IPOOeMOHCTPOBAHO Ha KYJbTYPi JTIOAChKOI HelpoO1acToOMH.

3aBOgKM CBOEMY aHTHOKCUOAHTHOMY e(deKTYy Ta 3TaTHOCTI aKTUBI3yBaTU (PEPMEHTH [EeTOKCHUKAIlil
Cepmior” 3amobirae 3aru6eni HepBOBUX KIITHH BHACIIIIOK OKCUAAHTHOTO CTpecy, a TakKoX
TIONEepeXKye BUHUKHEHHS arloNTo3y B in vivo Ta In Vitro eKClIepUMeHTaIbHUX MOJENIsaX.
Cepmion® nocna6iioe BikoBe 3MeHIIeHHs ekcnpecil MPHK HelipoHaIbHOI CUHTa3H OKCHAY
as30Ty, 1110 TAaKOXK MOXKe BIJIMBATHU Ha IOJIIIIeHHS KOTHITUBHOI QYHKIIII.

dapmakogvHAMIYHI JOCHIAKEHHS ¥ TIOAUHA 3 BUKOPUCTAHHSAM KOMIT I0TEPU30BaHUX METOOUK 3HATTS
enekTpoeHnuedanorpamu (EEI’) 6ymo mpoBeeHo 3a y4acTiO MOJIOOUX JOOPOBOJIBIIB Ta JOOPOBOIBIIB
JIITHBOTO BiKY, @ TAKOXK 3a y4acCTIO ITalli€eHTiB JIITHHOI'O BiKy 3 KOTHITUBHUMU po3nafgaMu. Hinepromin
CIIpaBJISiB HOpMaJli3ylo4yui BIIJIUB Ha pe3ynbTaTyé EEI" y maui€eHTiB IiTHROTO BiKy Ta JOPOCIUX
MOJIOZIOTO BiKY IIPH TillOKCii, MigBUIIYIOYX (- Ta f-aKTUBHICTE, @ TaKOXK 3HUXKYI0UU O- Ta 0-aKTUBHICTE.
[To3uTuBHI 3MiHU O[O0 BUKJIMKAHOTO IIOTEHIIia/ly Ta BigMOBifi Ha ogpa3HeHHs Oy 3apeecTpoBaHi
y TallieHTiB 3 JeMeHIIi€10 1eTKOTo abo MOMIpHOTO CTYIIeHs Pi3HO0l eTioJoril (CeHimbHa eMEeHIIis
anbLre¥MepiBCHKOr0 TUILY Ta MyJIbTHiH(aPKTHA AEMEHIIis); MiCas HJOBrOTPUBAIOrO JIIKyBaHHS
HillepromaiHnoM (2—6 MicsIliB) 1i 3MiHM KOPEIIOIOTh 3 IMOKPAIlleHHSAM KITiHIYHUX CUMIITOMIB.

3 oryisAfy Ha BUllle3a3HauYeHe, 0YeBUOHO, 1110 HilleproJliH [ie MIIX0M MOOYJIOBaHHS IIIUPOKOI0
CIIeKTpa KJIiTUHHUX i MOJIEKYJIIPHUAX MeXaHi3MiB, 3a/lydeHux A0 naTodiziosnoril jeMeHIil.

Y nopBiitHO cninux miane60-KOHTPOIbOBAaHUX KITIHIYHUX NOCTIgXKeHHSIX Opaio y4acTh Oiblie HixX
1500 maiieHTiB 3 IeMeHIi€l0 (TUy AnblreiiMepa, CyIUHHOTO Ta 3MIllIaHOTO THUITY), SIKi OTPHMYyBaIu
HileproJi# y mo3i 60 Mr Ha go0y abo nnate6o. ITicyisg JOBrOTPUBAJIOTO MiKyBaHHS HilleproliHOM
crocTepirasnocst Oe3nepepBHe 3MeHIIIEHHSI KOTHITUBHUX MOPYIIEHD Ta MOPYIIEHDb TOBEIiHKY,
IIOB’I3aHUX i3 MeMeHIIi€10. 3MiHKM MOXKHa Oy/I0 CIIOCTEpIraTy Iics 2 MicsIiB TiKyBaHHS, i BOHU
YTPHUMYBAJIUCS IPOTATOM OJHOTO POKY IiKyBaHHS.

dapmakoKiHemuxka.

ITicnsg BBemeHHS 2 MT H3-Hiuep1"oniHy TPHOM 37[0POBHM JOOPOBOJIBLISM IIJITXOM BHYTPIIIHHOBEHHOI
in¢ys3ii TpuBanicTio npubnu3Ho 10 XBUIMH HilleproJiiH MigfaBaBcs MBUAKOMY Tifpoi3y edipHOTO
3B’SI3Ky 3 YTBOPEeHHSIM MeTabomity 1-metun-10-meTokcupurigponizeprony (MMDL). BHacmigok



TIOMIAJIBINOL BTPATH METHUILHOI I'PYIIX B IOJIOKEHHI 1 CTPYKTYPHU €ProJjIiHy YTBOPIOETHCS OCHOBHUM
meTabornit - 10-meTokcupurigpomnizepron (MDL). He3amineHnu#t Hilleprosin BU3HayaBCs y BCiX TPHOX
TalieHTiB mpoTsarom nepiony no 90 xBumuH micns iHGys3ii 3 cepenHiM piBHEM B m1a3Mi KpoBi 67TM3bKO
4,5 ur/mn yepes3 20 XBUNIKH 3 MOOANbIINM IIIBUAKMM 3HUKEHHSM, OB’ I3aHUM i3 mepiogoM
HalliBBUBEJEHHS, IKUU CTaHOBUTH MeHIre 30 XxBUNIMH. MaKcuManbHa KoHIleHTpallis MMDL
criocTepiranacs Bxe dyepe3 20 XBUJIKH IiC/Isl BBeIEHH IIpenapary, a ¥oro piBHi MIBUOKO
3HUKYBAJIUCh ITiC/Ig TOr0 BIIPOOOBXK Iepioay mo 8 romuH. MakcuMainbHa KOHIIeHTpaligs MDL
CTaHOBMIa OJIM3BKO 2,2 HI/MJI Yyepe3 4 TONUHYU IiCTs 3aBeplieHHs iHdY3il 3 momanbIoo 6imbI
MOBiTbHOIO (ha3010 3HUKEHHS, HiK Taka B MMDL. ITpubnu3ao 50 % ta 10 % BBemeHOi pagioaKTHBHOI
PEYOBUHY BUBOOUIIOCS 3 C€YEI0 IPOTIToM 4 [HIB Ta 3 peKamisMu IPOTIroM 7 OHIB BilIOBIMHO.

Oco6nuBi TpyNY Nalli€HTiB.

Brnus nopymeHHs QyHKIII HUPOK Ha (papMaKOKiHETUKY HilleproJliHy OLIHIOBa/IM Y Nalli€HTIB 3
nmerkuM (KJIkp (kmipeHc KpeatuHiny) 60-80 mi/xB), momipauM (KJIkp 30-50 mi/xB) i Taxkum (KJIKp
10-25 M11/xB) mopyiieHHIM QYHKIIII HUPOK. Y TallieHTiB 3 IeTKUM (n = 5), moMipHuM (n = 5) Ta
TAKKUM (n = 4) nopyieHHSIM QyHKIII HUPOK CIIOCTepiraaucs 3Hauyli BigMiHHOCTI B KinbkocTi MDL,
110 BUOINISIBCA 3 cevelo nmpoTarom 120 rogus micias NpurioMy Hineprosiny B 1o3i 30 Mr mepopaibHO
(38,1 %, 42,6 % Ta 25,7 % mo3u npenaparty BiAnosigHo); Ay MMDL BifnoBigHi 3HaueHHS CTaHOBUIIU
1,7 %, 0,6 % Ta 0,2 %. Y nauieHTiB 3 TSXKKUM MIOPYIIeHHIM (PYHKIIil HUPOK CIIOCTEpiranocs 3HayHe
3HUKEeHHA BuBeneHHsA MDL 3 ceyero OPIBHAHO 3 IHIIKMY ABOMa rpynaMu. Kpim Toro, y nami€eHris 3
JIETKUM, IIOMIPHUM Ta TSIXKKHAM MOPYIIEHHSIM (PYHKIII HUPOK CIIOCTEPIranocs cepeqHe 3HUKEHHS
BuBepmeHHs MDL 3 ceueto (0-72 rogunu) BigmoBigHo Ha 32 %, 32 % i 59 % B mOpiBHAHHI 3
nalieHTaMy i3 HOpMaJIbHOI HUPKOBOK (QYHKINEIO B iHIIOMY OOCTiZKEHH] Tpu MpuitoMi TabIeToK 1o
30 mr.

dapmakoKiHeTHKa HilleproyliHy He BUBYaJacs y MalLi€HTIB 3 MOPYIIEHHIM (QyHKIIl TeYiHKH.
dapMaKOKiHETHKa HilleprojIiHy He BUBYalacs y OiTeu.

dapMaKOKIHETHKY HilleproiHy y Malji€HTiB JIITHLOTO BIKYy IIOBHICTIO HE BUBYEHO.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

TocTpi Ta XpoHiuHi IepeOpoBaCKYISPHI MOPyIIeHHS MeTabo01i3My BHACIIIOK aTepPOCKIEPO3Y,
TpoM0O03y i eMOortil 11epedpanbHUX CYyANH, TPAaH3UTOPHUX MTOPYIIEHD IlepeOpanbHOr0 KPOoBOOOiry
(TpaH3UTOpHI ilIeMiYHi aTaku).

T'onoBHUH GiNb.

IlogaTkoBa Tepallis IIpu JTiKyBaHHI apTepiaabHOI TinepTeHa3il.

IIpomunoka3aHHA.

[TigBuIIleHa YYTIUBICTDL O Hif0Y0l PEUOBUHU, aJIKaI0ifiB PixkKKiB ab0 M0 OyIb-IKOTO KOMIIOHEHTA
mpenaparty. HeltomaBHO mepeHeceHu! iHpapKT MioKapaa, rocTpa KpoBOTeda, OPTOCTaTUYHa
rinoreHsid, TsAxkKa OpaguKapmis.



B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
[Tpemapart cJ1if 3aCTOCOBYBaTH 3 00€PEXKHICTIO pa3oM i3:

- QHTUTINEePTEeH3UBHUMU 3aco0aMu (HilleprosiH MoXKe IOTeHINI0BaTH iXHIO Iito0). Hillepromin Moxe
IIOTEHITI0BaTH BIIUB B-0710KAaTOPIB Ha ceplie;

- CHMITaTOMIMeTHYHUMHU 3acobamu (anbda Ta 6eTa): Hilleprosid Moxe MPOTUHIATH
Ba30KOHCTPUKTOPHUM edeKTaM CUMIIaTOMIMETHYHUX IIpelapaTiB, OCKiTbKY Ma€ anbda-
agpeHepriunui 610Kyouni epekT (ouB. po3nin «OcoO0MMBOCTI 3aCTOCYBaHHI»);

- mpemnaparamy, 1o MetabonizyoTscs i3opepmenTom CYP2D6: ocKinbKy HilleproiiH MeTabomi3yeTbes
iopepmenTom CYP2D6, He MOKHa BUKJTIOYATH B3aEMOZII 3 iHITMMU JIiIKapCbKUMU 3aco0aMu, 110
MeTab0Ii3yI0ThCSI TUM CaMUM IIISIXOM;

- aHTHArperaHTaM¥ Ta aHTUKOATyNISHTAMU (HAIPUKIIA[ 3 alle TUJICATIIIIMIIOBOI0 KUCIIOTOI):
HiIleProJIiH MigBHUIINYE BIJIUB HAa T€MOCTA3, y 3B'I3KYy 3 UMM MOKe IOI0BKYBATUCh YaC KPOBOTEUi;

- IpelapaTaMy, 110 BIJIMBAIOTh Ha MeTa00JIi3M Ce40BOl KUCIIOTH: HilleproJliH MOXe IIPU3BOAUTH [0
0e3CUMIITOMHOTO IIiABUIIEHHS PiBHIB CEUY0BO1 KHCJIOTH Y IIJIa3Mi KpPOBI.

Oco6.1ueocmi 3acmocyeaHHsi.

HocnimxkeHHS pa3oBoi abo 6araTopa30BUX 03 HilleproliHy IPOOeMOHCTPYBaJIH, 10 HilleproJliH MoXe
3HUXKYBATU CUCTOJIIYHUY apTepiaJbHUY TUCK 1 MEHIIOK MipOI — AiaCTONIYHUN apTepiajbHUN TUCK Y
HOPMOTEH3UBHUX NAIi€HTIB Ta MAl[i€HTiB 3 NiABUILIEHUM apTepialbHUM TUCKOM. TaKUii BIIJIUB
HilleproJliHy Ha apTepiaabHUN THCK MOXKe BapiloBaTH, OCKIIbKM B iHIIKUX JOCIiIXKEHHSIX He 0YI10
IIPOJIEMOHCTPOBAHO 3MiH CHCTOJIIYHOTO a0 AiacTONIYHOTO apTepiabHOTO TUCKY.

CumMmmaToMiMeTH4Hi aroHictu (anmbga Ta 6eTa) CiIif 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM, 1110
OTPUMYIOTH HilleproiiH (AuB. po3min «B3aeMopis 3 iHIMMMU TiKapchbKUMU 3aco0aMu Ta iHIIi BUOU
B3aEMOJIIN»).

Hineproriu ciif 3 06epexkHiCTIO TpU3HavaTH MallieHTaM i3 TrinepypuKeMi€io YU 3 oarpoio B
aHaMHe3i Ta/abo mif Yac CynyTHLOTO JIIKyBaHHS IIpenapaTtaMi, 1[0 MOXKYTh BIIMBATH Ha MeTab01i3M
Ta eKCKpeIlilo ce4u0oBoi KUCNOTH (OuB. po3min «[1o6iuni peakirii»).

BunukHeHHS (iOpo3y (Hanpukiapn Gidpo3y nereHs, ceplis, ceplieBUX KilalaHiB Ta
peTporepuToHeanbHOro GiGpo3y) acoliroBasocs 3 3aCTOCYBaHHSIM [EeSKUX ajIKaloifiB PikKKiB,
SIKMM IIPHTaMaHHA arOHICTUYHA aKTUBHICTE 10 5-HT-penenTopis CepoTOHIHY.

[ToBimOMIISIIOCS IPO BUHUKHEHHS CUMIITOMIB eproTu3My (BKIII0Yal0oYu HyOOTYy, O/TI0BaHHS, diapero,
abmoMiHanbHUY 6inb Ta MepudepuvHy Ba30KOHCTPUKIIiIO) IIPU 3aCTOCYBaHHI HESIKUX alKasloifiB
PiXKKiB Ta IXHiX IOXiOgHUX.

[Tepen mpr3HaYeHHSM LIBOTO KJIACy JTiKapChbKUX 3aco0iB iKapsiM HEOOXiqHO 03HAMOMUTHUCS 3
O03HaKaMU Ta CUMIITOMaM# Ilepefo3yBaHHS PiXKKaMH.

Lle#t mikapcbku#t 3aci6 mictuth 13,3 Mr HaTpilo HA OMHY aMITyTy PO3YMHHUKA 4 MJI, 1110 eKBiBaJIEHTHO



0,7% pexkomeHnnoBaHol BOO3 makcruManbHOI [OO0BOI HOPMU BXKUBaHHSA 2 T HATPil0 [ HOPOCIIOL
mroguHY. HaTpiil IpucyTHIN NUllle B aMIyJli 3 PO3YUHHUKOM.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
BariTHicTb

Hineprosid He YMHUB TOKCUYHOI il Ha PENIPOAYKTUBHY (PYHKIIiI0 BariTHUX CaMOK IIypiB Ta KPOJIiB.
IMocmigKeHHS 3a y4aCTIO BariTHUX KIHOK He IPOBOOUINCS. 3 OTJISIAy Ha CXBaJieHi IOKa3aHHS,
3aCTOCYBaHHS IIpelapaTy BariTHUM XiHKaM Ta XKiHKaM, 110 FOAyITh I'PYAAI0, MaJoMOBIpHE.
Hiueprosig MoXHa 3aCTOCOBYBATH IIifl 4YaC BariTHOCTI TiJIbKY 3a YMOBH, 110 IIOTEHIINHA KOPUCTD AJIA
JKIHKY IlepeBaXxye NMOTEeHIIMHUN PU3UK OJId IJI0fa.

['onyBaHHSA IPYOOI0

HesBigoMo, 4y IpOHUKAE HILEPTOJIiH Yy TPYLHE MOJIOKO, TOMY CepMiOH® He CJIiJI 3aCTOCOBYBaTU
KiHKaM, SIKi TOOyI0Th TPYAAIO.

DepTUNLHICTD

Y mocnigkeHH] Ha LIypax HilleproJliH He BIIMBaB Ha (epPTUIbHICTE.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHizmamu.

Xoua KIiHiYHa [iisg npenapaty CepMioH” cIpsMoBaHa Ha MOKPALleHHs MAILHOCTI Ta KOHIeHTpallii,
BIIJIUB IIperapaTy Ha MIBUAKICTh peakilil TPy KepyBaHHi aBTOTpaHCIOpTOM abo mig yac poboTu 3
iHImMMY MexaHi3MaMu IIPH IIbOMY He OOCTiakKyBaBcs. B Oyab-IKoMy BUIIaKy HEOOXiqHO MPOSIBIISATH
o0epexkHicTh, Oepyun [0 yBaru OCHOBHE 3aXBOPIOBaHHA IallieHTa.

[Tig yac KepyBaHHS TPAHCIOPTHUMHU 3aco6amMu abo poOOTH 3 iHIIMMU MeXaHi3MaMHU CIIiJ] BpaxOByBaTH
Te, 110 Yac Bifl 4aCcy MOKe BUHUKATU 3allaMOpPOUYeHHS a00 COHNMUBICTh (IuB. po3pin «I1obiuni
peaxirii»).

Cnoci6 3acmocyeaHHss ma do3u.

BHyTpiuHboM 513081 iH'€Kirii: 2-4 Mr (2-4 M) ABiYi Ha 100y (BUKOPUCTOBYETHCA PO3UMHHUK, IO
OONAETHCS).

[ToBinbHa BHYTPIlIHEOBEHHA iHQY3ig: 4—-8 Mr, po3unHeHux y 100 My ¢isionorignoro po3yuny abo
PO3UMHY I'JIIOKO3U. 3a PillleHHSM JTiKaps 1Ig Ho3a Moxke OyTH IOBTOPHO 3aCTOCOBAaHA KiNlbKa pas3iB Ha
no0y.

ICHy€ MOCBif 3acTOCyBaHHA mpernapaTy CepMioH® IUISAXOM BHYTpIlIHEOApTepianbHol iH’eKIlii: 4 MT,
po3unHeHux B 10 M }isiomoriuHoro po3uuHy, MPOTIToM 2 XBUIIKH.

PexwuM no3yBaHHS, TPUBAIICTh JIIKyBaHHS Ta LIISX BBEOEHHS 3ajieXXaTh Bifl iHOUBiOya/IbHOL K/TiHIYHO1



cuTyalil. ¥ gesKux BUIIafiKax JOIIbHO PO3MOYHNHATH JIiKyBaHHS i3 BBeIeHHS IIpenapaTry
IIapeHTepasbHoO, a IIOTIM ITIepelTH Ha TPUBAIUY IePOPAIbHUN IPUUOM.

EdekT nikyBaHHS NPOSABASETHCS MOCTYNOBO. OCKibKY Teparisi, SK IPaBUJI0, € JOBrOTPHBAJIOIO,
nikapio HeoOXigHO MPOBONUTH OLIHKY AOLIILHOCTI MPOJOBXKEHHS JTIKYBaHHS Yepe3 MeBHi MPOMiXKKY
yacy, ajie He piflle HiXK KOXHi 6 MiCAILiB.

ITauienmu aimHb020 BiKY. BigmoBigHO KO pe3ynbTaTiB (hapMaKOKiHETUYHUX OOCIiAXKEHb Ta
IOCTiAKeHb IEPEHOCHMOCTI IIperapary, MallieHTaM JIiTHBOT0 BiKy He MOTPiOHO IIPOBOAUTH KOPEKITiIO
[NO3yBaHHS.

ITauieHmu 3 nopyweHHAM PyHKUil HUPOK. OCKIIbKY BUBEIEHHS 3 CEYEl0 € OCHOBHUM IIIJITXOM
eniminarii (80 %) Hilleproiny Ta #ioro MeTaboiTiB, peKOMEHAYETLCS 3HUKYBATH 03y IIpernapary
[JIS TIAIli€eHTiB 3 MOPYIIeHHSIMY (YHKIIl HUPOK (piBeHb KpeaTUHiHy B CHPOBATIi KPOBi = 2 MTI/MII)
(muB. po3gin «®apMakKOKiHETHUKa»).

Himu.

Beameka Ta epeKTUBHICTh 3aCTOCYBaHHS HillepProJjIiHy miTSM BCTaHOBIeHi He Oynu. [JOCTYIIHUX TaHUX
HEMae.

Ilepedo3yeanns. Ilpu 3aCcTOCYBaHHI HilIeProIiHy y BUCOKUX J03aX MOXKJIMBE TUMYACOBe 3HUKEHHS
aprepianpHOro TUCKYy. CnelliasibHe JTiKyBaHHS 3a3BUYall He MOTPiOHe, JOCTATHHO IOJIeXKaTH KijlbKa
XBUJIMH. Y BUHSTKOBUX BUIIaIKax IIPU PO3BUTKY BUPaKeHOl HEIOCTAaTHOCTI KPOBOIIOCTaYaHHS
TOJIOBHOT'O MO3KY 1 Cepld PeKOMEH0BAHO MPU3HAYEHHSI CUMIIAaTOMIMETHKIB 1 IOCTIMHUYN MOHITOPUHT
II0Ka3HUKIB apTepiaJbHOTO TUCKY.

ITo6iuni peakuii.

Huxue npepncrapneHo mobiuHi peakiril 3a KllacaMy CUCTEM OpraHiB Ta y MOPSIAKY 3MeHIIeHHS 1X
CTyIeHS TSKKOCTi. HaCTOTy BU3HAUYAIOTh TAKUM YMHOM: Iyxke yacTo (= 1/10); gacto (Big = 1/100
mo < 1/10); meuyacTo (Bim = 1/1000 mo < 1/100); pigko ( Bim = 1/10 000 go < 1/1000); my=xe pigko (<
1/10 000); yacToTa HeBigoMa (He MOXKHA OLIIHUTHU Ha MifCTaBi HAABHUX JaHUX).

Po3nadu 3 60Ky ncuxiku: He4aCTO: aXkKUTallis, CIIyTaHiCTh CBimoMocCTi, 6e3COHHS.

Posnadu 3 6oky Hepeoeoi cucmemu: He4aCTO: COHIUBICTD, 3allaMOPOYEHHS, TOJIOBHUM Oiflb;
YacTOoTa HeBimoMa: BimuyTTs XKapy'.

CyOuHHI po3.sadu: HeYacCTO: apTepiaabHa Till0TeH3is, MPUIIKUBH.

Po3aadu 3 60Ky WAYHKOBO-KUWKOB020 MPAKMY: YacTO: JUCKOMOOPT y KUBOTI; HEYACTO: miapes,
Hy[OTa, 3aI1op.

Po3aadu 3 60Ky wkipu ma ni0wkKipHOi KAiMKOBUHU: HedacTo: cBepOixK; 4aCcTOTa HeBimoMa:
BHCHUIIAHHS .



3aeanvHi po3aadu ma peakuii y micui sedeHHs: dactoTa HeBimoma: ¢idpo3s’.
Pe3ysivmamu docnidoceHb: HeYacTo: MiABUILIEHHS PiBHS Ce40BOl KUCJIOTH B KPOBI.

® Ouinka yacToTu MoGiYHMX peakiliii Oa3yBaiach Ha pe3yabTaTax JOCIiAXKeHb, BKITIOYEHUX [0
KOMIIJIEKCHOTO pe3ioMe 3 6e3meKu JiKapchKoro 3aco0y (peakiiil, 110 BUHUKIIM IiC/IS TOYATKY
NiKyBaHHS 3 Oyab-s1KOI mpu4uHM). [left KOMIIIeKCHUY aHasi3 0e3MmeKu BKIII0Ya€e OaHi

8 MOoMBIHO CIINMMX KOHTPOJIbOBAaHUX MOCIIII2KEeHb 3a Yy4acCTIO MalliEHTIB 3 JIerkKoi abo
IIOMIPHOIO [IeMeHIi€t0, 3 IKUX 1246 mali€eHTiB OTpUMYyBasu Hineproiid. «[IpaBuio Tprox» HE
3aCTOCOBYBAJIOCS, OCKiIbKY B 0a3i JaHUX KOMIIJIEKCHOTO pe3ioMe 3 0e3MeKu Hilleprojiny
6ymno menie 3000 maIfieHTiB.

ITosidomeHHA Npo nido3pro8aHi nobiYHI peakuii.

[ToBimoMmeHHS PO Mimo3proBaHi MOOiuHi peakiii micis peecTpatlii TikapchbKoro 3acoby €
BaXKJIUBUM 3axX0foM. Lle mae 3Mory npomoBKyBaTy MOHITOPUHT CIIIBBITHOLIEHHS
KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIpemapaty. [IpocuMo mpaliBHUKIB Chepu 0XOPOHHU
3[I0POB’S MOBimOMIATH PO OyAb-sIKi migo3pioBaHi MoOiuHi peakilil BiAmoBigHO 70 BUMOT
3aKOHOMIaBCTBA.

Tepmin npudamHocmi. 4 POKHU.

YmoBHu 30epiranns. 30epiratd B HeIOCTYITHOMY [J/IS [iTed Micli mpu TeMmeparypi He Bute 25 °C.

[Ticns BimHOBNIEHHS 30epiraTé B KAPTOHHIN YIIAaKOBII /I 3aXUCTY Bifl CBiT/Ia IPU TEMIIEpaTypi He
Buire 25 °C. Po34YuH cIli BUKOPHUCTATH IPOTATOM 48 TOOUH.

Hecymichicmeo. [1515 BHYTPIIIHBOM I30BUX iH €KI[I BUKOPHACTOBYETHCS PO3UMHHUK, 110 JOAAETHCS.
I71s BHYTPIIHbOBEHHUX iH'€K1iN/iHPYy3ili BUKOPUCTOBYETHCA Giziomoriunuii po3urH abo pPo3UrH
TJIIOKO3H.

YmakoBka. I1o 4 mr miodinisaty y ¢akoni; mo 4 M po34MHHUKA B aMmyi. [1o 2 ¢rmakoHu Ta 1Mo
2 aMIIy/Id y YapyHKOBI yIaKoBIli; Mo 2 YaPYHKOBi YIIAKOBKY B KapTOHHIN KOpoO11i; a6o mo

1 ¢makoHy 3 OPOIIKOM Ta 1 aMmyJli 3 pO3YNHHUKOM IIOMIIIA0Th B KAPTOHHY KOPOOKY pa3oM 3
iHCTPYKIIi€10 71T MEOUYHOTO 3aCTOCyBaHHS. [10 4 KapTOHHI KOPOOKH, yIIaKOBaHi pa30M B KaPTOHHY
KOPOOKY.

Kareropis Bigmycky. 3a perenTtom.



BupoOHHK.

I[1paitzep Mentodexruypunr Bensris/Pfizer Manufacturing Belgium.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Miclsi IpoBaIXKeHHs HOr0 Tis/IbHOCTI.

Petikceer 12, [Tyypc-Cint-Amanpc, 2870, Bensrisi/Rijksweg 12, Puurs-Sint-Amands, 2870,
Belgium.



