IHCTPYKIIA

IJIsI METHYIHOT 0 3aCTOCYBAaHHSA JTIKapChKOro 3aco0y

MAKCITPA
(MAXIGRA)
Cknao:
ditoua pevosuHa: cunpeHadin;
1 TabneTka MiCTUThL cunmeHadiny IUTPaT, 10 eKBiBaneHTHO cunaeHadiny 50 mr abo 100 mr;

donomiocHi peyosuHu: MaHiIT (E 421), kpocnoBifoH (tun A), noBifoH K-30, KpoxManb KyKypyA3sSHUH,
HaTpiio JaypuicyabdaT, MarHilo cTeapaT, KPEMHII0 OiOKCHL KOIOIgHUY 0e3BOmHUM;

obosioHKa: rimpoMenosa, marporon 6000, Tutany miokcup (E 171), Tansk, ingurokapmis (E 132).

JIikapcbka ¢opma. TabrmeTKH, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.

OcHosHi ¢isuko-xiMiyHi 81acmusocmi: KpyTJli, ABOOIYKJI TaOleTKH, BKPUTI IJTIBKOBOIO 060JI0HKOIO
royiy6oro KoJbopy.

®dapMmakoTepaneBTHYHA rpymna. 3acobu, 10 3aCTOCOBYIOTHCS IIPU €PEKTUIbHINA IUCHYHKIIII
Cunpenadin. Kog ATX G04B E03.

PapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M fil. CunmeHadin € mpemapaToM OJist TEPOPAIbHOTO 3aCTOCYBAHHS, IPU3HAYEHUM [T
TMiKyBaHHS epPeKTUNIbHOI gucyHKIi. [Ipu cekcyanmbHOoMy 30yIKEHHI TperapaT BigHOBIIOE 3HUKEHY
€PEKTUIbHY (QYHKIIIIO IIIJITXOM ITOCUJIEHHST IPUTOKY KPOBI [10 MeHica.

dizionoriyHuM MexaHi3M, 1[0 3yMOBJIIOE €PEKIIif0, BK/II0Ya€ BUBIIbHEHHS OKcuay a3oTy (NO) y
KaBEPHO3HUX TiJlaX Iifl 4ac CeKCcyaabHOTo 30ymKeHHs. BuBimbHEeHUH OKCUL a30Ty aKTUBYE ePMEHT
TyaHINaTIUKIa3y, 0 CTUMYJIIOE MigBUILIEHHS PiBHSA LHUKIIIYHOTO TyaHO3uHMOHOpochaTy (' M®), 1o
3i cBOoro 60Ky, BUK/IMKA€E PO3CIabeHHs IIafKol MyCKyIaTypy KaBePHO3HUX TiJl, CIPUSIOYN IIPUTOKY
KPOB.

CunpeHadin € MOTyKHUM Ta CeJIeKTUBHUM iHTiGiTopoM I’ M®-crenudiunoi pochoniectepasu 5
(POES) y xkaBepHO3HUX Tinax, ge ®IES Bignosigae 3a po3nag ul' MO. Edekrtu cungesadiny Ha
epexK1iio MaloTh nepudepudHuil xapakrep. CunneHadin He YMHUTEL 6e3M0CEPETHBO] PeIaKCyo0Uol Aii
Ha i3071bOBaHi KaBEePHO3Hi TiNla IOAWHM, ajie TIOTYXKHO IOCUITIOE po3ciabmioouy fito NO Ha gany
TKaHuHy. [Ipu akTuBanii Metaboniynoro usaxy NO/uI'MO®, mo BinOyBaeThCs Ipu CTaTeBIiN



ctumynsiii, inrioyBauus cunmeHadinom O®IES npu3BoguTh O0 HigBuilleHHs piBHS U MO y
KaBePHO3HUX Tilax. TaKUM YMHOM, OJIST TOTO, 1100 cumeHadin BUKIMKAB HeOOXimHMM
dbapmakosoriuaui edext, moTpibHe cekcyanbHe 30yOKEeHHS.

BronuB Ha ¢papMakogWHAMIKY. [[oCTigKeHHs in vitro moKa3alu CelIeKTUBHICTh BILIUBY
cunpeHadiny Ha ®JIE5, mo 6epe akTUBHY y4acTh y mpoteci epekiii. EpekT cunnenadiny Ha ®JES
IOTYKHIIINY, HiXK Ha iHmi Bigomi gocdomiectepasu. Lieit epekT y 10 pasiB NOTyXKHIMNM, HiXK edeKT
Ha OJIEG, 1m0 Gepe ydacTs y mporecax GoTornepeTBOpeHHs Y ciTkiBui. [Ipu 3acTocyBaHHi
MaKCUMaJIbHUAX PEKOMEHMIOBaHUX 103 CeNeKTUBHICTh cunpeHadiny go ®IIES y 80 pasiB nepeBuiiye
roro cenektusHicTh fo ®IJE1, y 700 pasis Buma, Hix go ®IE2, ®IE3, ®IE4, ®E7, ®IES, ®E9,
®IE10 ta ®IE11. 30kpema, cenekTuBHiCcTh cunpeHadiny go ®IES y 4000 pasiB mepeBuinye 1oro
cenekTuBHicTh 1o ®IE3 - ' Md-cenudivnoi izodpopmu pochoniectepasy, mo 6epe ydacTs y
perynsiiil cepiieBol CKOPOTINUBOCTI.

dapmakoKiHemuxka.

Abcopbuig. Cungenadin mBugko abcopOyeThcsd. MakcuManbHa KOHIIEHTPAIIis JTiKapChKOT0
3aco0y y nna3mi kposi (C,,,) mocsaraeTrscs npoTsarom 30-120 xBumnuH (i3 MemiaHOIO

60 XBUNIMH) IicJg HOT0 IIepoparbHOro 3aCcTOCyBaHHs HaTIe. CepeqHs aOCOMOTHA
6i00OCTYIIHICTE MiCIIs TePOPaIbHOTO 3aCTOCYBaHHS CTaHOBUTH 41 % (3 miarma3oHOM 3HAa4YeHb
Bif 25 1o 63 %). Y pekomeHmoBaHOMY Aiana3oHi 103 (Big 25 mo 100 mr) nokasnuku AUC
(mrmoma mif hapMaKOKiHETUYHOIO KPUBOIO «KOHI[eHTpalisg-dac») Ta C,,, cungeHadiny micis
110T0 ITepOpaIbHOTO0 3aCTOCYBaHHS MiIBUINYIOTHCS MPOIOPIIIAHO A0 HO3H.

[Tpu 3acTocyBaHHi cungeHadiny mig yac BXKUBaHHS 1XKi CTyIiHb aOcopO1il 3HMKYETLCA i3 cepenHiM
mogoBxkeHHIM T, mo 60 xBunuH i cepeguim 3HuKeHHIM C, ., Ha 29 %.

Po3nopin. Cepenniit piBHOBaxkHUYM 006’eM poamnopiny (V,) ctaHoBuTh 105 miTpiB, 1110 CBigYUTH
IIPO PO3IMOALI IIpenapaTy B TKaHUHAaX opraHiaMy. Ilicis omHOPa30BOro mepopaabHOro
3acTocyBaHHS cungeHadiny B mo3i 100 Mr cepepHs MaKCHMallbHa 3arajbHa IIJTa3MOBa
KOHIIEHTpallisa cunaeHadiny ctaHoBuTh mpubau3Ho 440 Hr/Mi (KoedillieHT Bapiarlil
cTtaHoBUTh 40 %). OCcKinbKu 3B’s13yBaHHA CUJIAEHa(DITy Ta UOr0 TOI0BHOTO N-
necMmeTunMeTabomniTy 3 6imkamu maas3Mu gocsarae 96 %, cepemHs MaKCHMaJbHa IIJ1a3MOBa
KOHIIeHTpallid BibHOTO cunpeHadiny gocarae 18 ur/mn (38 amonb). CTymiHb 3B’ sI3yBaHHS 3
Oinkamu I1a3My He 3aJIeKUTh Bif] 3arajlbHUX KOHIIEHTpallii cunneHadiny.

Y 3mopoBux M0GPOBOJIBILB, SKi 3aCTOCOBYBaU CcuineHadin ogHopa3oBo B mo3i 100 Mr, yepes
90 xBunuH B egKynaTi Bu3Haudanocs Menie 0,0002 % (B cepenaboMy 188 HT) 3acTOCOBaHOI LO3H.

BioTpancdopmatiig. Meraboniam cunneHadiny 30ifCHIOETLCS TOJIOBHUM YHHOM 3a Y4aCTIO
MikpocoMasnbHUX i30¢epMeHTiB nedinku CYP3A4 (ronmoBuui nuisix) Ta CYP2C9 (ogpyropsApHuy MUIsX).
[onoBHUY LUPKYITIOIYUY MeTa0OoJIiT yTBOPIOETHCS NIISTXOM N-IeMeTH/II0BaHHS cuigeHadiny.
CenexrtuBHicTs MeTabomiTy mono ®IES nmopiBHSIHHA 3i CEJIEKTHBHICTIO cuifeHadiny, a akTUBHICTh
MeTabomity mompo ®IES cTanoBuTh npubnu3Ho 50 % aKTUBHOCTI BUXigHOI peuyoBUHHU. [11a3MoBi
KOHIIEHTpalil Iboro MeTaboiTy cTaHOBIATh TPubIN3HO 40 % KOHIIEHTpalilk cungeHadiny B mmasmi
KpoBi. N-meMeTunpoBaHuM MeTabOJIiT 3a3Ha€E MOJaNbIIOro MeTabomi3My, a mepiof #oro
HaIliBBUBEJEHHS CTAHOBUTH MPUOIU3HO 4 TOOUHU.

EniMinanid. 3araapHu# KJlipeHC cungeHadiny ctaHoBuTh 41 n/roguHy, 0 3yMOBIIIOE ITepiof
10r0 HalliBBUBEOEHHS TPUBAIICTIO 3-5 TOAUH. fK MiCs mepopanbHOro, Tak i micns



BHYTPIITHROBEHHOT'0 3aCTOCYBaHHS €KCKpellisl cunaeHadiny y BUTIsaAi MeTaboIIiTiB
3MiMCHIOETHCS TOJIOBHUM YHMHOM i3 KasioM (mpubnu3Ho 80 % BBefeHOl IepopasibHOI 1031) Ta
MEHIIIO0 Mipoio i3 ceueto (mpubnau3Ho 13 % BBemeHOI mepopaabHO OO3H).

d®apmakoKiHemuka 8 ocobausux 2pyn navieHmis.

[larieHTH JITHBOTO BiKY. YV 3mM0poBUX HOGPOBOIIBIIB JIITHHOTO BiKYy (BiKOM Bif 65 pOKiB)
Big3HAYaoCs 3HUKEHHS KIIipeHCy cunmeHadiny, 110 3yMOBIIIOBAJIO MigBUALIIEHHS IIJITa3MOBUX
KOHIIEHTpalill cungeHadiny Ta #oro akTuBHOro N-geMeTuiboBaHOro MeTabomity npubnusuo Ha 90 %
TIOPiBHSHO 3 BiATIOBIiTHUMHU KOHIIEHTPALISIMU Y 3[I0POBUX MOOPOBOJIBIIIB MOJIOAMIOTO BiKy (18-45
POKiB). ¥V 3B’s13Ky 3 BiKOBUMHU BiIMiHHOCTSIMU y 3B’sI3yBaHHi 3 OiTkaMu IJTa3MU KPOBIi BifTIOBigHE
IiABUINEHHS I171a3MOBOI KOHIIEHTpallii BiTbHOTO cunmeHadiny ctanoBuio npubau3uo 40 %.

HupKoBa HeOOCTATHICTL. Y moOPOBOIBINB i3 MOPYIIeHHIMHU GHYHKITI HUPOK JIETKOT'0 Ta MTOMipHOTO
cTyneHs (kimipeHc KpeaTuHiHy Big 30 go 80 Mi/xB) dhapMakKoKiHETHKa culfeHadiny 3anuinanacs
HEe3MiHEeHOI0 IIiC/I 1OT0 OOHOPa30BOI0 IIepopasbHOr0 3aCTOoCyBaHH4 y 1o3i 50 mr. CepenHi

AUC Tta C,,, N-memeTunbpoBaHoro MetaboriTy mifBuiiryBanucs Ha 126 % ta 73 % BigmoBigHO
TIOPiBHSTHO 3 TAKMMHU MMOKAa3HUKAMU Y HOOPOBOJIBIIB TAaKOT0 XK BiKy 6e3 mopyIieHb (YHKII HUPOK.
OpHak yepe3 BUCOKY iHAMBimyanbHy BapiaOenbHICTh 11i BiTMiHHOCTI He OyIU CTAaTUCTUYHO
3HAUYIMUMU. Y 0OOPOBOJIBIIB i3 TIXKKUMU MOPYIIEHHSIME QYHKII HUPOK (KJTipeHC KpeaTUHIHY HUKYe
30 m1/xB) KiipeHC cunaeHadiny 3HUXKYBaBCS, 110 IPU3BOAUIIO H0 cepenHix miauieHs AUC Tta C,,,
Ha 100 % Ta 88 % BignoBigHO MOPiBHSIHO 3 TOOPOBOIBLSIMYU TAKOTO X BiKy 0€3 mopyIieHb QyHKIIil
Hupok. Kpim toro, 3nauenus AUC Ta C,,,, N-meMeTunb0BaHOr0 MeTaboliTy 3HauyIlle MMigBUIyBaIUCs
(#a 200 % Ta 79 % BinmoOBiNHO).

[Ie4iHKOBa HEIOCTATHICTD. Y m0GPOBOIBIIIB i3 IMPO30M IEYiHKK JIETKOT'O Ta MOMIpPHOTO CTYIIEHS
(kmaciB A ta B 3a knacudikaniero Yaunga-I1'10) KinipeHc cungeHadiny 3HUKYBaBCs, 10 IPU3BOAUIIO
no migsumeHHs AUC (84 %) ta C,,,, (47 %) nopiBHSIHO 3 [OOPOBOJIBILIMHU TAKOTO X BiKy 0€3 IopyIleHb
¢byukuil nevinku. PapMakoKiHeTHKa CUILeHa(DiNy y HALi€HTIB i3 MOPYIIEHHAMU (DYHKIIL TEeYiHKH
TSI2KKOTO CTYIIeHsI He BUBYaacs.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

JIikyBaHHSI epeKTuIbHOI guchyHKIIII, 1110 BU3HAYA€EThCS K HE3JATHICTh HOCATTH a0o migTpuMaTu
€PEKIIiI0 CTaTeBOT0 YeHa, HeOOXiIHY AJIsT YCITIIIHOT'O CTATEBOTO AKTY.

Insa epexTuBHOI fil npemnapaTy Makcirpa moTpibHe cekcyanbHe 30yaKEHHS.

IIpomunoka3aHHs.

- [TigBuIeHa YyTNIUBICTh MO AKTUBHOI PeYOBUHHU ab0 [0 Oyab-sIKOI 3 JOTTOMiXKHUX PEYOBUH
mpernapary.

- OpgHOYacHe 3aCTOCYBaHHS 3 MOHOPAMHU OKCHY a30Ty (TaKUMU SK aMinHiTPUT) abo HiTpaTamMu
y Oymb-sKiit ¢popMi mpoTUIIOKa3aHe, OCKIbKY BifoMoO, 1110 cuiigeHadin Ma€e BIJIUB Ha IIISIXA
MeTaboi3My OKCHAY a30Ty/UUKIiYHOro ryano3uaMoHodocdaTy (1I'M®) Ta noTeHIIiI0e



rinoTeH3uBHUM e(eKT HITPaTiB.

- OnnouacHe 3acTocyBaHH4 iHTiOiTOpiB ®IES (Y ToMy uncni cunperadiny) 3i CTUMyIITOpaMu
TyaHINaTIUKIa3}, TAKUMU K PiOLUryaT, IPOTUIIOKa3aHe, OCKITbKY MOXKe IPU3BECTHU [0
CHMIITOMATHYHOI TinoTeH3il (quB. po3min «B3aeMopmis 3 iHIMMMY JTiKapChbKUMU 3ac00aMu Ta iHII BUOK
B3aEMOJIiN»).

- CraHu, IIpu SIKUX He peKOMEeHJI0BaHa CeKCyasjibHa aKTUBHICTh (HalpUKIIaj, TAXKKi CepIeBo-
CYOUHHI po3/iafiy, Taki K HecTabillbHa CTEHOKApPHis Ta ceplieBa HEOCTATHICTh TAKKOTO CTYIIEHS).

- BTpara 30py Ha ogHe OKO BHACIiIOK HeapTepiaabHOI TepeqHbol ilmeMiuyHol Helponarii
30pPOBOT0 HEPBA, HE3aJIEKHO Bill TOT'0, YU II0B’3aHa Ig [1aTOJIOrid i3 monepenHiM 3aCTOCYyBaHHAM
inribitopis ®IED, uu Hi.

- [TopymieHHs QYHKIII MEYiHKY TSIKKOTO CTYIIeHs, apTepiaibHa TinoTeH3is (apTepiaTbHUAN TUCK
Huxk4ye 90/50 MM PT. CT.), HEIIOABHO IepeHeceHuy iHCynbpT abo iHdapkT Miokapma Ta Bimomi
CIIafIKOBi leTeHepaTUBHI 3aXBOPIOBaHHS CITKIBKH, TakKi SIK MIrMEHTHUM DETUHIT (HEeBeJIUKa KiJlbKiCTh
TAKMX IAI[iEHTIB Ma€ TeHeTUYHI po3namu ¢pocdomiecTepas CiTKiBKHM), OCKITbKY 0€3MEeYHICTh
cungeHadiny He HOCTIgXKyBanacs y MallieHTiB 3 TAKUMH 3aXBOPIOBAHHSIMU.

B3aemodisn 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

Bnaue iHwux aikapcvkux 3acobie Ha cuadeHaqi.

[TochimKeHH4 in Vitro.

Metabomiam cunpeHadiny BigOyBaeThCs MepeBaxkHO 3a y4acTio i3opopmu 3A4 (rONMOBHUM LINAX) T
izohopmu 2C9 (mpyropsmaui nisax) nuroxpomy P450 (CYP). Tomy iHribiTopu nux isodhepMeHTIB
3[aTHI 3HUXKYBaTHU KJIipeHC cunpeHadiny, a iHAYKTOPH KX i30()epMEHTIB MOXKYTh IiABUITYBaTH
KJIipeHC cunpeHadiny.

HocmimXeHHd in Vivo.

[Monynsauiiitaui papMaKOKiHETUUHUM aHali3 JaHUX KIiHIYHUX [HOCTiIKeHb IPOLEMOHCTPYBaB
3HUKEHHS KIlipeHcy cunpeHadiny mpu #oro omHOYaCHOMY 3acToCyBaHHi 3 iHribiTopamu CYP3A4
(TakMMU SIK KeTOKOHA30JI, ePUTPOMIIIMH, UIUMETUANH). X04a IIPU OOHOYaCHOMY 3aCTOCYBaHHI
cunpeHadiny Ta inribitopis CYP3A4 3pocTaHHS 4aCTOTH MOOIYHUX SBUII HE CIIOCTEPIranocs,
PEeKOMeH0BaHa [TI0YaTKOBa f03a CUlgeHadisy CTaHOBUTH 25 MT.

OpHouacHe 3acTocyBaHHS iHribiTopa BIJI-mpoTea3u puToHaBipy, AyKe MOTYyKHOTO iHribiTopa P450, y
cTaHi piBHOBaxHOI KoHIeHTpallil (500 mMr 1 pa3 Ha moby) Ta cunmeHadiny (pa3ona mo3a 100 mr)
pu3Boauio fo mipBumenHs C,,, cungeHadiny Ha 300 % (y 4 pa3u) Ta migBuieHHS maa3mMoBol AUC
cungenadiny Ha 1000 % (y 11 pasiB). Uepes 24 roguHu 11a3MOBi piBHI cungeHadiny Bce e
cTaHoBuIY Mpubmu3HO 200 HI/MI IOPIBHSHO 3 PiBHEM IPUOINU3HO 5 HI/MII, XapaKTEPHUM [JIsS
3aCTOCYBaHHSA cufeHadiny OKpeMo, 110 BiATIOBifa€ 3HAYHOMY BIIJIUBY PUTOHABIpy Ha MIUPOKUU
crexTp cybcrpatiB P450. CunpgeHadin He BIIMBaE Ha papMaKOKiHETHKY PUTOHABIpy. 3 OTNIAAY Ha i
(dbapMaKOKiHEeTUYHI [aHi OfHOYACHEe 3aCTOCYBaHHA CUIeHadily Ta pUTOHaBipy HE PEKOMEHAYETHCS
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBaHHS»); Y OyOb-IKOMY BUIIAOKYy MaKCUMaJbHa J03a cuameHadiny
3a XKogHUX 00CTaBUH He MOBUHHA IIEPEBUIIYBATH 25 MT IPOTSATOM 48 rofuH.

OpHovacHe 3acTocyBaHHS inribiTopa BIJI-mpoTea3u cakBiHaBipy, inribitopa CYP3A4, y mo3i, 110



3abe3neuye piBHOBaXHY KoHIeHTpailiio (1200 Mr 3 pa3u Ha mo0y), Ta cungenadiny (100 Mr pa3oBo)
IpU3BOAUIIO [0 mimBuineHHs C,,, cungeHadiny Ha 140 % ta 36inbments AUC cungeHadiny Ha

210 %. He BugBneHo BIIUBY cunpeHadiny Ha ¢papMaKOKiHETUKY cakBiHaBipy. [lepem0adaeThcs, 110
Oinpi noTykHi iHTiOiTOpH CYP3A4, Taki K KETOKOHA30] Ta iTpakoHa3011, OynyTh MaTH OiIbIl
BUPaXXEHUM BIIJIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMILIMHY, crielrdiyHOro iHribiTOpa
CYP3A4, y piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha moby mMpoTsAroM 5 [HIB) CIIOCTepiramocs
nippuienss AUC cungeHadiny Ha 182 %. Y 3gopoBux qoOpOBOJIBIIB 40I0BiY0i cTATi He
crocTepirasnocst BBy asuTpoMinuuy (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Toee
KOHCTAHTY IIBUAKOCTI eliMiHallil Ta moganbllivii epion HammiBBUBeOeHHs cungeHadiny abo #oro
T'OJIOBHOTO IIUPKYJTI0I04oro Metabonity. Llumetunun (inribitop nuroxpomy P450 Ta Hecmeuudivyumi
inri6itop CYP3A4) y mo3i 800 Mr mpu omHOYAaCHOMY 3aCTOCYBaHHi i3 cunmeHadinom y gosi 50 mr y
3[0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 MiABUINEHHS I17Ia3MOBUX KOHIIEHTpallil cungeHadiny Ha 56 %.

['peindpyToBuii cik € cnabkum inridiTopom CYP3A4 y cTiHII KUINIEYHUKY i MOXKe BUKJIMKATU IIOMipHE
MigBUIIEHHS IIJTa3MOBUX PiBHIB CUNIgeHA)ITY.

OpHOpa30Be 3aCTOCYBaHHS aHTAUMOHUX 3aco0iB (MarHiio rimpokcumy/amoMiHio rifpokcuny) He
BIIJIMBA€E Ha OiogocTymHiCcTh cungeHadiny.

Xoua pmocmimxeHb crelupivyHol B3aeMOil 3 yciMa NTiKapChbKUMHU 3aco0aMy He ITPOBOAUIOCS, 3a
NaHUMU MOMyISANiMHOTO (papMaKOKiHEeTUYHOTI0 aHali3y, (apMaKOKiHEeTHKa CUNifeHadiny He
3MiHIOBasacsg Ipy M0ro OgHOYACHOMY 3aCTOCYBaHHI 3 JTiIKapChbKAMHU 3aco0aMi, 110 HajieXKaTh 10
rpymnu inribitTopis CYP2C9 (tonGyTtamin, Bapdapus, dbenitoin), rpynu inriditopis CYP2D6 (Takux sk
CeJIeKTUBHI iHTiGiTOPY 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY, TPULUUKITIYHI aHTUETIPECAHTH), TPYIIH
Tia3UOHUX Ta Tia3uAOMONiOHUX [iypeTHKiB, IETIbOBUX Ta Kasiii3bepirarounx AiypeTHKiB, iHribiTopis
aHTiOTEH3UHIIEPETBOPIOIOYOT0 (epPMEHTY, aHTArOHICTIB KabIlilo, aHTaroHicTiB 6eTa-
agpeHopelenTopiB abo iHAyKTOpiB MeTabomnizmy CYP450 (Takux K pudamminuH, 6apbiTypaTh).

Hikopanpun sBnsie co0oto ribpuj akTUBaTOpa KabIlieBUX KaHaliB Ta HiTpaTy. HiTpaTHUI KOMIOHEHT
3YMOBJIIOE MOXKJIUBICTh MOTO CEP03HOI B3aEMOAii 3 cungeHadinom.

Y nmpotieci JocmimKeHHs 3a y4acTio 30POBUX NOOPOBOJIBIIB-40JIOBIKiB OHOYACHE 3aCTOCYBaHHS
aHTaroHicta eHpoTeniny 6oceHTaHy (nmomipuuil iHgykTOop CYP3A4, CYP2C9 Ta, Mmoxnuso, CYP2C19) y
piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha qo0y) Ta cunpmeHadiny y piBHoBaxHOMY cTaHi (80 Mr 3 pa3u
Ha po0y) mpuaBomuiio mo 3uuxkenHs AUC ta C,,, cungeHadiny Ha 62,6 % Ta 55,4 % BigmoigHo. ToMy
OJIHOYaCHe 3aCTOCYBaHHS TaKuXx NOTYyKHUX iHOYKTOpiB CYP3A4, K pudamiid, Moxke IPU3BOTUTH 10
OinbII BUPaXKeHOT0 3HMKEHHS KOHIIeHTpaIlil cunpeHadiny B mia3Mi KpoBi.

Bnaue cusndeHaginy Ha iHWi aikapcvki 3acobu.

IocmimxeHH4d in Vvitro.

Cunpenadin - cmabkuit inribiTop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4 (IK,, >150 MKMOB)
muroxpoMy P450. OckinbKy IiKOBI I171a3MOBi KOHIIEHTpalii cungeHadiny mopiBHOTE Tpubnu3Ho 1
MKMOJIb, BIIJIUB ITpernapaTy Makcirpa Ha KiipeHc cy6cTpaTiB 1ux i3opepMeHTiB MaoiMOBIpHUM.

BipcyTHi mani mopmo B3aemogil cunmeHadiny Ta Takux HecrenudiyHux iHri6iTopiB hocdomiecTepasu,
SIK TeOQisTiH Ta OUIipUumaMoI.

HocmimXeHHd in Vivo.



Ockinbku BimoMmo, 1110 cunmeHadin BrnnuBae Ha MeTabosiam NO/uI'M®, 6yno BCTaHOBIEHO, IO Liek
npenapar [IOTeHI[iI0€ TiTOTeH3UBHY Ail0 HITpaTiB, TOMy HOr0 OZHOYAaCHe 3aCTOCYBaHHSA 3 JOHOPaMU
okcuny a3oty abo 3 HiTpaTamu B Oyab-siKilt popmi npoTunokasane (ouB. po3min «[IpoTUnoKa3aHHS»).

Piomuryat. [ToKmiHiuHI HOCTigXXKEHHS MPOOEMOHCTPYBaI afUTUBHUN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOTO TUCKY IIPU OMHOYACHOMY 3acTOCyBaHHi iHribiTopie ®IIES 3 piouuryatom. Kniniusi
MOCTiIKEeHHS TPOIEeMOHCTPYBAIH, 110 PiOIUIYAT IIOCUIIIOE TiTOTEH3UBHY Ait0 iHTibiTopiB ®ES. ¥
nalieHTiB, sKi 6paay y4acTh y OOCTiIKeHHi, He CIIOCTepiraaocs MO3UTUBHOTO KIIiHIYHOTO eeKTy
IIPY OMHOYACHOMY 3aCTocyBaHHi inribiTopiB ®JIES 3 pionuryatom. [IpoTunokasaHe ogHOYaCHE
3aCTOCyBaHHS pionuryary 3 inribiTopamu ®IES, y Tomy uucrni i3 cungeHadinom (Ous. po3min
«IIpoTUNIOKa3aHHS»).

IomaBaHHST pa30BOI1 03U cunmeHadiny 10 cakyOiTpuiI/BajcapTaH B PiBHOBaXKHOMY CTaHi y MallieHTiB
3 apTepianbHOIO TimepTeH3ieo OyI0 OB I3aH0 3i 3HAYHO GiNTbIIMM 3HUKEHHSM apTepialbHOT0 THCKY
TIOPiBHSIHO i3 3aCTOCYBaHHSIM CaKyOiTpUITy/BajcapTaHy okpeMo. ToMy citif 3 00epexkHiCTIo
PO3MOYKMHATHY 3aCTOCYBaHHS cuiigeHadiny mamieHTaM, SKi OTpUMYIOTh CaKyOiTpui/BamcapTaH.

OpHoYacHe 3aCTOCyBaHHS cuifeHadiny Ta 6710kaTopiB anbda-agpeHopelenTopiB MoXKe ITPU3BECTH
10 PO3BUTKY CUMIITOMATUYHOI TiOTEH3il ¥ IeIKUX, CXUIBHUX [0 LIbOTO MalieHTiB. Taka peakilis
HalyvacTillle BUHUKAaa IPOTAroM 4 TOOUH MiC/Is 3aCTOCYBaHHA cuiifeHadiny (OIUB. po3ninu
«OcobnmuBocTi 3acTocyBaHHs» Ta «Crocib 3acToCcyBaHHS Ta [03U»). Y Mpolleci 3 moCigXkKeHb
crmenudivHoi B3aeMoii mikapchkux 3aco0iB 6;10KaTOp anbda-ampeHopenenTopiB JOKCa303uH (4 MT Ta
8 mr) Ta cungernadin (25 mr, 50 mr ta 100 Mr) 3aCTOCOBYBanKCs ODHOYACHO MallieHTaM i3
noOposKiCHOIO TinepIina3ieio nepeaMixypoBoi 3ano03u, crabinisarlis crany skux 6yna OOCSITHYTa IIpu
3aCTOCYBaHHI IOKCA303UHY. Y IIUX IONYJIALIAX CIOCTEPIrasocs cepefHe NONaTKOBE 3HUXKEHHS
apTepiaybHOTO TUCKY Y MOJIOKEHHI Jiexkayu Ha 7/7 MM pT. CT., 9/5 MM pT. CT. Ta 8/4 MM PT. CT. Ta
cepefHe 3HUKEHHS apTepialbHOI0 TUCKY y II0JIOKEHH] CTOSTYM Ha 6/6 MM pT. CT., 11/4 MM pT. CT.,
4/5 MM pT. CT. BigmoBigHO. [Tpu omHOYaCHOMY 3aCTOCYBaHHI cunmeHadiny Ta JOKCa303KHY IalliEHTaM,
crabimizanig ctany skux OyJa HOCATHYTa IIPU 3aCTOCYBaHHI MOKCA303UHY, iHOMI MTOBiOMIISITIOCS TIPO
PO3BUTOK CUMIITOMATHYHOI OPTOCTATUYHOI TimoTeH3ii. Y 1IuxX MoBiOMIIeHHSIX WIITIOCS PO BUIIAAKK
3armaMOpOYEHHS Ta CTaH Iepeq HETPUTOMHICTIO, ajle 663 CHHKOIIE.

He cnocrepiranocst KOgHMX 3HAaUYIIUX B3a€EMOZiN IIPKA OAHOYACHOMY 3aCTOCYBaHHI cungeHadiny
(50 mr) i TonOyTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomnizyotscs CYP2C9.

Cunpenadin (50 Mr) He IPHU3BOAUB [0 IOIOBXKEHHS YaCy KpOBOTeYi, CIPUYMHEHOI 3aCTOCYBAHHSIM
areTusCcaIinuIoBol kuciaoty (150 mr).

Cunpenadin (50 Mr) He MOTEHIIi0BaB TilIOTEH3UBHY [Iil0 aJIKOTOJII0 ¥ 3MOPOBUX HOOPOBOJIBIIIB IIPU
CepefHiX MaKCUMaJIbHUX PiBHSX €TaHOJy B KpoBi 80 mr/mji.

Y namieHTiB, sIKi 3aCTOCOBYBaJIU CUIfeHadisI, He CIOCTepiranocs KOOHUX BiIMiHHOCTEN IPOQiIo
no0iyHUX edeKTiB OPIBHSAHO 3 Ianebo Ipu 0gHOYAaCHOMY 3aCTOCYBaHHI TaKuX KjlaciB
rinoTeH3WBHUX JTIKAPChKUX 3aC00iB, IK miypeTuku, 6;10KaTopu OeTa-agpeHopelenTopis, iHribitopu
ATI®, anTaroHicTu anrioteH3uny II, aHTUTimepTEeH3UBHI JIiKapCchKi 3ac00H (CYyIMHOPO3IKPIOBAJIbHI Ta
IIEeHTPAJIbHOI [il), 67I0KAaTOPHU afipeHePrivHuX HEeHPOHiB, 0JI0KaTOPY KaJbIli€EBUX KAaHAJIIB Ta OJI0KaTOpH
anbda-agpeHopelenTopiB. Y crueliaJbHOMY JOCTigKeHHi B3aeMOil TPy 0OJHOYAaCHOMY 3aCTOCYBaHHI
cungeradiny (100 mMr) Ta amnogumiHy malieHTaM 3 apTepiajabHOIO TilepTeH3i€ CriocTepiranocs
IO0JaTKOBE 3HUKEHHS CUCTOJIIYHOTO apTepialbHOr0 TUCKY B IION0KEHHI nexXayy Ha 8 MM pT. CT.
BipnoBigHe 3HUXKEHHS AiaCTOJNIIYHOrO apTepiasbHOTO TUCKY CTAHOBUJIO 7 MM PT. CT. 3a BEJIMYUHOIO I
IOMATKOBI 3HUKEHHS apTepialbHOr0 TUCKY OyJIM MOPiBHIHHUMHU 3 THUMH, 1[0 CIIOCTEPiralucs mpu
3aCTOCYBaHHI nuine cungeHadiny y 3mopoBux 0oOPOBOIBINB (OUB. po3ain «®apMaKkoIoriyHi



BJIQCTHUBOCTI»).

Cunpenadin y mo3i 100 Mr He BIJIMBaB Ha (papMaKOKiHETHYHI MOKa3HUKY iHTibiTOpiB BIJI-npoTeasu,
CakBiHaBipy Ta PUTOHaBIpPY, sKi € cybcTpaTamu CYP3A4.

Y 3mopoBux H06GPOBOJIBIIB YOJIOBiYOI CTaTi 3aCTOCYBaHHS cunfgeHadiny y piBHOBaxKHOMY cTaHi (80 Mr
3 pa3u Ha go0y) nmpusBomuno no mipumienas AUC ta C,,, 6ocenTany (125 Mr 2 pa3u Ha [ieHb) Ha
49,8 % Ta 42 % BinmoBigHO.

Oco6.1ueocmi 3acmocyeaHHsi.

IIo moyaTKy Tepamil ciif 3i0paT MeIUYHUM aHaMHe3 IallieHTa Ta IPOBeCTH (isuKanbHe
00CTexXeHHS [J1s MiarHOCTHKY ePeKTUIbHOI AUCOYHKIIII Ta BU3HAUYEHHS 11 MOXKJIMBUX IIPUYHH.

daxmopu pu3uky cepueso-CyOUHHUX 3ax80pt08aHb. OCKINIbKY CEKCyasibHa aKTUBHICTh
CYTIPOBOMIKYETHCS TIEBHUM PU3UKOM 3 00Ky CepIs, J0 MoYaTKy Oyb-IKOT0 JIiKyBaHHS €pPeKTUIHHOI
nucyHKIII TiKap MOBUHEH OIIIHUTH CTaH CEPIIEBO-CYOUHHOI CUCTEMHU NallienTa. CunneHadin BUSBISAE
CYIUHOPO3IINPIOBAIbHUM e(EKT, 10 MPOSIBISIETHCS IETKUM Ta KOPOTKOYACHUM 3HUKEHHSIM
apTepianbHOTO TUCKY (muB. po3min «dapMakogrHaMika»). [lo mpu3HadeHHs cunfeHadiny mikap
IIOBUHEH PETENbHO 3BaXKUTH, UM MOXKE TaKUM e(PeKT YMHUTHU HECIIPUATIUBUM BIIJINB Ha IAIli€HTIB i3
IIeBHUMU OCHOBHMMHU 3aXBOPIOBAaHHSMHU, 0CO6/IMBO ¥ KoMOiHalii i3 ceKcyanbHOIO aKTUBHICTIO. [0
TIAlli€HTIB i3 MiBUIEHOI0 YYTIKUBICTIO 1O BA30AMUIaTaTOPiB HajleXKaTh MAI[iEHTH 3 00CTPYKIIi€0
BUBITHOT'O TPAKTY JIiBOTO IIIYHOYKA (HAIIpUKIIaMl, CTEHO3 aOpTH, TinepTpodiuHa 0OCTPYKTUBHA
Kapaiomionartist) abo mauieHTH 3 PigKiCHUM CUHOPOMOM MYJIBTUCUCTEMHOI aTpodii, oqHUM i3 MposiBiB
SIKOl € TSI2KKe TOPYIIeHHS Peryisiil apTepiaabHOT0 TUCKY 3 O0KY BereTaTUBHOI HEPBOBOI CUCTEMH.

Makcirpa noTeHIi0€ TINOTeH3UBHUY e(eKT HiTpaTiB (ouB. po3nin «[IpoTunokazaHHD»).

Y mocTMapKeTHHTOBOMY TIEPiOfi MOBiIOMIISITIOCS TIPO TSAXKKi Mo6iYHi peakii 3 60Ky ceplieBo-CyquHHOI
CUCTEMH, BKJII0Yaouu iHdapKT MioKapna, HecTabilbHY CTEeHOKAP[Iilo, PalTOBY CepLeBy CMEPTE,
IIJTYHOYKOBY apUTMii0, lepeOpoBacKyIsipHi KPOBOBUJIMBY, TPAH3UTOPHY illIeMiUHY aTaky,
apTepianbHy rinepTeH3ilo Ta apTepianbHy TilOTEH3ii0, IKi 3a YacoM 30iranucs i3 3aCTOCyBaHHAM
npemnapaTty Makcirpa. Y GinbIIOoCTi IallieHTiB, aje He ¥ BCixX, icHyBanu (paKTOpu PU3UKY CepIieBO-
CYOVWHHUX 3aXBOpPIOBaHb. baraTo Takux mo0iYHUX peaklliil criocTepiranocs mif 4ac abo ogpasy micns
CTATEeBOTO AKTY i JMIIe KilbKa TPamuIocs HEBOOB3i MMics 3aCTOCYBAaHHS MpemnapaTy Makcirpa 6e3
CeKCyaJIbHOI aKTUBHOCTi. TOMy HEMOXKJTMBO BU3HAUMTH, UM OB’ I3aHUN PO3BUTOK TAKUX MOOIUHUX
peakxiiiit 6e3mocepenHso i3 hakKToOpaMu PU3UKY, UM IX PO3BUTOK 3YMOBJIEHUH iHIMMMYU YUHHUKAMHU.

ITpianiam. 3acobu Ojist NTiKyBaHHS €PeKTUIIbHOI AUCOYHKIII, ¥ TOMY YuCHi ¥ cunpeHadin, cig
IpHU3HAvYaTH 3 00epekKHICTIO MallieHTaM 3 aHaTOMIYHOI0 medopMalli€io meHica (HampukiIazm,
aHTyJIs1ig, KaBepHO3HUY (Hi6po3 abo xBopoba IleiipoHni) abo maiieHTaM 3i cTaHaMU, 110 CIPUYHAHSIOThH
PO3BHUTOK IIpiani3aMy (cepronomiOHOKIITHHHA aHeMisI, MHOXWHHA MieloMa abo neikeMis).

[Ticnsa Buxomy npenapaTy Ha PUHOK IIOBIOMIISNIOCS IIPO BUIIQIKX TTOMOBXKEHOI epeKIlil Ta Ipiami3my.
AK110 epekuisi TpuBae Oinblile HiXK 4 TOOUHY, MAIliEHTAM CIIiJl HeraHO 3BEPHYTHUCH 3@ MEOUYHOIO
[OIIOMOI010. 3a BiICYyTHOCTI HeralHOr0 JIIKyBaHH IIpiali3M MOXKe IPU3BECTU [0 MOLIKOOXKEeHHS
TKaHUH IIeHica Ta [0 CTiKKOl BTPATHU MOTEHIIil.

OdHouacHe 3acmocy8aHHA 3 iHwumu iHzibimopamu ®IES5 abo iHwumu npenapamamu 045 AiKYBAHHS
epekmuvHol ducpyHkuii. be3neka Ta eeKTUBHICTb OIHOYACHOT'0 3aCTOCYBaHHS cuiigeHadiny 3
inmumu i#riditopamu ®IES abo iHmMME IpenapaTaMu A7 JiKyBaHHS TimepTeH3il nereHesoi



aprepii, sKi MicTsTh cunpmeHadin (Hampukian, Peaimo), yu 3 iHIIUMYU ITpenapaTaMu s JTiKyBaHHS
€PEeKTUIbHOI AUC(hYHKIIII He BUBYAJIUCS, TOMY 3aCTOCYBaHHS TakKuxX KOMOiHallill He peKOMEHYEThCS.

Bnaue Ha 3ip. CIIOHTaHHI OBiOMIIEHHS IIPO BUHUKHEHHS edeKTiB 30py HaAXOOUIIM aCoIliioBaHO i3
3aCTOCYBaHHAM cunpeHadiny Ta inmux inridiTopis ®IES (ous. po3nin «[Tobiuni peakuii»). I1po
BUIIAJKN HeapTepialbHOI TepeHbOIl illleMigYHO01 HeWPOoIaTil, 10 € PiAKiCHUM CTaHOM, HafiXOOUIA
CIIOHTaHHI ITOBIIOMJIEHHS Ta MOBIIOMIISIOCSA ¥ HATrIsL0BOMY JOCTigXKEHHI aCOIii0BaHOTO i3
3acTocyBaHHSM cungeHadiny Ta iHmux iHridiTopis ®IES (gus. po3gin «I1o6iuHi peakiiii»). [TaiieHTiB
CJIif TIOTIEpeuTH, 110 ¥ Pa3i palToOBOro MOPYIIEHHS 30PYy 3aCTOCYBaHHA IIpenapaTy Makcirpa ciig
IPUNUHUTY Ta HETallHO 3BEPHYTHUCS [0 JiKaps (OUB. po3ni «[IpoTUioKa3aHHI»).

OodHouacHe 3acmocy8aHHA 3 pumoHagipoM. OmHOYaCHe 3aCTOCYyBaHHS CUAeHadiny Ta puTOHaBipy
He PeKOMEHIYEThCS (OuB. po3min «B3aemogmis 3 iHIIUMHU JTiKapChbKUMHU 3aco0aMu Ta iHIM BUOU
B3aEMOJIIN»).

O0HouacHe 3acmocysaHHs 3 b610kamopamu anvpa-a0peHopeyenmopis. [lalieHTam, AKi
3aCTOCOBYIOTh O710KaTOpU ajb(da-afipeHOPEIEeITOPiB, 3aCTOCOBYBaTH CUAeHadin ciif 3
00€epexkKHICTIO, OCKINIbKYM Taka KOMOiHaIlisl MOXKe MPU3BECTU OO0 CUMIITOMATHUYHOI TiMOTeH3il y
OesKAX CXUJIBHUX A0 LbOTOo MalieHTiB. CuMITOMaTHYHA I0TEeH3id 3a3BUYail BUHUKAE
IPOTSATOM 4 TOIMH IiCIisg 3aCTOCYBaHHS cunpmeHadiny. 3 MeTow MiHiMi3allil pu3uKy pO3BUTKY
OPTOCTATHYHOI TiOTEH3il Tepamio cunaeHadiioM MOXHa PO3NOYMHATH JIUIIE Y
reMoiuHaMiyHO CcTabinbHUX MalieHTIB, IKi 3aCTOCOBYIOTh OII0KAaTOPH abda-
afpeHopenenTopiB. PeKoMeHO0OBaHa IT04YaTKOBa [03a TaKUM MallilEHTaM CTaHOBUTh 25 MT
cungenadiny (muB. po3min «Cmocib 3acTocyBaHHS Ta go3u»). Kpim Toro, cmin
IpoiHGOPMYyBaTHU MaLi€HTIB, K AisITU V¥ Pa3i MOSIBU CUMIITOMIB OPTOCTATUYHOI TiOTEH3I.

Bnaue Ha kposomeui. [loCcTimKeHHS TPOMOOIUTIB TIOOUHY TPOAEMOHCTPYBAIH, 10 in Vitro
cungeHadin MOTeHLi0e aHTHarperauivHi eeKTy HaTpio HiTponpycuny. Hemae xxogHol iHdopMairil
mopo 6e3meKy 3aCTOCYyBaHHS cuifeHadiny malieHTam i3 mopyueHHsIMU 3rOPTaHHSI KPoBi abo
TOCTPOIO ENTUYHOI0 BUPa3Koio. TaKWM YMHOM, 3aCTOCYBaHHS CUIfeHadiy malieHTaM Liel rpynu
MOXKJIMBe JIUIIE MiCJIg PETeNIbHOL OLiHKY CIiBBiTHOIIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3actocyBanHs fo3u 100 Mr 3popoBUMEU HOOPOBOIBISIMU HE CIIOCTEPIranocs BIUIMBY Ha
MopGoIIoTiio ab0 PyXOMiCTh CIiepMaTo30igiB (OuB. po3ain «®apmMakoguHaMiKa»).

Bmpama cayxy. JlikapsiM cJlif TOpafuTH NallieHTaM IPUIUHUATY 3aCTOCyBaHHS iHTi0iTopiB ®IIES,
BKJIIOYAlO4U IpernapaTr Makcirpa, Ta HeraiHO 3BEePHYTUCS 3a MeIUYHOI JOIIOMOI0K y pasi
PanToOBOrO 3HUXKEHHS YU BTpaTu Cayxy. [Ipo 1i sBulla, siKi TaKOXK MOXKYThH CYIIPOBOIXKYBATUCS
[3BOHOM Y ByXax Ta 3allaMOPOYEeHHIM, IOBIAOMIIAIOCS 3 acoLialli€elo ¥ Jyaci i3 3aCTOCyBaHHAM
inri6iTopie ®JIES, BKIIOYar0uu mpenapaTt Makcirpa. BudHauuTy, uu 11i SBUIIA MPSIMO OB’ s13aHi i3
3acTtocyBaHHSM iHTi6iTOpiB O ES un 3 iHIIMMHU haKTOpaMu HEMOXKJIIUBO.

OO0HouacHe 3acMOCYBaHHA 3 2inOMeH3uBHUMU npenapamamu. Makcirpa YuHUTb CUCTEMHY
CYIUHOPO3IINPIOBAJIbHY [if0 Ta MOXKe B [IOAJIbIIIOMY 3HUXKYBATU apTepialbHUU TUCK Y
TaIli€HTIB, SIKi 3aCTOCOBYIOTH TilTOTEH3UBHI JTiKapChKi 3aC00H. Y OKpeMOMY AOCIiIXKEeHHi]
JiKapChKOi B3a€MOil OqHOYACHEe 3aCTOCYBaHHA aMJIofguminy (5 Mr abo 10 mr) Ta
cunpgeradiny (100 Mr) mepopaibHO CIIOCTEPIranocs cepeqHe HOOaTKOBE 3HUXKEHHS
CHUCTOJIIYHOI'0 TUCKY Ha 8 MM PT. CT. Ta AiaCTOJIIYHOT0 Ha 7 MM pT. CT.

3axeopo8aHHA, Wo nepedarmucsa cmamesum WASAXOM. 3aCTOCyBaHHS Iipenapaty Makcirpa He
3axyllla€ Bifl 3aXBOPIOBaHb, 110 IepPefaThCa CTaTEBUM LIIIX0M. CIIif IPOIHCTPYKTyBaTH MaLli€HTIB



000 HeoOximHOCTi 3amo0ikHUX 3ac06iB [IJIsT 3aXUCTY Bif 3aXBOPIOBAHb, ITI0 ITEPENal0OThCS CTaTEBUM
IIJITXOM, BKJIIOUal04y BipyC iMyHOOeiuuTy TIOOUHU.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

[IpenapaTt Makcirpa He IpU3Ha4YeHUN AJ1 3aCTOCYBaHHS XKiHKaMH.

30amuicmb enausamu Ha weudKicmb peakuyii npu KkepysaHHi asmompaHcnopmom abo
I[HWUMU MexXaHi3Mmamu.

HocmimkeHb BINIUBY IIpeNapaTy Ha 30aTHICTh KePYBAaTH TPAHCIIOPTHUMH 3aco0aMu Ta IIpalloBaTH 3
IHIMMMY MeXaHi3MaM# He ITPOBOOUIIOCS.

OcCKinbKY y KITiHIYHUX OOCTIAXKEHHAX 3aCTOCYBaHHS CUIAeHadiy IOBiIOMIISIIOCA IPO BUMIaAKH
3araMOpOYEeHHS Ta IOPYIIeHHs 3 00Ky opraHiB 30py, Iepef TUM, SK CiflaTé 3a KepMO TPAHCIIOPTHOTO
3aco0y abo mpallfoBaTH 3 iHIIMMU MeXaHi3MaMU, IallieHTaM HeoOXilHO 3'CyBaTH, SKOIO € IXHS
IHOUBiAyabHA peakilisg Ha 3aCTOCYBaHHSA IIpenapaTy Makcirpa.

Cnoci6 3acmocyeaHHss ma do3u.

[TpemapaT 3aCTOCOBYIOTH IEPOPAIBHO.

Ins epekTuBHOI mil mpemapaTy Makcirpa moTpibHe cekcyanbHe 30yIKEHHS.
Ilopocai.

PexomeHfoBaHa [i03a Iipenapaty Makcirpa cTaHOBUTE 50 MT' Ta 3aCTOCOBYETHCS y pa3i He0OXiqHOCTI
npuOIM3HO 3a TOOUHY [0 CTaTEBOTO aKTY. 3aJie?kHO Bifl e(eKTUBHOCTI Ta IEPEHOCUMOCTI ITpenapaTy
mo3y MoxkHa 30inmbimuTy fo 100 Mr a6o 3HU3UTH A0 25 Mr*. MakcuManbHa peKOMeHIOBaHa 103a
ctaHoButh 100 mr.

MakcuMasnbHa peKOMeHI0BaHa YacTOTa 3aCTOCYBaHHS IIperapaTy CTaHOBUTL 1 pa3 Ha moby. I[Ipu
3aCTOCYBaHHI IpemnapaTy Makcirpa mif 4yac IpuioMy 1XKi Iig IpernapaTy MoXKe HacTaBaTH Ii3Hille,
HiX IIpU MOT0 3aCTOCYBaHHI HaTIIE.

ITayieHmu AiMHbO20 BIKY.
HeoOximHiCTh Y KOpPEKIIil 03U MallieHTaM JIiTHLOTO BiKY (= 65 poKiB) BigCyTHS.
ITauieHmu 3 HUPKOBO HEOOCMAMHICMIO.

[TamienTaM i3 HUPKOBO HEIOCTATHICTIO JIETKOTO Ta IIOMIPHOTO CTyIleHd (KJlipeHC KpeaTuHiHy Big 30
no 80 my/xB) peKOMeH0BaHa q03a IIpenapaTy aHaJIOriyHa J03i, HaBe[eHid BUllle Y pO3Mifi
«Jlopocii».

OcCkinbKY y MalieHTiB 3 HUPKOBOIO HEJOCTATHICTIO TAKKOIO CTYIIeHd (KJIipeHC KpeaTUHIHY HUXYe
30 mn/xB) KnipeHC cunaeHadiny 3HUXKeHNN, peKOMeH0BaHa [03a IIpenapaTy CTaHOBUTD 25 MT.
3aexkHo Bif eeKTUBHOCTI Ta IEPeHOCUMOCTI ITperapaTy A03y MoxHa 30inbmuTy 1o 50 Mr Ta



100 mr.
ITauieHmu 3 neyiHK080K HedocmamHicmio.

OcCkKinbKHY y MAaIi€HTIB i3 IeYiHKOBOI HEOOCTATHICTIO (HaIpUKIaf i3 UUPO30M) KIIipeHC cunpeHadimy
3HUKEHUW, peKOMeH0BaHa [I03a IipernapaTy CTAHOBUTH 25 Mr*. 3ajie’kHo Bifi eheKTUBHOCTI Ta
IIePEeHOCHUMOCTI IIpemnapaTy J03y MoxkHa 36inmbimTu 1o 50 mr ta 100 Mr.

ITayieHmu, aKi 3acmocosyromyb iHWi Aikapcvki 3acobu (Hanpuk.aad, KeMOKOHA301, epUMpPOMIUUH,
uumMemuoOuH, PUMOHA8Ip).

PexomeH0oBaHa MOYaTKOBa [I03a IIpernapaTy nalieHTaM, gKi 3acTocoByioTh iHribiTopu CYP3A4, 3a
BUHSTKOM PUTOHABIPYy, 3aCTOCYBaHHS SKOT0 pa3oM i3 cunfeHadiioM He peKOMEHAYEThCS, CTAHOBUTD
25 Mr* (guB. po3minu «B3aemomis 3 iHIIUMY JTiIKapCHbKUMHK 3aco0aMu Ta iHIT BUOM B3a€EMO[ii» Ta
«0Oc06IMBOCTI 3aCTOCYBaHHS»).

3 MeTO0 MiHiMi3alll pU3UKy PO3BUTKY OPTOCTATAYHOIL TiIOTEeH311 CTaH Malli€HTiB, SKi 3aCTOCOBYIOTh
611okaTopu anbda-afpeHopelenTopPiB, MoBUHEH OyTH cTabii3oBaHKM OO MOYATKY 3aCTOCYBaHHS
cungenadiny. PekoMeHgoBaHa moYyaTKOBa 403a CUIfeHadiny CTaHOBUTH 25 MI* (OUB. PO3AiNK
«B3aeMopis 3 iHIMMMY JTiKapChbKUMHK 3aco0aMu Ta iHII BUAM B3aeMOfii» Ta «Oco0IuBOCTI
3aCTOCYBaHHS»).

* 3acTOCOBYBATHU y BiATIOBiZHOMY HO3yBaHHI ab0 NiKapchKii popmi.

Himu.

[TpemapaT Makcirpa He ITOKa3aHU 719 3aCTOCyBaHHS 0oco0aMu BiKoM 10 18 pokiB.

Ilepedo3yeanHns.

Y KniHiYHUX JOCTiAXKEHHSX 3a y4acTio JOOPOBOJIBIIB IIiJ Yac 3aCTOCYBaHHS Pa30Bol 103U
cunpenadiny mo 800 Mr mobiuHi peakii Oyu MOmiOHUMHU OO THUX, L0 CIIOCTEPiranucs mpu
3aCTOCyBaHHI cungeHadiny y HUKYMX J03aX, ajie 3yCcTpivanucs JacTimie Ta 0ysu OibIn TAXKKIMHU.
3acTtocyBaHHA cungeHadiny y mo3i 200 Mr He IPU3BOAMUIIO [0 MiABUIIEHHS €(DEKTUBHOCTI, aje
CIIPUYUHSJIIO 3POCTaHHS KiJTbKOCTi BUMIAAKiB PO3BUTKY ITOOIYHUX peakiii (roJ0BHOTO 00JIIO,
IIPUILIUBIB KPOBi, 3allaMOPOYEHHS, JUCIIEICii, 3aK/IafleHOCTi Hoca, TOPYyIIeHb 3 O0KY OpraHiB 30py).

Y pasi nepeno3yBaHHs IPU HEOOXiTHOCTI BOAIOTHCS M0 3BUUAWHUX MiJTPUMYIOUUX 3aXOIiB.
[TpuckopeHHS KIIipeHCy cunpeHadiny Ipu reMofianisi MaJoiMOBipHE BHACTIIOK BUCOKOTO CTyIIE€HS
3B’sI3yBaHHS IIpemnaparty 3 Oikamu mj1a3Mu KPoBi Ta BifcyTHOCTI eniMiHalii cunmenadiny i3 ceuero.

ITo6iuni peakuii.

Yci kniHiyHO 3Hauymi M06iYHI peakilil, 1[0 CIIOCTepiraaucs y KIiHIYHUX HOCTiIXKEHHSIX YacTille, HikK
IIPY 3aCTOCYBaHHi mane0o, HaBefeHO HUXKYe BiAMOBimHO M0 Kitacudikailii «CucreMa-opras-kKiac» Ta
4acTOTH: OyXke 4acTto (= 1/10), yacto (= 100 ta < 1/10), HeuacTo (= 1000 Ta < 1/100) Ta pigko

(= 10000 Ta < 1/1000). Kpim Toro, yacToTa KJIiHiYHO 3HAUYIIUX IOOIYHUX peakKIlil, mpo sKi



MIOBiTOMIISIIOCS Y PaMKaX ITIOCTMapPKETHUHT OBOT'O JIOCBiI[y, BH3HAa4YEeHa K HEeBigoMa.

Y Mexax KOXKHOI 4aCTOTHOI Ipynu nobiuHi peakiil HaBefeHi y IOPAOKY 3MEeHIIeHHS CTYIeHs 1X
TSAKKOCTI.

IHexuitliHi ma iHBa3uBHi 3aXB80PIOBAHHS.

HeuacTo: puHiT.

3 6oky imyHHOI cucmemu.

HeuacTo: mifBuIieHa 4yT/IUBICTb.

3 6oky Hepeogoi cucmemu.

Ilyxe 4acTo: TOJIOBHUM Bifb.

YacTo: 3aaMOpPOYEHHS.

HeuacTo: COHNUBICTS, rinecresis.

Pigko: iHCynbT, TpaH3UTOPHA illleMiYHa aTaKa, CyIOMU*, pellUAnuBYA CyIOoM*, CHHKOIIE.
3 60Ky opaaHis 30py.

YacTo: mopylLIeHHs CIPUMHATTS KOJIbOPY**, po3naau 30py, 3aTbMapeHHS 30Dy .

HewacTo: po3nmamu ciab0o30BUAiNTEHHS ™, 0inb B o4ax, poTtodobist, PpoTorcis, rinepemis oue,
SICKPaBiCTh 30pYy, KOH IOHKTHBIT.

Pioko: HeapTepianbHa NIepegHs illleMidyHa HeUPOoIaTisa 30pOBOro HepBa*, OKJII03isd CYAUH CITKiBKU*,
peTuHaIbHUY KPOBOBUJIUB, apTEPIOCKIEpOTUYHA PETUHOIATIS, IIOPYIIeHHS 3 00Ky CiTKiBKH,
riaykoMa, edekTu mojig 30py, QUIJIONIs, 3HUKEHHS TOCTPOTH 30Dy, MiOIlisl, aCTEHOIis, MlaBaoyi
TIOMYTHIHHS CKJIOIIOAIOHOTO TiNla, mOpyueHHs 3 00Ky palayKHO1 000JI0HKH, Mifpia3, MosiBa CAIOYUX
KPYTiB HABKOJIO [A2Kepesia CBiT/a (rajo) y mosi 30py, HabpsK o4el, MIPUIyXJIiCTb 04el, MOPYIIeHHS 3
00Ky ouel, rimepeMisi KOH'IOHKTUBH, IIOOPa3HeHHs 04Yel, aHOMaJIbHi Bif4yTTs B 04aX, HabpsK IMOBIK,
3HeOapBIIeHHS CKIIEPH.

3 60Ky opaaHis cayxy ma eecmuby15pHO20 anapamy.
HeuacTo: 3anamMopo4deHHs, A3BiH Y ByXax.

Pigko: royxora.

3 6oky cepus.

HewacTo: Taxikappis, mocuneHe cepueduTTs.

Pigko: panToBa cepiieBa cMepTh*, iHpapKT MioKapaa, IITYHOYKOBa apuTMis*, GpiOpumnsiisa
nepencepnb, HecTabinbHa CTEHOKaPHis.

3 60Ky cyOuH.

YacTo: NPUIIIUBY KPOBi 10 00IMYYs, IPUILIUBY Kapy.



HeuacTo: apTepianbHa rinepTeHsis, apTepiajibHa rinoTeH3is.

Po3nadu 3 60Ky pecnipamopHoi cucmemMu, op2aHie 2pyoHoi KAimKu ma cepedoCmiHHA.
YacTo: 3aKjIageHicTb Hoca.

HewacTo: HOCOBa KpoBOTeYa, 3aKjafieHiCTh MPUAATKOBUX I1a3yX HOca.

Pigko: BiguyTTs CTHCHEHHS Y ropJli, HAOpsK CTM30BOI 000JI0HKH HOCA, CYyXiCTh Y HOCI.
3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: HyOoTa, QUCIETCid.

Heuacro: ractpoe3odareanbia pediiokcHa xBopoba, OtoBaHHS, 0ib y BEPXHiil YaCTHHI JKUBOTA,
CyXiCTb y POTi.

Pigko: rinectesis poTOBOI IOPOKHUHM.

3 6oky wkipu ma niOwKipHOi MKAHUHU.

HeuacTo: BucunasHs.

Pigko: cuagpom CriBeHca-[I2KOHCOHa*, TOKCUYHUY emigepManbHU HEKPOITi3*.

3 60Ky ONOpPHO-PYX0B8020 anapamy ma cnoAYy4HOi MKAHUHU.

Hewacro: mianris, 6inb y KiHIliBKax.

3 60Ky ceuyosudinvHOi cucmemu.

Heuacto: remartypis.

3 6oky penpodyKkmueHoi cucmemu ma MO/A0YHUX 3dA03.

Pimko: KpoBOoTe4a 3i CTAaTEBOTr0 4/leHa, IIpiami3amM*, reMaToCIepMis, MOIOBKEHAa ePEKITis.
3azanvHi po3aadu ma peakuii y micui 8e0eHHA.

Heuacro: 6ink y Tpyasx, migBullleHa CTOMJITIOBAHICTh, BIIUyTTS XKapy.

Pigko: mogpa3HeHHS.

ObcmediceHHs.

HeuacTo: mifBuIeHa yacToTa CepleBUuX CKOPOYEHb.

* [ToBimoMIIsATIOCS NUIIE Iif Yac OOCHiAXKEeHHS IIiC/ig BUXOAY IIpenapaTy Ha PUHOK.

** [TopylleHHS CIIPUMHATTS KOJIbOPY: XJIOPOIICist, XpOMATOIICis, LIiaHOIICisg, ePUTPOIICiA, KCaHTOIICi.

*#* TlopylleHHS CIIbO30BUIIJIEHHS: CyXiCTh B 04YaX, MOPYILIEHHS CIIbO30BUIIJIEHHS Ta IiABUILEHHS
CJIbO30BHU/iICHHS.

Huxuye3a3HaueHi sfiBHUlla criocTepiranuca y < 2 % malieHTiB y IpoLeci KOHTPOJIbOBAaHUX KITIHIYHUX



OOCIIIXKeHb; IPUYUHHUY B3a€MO3B 130K He BU3HaueHU. [10BifOMIIeHHS BKIOYa/IN SABUIIA, 1[0 MaJlld
BiporifHuY 3B’S30K i3 3aCTOCYBAHHSIM Ipemnapary. fBuila, ski He Oyu 3a3HauyeHi, Oyau TIETKUMU Ta
NIOBinOMJIeHHS OyNy OyKe HeTOYHUMHU, 11100 MaTH 3HAYEHHS.

3aeanvui. Habpsk obmuyysi, peakiii GOTOUYTIUBOCTI, 110K, acTeHis, 6ifib, panToBe magiHHs, 6inb y
JKMBOTI, ParnToOBe MOIIKOIXKEHHS.

3 60Ky cepueso-cy0uHHOi cucmemu: cTeHOKapmisi, AV-010Kajia, MirpeHs, IIOCTypabHa
rimoTeH3is, imemis Miokapaa, TpoM003 CyAWH T'OJIOBHOT'O MO3KY, PaIliTOBa 3yNMHKA CEPIId,
nopylueHHs pe3ynbTaTiB Ha EKI', kapgiomionaris.

3 60Ky WAYHKOBO-KUWKOB020 MpAKmy: TIOCUT, KOJIT, qucdaris, raCTpUT, TaCTPOEHTEPUT, e30¢arir,
CTOMAaTHT, TOPYIIEHHS PE3yJIbTATiB MEeYiHKOBUX P00, peKTaslbHa KPOBOTEYA, TiHTIBIT.

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu: aHEMiS, TEUKOTIEHiS.

Po3nadu memaboaizmy ma xapuyeaHHs: cupara, HaOpsK, momarpa, HecTabinmpHuy miaber,
rinepriikeMis, nepudepuyHi HaOPSKY, TinepypuKeMis, TiloriKeMis, rimepHaTpieMis.

3 60Ky cKesemHo-M’513080i cucmemu: apTPUT, apTPO3, PO3PUB CYXOXKUJIISI, TEHOCUHOBIT, Gillb y
KiCTKax, MiaCTeHis, CUHOBIT.

3 6oky Hepsoeoi cucmemu: aTaKCisi, HeBpaJris, HEUPOIaTis, IapecTesisi, TPeMOop, BEPTHUTO,
memnpecist, 6e3COHHS, aHOMaJIbHI CHOBU[IIHHS, 3HUXKEHHS pedIIeKCiB.

3 6oky OuxaavHoi cucmemu: acTMa, TUCITHOE, TAPUHTIT, GapUHTIT, CHHYCUT, OPOHXIT, ITOCHTIeHE
CJIMHOBUIJIEHHS, IIOCUJIEHHS KalIIlTIo.

3 6oky wKipu: KPOIIUB'THKA, Tepriec, cBepbixk, MmifBuIlleHa MiTIUBICTh, BUPA3KHU LIKiPH,
KOHTAKTHUU IePMaTUT, eKCHOTiaTUBHUY JePMaTHUT.

Cneuueiuni 8i0uymms: palTOBe 3HUKEHHS YU BTPaTa CIyXy, Oilb ¥ ByXaX, KPOBOBUIIUB Y OKO,
KaTapakTa, CyXiCThb B O4aX.

3 60Ky ypo2eHimaabHOi cucmemu: IUCTUT, HIKTYPis, MiIBUIIIEHA YaCTOTAa CEYOBUITYCKaHb,
30i7bIIIEHHS MOJIOYHUX 3aJ103, HeTPUMaHHS Cedi, IOPYIIeHHS esIKysllil, HaOpsSK CTaTeBUX OpraHiB,
a”Hoprasmis.

[ToCcBif 3aCTOCYBaHHS MiCIsA BUXONY Ha PUHOK. [licis BUXOMy NpenapaTy Ha pUHOK Oynu

imeHTH(iKOBaHI HUXKYe3a3HauyeHi mobiuHi peaknil. OCKibKY PO TaKi peakiiii MoBimoOMIISIOTh
moOpOBiTbHO Ta MOBIIOM/IEHHS HAAXOOSATh Bifl HEBiIOMOI KiTbKOCTI ITAITiEHTiB, HE 3aBXKOU MOXKHA
NOCTOBIPHO OI[IHUTH 1X YaCTOTY Ta BCTAHOBUTY MIPUUYMHHUM 3B’I30K i3 €KCIIO3HUIII€I0 TIKapChKOTO
3aco0y. Lli spumia Oynu 3a3HavyeHi K yepe3 X Cepio3HiCTh, YaCTOTY IOBiOMIIEHHS, BiICYyTHICTb
YiTKOT0 albTEPHATUBHOTO 3B’A3KY, TaK i 4epe3 KoMbiHallio ux GpaKTopiB.

Cepueso-cyouHHi ma uepebposackyaapHi aeuuia. [ToBimoMIsIocs Ipo Cepiio3Hi cepiieBO-CyauHHi,
11epe0pOoBacKyJIIpHi Ta CyIMHHI SIBUIA, BKITI0Ya0un 11epedpoBacKyIsIpHY KPOBOTEYY,
cybapaxHoifanbHy Ta BHYTPIIIHbOIIEpeOpaIbHy KPOBOTEUY Ta JIETEHEBY KPOBOTEUY, 1110 OyTH
IIOB’S13aHi ¥ 4Yaci i3 3acToCcyBaHHAM cunfeHadiny. BinbIIicTs mallieHTiB, aje He BCi, Manu iCHy0Ui
(baKToOpH CeplieBO-CYIUHHOTO pU3uKYy. [ToBigoMisiiocs, o 6araTo 3 IUX SBUIL BUHUKIIK IIif 4ac abo
Bigpasy IiCJs CeKCyabHOl aKTUBHOCTI Ta AeKiIbKa SIBUIL BUHUKJIIU Bifipa3y Iifl Yac 3aCTOCyBaHHS
cunpeHadiny 6e3 cekCcyanbHOI aKTUBHOCTI. [HIIII SIBUII[a BUHUKIIM MIPOTATOM AEKiMbKOX TOOUH YU OHIB



iCIIsT 3aCTOCYBaHHS cufeHadiny Ta ceKCyalbHOI aKTUBHOCTi. HEMOXKIIMBO BCTAHOBUTH, UM MAIOTh ITi
SIBUIIla IPSIMUM 3B'SI30K i3 3aCTOCYBAHHAM IIpenapary, i3 CEeKCyallbHOI0 aKTHUBHICTIO, 3 HASBHUMU
dbakTopaMu pU3UKY UM 3 KOMOiHaIl€o mux ¢akTopiB, uu 3 iHIUMHU (PaKTOpaMH.

KposoHocHa ma aimpamuuHa cucmemu. Ba300KTI03UBHUM KpU3. Y HEBEITUKOMY 3aBYaCHO
IPUNMHEHOMY OOCIiI2KeHHI 3aCTOCYBaHHS CUIfeHadimy malieHTaM i3 J1ereHeBoo apTepiaabHOI0
rinepTeH3i€lo, BTOPUHHOIO OO0 CEPIIONOAiOHOKITITHHHOI aHeMil, TP 3aCTOCyBaHHi cunaeHadiny npo
PO3BUTOK Ba300KJIIO3WBHUX KPU3iB, 1110 MOTPeOyBaIy ToCIiTati3allil, IoBiqoOMIIsIOCS YacTille, Hik
IIPY 3acTOoCyBaHHI mane6o. Kniniyne 3HaueHHS wi€l indopmaliii Ay malieHTiB, SKi 3aCTOCOBYIOTh
mpenapaT Makcirpa 3 MeTO JIiKyBaHHS epPeKTUIbHOI fUChYHKIII, HeBimoMe.

Hepeosa cucmema. TprBoTra, TpPaH3UTOPHA I'100aIbHa aMHe3is.
Cneuuciuni giduymmas.

Cayx. Ilicns BUxony npenapaTy Ha PUHOK IIOBIOMIISIOCS IIPO BUNALKYU PAITOBOTO 3HUXKEHHS YU
BTPAaTH CIIyXy, IIOB’A3aHi y 4aci i3 3acTocyBaHHAM cungeHadiny. Y OesKUX BUIagKaX [IOBiIOMIIAIOCS
IIPO HASIBHICTh MEMYHUX CTaHIB Ta iHIMKX (aKTOPiB, 1[0 MOTJIM BiflirpaTu pPoyib ¥ PO3BUTKY MOOIYHUX
peaxiiiii 3 60Ky cnyxy. Y 6araTbox Bunagkax iHpopMalis Iofo Mofanbiioro MeguyHOro
CIIOCTepeXKeHHA BiACyTHA. Bu3HauyuTH, UM I ABUIIA IPSMO [I0B’s13aHi i3 3aCTOCYBaHHAM IIpenapaTy
Makcirpa, 3 HagBHUMH (paKTOpaM¥ PU3UKY BTPATU CIIyXy, 3 KOMOiHalielo UUX (PaKTOPiB YU 3 iHIINMU
(baxTopaMu, HEMOXKJIUBO.

3ip. TumyacoBa BTpaTa 30py, IOYEPBOHIHHSA O4el, TIeYiHHA B 04aX, [MiBUIEHHS BHYTPIIIHEO0YHOT O
TUCKY, HaOpsK CiTKiBKM, CyOUHHI 3aXBOPIOBAHHS CiTKiBKM a00 KpOBOTeYa, BifIlIapyBaHHS CKJIUCTOTO
Tina.

[Ticns Buxomy npenapaTy Ha PUHOK PifKO MOBIAOMIISIOCS IIPO BUIAOKKU HeapTepiaabHOl IepegHbOo1
imeMiyHOl HEBpPOIATil 30POBOT0 HEPBA, III0 € MPUYHMHOIO 3HUKEHHS 30PY, BKIIIOYalOUH IIOCTINHY
BTpATy 30pYy, sIKi Oynu 1moB’sg3aHi y 4aci i3 3acTocyBaHHsaM iHTiOiTOpiB @I EDS, BKITI0Ya04n
cunpeHadin. baraTo 3 maifieHTiB, aje He BCi, Manu HasBHI aHaTOMiuHi ab0 CyguHHI (aKTOpU PUIUKY
PO3BUTKY HeapTepialbHOI IIepefHbO] illleMiuHol HeBPOIlaTil 30pOBOT0 HEPBA, BKJII0Yanuu (aje
Heo00B’I3K0BO 00MEXKYIOYKCh) TaKi: HU3bKe CITiBBiIHOIIEHHS AiaMeTpa eKCKaBallil Ta JucKa
30pOBOTO HEPBA (3aCTiiHUM OUCK 30POBOT0 HEPBA), Bik Ginbime Hixk 50 pokiB, apTepianbHa
TinepTeH3is, 3aXBOPIOBAHHSA KOPOHAPHUX apTepii, TineprinigeMisa Ta namizaHsa. HeMoXKIuBo
BM3HAQUMUTH, YU IIi SBUINA IIPSIMO OB sI3aHi i3 3acTocyBaHHSIM iHTiOiTOpiB ®IES U1 3 HAABHUMU
aHaTOMiYHMMU a00 CyAMHHUMH (paKTOpaMu PU3MUKY, YU 3 KOMOiHAIli€lo I[UX BCiX PaKTOpiB, U 3
IHMUME paKToOpaMu.

38imyBaHHsA npo ni0o3preaHi nobiuHi peakuyii. 3BiTyBaHHs PO MimO3pIoBaHi MoGiuHi peakiil
micys peecTtpatii TikapcbKoro 3acofy Ma€e BaXkKjuBe 3HaueHHs. Lle ma€ 3MOTy IIPOBOAUTH
0e3nepepBHUM MOHITOPHHT CIiBBiTHOIIIEHHS MiX KOPHUCTIO i pu3uKaMH, II0B I3aHUMHU i3
3aCTOCYBaHHSM IIbOTO JIiIKapChKOro 3aco0y. JIikapsiM ciif 3BiTyBaTH Ipo Oyab-sKi Mifo3pioBaHi
no0iuHi peakiii BigmoOBiIHO 0 BUMOT 3aKOHOMIABCTBA.

Tepmin npudamnocmi. 4 PoKu.

YMmoBH 30epiraHHsi.



He moTpe0ye crerianbHUX yMOB 30€piraHHs.

30epiratu y MicIaX, HEOOCTYIHUX OIS TiTeH.

YnakoBka.

[To 1 a6o mo 4 Tabnetku y 6micTepi; mo 1 6micTepy B KAPTOHHIN yIIaKOBIIL.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHUK/3asiBHHK.
®apwmaneptuunuii 3asop ,II0OJIbOAPMA” C.A./

Pharmaceutical Works “POLPHARMA” S.A.

Micue3HaxoKeHHsI BHPOOHHKA Ta afipeca Miclsi MpoBaIXKeHHs HOro Tis/IbHOCTI.
Byn. [lensninurbcka 19, 83-200, Craporapn 'manscky, [Tonsina/

19, Pelplinska Str., 83-200 Starogard Gdanski, Poland.



