IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IpuHOTEKaH AMakca

Irinotecan Amaxa

Cknao:
ditoua pevoB8uHda: ipUHOTEKAH;

1 M1 KOHIIeHTpaTy MiCTUTh 20 MI ipUHOTEKaHy TiAPOXJIOPUAY TPUTiApaTy, 1o Bignosigae 17,33 mr
IpUHOTEKaHYy;

donomidcHi peyoguHu: D-copbiT, KMCIOTa MOJIOYHA, HATPI0 TigPOKCU, Bofa [AJIS iH’€KIIii.

JIikapcbeka ¢opma. KoHIeHTpAT A7 PO3YUHY Ag iHQY3iid.

OcHosHi (i3uko-xiMiyHi 81acmueocmi: IPO30PUM PO3YUH KOBTOTO KOJILODY.

dapmakoTepaneBTHYHA rpyna. AHTHHEOIJIaCTUYHi 3aco6u. IHribiTopy IUTOCTaTUYHOL
tonoizomepasu I. Kog ATX LO1C EO02.

Papmakono02iuHi e1acmusocmi.
dapmakoOuHamika.

IprHOTEKAH AMaKcCa € HalliBCUHTETUYHOIO PEYOBUHOM), IIOXIOHOK KaMIToTenuny. Lle
IPOTUIIYXTMHHUY IIpernapar, 10 BUCTYIae cneurdivyaum inriditopom [JHK-Tomoizomepasu I.
ITig mieto KapbokcumecTepas3y y OiNbIIOCTI TKAHWH IIpernapaT MeTaboIi3yeThCS 10 CIIOIYKHU
SN-38, sika OpiBHSAHO 3 ipUHOTEKAHOM € OiflbIll aKTUBHOIO II[OJI0 OYHINEHO] TOIoi3oMepasi I
Ta OiMBLI IUTOTOKCUYHOIO BiTHOCHO PSAY JIiHIN NYXJIMHHUX KJIiTHH JIIOOVUHYU Ta MUILEH.
[Tpurnivenns [IHK-Tonoizomepasu I mip miero ipuHotekany yu SN-38 nIpu3BOguUTh 10
IOIIKOMKeHb ogHonaHIorosoi [THK, ski 070KyioTh pernikaTuBHy BunkKy [JTHK Ta
IIPU3BOASATE A0 MUTOTOKCHYHOI [il. Bys10 BCTAaHOBNEHO, 110 TaKWK IUTOTOKCUYHUYU €(DEKT €
3a/7IeXXKHUM Bifl 4acy Ta creuudpiyHuM s S-¢ha3u KITITUHHOTO ITUKITY.

Kpim npoTunyxauHHOI aKTUBHOCTI, Ha#binbIl 3HaUyII[0i0 (hapMaKoJIOTiyHO0 Hi€l0 ipHHOTEKaHy €
IIPUTHIYeHHS aKTUBHOCTI alleTUJIXO/IiHeCTepas3u.

Ilauienmu 3i 3HuUdceHow akmusHicmio UGTIAL.



Ypunuuagudochat-rmoryponinTpanchepasa 1A1 (UGT1A1) Gepe yyacTb y MeTabOIiuHilM iHaKTUBAIIil
SN-38, akTuBHOT'0 MeTaboiTy ipuHOTEKaHY, 3 YTBOPEHHSIM HEaKTUBHOTO SN-38-TTI0KypOoHigy
(SN-38G). I'er UGT1A1 xapakTepu3y€eThCsi BUCOKUM IOIiMOphi3aMoM, 1110 3a0e3meuye HasBHICTh
pi3HOMaHITHUX BapiaHTiB iHTEHCUBHOCTI MeTabomniaMy y rpymi. 1 ocobmuBuii BapianT rera UGT1A1
MiCTHUTh OIIMOPGHY AiNSHKY B AUISHII IPOMOTOPA, IeX BapiaHT HOCUTh Ha3By UGT1A1*28. Takui
BapiaHT, a TaKOX iHII cnagkosi nmopyimeHHs ekcnpecii UGT1A1 (taki ik cuagpoM Kunwsbepa abo
cuappoM Kpurnepa-Haiisipa) moB’sI3yI0Th 3i 3HUKEHOI0 aKTUBHICTIO ITbOTO (hepMeHTy. Pe3ynbTaTu
MeTaaHaJsi3y CBimyaTh, 110 nauieHTy i3 cungpomoM Kpurnepa-Haiispa (tum 1 Ta 2) abo roMO3UTroTH
3a anenem UGT1A1*28 (curpmpom 2KunbOepa) BXOASTH OO TPYIH MigBUIIEHOT0 PU3UKY BUHUKHEHHS
reMmaTosnoriunoi TokcuuHocTi (III Ta IV cTyneHiB) micns BBeleHHS cepefHix a0 BUCOKUX [03
ipuHOTEKaHy (>150 Mr/M°). B3aeMo3B’s130k Mix rerotunoM UGT1A] Ta BUHUKHEHHAM fiapei
BHACJIIJIOK [il ipiHOTEeKaHy He BCTAHOBJIEHO.

[Tamientam 3 BimomuMmu romo3uroramu 3a aneneM UGT1A1*28 crig 3acToCcoByBaTH 3BUYaNHY
[I0YaTKOBY 103y IpUHOTEeKaHy. BogHOYac 3a TaKUMU NTalliEHTaMU CJIif CIIOCTepiraTy LI0f0 IPOSBIB
reMaToJIOTi4HOl TOKCUYHOCTI. [1715 alli€eHTiB, Y 9KUX Iifl 4ac MOoIepefHixX KypcCiB JIiKyBaHHS BXKe
BMHMKAJIY IIPOSIBU T€MaTOJIOTiYHOl TOKCUYHOCTI, CITifl PO3TISHYTH MOXKJIMBICTh 3HUKEHHS IT0YaTKOBO1
[03U ipuHOTEKaHy. TOUYHY BeIMYMHY 3HUKEHHS IT0YaTKOBOI JO3M [JI Li€l TPyIH MallieHTiB He
BCTAHOBJIIOBAJIU. Byb-fKi ofasblli 3MiHU [O3YBaHHSA CJIif IPOBOAUTY, BUXOOAYHU 3 TOTO, K IALiEHT
IIepeHOCUTH JTiKyBaHHS (OUB. po3minu «OcobmuBOCTi 3acTocyBaHHSA» Ta «Crocib 3acTOCyBaHHS Ta
no3u»). Ha chorofHi HegoCTaTHO KITiIHIYHUX OaHUX OIS BUCHOBKY IIOO0 AOLIIbHOCTI TEHOTUITYBaHHS
naifieHTiB 3a anenamu UGT1A1L.

dapmakokiHemuxka.

[Ticna BBefeHHS ipuHOTEKaHY B 1031 100—750 Mr/M* isaxoM 30-XBHJTMHHOI BHYTPIIIHbOBEHHOI
iHQys3ii KoxkHi 3 TUXKHI cIIOCTepiraeTbcsd ABO- ab0 Tpuda3zosa Myla3MoBa eJliMiHallis ipuHOTEKaHY .
CepepHili m1a3MoBHii KiipeHC — 15 n/rom/M°, 06’eM po3nopiny B piBHOBaxkHOMYy cTaHi (Vss) —

157 n/m’ moBepxHi Tina. CepepHiil mepiof HaliBBUBEeeHH 3 IJIa3MH KPOBI IIifl Yac mepmoi gpasu
Tpua30Bol Mofeni cTaHOBUB 12 XB, Iif 9ac Opyrol ¢as3u - 2,5 TOOUHY, Hif 9ac TpeThol (a3m - 14,2
roguuu. [Ima3moBa emmiminanis SN-38 O6yna gBoda3oBa 3i cepeHiM KiHIIEBUM II€piofoM
HamiBBuBenmeHHs 13,8 roguun.

3B’si3yBaHHS 3 OiIKaMu IJ1a3MU KPOBi Y IOCHTiXKEHHI in vitro cTaHOBUTH MPUOIU3HO 65 % mms
ipuHoTekany i 95 % mnsg metabonity SN-38.

Bineire 50 % no3u ipuHOTEKAaHY, BBEIEHOI'0 BHYTPIIIHLOBEHHO, BUNIISETHCS Y HE3MIHEHOMY BUTJISAM,
33 % BUAINSAETLCA 3 KAJIOM, B OCHOBHOMY 4epe3 KO0BY, Ta 22 % - i3 ceyero.

Knipenc ipuHoTekaHy 3MeHIITyeThcst Matizke Ha 40 % y namieHTiB 3 GinipybiHeMieio (KOHIIEHTpaIlis
3aranbHoro 0imipy6iHy B cupoBaTIli KpoBi y 1,5—3 pa3u BUllla 3a BePXHIO MeXKY HOPMH). Y IUX
TalieHTiB f03a ipuHoTeKany 200 Mr/M’ IPU3BOAMTE [0 €KCIO3MIii IpenapaTy B IIa3Mi KPOBi, Ka
TMOpiBHAHHA 3 TAKOK IIPHU A03i 350 Mr/M’ y XBOpHX Ha PaK 3 HOPMaJIbHAMH MOKa3HUKaMH QyHKIIII
MeYiHKH.

[HTeHCUBHICTL HaWOINbII BUpaXKeHUX TOKCUYHUX e(DEeKTiB ipuHOTeKaHy (HalpUKaf,
NedKoHeHTpomneHii i giapei) mMoB’si3aHa i3 BIJIMBOM (IIJIOINA IIifT KPUBOIO «KOHIIeHTpatisg-gyac» (AUC))
HE3MiHEeHOTO0 ipuHOTeKaHy Ta 1#oro MetabomnitTy SN-38. [cToTHUI B3a€MO3B’ 930K CIIOCTEpiraBcs Mix
reMaToJIOTiYHOI0 TOKCUYHICTIO (3MEHIIIeHHS KiTbKOCTi TEMKOIUTIB i HeUTPo(isniB 1o MiHiMyMy) abo
inTercuHicTio miapei i AUC ipuHoTekaHy Ta #ioro metabonity SN-38 mpu MoHOTeparii.



Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.
JIiKyBaHHS IMALi€HTIB i3 IOIIMPEHUM KOJIOPEKTAJIbHUM PaKOM:

y KombiHa1iii 3 5-propypanunom (5-QY) ta ¢orninieBoio kucnoroio (PK), SIKIo nauieHT He
OTPUMYBAJIH MOMIEePEeNHbOI XiMioTeparii gy TiKyBaHHS IOUIXPEHOI0 3aXBOPIOBAHHS;

K MOHOTepaIis, AKII0 BCTAHOBJIEHNY PEeXUM JIIKyBaHHS i3 3aCTOCyBaHHAM 5-OY BUABUBCA
Hee(eKTUBHUM.

I[punoTekan Amakca y KoM0iHallii 3 IeTyKcuMa0oM IToKa3aHUU OIS TiKyBaHHS Nalli€HTiB i3
MeTaCTaTUYHUM KOJIOPEKTAJIbHUM PAaKOM 3 OUKUM TUNIOM reHa KRAS, 1110 CynIpoOBOIXKY€EThCS
IIOCUJIEHOI0 eKCIIPECi€I0 pelenTopa enigepManbHoro gpakropa pocty (PEDP), aki panime He
OTPUMYBaJX XimMioTeparito, abo micyisg HeeheKTHBHOI IIMTOTOKCUYHOI Tepallii, ska BKI04asa
ipuHOTEKaH.

Y kombGinarii 3 5-®Y, ®K ta 6eBanu3ymabom IprHOTEeKaH AMakca 3aCTOCOBYIOTD SIK Tepallito
IIepIIoi JTiHil mamieHTaM i3 MeTacTaTUYHUMU KapIMHOMaMH TOBCTOI a00 MPsSMOi KUIIKH.

Y xoMmbGinarrii 3 kanenuutabiHoM (3 momaBaHHSIM OeBalu3ymaly abo 6e3 Hboro) IprHOTEKaH AMaKca
3aCTOCOBYIOThH SIK Tepallilo IepIo] JIiHil IalieHTaM i3 MeTaCTaTUYHUM KOJIOPEKTaIlbHUM PaKOM.

IIpomunoka3aHHs.
* TinepuyTnuBicTh 0O Ait040l peuoBUHU a00 [0 Oyab-IKOTO 3 JOMOMIXKHUX KOMIIOHEHTIB.

* XpoHiyHi 3amaabHi 3aXBOPIOBAHHS KUIIEYHUKY Ta/ab0 00CTPYKILiS KUIEYHUKY (OUB. PO3MiN
«OCc06IUBOCTi 3aCTOCYBAHHS»).

» [lepion romyBaHHS rpynno (ouB. po3minu «OcoOIMBOCTI 3aCTOCYBaHHS» Ta «3aCTOCYBAHHS Y
nepion BariTHOCTi a0 TOOyBaHHS TPYIII0»).

* PiBens 6inipy6iny Bullle BepXHBOI MeXi HOpMHU Oinbil HiXK y 3 pasu (guB. po3ain «Oco6auBOCTI
3aCTOCYBaHHS»).

* Tsaxka HEOCTATHICTh KICTKOBOT'O MO3KY.
* (CraH 3710pOB’s 3a iHmekcoMm BOO3 > 2.

* CynyTHe niKyBaHHS 3Bipo00€eM (ouB. po3min «B3aeMopmis 3 iHIMMMU TiKapChbKUMU 3aco0aMu Ta
inmn BuOM B3aeMOmin»).

* 2KuBi aTeHy/OBaHI BaKIIUHU.

[ToBHa iH(OpMaLllig 1100 IPOTUIIOKA3aHb IeTyKciMaly, 6eBanu3ymaly abo KaneunTtabiHy HaBefieHa y
BiATIOBIgHUX IHCTPYKUISX OIS MEOUYHOTO 3aCTOCYBaHHS INX JIiKapChKUX 3aC00iB.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.



HiKaQCBKi 3&CO6I/I, OOHOYACHE TIPU3HAYEHHA AKNUX i3 IIperrapaTom IQI/IHOTeKaH AMakca
IIPOTHUITOKA3dHO (ouB. QOBHD’I <<HQOTI/IHOK33&HH5{>>):

3Bipo0ill 3BUYAWHUY - Y HEBETUKOMY [OCITiIKEeHHI apMaKOKIHETHKH, fie ipHHOTEeKaH y m03i

350 Mr/M” mOBepXHi Tila BBOOUIN y KombiHaiiii 3i 3Bipo6oem (Hypericum perforatum) y mo3i 900 wmr,
crocTepiranocst 3HUKeHHs KoHIeHTpallil SN-38, akTuBHOr0o MeTaboiTy ipyHOTEKaHy, V IJ1a3Mi KpoBi
Ha 42 %. ToMy He cJif 3acTOCOBYBaTH 3Bip006iii 3 ipHHOTEKAHOM.

2KvBi aTeHyl0BaHi BaKIWHY (HaIIPUKJIaf, BaKIMHA IIPOTU KOBTOI TapsAyKy) - PU3UK BUHUKHEHHS
CHCTEeMHUX 3aXBOPIOBaHb 3 MOXKJIMBUM JIeTaIbHUM HaCIigKoM (Hampukiap, indekuil). Llei pusuk
36inbIIy€EThCS, SKIIO YV TAIliEHTIB y2Ke MPUTHiYeHa iMyHHa CUCTeMa BHACIiJOK OCHOBHOI'O
3axBoproBaHHsA. OJHOYAaCHe 3aCTOCYBaHHS XKUBUX aT€HYNOBAHUX BaKIWH IIPOTUIIOKA3AHO IIif Yac
JIiIKyBaHHSI ipUHOTEKAHOM Ta IIPOTSATOM IIECTH MICSLIB MMicis 3aKiHUeHHS ximioTepamil. Crig
3aCTOCOBYBaTHX iHAaKTHBOBaHI BaKI[MHHU, SKII0 BOHU iCHYIOTH (II0JIIOMI€NIT), ajie BifoOBigb Ha Taki
BaKILKHU MOXKe OyTH 3HUKEHA.

JIikapchKi 3ac00M, 0OOHOYACHE TPU3HAYEHHS SKUX i3 MpemapaToM IpuHOTeKaH AMakca He
PEKOMEHII0BaHO (OUB. po3min «OcoBIMBOCTI 3aCTOCYBAHHS»):

Cnipm yHUKaTH OIHOYAaCHOTO 3aCTOCYBaHHS ipMHOTEKAHY Ta CUJIbHUX iHAYKTOPiB/iHTiOiTODIB
muroxpomy P450 3A4 (CYP3A4), ocKinbKY 1ie MOXKe IIPU3BOJUTH OO 3MiH MeTaboi3aMy
ipuHOTEKaHy (OuB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHS»).

CunbHi ingykTopu CYP3A4 Ta/a6o UGT1A1 (Hanpukinap, pudamiinul, KapbaMa3eriH,
dbenobapbitan, ¢peHiTOIH ab0 ananyTamin) - pe3yabTaTH AEKiIbKOX JOCTiAKeHb
IIPOJEMOHCTPYBAJIH, 1[0 OfHOYaCHE 3aCTOCYBaHHS IPOTUCYIOMHUX IIpernaparis, iHOyKTOPIB
CYP3A4 (kapb6ama3zerin, ¢penoOapOitan abo heHiToiH), TPU3BOAUTE OO 3MEHIIEHHS
edekTruBHOCTI ipuHOTEKaHY, SN-38 Ta SN-38-T1I0KypOHiAY, 110, Y CBOIO YEPTY, TPU3BOAUTH
[0 3MeHIIeHHd (apMaKOguHaMidHOTO edeKTy. [isd TaKuX IPOTHCYOOMHHUX IIpelapaTiB
nosnsrana y 3auxkeHHi AUC gnst SN-38 ta SN-38-rmiokyponiny Ha 50 % 4uu HaBiTh GifnbIire.
Kpim ingykuii nutoxpoMmy P450 3A4, 3HMKEHHS PiBHS €KCIIO3UIlil ipuHOTEeKaHy Ta KOro
MeTabo0iTiB MoxKe OyTy 00yMOBJIEHEe TaK0XK IIOCUJIEHOI0 TIIOKYPOHi3alli€lo Ta Oibil
IHTEHCUBHUM BHBEIEHHSIM i3 XKOBYIO.

DeHITOIH - PU3UK 3aTOCTPEHHS CYy[OM BHACJIiOOK 3HUKEHHS IHTEHCUBHOCTI NIOTJIMHAHHSA (PEHITOIHY ¥
TPaBHOMY TPAaKTi Iifi BIJINBOM IIUTOTOKCHUYHOI'O IIpenapary.

CunbHi inridiTopu CYP3A4 (HampuKiaf, KeTOKOHA30J, iTpakKOHa30J1, BOPUKOHA3O]I,
1103aKOHAa30JI, iHTibiTopu MpoTea3u, KIapUTPOMILIMH, €EPUTPOMIIIUH, TENITPOMIIUH) - ¥
pe3ynbTaTi AOCTIiAKeHHS 0yJI0 BCTAHOBJIEHO, 1110 OGHOYAaCHE 3aCTOCYBaHHS KETOKOHA30JIy
npu3Boguio mo 3uuxeHHs AUC metabomnity APC Ha 87 %, a AUC meTabomity SN-38
3HKMXKYyBajack Ha 109 % mopiBHSAHO i3 3aCTOCYBaHHSM ipUHOTEKaHY K MOHOTEpaTil.

IaribiTopu UGT1A1 (Hampukiaj, aTa3aHaBip, KeTOKOHA30J, peropadeHid) - pu3uk
IiABUIIEHHS CUCTEMHOI €KCITO3UIlil aKTUBHOTO MeTabomiTy ipuHoTekany - SN-38. Jlikapsim
CJIiT Bpax0oBYyBaTH L0 MOXKJIUBICTE [IPU OOHOYACHOMY IIPU3HAYEHH] I[UX ABOX IIperaparis.

Irmi inriéitopu CYP3A4 (HampuKiam, KpU30THHIO, imenani3ub) - pusuK MigBUIEHHS TOKCUYHOCTI
ipyHOTEKaHy BHACIINOK 3HUKEHHS H0ro MeTabo1i3My IIpy OMHOYACHOMY 3aCTOCYBaHHi 3
KpPU30THUHIOOM abo imeanizubom.



JlikapchKi 3ac00M, sIKi pa3oM i3 mpenapaToM [puHOTEeKaH AMaKca CHil 3aCTOCOBYBATH 3
00epexKHICTIO:

AHTarosictu BiTaMiny K - nmigBuilileHn# pu3rvK BUHUKHEHHS KPOBOTeY i TpoMOO03iB y
Malll€HTIB i3 NyXJIMHHUMU 3aXBOPIOBAHHAIMU. 3a HasIBHOCTI II0Ka3aHb 10 3aCTOCYBaHHSA
aHTaroHiCTiB BiTaMiny K HeoOXigHO dacTille, HixkK 3a3BU4ai, KOHTPOIIOBATH ITOKa3HUK
MixHapogHOro HOpMani3oBaHOro BigHOIIeHHS (MHB).

IMyHOCyIIpecaHTH (Halpukiaf, MUKIOCIOPUH, TAKPOJIIMYC) - PU3UK HaAMIPHOTO IPUTHIYEHHS
iMyHHOI CUCTEMHU 3 PU3UKOM PO3BUTKY NpoJideparil 1iM¢pOnuTiB.

brnokaTopu HEXPOM I30BO1 B3AEMOil - HEMOXKIIUBO BUK/TIOYUTH B3a€EMOIII0 MiXK ipMHOTEKAHOM Ta
6110KkaTOpaMu HepoM’ 130B01 B3aemMofil. OCKinbKM ipUHOTEKaH YMHUTH aHTUXOJIiIHECTePa3Hy [ilo,
Ipernapary, 0 TaKOXK YMHSATH aHTUXOJIiHECTePa3Hy Mil0, MOXKYTh 30ibLIyBaTU TPUBAJIICTh
HelpoM’'s130BOro OI0KYBaHHS CYKCAMETOHII0 Ta MPOTUIISITH HeHpPoM s30BOMY 6JI0KYBaHHIO
He[eloIAPU3yI4uX IIpenaparis.

IHWi koMbiHaUii.

5-QOY/OK - ogHouacHe 3acTocyBaHHs 5-OY/QK y ckiami koMOiHOBaHOI Teparii He 3MiHIO€E
(bapMaKOKiHETUKY iDUHOTEKaHy.

BeBanuaymab - pe3ynbTaTi CIenu(piYHOr0 JOCTiIKEeHHS B3aEMOIil MiX JTiKapChbKUMU
3aco0aMu He MPOAEeMOHCTPYBaIM 3HAYHOI'0 BIIMBY OeBaru3yMaly Ha hapMaKOKiHETHKY
ipuHOTEKaHy Ta “0ro akTuBHOTr0 MeTabosiTy SN-38. OnHak Ile He BUKJIII0OUa€ Oyab-sIKOTO
MiOBUINEHHS TOKCHYHOCTI BHACIMOK IXHIX (papMaKOIOTiYHUX BIaCTUBOCTEN.

LleTykcumab - iHdopMalris 100 BIUIUBY LIeTyKcuMaly Ha mpodinb 6e3nedHoCTi
ipuHOTEKaHy ab0 PO aHaJIOTiYHUY BIJIMB ipHHOTEKAaHy Ha LieTyKcuMal BigCyTHS.

AHTHHeOIJTaCTUYHI 3aco0u (BKITI0Yaouu QIyIIMTO3UH SIK MPOTiKY 5-pTopypanuiy) - mobiuHi epekTu
iprHOTEKaHY, TaKi gK MI€JIOCYIIPECis, MOXYTh IIOCUIIOBATUCS IHIIUMU IPOTUIYXJIMHHUMU
IpenapaTaMy, 110 MalTh NOAIOHUY podink Mo0iYHNX ePeKTIB.

Oco06.1ue8ocmi 3acmocyeaHHsi.

3acTocoByBaTH Ipenapart [puHOTeKaH AMaKca CJIifl BUK/IIOYHO Y BiifieHH], 1110 Cleliani3yeThCs Ha
IPOBENEHHI MUTOTOKCUYHOI XiMioTeparil. [Ipemapar ciif 3aCTOCOBYBaTH BUKJIIOUHO IIifi KOHTPOJIEM
KBaJTipikoBaHOrO JliKaps, IKWH CIelialli3yeThbCs Ha IPOBeeHHI MPOTUPAKOBOTO
XimMioTepaneBTUYHOTO JIIKyBaHHS.

BpaxoByro4u XapakTep Ta YaCTOTY PO3BUTKY MOOIYHUX peakllidl, y HuXK4Ye3a3HaueHUX
BUIIafKaxX [puHOTEeKaH AMakca HeoOXimTHO 3aCTOCOBYBATH JIUIIE ITiCIIS OI[iHKY CITiBBiTHOIIEHHS
O4iKyBaHOl KOPUCTi Ta MOXKJIMBUX PU3HKIB Bil JIIKyBaHHS:

- OJ1s JTiIKyBaHHS MAIiE€HTIB i3 (haKTOpaMu PU3UKY, 30KpeMa MAali€HTiB i3 TOKa3HUKOM
3araJibHOro CTaHy 3a ingekcom BOO3, mwo gopiBHIOE 2;



- y OKpPEMUX PiAKiCHUX BUIIaiKax, KO BBAXKA€EThCS, IO MAlliEHTH HaBpsO 4 OymyTh
NOTPUMYBATHCh PEKOMEHAIliH 100 TiKyBaHHS MOOIYHUX peakiii (HeoOXigHiCTh HeraliHOTO Ta
IDOBIOTPUBAJIOTO JIIKyBaHHS Aiapel y IOegHaHHI 3 BAKUBaHHAM BEJIMKOI KiTbBKOCTL PiAWHY Ha OYaTKy
BiICTpOYEeHOI fiapel); TAaKUM IallieHTaM PeKOMEHOYETLCS PeTeJIbHE CIIOCTEPEeKEHHS B yMOBax
cTalioHapy.

[Tpu 3acTOCYBaHHI ipHHOTEKaHY K MOHOTEPAIIil 10T0 3a3BUYal MIPU3HaYaloTh 3a rpadikom
0o03yBaHb KOXKHI 3 TuXKHI. OqHaK cXxeMy 0o3yBaHHA 1 pa3 Ha TUXKOEHb MOXKHa
BMKOPHUCTOBYBATHU TallieHTaM, IKUM MOXKe 3HamoOuTucs OiNblll peTeNlbHe CIIOCTEPeXKEeHHS
abo SIKUM 3arpoxye ocobnuBa Hebe3eKa HeUTPOIIeHii.

BiocmpoueHa diapes.

[TaIlieHTiB CITif TOBiHOMUTH IIPO PU3UK PO3BUTKY BiICTPOYEHOI fiapel, 1110 BUHUKAE OiNbII
HiX 4yepe3 24 TOOUHMU MiC/IA 3aCTOCYBaHHA Npenaparty [puHoTekan AMakca Ta y Oyab-IKU 4ac
nmepeq HaCTYIHUM KypcoM JIiKyBaHHS. [Ipu MOHOTeparil MefiaHa pPO3BUTKY IIEPIIOr0 €304y PigKux
BUIIOPOXKHEHb CTAHOBUJIA O [HIB 3 MOMEHTY BBe[leHH Ipenaparty [puHorekaH Amakca. IlamieHTu
IIOBUHHI He 3BOJIiKQI0YM MOBIIOMUTH JIiKapio IIPO PO3BUTOK Jiapel Ta HeraltHO pPO3IOYaTH BiATIOBIgHY
Tepallik.

Ilo rpynu miABUINEHOT0 PU3NKY PO3BUTKY fiapel HajeXkaTh Nalli€HTH, SKi paHilie
OTPUMYBAJY IPOMEHEBY Tepalliio 30HU XKKUBOTa ab0 Ta3a, MAlliEHTH, V TKUX Ha BUXITHOMY
PiBHI HasIBHUMU TillepIeUKONUTO3, TAllieHTH 3 iHAEeKCOM CTaHy 3[0pOB’q 3a wKanow BOO3 = 2
Ta XiHKH. 3a BiI[CYTHOCTi HaJIeZKHOT'0 J'IiKy'BaHHH Jliapeﬂ MOZXK€E€ CTaHOBUTH 3arpo3y OJid XKUTTH,
0COOJIMBO SIKIIO BOHA CYIIPOBOMXKYETHCS HEUTPOIEHIEIO.

[Ticns mepiIoro emni3ony PifKuX BUIOPOXKHEHDb NAIlEHTY CIIi HeraiHO PO3MOYUHATU IPUKOM
BEJIMKOI KiJIbKOCTi PigUHHU, III0 MIiCTUTD €JI€KTPOJIiTH, Ta IPOBOOUTH BiIIOBigHE
npoTupgiapeline nikyBaHHs. [IpoBogXTH NPOTUAiapeliHe NiKyBaHHS HeoOXiHO Yy BigmineHHi,
[ie TIalieHTy BBOOUIU Ipunorekan Amakca. [Ticis BUTMCKY 3 JTiKapHi MaLieHTy CIIif OTPUMAaTH
Ipu3HaydeHi mpenapary, o0 MaTu MOXKJIMBICTh IIOYATH JIiKyBaHHS Oiapel ompa3sy micid il
BUHUKHEHHs. KpiM Toro, maifieHT IoBUHEH MOBIMOMUTH IIPO BUHUKHEHHS [iapel CBOEMY Jikapio abo
JIiKapIo BifilineHHs, B IKOMY IalliEHTY BBOOUIM I[puHOTEKaH AMakca.

PekxoMeH[0BaHe Ha ChOT'OfHI IIPOTHUAiapeliHe JTiKyBaHHS [IOJIAra€ y 3aCTOCYBaHHI BEJIMKUX
[03 nonepaMiny (4 Mr Ha Iepiie 3aCTOCYBaHHS, IIOTIM IO 2 MT 4Yepe3 KOXKHi 2 TOOUHHU).
JIiKkyBaHHS CJIil IPOBOOUTY MPOTATOM 12 TOOUH MICJIsT OCTAHHBOTO €Ii300y PigKuX
BUMIOPOXKHEHb. CxeMa JTiKyBaHHS He mifgnarae MmogudikaisaM. JIomepamig y TaKux go3ax Hi B
SIKOMY pa3i He CJIiff 3aCTOCOBYBATH HOBIIE HiXK 48 rofguH y 3B'93Ky 3 PU3UKOM PO3BUTKY
IapaiTUYHOI KMITKOBOI HEMIPOXiIHOCTi; BOOHOYAC JIiKyBaHHS He MIOBUHHO TPUBATH MEHIIIE
HiXx 12 romus.

Y pasi, Konu fiapesi CyIpOBOMAXKYETHCS TAKKOI0 HEUTPOIEHi€l0 (KibKICTh HEUTPOQiiB
HUX4Ye 500 kyiTHH/MM®), TOGATKOBO [0 IPOTHAiapeHHOro TiKyBaHHS CIIif 3
po(diTaKTUYHOI METO0 3aCTOCOBYBATH aHTUOIOTUKY IIMPOKOT0 CIIEKTpa fii.



IomaTKoBO 10 3aCTOCYBaHHS aHTHOIOTHKIB [AJIS JTiKyBaHHS [iapel peKOMeHO0BaHO
TOCIIiTasi3yBaTy [alli€HTIB Y TAKUX BUANAJKaX:

- [laped, 10 CYIIPOBOIXKYETHCA TapsA4KOL;
- [iapes TSXKKOTO CTyIeHS (II0 BUMara€ perigparallii BHyTPilIHbOBEHHUM IIJIIXOM);

- piapes, 110 30epiraeThcs MPOTAToM 48 TOOuH Mics MOYaTKy TiKyBaHHS BUCOKMMH N03aMU
jlonepaminy.

JlomepaMip He CIif 3aCTOCOBYBaTH 3 IPOGITaKTUYHOI METOI HaBiTh NAIliEHTaM, Y IKUAX IPOTSATOM
IIOIlepeHiX IUKIIIB JIIKyBaHHA PO3BUBAJIach BiICTPOUYEHA fiapesd.

[TamieHTaMm 3 fiape€ero TAKKOTO CTYIIeHs PEKOMEHIOBAHO 3HU3UTHU 103y B MOJAIbIINX ITUKIaX
niKyBaHHS (OUB. po3Min «Crmoci0 3aCTOCYBaHHS Ta [O3U»).

Bnaue Ha cucmemy Kpoei.

Y KniHIYHUX OOCTigXeHHSAX 4acToTa HeuTponeHil III-1V ctynens BignoBigHo o IlIKanu omiHKHA
3arajibHUX KpuUTepiiB TokcuuHocTi HamionanbHoro inctutyty paky (NCI CTC) Oyna 3HaYHO BUIIOI0 Y
NallieHTiB, IKUM paHillle IPOBOAUIIK OIIPOMiHEHHS OpraHiB Majoro Ta3a/4epeBHOI TOPOKHUHI
IIOPIBHAHO 3 IAllieHTaMy, sIKi TaKOI'0 ONIPOMiHEHHS He OTpUMyBasId. [1alieHTy 3 MOYaTKOBUM piBHEM
3arajibHoOro CUpoBaTKoBOro 6imipy6iny 1,0 mr/mm a6o Ginbllle TaKOXK Majid 3HAYHO BUIIY WMOBIiPHICTh
BUHUKHEHHS HeuTpomneHii [[I-IV cTyneHs mopiBHSIHO 3 MallieHTaMu, Y SKUX piBeHb Oinipybiny OyB
MmeHme 1,0 mr/o.

[IpoTsrom nikyBaHHS IpernapaToM [pruHOTEKaH AMakCca peKOMEH0BaHO IIOTUXKHS KOHTPOJIIOBATH
IIOKa3HUKHU KJIIHIYHOTO aHai3y KpoBi. [lalieHTiB cIIif ronepenxkaTu Ip0 PU3UK PO3BUTKY
HEUTPOIIeHil Ta IPO 3HAYYILICTh TapsYku. HeoOXigHO HeraitHO PO3MOYMHATH JIiKyBaHHS (HeOpuIbHOl
HeiTpomneHil (TemmnepaTypa >38 °C Ta Kinekicts HeiTpodinis <1000 KmiTHH/MM®) B yMOBax
CTallioOHapy 3 BHYTPIlTHROBEHHUM BBEIEHHSIM aHTUOIOTHKIB mIMpoKoro crmekrtpa mii. [lamieATam 3
YCKIIaDHEHHSMU TSIKKOTO CTYIEHS 3 00Ky CUCTEMHU KPOBi PEKOMEHI0BAHO 3HU3UTH 03y B
TIOMIA/IBIIKNX ITUKJIAX TiKyBaHHS (IuB. po3min «Crocib 3acToCcyBaHHS Ta MO3u»). Y MAlli€HTIB 3
Iiape€elo TIKKOT0 CTYIIeHs IMiABUIYETHCS PU3UK PO3BUTKY iH(EKIIiN Ta IPOSBiB
reMaToJIOTiYHOI TOKCUYHOCTI. TakuM malieHTaM HeoOXigHO IIPOBOOUTH KIiHIYHUN aHaIi3
KPOBI.

IMauienmu 3i 3HUMceHow akmusHicmiwo UGTIAIL.

[MamienTn 3i cmabkum metabonizamom UGT1A1, Hanmpukiap malieHTH 3 CHHApoMoM ['inbepra
(HampuKagm, roMo3uroTHI 3a BapianTamu UGT1A1*28 abo *6), MaloTh MigBUIIEHUN PU3UK
PO3BUTKY TSKKOI HEUTPOIIEHil Ta fiapel micns nikyBaHHSA ippHOTEKaHOM. Lleil pu3uK 3pocTae
3 MMiABUILIEHHIM [J03YBaHHSA ipUHOTEKAHY.

Xo4ya KOHKPETHEe 3HUKEHHS 109YaTKOBOI 03U He BCTAHOBJIEHO, CJIii PO3TJIIHYTH MOXKJ/IUBICTh
3HUKEHHS II0YaTKOBOI 103U ipHHOTEKaHy [JIs MallieHTiB i3 moraHnuM MeTabomizamom UGT1A1,
0COOIMBO IS TAIIEHTIB, SKUM BBOOSTH 003U > 180 Mr/mM°, a6o ocnabienux mamiesTiB. Cin
3BEpPHYTH yBary Ha BiANOBigHI KITiHIiYHI peKOMeHAallil 040 peKOMeHOallil 00 J03yBaHHS
IJIs1 TAaKWX TalieHTiB. [Toganbimi 103U MOXKYTh OyTH 30iNbleHi 3aIeXKHO Bifl iHAUBiOYyanbHOL
IIEPEHOCUMOCTI JIIKyBaHHS.



l'enotunyBauHs UGT1A1 MoxkHa BUKOPHCTOBYBATH I ifeHTHU(iKallil TAI[iEHTIB 3
MiOBUIIIEHUM PU3UKOM TSKKOI HEeUTPOIEHIl Ta fgiapel, ogHaK KITiHiYHA KOPUCTh
TeHOTUIIYBaHHS Nepef JIiKyBaHHSM € HeBU3Ha4€eHOM, OCKinbKM nmomimopdizm UGT1A1 He
BPax0OBYy€ BCI0 TOKCHUYHICTH, IIJ0 CIIOCTEPIraeThCs IPU Tepallil ipuHOTEKaHOM (IUB. PO3Tin
«PapMaKOKiHETHKA).

IopyweHHA 3 bOKY neyviHKU.

Ha BuxifmHOMY piBHi Ta mepe[ Mo9aTKOM KOXKHOT'0 LUKy CJIifi IPOBOAUTH TEYiHKOBI IPOoOH.

[TamienTam i3 piBHeM OinipyOiHy Bullle BEPXHBOI MeXi HOPMH ¥ 1,5-3 pasu crif moTuXKHS
KOHTPOJIIOBATU IIOKa3HUKY KJIIHIYHOT0 aHasli3y KPOBi y 3B’43KY 31 3HUXKEHHSM KJIipeHCY ipUHOTEeKaHy
(muB. po3gin «®apMakKOKiHeTHKa»), 10 MigBUIIYE PU3UK reMaTOTOKCHYHOCTI. He crig BBoguTu
IpuHoTekaH AMakca nallieHTaM i3 piBHeM 0Oinipy6iHy Bullle BEpXHbOI MeXKi HOpMH OinblI HiXK y 3 pa3u
(muB. po3min «IIpoTunoKasaHHI»).

Hydoma ma 61108aHHSA.

[Tepen KOXKHUM BBeIeHHSM JIiKapchbKoro 3aco0y IpmHoTeKaH AMakca PEKOMEHOYEThCS 3
IpodiTakKTMYHOI0 METOI0 3aCTOCOBYBATU NMPOTUOMIOBaIbHI TpenapaTty. [Ipy 3acTocyBaHHi Ipenaparty
YacTO MOBiOMIIANIOCS IIPO BUHUKHEHHS HYJOTH Ta OmtoBaHHS. [1alieHTH 3 OII0BAHHSM, 110
CYTIPOBOMXKYETHCS BiICTPOUEHOIO Hiape€lo, MOoTpeOyi0Th rocmiTanisalil y HauKOpOTIINYM TePMIH OIS
IIPOBEEeHHS HaJleXKHOTI'0 JIIKyBaHHS.

T'ocmpuil xosiHepeiyHul CUHOPOM.

3a BiICYTHOCTI KJTiHIYHUX IPOTHIIOKa3aHhb (OuB. po3xgin «[1o6iuHi peakii») y pa3i poO3BUTKY TOCTPOTO
XOJliHepriyHOro CHHAPOMY (paHHS miapes y KombiHalii 3 pi3HOMaHITHUMY iHIIUMU O3HaKaMu Ta
CUMIITOMaM¥, TAaKMMHU SK IiiBUIIeHa IiTIUBICTh, CIa3MH Y XKMBOTIi, Mi03 Ta IigBUIIEHE
CIIMHOBU[IiNIEHH) cyif BBoguTH 0,25 MT aTpominy cynbdaTy mipmKipHo. [105By IUX CUMIITOMIB, SKi
MOXKYTb CIIOCTepiraTucs npotsaroM abo ompasy micis iHQy3il ipyHOTeKaHy, OB’ I3yI0Th 3
aHTUXOJIiHeCTepa3HOI0 aKTUBHICTIO II0YATKOBOI CIIOJIYKM ipuHOTeKaHy. [lepenbadaeThcs, 0 IpU
3aCTOCyBaHHI Oi/IbIII BUCOKMX 03 ipHHOTEKaHy 4aCTOTa iX BUHUKHEHHS 3POCTaTHMe.

JIikyBaTH MallieHTiB 3 aCTMOIO CJlif 3 o0epexHicTio. [TalieHTaM i3 TOCTPUM XOJIiHEPTiYHUM
CUHAPOMOM TAXKKOI'0 CTYIIeHd Iepef KOXKHUM HACTYIIHUM 3aCTOCYBaHHSAM IIpenapary [puHoTekaH
AMaxkca peKOMEeH[0BaHO MPOBOAUTU NPOGinakTUYHE TiKyBaHHS aTPOIiHy CyIbhaToM.

Po3sa0u 3 60Ky QuxaibHOi cucmemu.

[1ig 9ac nmikyBaHHS OaHUM IIperapaToM MOXKJIMBI He4aCTi BUMTAaAKW PO3BUTKY iHTEPCTHUIAIbHOL
XBOPOOU JIETEeHiB, 110 MPOSBISETHCS Y BUTTISAAI YTBOPEHHS iHDINbTpaATIB y NereHsx, ane
3aXBOPIOBaHHS MOXKE IIPU3BONUTH [0 JIETAIHOI0 HaCHiAKy. [1o GakTOpiB PU3UKY, MOXKIIUBO
II0B’5I3@HUX i3 PO3BUTKOM iHTEPCTHIliaIbHOI XBOPOOH JIETEHiB, BiTHOCATL 3aCTOCYyBaHHS IIpenaparis,
TOKCUYHUX IIOM0 JIETeHiB, IPOMEHEBY Tepallilo Ta KOJIOHIECTUMYJIIOI0Yi (haKTOpH. 3a NallieHTaMu 3
HasiBHUMU (aKTOpaMU PU3UKY OO NMOYATKy Ta IIif 9ac JIiKyBaHHS CJIi[l PETeIbHO CIIOCTePiraT monxo
BUHUKHEHHSI CUMIITOMIB 3 00Ky AMXalbHOI CUCTEMHU.

Excmpasasauis.

Xoya ipyHOTEKaH He HaJeXUTh [0 [Iperaparis, 110 IPU3BOAATh 10 YTBOPEHHS HEKPO3Y
TKaHWH, IIpernapar CJliJ BBOOUTU 3 00ePeXHICTIO Ta KOHTPOIIOBATH CTaH Micid iHQY3ii momo



O3HaK 3anaJjieHHs. Y BUIMIaAKy IMOTPaIUISHHS IpernapaTy 3a MexXi CyIuHU PEKOMEeHI0BaHO
IIPOMUTHU Miclle iHQY3il Ta IPUKIIACTH JIif.

IHauieHmu nimHb0o20 8IKYV.

Y 3B’513Ky 3 0ilIbIII0I0 YaCTOTOI 3HUKEHHS 0i0JIoTiuHUX QYHKIIiN, 30KpeMa QYyHKIIil IediHKH,
nalieHTaM JIiTHBOTO BiKy 03y npenapaTy I[puHoTekaH AMakca ciif migbupaTté 3 00epexkHiCTIO (IUB.
po3min «Croci0 3aCcToCyBaHHS Ta HO3U»).

XpOHIYHI 3andibHi 3aXB80PHOBAHHA KUWEYHUKY ma/abo obcmpyKuia KUWeYyHUKY.

[TamieHTaM He CIIif 3aCTOCOBYBaTH IprHOTeKaH AMakca [IOKU HasgBHa 00CTPYKIiSl KUIIEYHUKY (OUB.
po3pin «IIpoTunoka3aHHs»).

ITauieHmu 3 nopyweHHAMU (QYHKUI] HUDOK.

CnocTepirasnocs migBUIeHHS PiBHS CHPOBATKOBOT'0 KpeaTHHiHy a0 a30Ty Ce40BUHU KpoBi. Bynu
BUIIa[IKK FOCTPOI HUPKOBOI HegocTaTHOCTI. Lli siBuilla 3a3BKMyali Oyiu OB’ s13aHi 3 YCKIagHEHHSIMU
iHdekIiit ab0 3HEeBOOHEHHSAM OpPTraHi3My BHACIIOK HymoTH, O/mtoBaHHS 4yu fmiapei. Kpim Toro,
HaJIXONWUIX NOBIOMJIEHHS IPO IOOAWHOKI BUNTaAKY NOPYIIEHHS QYHKIIl HUPOK BHACIIIAOK CUHAPOMY
JI3UCY IYXJIMHMU.

Po3aadu 3 60Ky cepus.

[Ticns 3acToCcyBaHHS ipUHOTEKaHY CIIOCTEPirajucs BUNAagKU PO3BUTKY illleMil MioKapAa, IepeBaxkHO
y HalLli€eHTiB i3 HASBHUMU 3aXBOPIOBaHHSIMHU CEPLS, iHIIMMU BifoOMUMH (PaKTOpaMy PU3UKY PO3BUTKY
3aXBOPIOBaHb CePIs Ta y Malli€HTiB, IKi paHillle OTPUMYBaJId HUTOTOKCUYHY XiMioTepatiio (IuB.
po3min «ITob6iuHi peakiii»). BignoBifHO, nalieHTH 3 BifoMUMHU (HaKTOpaMu PU3UKY IOTPeOyIOTh
peTenbHOTro HarnsAxny. Crig BXKUTU 3aXO0[iB I 3BeeHHS 10 MiHIMyMy BCiX (aKTOpiB PHU3HUKY, 110
IiAAAa0ThCS PETryII0BAHHIO (HApUKIIak, NaliHHs, apTepiasibHa rilepTen3is Ta rinepiinigemis).

Po3sadu 3 60Ky CYOuH.

Y namieHTiB, sKi MaIu MHOXKWHHI (paKTOPU PU3UKY Ha JOOATOK 4O OCHOBHOI'O HOBOYTBOPEHHS,
3aCTOCyBaHHS ipUHOTEKAHY B PiKiCHUX BUIAgKaXx [IOB’3yBa/ii 3 BUHUKHEHHSIM TpoMO0eMOOTiuHUX
YCKJIaiHEeHb (JlereHeBa eM00ITisi, BEHO3HUU TpoMO03 Ta apTepianbHa TpoMOoeMOoTis).

IIpomeHesa mepanii.

[MTamieHTH, sIKi paHillle OTPUMYyBaii OIIPOMiHEHHS OpraHiB Majioro Ta3a abo YepeBHOI IMOPOKHUHH,
BXOMSTH [0 IPYIH MigBUILIEHOTO PU3UKY PO3BUTKY MI€NOCYIIpecii Ha Ti TiKyBaHHS ipUHOTEKAHOM.
Jlixapi MaoTh 3 00epPeXHiCTIO 3aCTOCOBYBATH laHU JTiKapChKUi 3acib malieHTaM, SKi B MUHYIOMY
OTPUMYBaJIi eKCTEHCUBHY IIPOMEHEBY Tepallilo (Hampukiaj, onpoMiHeHHS > 25 % KiCTKOBOTO MO3KY
IIPOTSATOM 6 TUXKHIB 0 ITOYATKY JIiKyBaHHS ipuHOTeKaHoM). Liff rpyImi maiieHTiB Moxe 3Ha0OUTHCS
KOPUTYBaHHS 03U IIpemnapary (ouB. po3min «Crnocib 3acTocyBaHHS Ta HO3U»).

Ilepiod 200ys8aHHA 2py0010.

Y 3B’S13Ky 3 MOXKJIMBICTIO BUHUKHEHHS MOOIYHUX pPeakllif y TPYIHUX OiTel TOmyBaHHS TPYAOIO CIIil
IPUNUHUTH Ha 4Yac JIiKyBaHHS IpenapaToM (guB. po3ginu «IIpoTunoka3aHHS» Ta «3aCTOCYBaHHSA Y
nepiof BariTHOCTi a60 TrogyBaHHS TPYAII0»).

Y 3B’I3Ky 3 MOXKJIMBICTIO T€HOTOKCAYHOCTI KIHKaM PENPONYKTUBHOI'O BiKy PEKOMEHI0BAHO



BMKOPUCTOBYBATU BUCOKOEe(hEKTUBHI 3aco00M KOHTPAI[ENIIil ITif Yac JIiKyBaHHS Ta MIPOTATOM 6 MicAIiB
IiCJI 3aCTOCYBaHHS OCTaHHBLOI 03U ipUHOTEKaHY.

Y 3B’SI3Ky 3 MOXKJIMBICTIO T€eHOTOKCAYHOCTI CJIii peKOMEHAyBaTH IallieHTaM-40JI0BiKaM i3
apTHEPKaMHU-XKiHKaMHU 3 PEMPOAYKTUBHUM ITOTEHIialIoM BUKOPUCTOBYBATH e(heKTUBHI 3aco0u
KOHTPpaLleIil mif Yac JiKyBaHHS Ta MIPOTATOM 3 MICAIIB IiC/Isl 3aCTOCYBaHHS OCTAHHBLOI 03U
ipuHOTEKaHy (OUB. PO3Min «3acTOCyBaHHS Y Iepiof BariTHOCTI abo romyBaHHS I'PYOII0»).

THWi ¢pakmopu.

Ockinbky mpemnapar MicTuTh D-copbit, IKui € [xKepenoM GPyKTO3H, KOr0o He MOXKHa
3aCTOCOBYBaTH [J15 TIKyBaHHS MAIli€HTIB 3i CIagKOBOX HemepeHoCcuMicTio ppykTo3u (CHO).
Y HEeMOBNAT Ta MaJeHbKUX [AiTEX BIKOM 10 2 POKiB MoxXKe I1ie He OyTu miarHoctoBaHo CHO.
JlikapchKi 3aco0u, siKi MiCTSITh GPYKTO3y Ta BBOOATHCS BHYTPIIITHbOBEHHO, MOXKYTh MaTH
Hebe3neuHi s XKUTTS ebektu y moneit 3i CHO, ToMy ix He cIif BBOIUTH TAaKUM Ialli€HTaM,
SIKITI0O HEMa€ TOCTPOI KITiHiYHOI HeoOXimHOCTi ab0 HEMa€e albTEPHATUBH.

[lepen 3aCTOCyBaHHSM IILOTO JTIKapChKOT0 3ac00y y KOXKHOTO TallieHTa CIif 3ibpaTu
a"HamHe3 mono cumntoMmis CHO.

OmgHoYacHe BBEJeHHS ipUHOTEKaHY 3 CUIbHUM iHTi6iTOpOM (HAmpHKiIaa, KeTOKOHA30JI0M)
abo iHmyKTOpOM (Hampuknap, pudaMmoinuHoM, KapbaMa3zemniHoM, peHobapOiTanom,
denitoinom, amanyromigom) CYP3A4 moxe 3MiHUTH MeTabo01i3M ipuHOTEKaHY i 10T0 CIif
YVHUKATH (OUB. po3mdin «B3aeMomist 3 iHIMKMMY TiKapChKUMH 3aco0aMu Ta iHII BUOK
B3aEMOII»).

®makoHu IpuHOTEeKaH AMakca 00’€MOM HAIIOBHEHHS 2 MJI Ta 5 MJI MIiCTSTh MeHIe 1 MMOJIb
(23 Mr)/mo3y HaTpioo, TOOTO MPaKTUYHO BiJIbHI Bif HATpIiO.

®nakoH IpuHOTEeKaH AMakca 06’'eMoM HamoBHEHHS 15 M1 MicTuTh 36 Mr/mo3y HaTpito. Crif
OyTy 06epeKHUM IIPU 3aCTOCYBaHHI MMallieHTaM, SIKi 3aCTOCOBYIOTh HAaTPi-KOHTPOILOBAHY
OieTy.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

KoHnmpauenuis.

Y 3B’43Ky 3 MOXKJIMBICTIO T€HOTOKCUYHOCTI XKIHKaM PeIpOOyKTUBHOI'O BiKy PEKOMEHI0BAHO
BUKOPHUCTOBYBATH BUCOKOe(hEKTUBHI 3ac00M KOHTpAIEIIii MM yac JiKyBaHHS Ta IPOTATOM 6
MICSIIIiB ITiC/ISI 3aCTOCYBaHHS OCTAaHHBOI 03U ipUHOTEKAHY (muB. po3min «Oco6muBOCTi
3aCTOCYBaHHS»).

Y 3B’43Ky 3 MOXKJIMBICTIO T€HOTOKCUYHOCTI CJIi peKOMEHyBaTHU IallieHTaM-40JI0BiKaM i3
napTHEPKaMU-XKiHKaMy 3 PENPOOYKTUBHUM IIOTEHIIiaJIOM BUKOPACTOBYBaTH e(hEeKTUBHI
3aco0u KOHTpallenIlil i Yac MiKyBaHHS Ta MPOTATroM 3 MiCSIiB MiC/Is 3aCTOCyBaHHSA
OCTaHHBOI 103U ipUHOTEKaHy (ouB. po3zin «OCco6IUBOCTI 3aCTOCYBAHHS»).

Ilepiod saeimHocmi.




IaHi 110710 3aCTOCYBaHHS ipUHOTEKaHy BariTHUM XiHKaM 00MexKeHi. Y OOCTiXKeHHX Ha
TBapuHax 0yy0 IPOEeMOHCTPOBAHO, II0 ipUHOTEKaH YUHUTH eMOPiOTOKCHYHY Ta
TepaTOTeHHY [ifo. bepyuu 0o yBaru pe3ynabTaTH JOCIiAXKeHb Ha TBAapUHAX Ta MeXaHi3M [il
ipuHOTEKaHy, He CJIiJ 3aCTOCOBYBaTH HAaHUU IIpenapar IIif Yac BariTHOCTi, 0COOIMBO y
IIepIIOMY TPUMECTPi, 3a BUHATKOM HaraiabHOI moTpedu. 2KiHKaM AiTOPOOHOTO BiKy He
3aCTOCOBYBaTH ipMHOTEKaH, MOKYU He Oyne BUK/II0YEHa BariTHiCTh. HeoOXimHO YHUKATH
BariTHOCTI, AKIIO XTOCH i3 MapTHEPIB OTPUMYE IpUHOTEKAH.

Bnaus Ha penpodyKkmueH HKUIO.

[HpopMallig o0 BIIMBY ipUHOTEKAHY Ha PENPONYKTUBHY (QYHKIIiIO TIOOUHU BiACYTHS. Y
IOCIIXXKEHHSIX Ha TBaprHaX OyNid MOKYMeHTalbHO 3apEeECTPOBaHi mobiuHi peakirii
ipUHOTEKaHy Ha PENPONYKTUBHY (DYHKIIiIO TOTOMCTBA. [lepe[ mo9aTKOM 3aCTOCyBaHHS
nmpenapaTy HeoOXiIHO PO3TJITHYTH MOXK/IMBICTh KOHCY/IbTYBaHHS MAlli€HTIB OO0
30epexkeHHs CTaTeBUX KIIiTHH.

IIepiod 200y8aHHA 2py0010.

HocTynHi faHi oOMexkeHi, ajle BOHY J03BOJIAIOTH IPUILYCTUTH, 1[0 ipUHOTEKaH Ta Koro MeTaboJIiTi
BUOIISAIOTHCS y TPyAHE MOJIOKO JTIIONWHU. BifiTlOBigHO, Yepe3 MOXKJIMBICTh BUHUKHEHHS MOOIYHUX
peakli y OiTey, SsKUX TOAYITh TPYALI0, Ha Yac JIIKYBaHHS ipUHOTEKaHOM T'OqyBaHHS I'PYAL0 CIIif
IPU3YNUHUTH (OUB. po3min «IIpoTunoka3anHs» Ta «OCOOMMBOCTi 3aCTOCYBAHHS»).

30amHicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HeoOximHo momepenkaTy MallieHTiB PO MOXKJIUBICTh PO3BUTKY 3allaMOpPOYeHHS abo
TIOPYIIIEHb 30py IPOTATOM 24 TOIWH ITiC/IsA 3aCTOCYBaHHS JiKapCchKoro 3acoby IpuHoTEKaH
AMakca Ta peKOMEeH[yBaTH IM IIpU BUHUKHEHHI 3a3Ha4Y€HUX BUIIE CUMIITOMIB HE KepyBaTH
aBTOTPAHCIIOPTOM Ta He IIPalf0OBaTH 3 IHIIKMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

[IpemapaT Mpu3HAYEHHUH BUKIIIOYHO MIJIsT MOPOCIuX. Po3umH mmst iHdysii HeoOXigHO pPo30aBUTH i
BBOOUTH y Nepudepuydny abo 1eHTpanbHy BeHY.

IIpuzomyeaHHsA PO34UHY 0151 BHYMPIWHbOBEHHO20 88E0EHHS.

[Tomi6HO [o iHIIMX IpemnapariB, 1[0 BBOASTH LIIAXOM iH'€KIIil, PO3YMH IIpenapaTy I[puHOTeKaH
AMakca CIIifi TOTyBaTH 3 MOTPUMAHHSIM BUMOT acenTUKHU. AKio y ¢akoHi abo micns
PO3UYMHEHHS € IIOMITHUY MIPELUIITaT, IpenapaT CIIif YTui3yBaTu 3 JOTPUMaHHSIM
CTaHOAPTHUX IIPOIEOyp YTUIi3allil IUTOTOKCUYHUX IIpelaparis.

IJOTPUMYIOUYKUCh HOPM aCEeNTHKY, BinOHUpaoTh KalnidpoBaHUM IIIIPUIIOM HeoOXiIHY KiNlbKiCThb
pPO3uUMHYy Ipenapaty IpuHoTeKaH AMakca 3 (jlakoHa Ta BBOOATH 03y B ITaKeT a0o0 IJIAIIKY
06’emom 250 M1, 1m0 MicTuTh 0,9 % po3yuH HaTPilo xHopuny abo 5 % PO3YKH TIIIOKO3H.
PeTenbHO IIEPEMIIITYIOTh PO3UMH, BPYUYHY 00€pTaloyy EMHICTb.



PexomeHI0OBaHi 0O3H.

[Tpu MoHOTeparii npenapaT [pruHOTEKaH AMaKca 3a3BU4all Mpu3HavaioTh 1 pa3 Ha 3 THXKHI.
BogHouac malieHTaM, SKMM MOXKe 3HamoOuTHCs Oi/IbII peTeabHUN Harmsg abo sKi
3HAXOOSATHCS Y TPYIIi MiBUIIIEHOTO PU3UKY PO3BUTKY TSKKOI HEUTPOIIEHil, MOXKHa
PO3TISHYTHU WIOTUKHEBY CXEMY 3aCTOCYBaHHS Ipenapary (AuB. po3nin «®apmMakoIoriyHi
BJIaCTHUBOCTI»).

MoHomepanis (045 nauienmis, AKI paHiwe ompumysanu AiKYy8aHHA).

PekoMeH0BaHa [103a IIpenapaTty IpuHoTekaH AMakca CTaHOBUTE 350 Mr/M° IIOBEPXHIi Tina,
BBE[IeHUX IIJITXOM BHYTPIITHBEOBEHHOI iH(Y3il TpuBanicTio 30-90 xB uepe3 KOXHi 3 THUXKHI (IUB.
po3min «Ocob6IUBOCTI 3aCTOCYBAHHS»).

Komb6iHosaHa mepanis (045 nauieHmis, siKi paHiwe He ompumyeaau AiKYy8aHHS).

EdekTuBHiCTb Ta 6€3MEKy 3aCTOCyBaHHS ipuHOTEKaHYy Y KoMOiHatii 3 5-OY ta @K ouiHioBanmu
3a HUXKYe3a3HayeHOI0 CXeMOI0 [03yBaHHA (OuB. po3min «PapMakoguHaMika»).
PekOMeH/I0BaHa 103a ipuHOTeKaHy cTaHoBUTh 180 Mr/M° 1 pa3 Ha 2 THXHI y BUTTIAAL
BHYTPIIIHLOBEHHOI iHDy3ii mpoTsarom 30-90 xBunuH, micnag goro BBoasaTs ®K i 5-OY.
[HdopMmallito po Ho3u i criocoOu CYynyTHLOTO BBEEHHS eTyKcuMalby MOXKHa 3HAUTH B
KOPOTKi¥l XapaKTEPUCTUIII JaHOT0 JIiIKapChKOTo 3aco0y. 3a3BUYail 3aCTOCOBYIOTh TaKy XK 03y
IprHOTEKaHYy, K 1 B IIOIIEPEeAHIX KypcaX JIIKYBaHHS i3 3aCTOCYBaHHAM CXeM, 110 BKJIIOYAIOTh
ipuHOTEeKaH. I[puHOTEKaH CIIii BBOOUTHU He paHillle HiX 4yepe3 1 roguHy micis 3aKiHYeHHS
iHdy3il netykcumaby. [ oTpuMaHHS iHbopMalii Ipo 03yBaHHS Ta CIIOCOO0U 3aCTOCYBaHHS
6eBanu3ymaly, 3BEPHITHCS 10 KOPOTKOI XapaKTEPHUCTUKY NAaHOTO JIiKapChKOT0 3aco0y.
[HdopMatio mpo f03yBaHHS Ta 3aCTOCYBaHHS ipuHOTEKaHy B KoMOiHallil 3 KaneuuTtabiHoM
OUB. Y po3niii «®apMaKoJIOriyHi BIaCTUBOCTI» Ta ¥ BiIOBITHUX PO3MiTax KOPOTKOI
XapaKTEePHUCTUKHU KarnenuTabiny.

Kopekiiig mo3m.

IprHOTEKaH AMakKca Cyii BBOMUTH ITiCJIs afleKBAaTHOT0 3HUKHEHHS yCiX MOOiYHUX Peakiliii [0
crynens 0 a6o 1 3a mkanoio NCI-CTC (3aranbHi Kputepil orinku ToKCU4HOCTI HarioHanbHOTro
iHCTUTYTY paKy) Ta IIic/isi TOBHOTO IPUIIMHEHHS II0B’s13aHOi 3 JTiKyBaHHSM [iapel.

Ha nmoyaTKy HaCTyIIHOTO KypCy BBeAeHHS IIIAX0M iH(Y3il 03y IpenapaTy I[puHOTEeKaH
Amakca ta 5-®Y, gKII0 3aCTOCOBYETHCS, CHIifl 3HUKYBATH 3aJI€3KHO Bif TPOSBiB MOOIYHUX peaKilii
HaUTSAXKYOTO CTYIEeHs, 1[0 CIIOCTepiranucs mif yac nonepenHbol iHdy3il. Crig BigKIacTy mo4aTok
JiKyBaHHS Ha 1-2 THXKHI 719 3HUKHEHHS N10B’I3aHUX 3 JIIKyBaHHAIM MOOIYHUX peakilil.

[Tpy po3BUTKY HUKUe3a3HaUeHUX MOOIYHUX peakKlliii o3y npenapaTy I[puHoTeKaH AMaKca
Ta/abo 5-OY, AKII0 3aCTOCOBYETHCS, CHIifl 3HU3UTH Ha 15-20 %:

- reMaTOTOKCUYHICTh (HenTponeHis IV cryneHns, ¢bebpunbHa HelTponeHisa (Hedtponenis I1I-IV
CTYIIeHS, 1110 CYIPOBOMKYETLCS Trapssukoro II-1V cTymeHst), TpoMOoLUKMTONEHis Ta nerkomneHis (IV
CTYIIEHS));

- HeremaTonoriuda ToKCuuHicTh (III-IV cTynens).



Cnig goTpuMyBaTHCs peKOMeHpallil 3 Mmogudikalii 4o3u 1eTykcuMaly pu U0oro 3aCTOCyBaHHI B
kKoMmOiHanii 3 ipuHOTEKAaHOM 3TifHO 3 iHpopMalli€ro, HaBeIeHO B KOPOTKil XapaKTePUCTHII
1etTykcumady.

Indopmariito npo mopudikanito fo3u 6eBanusymaby npu KoMOiHOBaHOMY JIiKyBaHHi GeBaru3ymaboM 3
ipuHOTEKaHOM/5-®Y/PK MOXKHaA 3HAUTH B KOPOTKIil XapakTepucTulli 6eBanu3ymady.

[TarienTaM BikoM Bifi 65 pOKiB IIPU 3aCTOCYBaHHiI ipUHOTEKaHY Ta KanenuTabiHy peKOMEeHAYEThCS
3HMXKYBaTH 03y Kanenurabiny go 800 mr/mM’ moBepxHi Tina 2 pasu Ha goby. 14 inpopmariii mpo
KOPHUTYBaHHS 03U Y pa3i KoMOiHOBaHOI Tepatil 3BepHITHCS N0 KOPOTKOI XapaKTEPUCTUKHU
KarmenuTabiny.

TpuBamicTh TIKYBaHHS.

JIikyBaHH$ npenapaToM [puHOTEKaH AMaKca CJIifi TpOJoBXKYyBaTU 00 00’EKTUBHOTO IPOrPECYBaHHS
3aXBOPIOBaHHS ab0 00 PO3BUTKY O3HAK HENPUITYCTUMOI TOKCUYHOCTI.

ITauieHmu 3 nopyweHHAMU PYHKUiIl NeviHKU.

MoHoTepamis.

- [TamienTam 3 iHIEKCOM 3arajbHOro CTaHy < 2 3a wkano BOO3 noyaTKoBy [03Y JIIKapChKOIo
3aco0y IpuHOoTeKaH AMakca HeoOXigHO BU3HayaTH 3a piBHeM O6inipy0iHy B KpoBi (1I1pu 36inmbIneHHi
piBHs OinipyOiHy BHIIEe BePXHBOI MexXi HOpMHU He OinbIe HiXK y 3 pasu). Y TaKuX ITALIEHTIB 3
rimepbinipybinemieto Ta mpoTpoMOiHOBUM YacoM, OinbiuM Ha 50 %, KiipeHC ipuHOTEeKaHy
3HUXKYETHCA (OUB. po3ain «dapMaKOKiHEeTHKa»), BHACIIILOK YOT0 3pOCTA€ PU3UK PO3BUTKY
reMaTOTOKCUYHOCTi. TOMy Takiii KaTeropil mami€HTiB CIIifl IIOTUKHS KOHTPOTIOBATH
IIOKA3HUKY KJIIHIYHOT'0 aHaJli3y KPOBI.

- [MauieHTaM i3 piBHEM Oinipy6iHy BUIlle BEpXHbOI MeXKi HOpMHU He GinbIl HiX y 1,5 pa3u
PEeKOMeHI0BaHa [103a IIpenapaTy CTaHoBUTh 350 MI/M° mOBepXHi Tina.

- [MauieHTaM i3 piBHEM Oinipy6iHy Bullle BepXxHbOI MexXi HopMHu y 1,5-3 pa3u peKoMeHOoBaHa f03a
ctaHoBUTH 200 Mr/M° TOBEpXHI Tina.

- [MTauieHTamM i3 piBHeM Oinipy0OiHy Bullle BepXHbOI MeXKi HopMu Oinblll HiK y 3 pa3u He CIIif
3aCTOCOBYBaTH ipuHOTEKaH (IuB. po3ainu «I[IpoTtunokaszanHs» Ta «OCcoOIUBOCTI 3aCTOCYBaHHS»).

[H¢opMallig 0g0 3aCTOCYBaHHS ipuHOTEKaHy yV KOMOiHallil 3 iHIMUMY ITpellapaTaMu
naljieHTaM 3 ypaXXeHHSIMU [IeYiHKU BiCyTHA.

ITauieHmu 3 nopyweHHAMU (YHKUil HUPOK.

3acTocoByBaTu IpuHOTEKaH AMakKca TallieHTaM i3 MopyIeHHAMY GQYHKIIii HEPOK He
PEKOMEHOYETHCS, OCKIIbKM [OCTiIXKEHHS 1010 3aCTOCYBaHHS IIpellapaTy TaKill KaTeropil maiieHTiB
He mpoBoauiocs (quB. po3pinu «®apmakokiHeTuKa» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

ITauieHmu AiMHb0O20 BIKY.

CnenianbHUX (papMaKOKiHETUYHUX JOCIIiI2KEeHb 3a y4aCTIO Malli€HTIiB JIITHLOTO BiKy HE



IpoBOAXIIU. BomHOUac, mallieHTaM Liel TPpymnu CIlif PeTeabHO Hig0upaTy O03Y, OCKIMbKY Y HUX
HabaraTo 4yacTille BUSBNISIEThCA 3HUXKEHHS Gionoriuaux GyHKIiN. [TamienTy 1iel rpynu
noTpeOyIoTh GibIll iIHTEHCUBHOTO CIIOCTEPEeXKEHHS (AUB. po3min «OcobmuBOCTi
3aCTOCYBaHHS»).

[Tomi6HO [0 iHIIKMX MPOTUIYXIMHHUX IIpernapariB, [pyHOTeKaH AMakca CIIifi TOTyBaT# [0
3aCTOCYBaHHS Ta BBOAUTH 3 00epexkHiCTI0. BUKOPUCTaHHS 3aXMCHUX OKYJISIPiB, MacKu Ta
PYKaBUYOK € 000B’I3KOBUM.

Y pasi noTpannsaHHg KOHIIEHTPaTy a00 po34yuHy A iHQYy3il Ha MKipy CIif HeralHO 3MUTH
PO34YMH Ta PeTeIbHO BUMUTU MiClle KOHTAKTy BOLOI 3 MUJIOM, a Y pa3i NOoTpaIlyITHHA Ha
CITH30Bi 000JIOHKHM - CJIiJ] HeTahHO 3MUTHU BOJIOIO.

Ymuanizauis.

Yci matepiany, 110 3aCTOCOBYIOTHCS OJI1 PO3UUMHEHHS Ta BBEIEHHS IIpenapary, MiansaranThb
yTui3alil BiiMOBIgHO A0 CTaHOAPTHUX MPOIEeAyP METUYHOTO 3aKjIafy, 110 3aCTOCOBYIOThCS
[0 UUTOTOKCUYHUX IIpernaparis.

Himu.

[TpemapaT mpu3HaYeHU I 3aCTOCYBaHHS TilMbKU JOPOCIUMH.

Ilepedo3yeanns.

Bynu oTprMaHi MOBifOMIIEHHS IIPO IIEepefo3yBaHHs, 0 MOXKe MaTH JieTaJlbHUU HaCJIifoK, Ipu
3aCTOCyBaHHI 03 IpenaparTy, 1o TpubIr3HO BABiYi IepeBullyBaad peKOMEH0BaHy TepParneBTUYHY
no3y. Haibinbin 3HavymuMy o6iYHUMY peakLisMu Oyau HEUTPOIEHis TIKKOTO CTyIIeHs Ta giapes
TSKKOIO CTyIeHs. BifoMoro aHTUAO0TY [0 ipuHOTEKaHy He icHye. Crifi IPOBOOUTU MaKCUMaJIbHO
iHTEeHCUBHE MigTPUMYIOUe JTiKyBaHHS, 11100 3ano6irTi 3HeBOOHEHHIO BHACTIIIOK fiapei Ta BUJIIKyBaTH
MOXKJIUBI iH(DEKIiMHI yCKIagHEeHHS.

ITo6iuni peakuii.
KaiHiuHi 0ocai0xceHHs.

IaHi momo mobivHMX peakiliv 0y peTenbHO 3i0paHi y mpolieci AOCTigKeHb METAaCTaTUUHOTO
KOJIOPEKTAIbHOTO PaKy, YaCTOTa IX II0SIBU HaBefeHa HUux4e. [Ipu 3acTOCyBaHHi ITpenapary AJis
iHIMX TTOKa3aHb, OKPIiM KOJIOPEKTaJIbHOTO PaKy, OYiKyEThCS BUHUKHEHHST CXOXKHUX MOOIYHUX peakIrii.

Ha#tnommpenimumu (=1/10) mo3omimiTyrounmu no6iyHUMYU peaklisiMy ipHHOTEKaHy € BifCTpoYeHa
niapes (BuHuKae Oinblile HiX yepe3 24 TOOUHY MicIisS BBeIeHHS IIPelapaTy) Ta po3iaau 3 60Ky KpPOBi,



BKJTIOYAlOYX HEUTPOIIEHi0, aHEMIIO i TPOMOOIIUTOIIEHiIO.

HeiliTponeHis € 0o30MiMiTyI04MM TOKCUYHUM epekToM. HeliTponeHis Mana 060pOoTHUM XapakTep i He
Oyna KyMyJISITUBHOIO; ITiJl YaC MOHOTepaIlii abo KoMOiHOBaHOI Tepallii cepefiHiit Yac [0 HOCATHEHHS
MiHIMabHOTO PiBHS HEUTPOGIsIiB CTaHOBUB 8 OHIB.

IlyXe 4acTo CIlocTepiraBCcsi TPAH3UTOPHUY IOCTPUY XOJIIHEPTiYHUN CUHIPOM TSIXKKOI'O CTYIIEHS.

OCHOBHUMM H0OT0 cUMIITOMaMu Oy/id paHHS fiapes Ta Pi3Hi iHIII CHMIITOMH, Taki SK Giflb y XKMBOTI,
migBUIIleHA MITIUBICTh, MiO3 i MiIBUINIEHE CIUHOBUIIIEHHS, 10 BUHUKAIIY TPOTATOM iHPY3ii
ipuHoTekany a6o BIPOmOBXK nepimux 24 ropuH micns ingysii. i cuMnToMu 3HUKANU mics
3aCTOCYBaHHS aTPOIiHY (OUB. po3ain «Oco0IMBOCTI 3aCTOCYBaHHS »).

MoHnomepanis

I[Tpo mepemniueHi HUK4Ye m0OiIYHI peakiiii, po3IiHeHi K MOXK/IMBO a00 WMOBIPHO OB’ si3aHi i3
3aCTOCYBaHHAM IipenapaTy I[pyuHoTeKaH AMakca, OBIHOMIIAIIOCS IJIs 765 Imalli€eHTiB, sKki
OTPUMYyBaJIX peKOMeHI0BaHy 03y 350 Mr/M’ y BUIUIAMi MOHOTepaii. Y Mexkax KOXKHOI 9aCTOTHOI
rpymnu mobiuHi peakilil HaBefieHi y MOPSAOKY 3MeHIIIeHHS CTYIIeHs TSXKKOCTi. YacToTa mobigyHuX
peakiii KimacupikyeTbCs TaKUM YMHOM: AyxKe 4acTo (=1/10); gacto (Big =1/100 go <1/10); HewacTo
(Bim =1/1000 mo <1/100); pimko (Bim =1/10000 mo <1/1000); myxe pigko (<1/10000); wacToTa
HeBimoMa (He Moxke OyTH OlliHEHa 3 HasABHUX [TaHUX).

[ToGiuHi peaxil, Ipo SKi MOBifOMIISANH TIifl YaC MOHOTepallil ipuHOTeKaHOM (3a cxeMoio 350 Mr/m’
KOXKHi 3 THXHI)

Kmnac cuctemu opranis MedDRA YacTtoTta [TobGiyHa peakiris

[HdeKIril Ta iHBa3il JacTo [HDeKITil

3 60Ky cucTeMu KpoBi Ta mimbaTtuyHnoi |[yxke vyacto |HelTpomeHis, aHeMis

CACTEMH JacTto TpombonuToneHis, pedpuibHa

HEeUTPOIEHIs

3 00Ky TpaBJeHHS Ta MeTab0Ji3My [lyxe 4acTo |[3HMKEHHS aleTuTy

3 60Ky HEPBOBOI CHCTEMU [lyxe yacto [XoJliHEPTriYHUN CUHOPOM

3 60Ky HITYHKOBO-KHUIIIKOBOTO TPakTy |dyxe dacto |diapes, 61i0BaHHS, HymOTa, Oilb V XKUBOTI
HacTo 3amop

3 00Ky WIKipu Ta mipgmkipHoi TKaHuau |[yxe dacto |Anomernis (060poTHA)

3arasibHi po3/iafy Ta peakil y Micii IIyxKe 4acTo [3amaneHHs CIM30BUX 000JIOHOK, rapsykKa,
BBEIEHHS iH €KIIil QCTeHisq

JlaGopaTOpHi HOCHiMXKEeHHS acTto [linBullleHHSI PiBHA KpeaTHUHIHY B KPOBI,
MigBUIEHHS piBHA TpaHcamiHa3 (AJIT i
ACT), mipBuiieHHs piBHS Oinipy6iny,
MiABUIIEHHS PiBHS JIyKHOI PocdaTasu B
KPOBI

Omnuc okpeMux moOiYHUX Peakilii (IpKY MOHOTEPAIIii).

Tsocka Odiapes cnioctepiranacs y 20 % MallieHTiB, SKi JOTPUMYyBalIuCSd PeKOMeHAalliid 3 KOHTPOJIIO
miapei. Y nuMkiax Teparii, 1o migjsrany OIiHIOBaHHIO, TSXKKa Aiapes crocTepiranacsa y 14 %.
Cepe[iHiil Yac [0 MOSIBU PigKUX BUIIOPOXKHEHD Micyd iHQy3il ipuHOTEKaHy CTAaHOBUB 5 OHIB.



Hydoma i 6.1108aHHs Malu TAKKUY nepe0ir y npubnusuo 10 % maifieHTis, SKi oTpuMyBaiu
IpoTHOJII0BAJIbHI IIperapaTH.

3anop cnoctepirascs y MeHIn Hixk 10 % mallieHTis.

HetlimponeHis crioctepiranacs y 78,7 % nallieHTiB, cepeq AKUX TSXKKUHM CTYIiHb 1epediry (KinbKicTh
HeuTpodinis <500 KJTiTHH/MM") crocTepiraBcs y 22,6 % malfieHTiB. Y IUKJIax Teparii, o migiaraim
OILiHIOBAHHIO, y 18 % KinbKicTs HelTpodinis Gyna Merme 1000 kmitua/MM°, BKmoyaodu 7,6 % 3
KiJIbKiCTIO HeiTpodinis <500 kmitun/MM’. TI0BHE BifHOBIEHHS IOKA3HKKIB 3a3BMYail TPUBAJIO [0

22 [HiB.

I'apayuka 3 HeumponeHiew MANHCKO20 cmyneHsA cuocTepiranaca y 6,2 % mnaiienTis ta 1,7 % Bcix
IIVKJIiB Teparil.

Enizonu iHpekyil Tpannsnmucs npubnusno y 10,3 % narieHTis (2,5 % Bcix nukiiB Tepamnii) Ta Oymu
TIOB’sI3aHi 3 TSAXKKOI0 HeUTponeHieo npubnu3uo y 5,3 % narienTis (1,1 % Bcix uukimiB Tepamii); y
[BOX BUIIA[KaX Ile yCKJIaNHEHHS IPU3BEJIO [0 JIETAIbHOT0 HACIiIKY.

ITpo aHemito moBigoMysanu mpubnu3Ho y 58,7 % narieHTis (8 % i3 piBHeM remornobiny <8 r/on ta
0,9 % i3 piBHeM remornobiny <6,5 r/mn).

TpomboyumoneHis (<100000 kmitur/Mmm3) cnoctepiranacsy 7,4 % nauienTis (1,8 % Bcix
KB Teparii), cepen Akux y 0,9 % namienTis (0,2 % uukiiB Teparnil) KibKiCTh TPOMOOIIUTIB
Oyna Ha piBHi £50000 kmituH/MM’. Y Majixke BCiX MaIi€HTIB BifHOBIEHHS OKa3HUKIB
TPUBAJIO 00 22 OHIB.

T'ocmputl xoniHep2iuHull CUHOPOM.

TpaH3UTOPHUH TOCTPUY XOJIIHEPTiYHUY CUHAPOM TSAKKOTO CTYIIeHs criocTepirascs y 9 % marii€eHTis,
SK1 OTPUMYyBaJI1 MOHOTepaIllilo.

Acmenis Mana Tsxkkui nepe6ir y menie 10 % nariieHTis, sSiKi oTpuMyBaiu MOHOTEparmito. [IpudunHHO-
HACJIiIKOBUI 3B’SI30K MiX ITUM SIBUIIEM Ta 3aCTOCYBAHHSM ipUHOTEKaHy He OYB YiTKO BCTAHOBJIEHUH.
I'apayuka y pa3i BigcyTHOCTI iHGeKIIil abo CynyTHBOI TSAKKOI HelTporneHil Tpamsnaca y 12 %
IIallleHTIB, AKi OTPUMYBaJIX MOHOTEPAIIilO.

JlabopamopHi noKasHuku

Hesenuke abo moMipHe TpaH3UTOPHE MiBUIIEHHS CUPOBAaTKOBUX PiBHIB TpaHCaMiHa3, TyKHOI
docdarasu yu 6inipyOiny crnocrepiranocs y 9,2 %, 8,1 % ta 1,8 % naiieHTiB BifmoBigHO y pa3i
BiZICYTHOCTI IIporpecyo4yux MeTacTasiB y nediniyi. HeBenuke a6o momMipHe TpaH3UTOPHE MigBUIIEHHS
PiBHSI CUPOBATKOBOIO KpeaTUHiHy crioctepiranocs y 7,3 % mali€eHTiB.

KombiHoBaHa Teparris.

OmucaHi B IbOMY po3fisi mo0iyHi peakiiii CTOCYIOThCS ipUHOTEKAHY .

HeMmae XomHUX MOKa3iB TOTO, IO IleTyKcuMal BIIMBA€E Ha mpodinb Oe3neku ipuHOTEeKaHy abo
HaBnaku. [1if yac koMOiHOBaHOI Teparii 3 1leTyKcuMaboM HagXOOUIIX MTOBiIOMJIEHHS TIPO IOMATKOBI
no0iyHi peakiii, 110 O4iKyIOThCS IIPU 3aCTOCYBaHHI IleTyKcuMaly (HampuKiaz, ByTPOBUM BUCHUII y

88 % BumapkiB). IHpopMatis momo mobiyHUX peakiriii KOMOiHOBAHOTO 3aCTOCYBaHHS ipUHOTEKAHY Ta
1eTykcuMaly TaKoxXK HaBeleHa B iHCTPYKIii AJIsT MEOUYHOT0 3aCTOCYBAHHS BiIMIOBIMHUX JIIKaPCHKUX



3aco0iB.

amni HaBemeHi Mo0iYHI peakilii, PO SKi MOBIMOMIISANM Y MAIliEHTIB, SKi OTPUMYBaIK
KareruTabin y KombiHallil 3 ipyHOTeKaHOM, HOJATKOBO N0 TUX Peakilill, 110 CrocTepiranucs
IIPX MOHOTepaIlii KanenuTadiHoM a00 TPAMISIKUCS 3 BUIIOK YacTOTO MOPIBHSHO 3
MOHOTEepaIIi€lo KameuTadinoM.

Iyoce wacmo, yci cmyneHi maxckocmi nobiuHux peakuiti: Tpom603/eM0O0JTis.

Yacmo, yci cmyneHi maxckocmi nobiuHuX peakuyill: peakii migBUIEHOI YyTIUBOCTI, imeMis/iHpapKT
MioKapaa.

Yacmo, nobiyHi peakuii III ma IV cmynenis: pebpunbHa HEUTPOIIEHIS.

[ToBHa iH(opMallig mpo no0ivHi peakilii KanenuTabiHy HaBeieHa B iHCTPYKIIil A7
MeIUYHOTO 3aCTOCYBAHHS IIbOTO JIIKAPCHKOT'0 3aC00y.

Iani HaBemgeHi noOiuHi peakiii II1 i [V cTymeHiB TSXKKOCTI, TPo SKi TOBIOMIISINIM y TAIIi€HTIB,
SIKi oTpuMyBanu KamneluTabin y kombiHallii 3 ipyHOoTeKaHOM Ta 6eBalu3ymMa0doM, TOOaTKOBO
[0 TUX peaklliif, 10 CIIoCTepiranucs Mpyu MOHOTeparii KarnenuTabiHoMm abo Tpamsiaucs 3
BHUIIIOI0 YaCTOTO0 IOPIBHSIHO 3 MOHOTEPAIIi€lo KanenutabiHoMm.

Yacmo, nobiuHi peakuii III ma IV cmyneHxis: HelTpomeHis, TpoMO03/eMO0Tisi, apTepianbHa
rinepreHsis, imeMis/iHdapKT MioKapaa.

[ToBHa iH(bopMalrist mpo nobiyHi peakiii kamenuTabiHny Ta 6eBalu3ymMaby HaBefieHa B
iHCTPYKIIil 71T MEeIUYHOTO 3aCTOCYBaHHS LIUX JIiIKapChKUX 3aC00iB.

Po3BuTok aprepianbHoi rinepTeHsii I ctyneHs 6yB OCHOBHUM CYTTEBUM PU3UKOM, IIOB’SI3aHUM i3
nomaBaHHAM GeBal3ymMaly o 60Ji0CHOI 03U npemnaparis ippyHoTekan/5-®Y/®K. Kpim Toro, mpu
3aCTOCYBaHHI IIiei cxeMu JiKyBaHHS CIIOCTEPiranocs HeBeJuKe 3POCTaHHS YaCTOTU MOOIYHUX peakilin
ximioTeparmii III/IV cTyneHs - giapei Ta neiKoreHil, TOPiBHSIHO 3 MalliEHTaMU, SKi OTPUMYBaIH TilMbKU
6omiocHy go3y ipuHoTekaH/5-OY/®@K. Inma iHpopMariis npo nobiyHi peakxilii KoMOiHOBaHOI Teparii 3
OeBauu3ymaboM HaBefleHa B iHCTPYKIil AjI MEOUYHOTO 3aCTOCYBaHHS IIhOT0 JIIKAPCHKOTO 3ac00y.

Bynu npoBeneHi mocigkKeHHS 3aCTOCYBaHHS ipuHOTeKaHy y KoMOiHatril 3 5-OY Ta ®K nnsg nikyBaHHS
MEeTacTaTUYHOTO KOJIOPEKTAIbHOTO PaKy.

IaHi Oe3meku mog0 MOo0IiYHUX peakIliii, OTpUMaHi y mpoIleci KITiHIYHUX OOCIiIXKEHb,
TI0Ka3yIoTh, 110 AyKe 4acCTo crocTepiratoTbesa nobiyni peaxuii III abo IV cTymeHs 3a 1mIKanoo
HarioHanpHOTO iHCTUTYTY PaKy, sIKi, MOXKJIMBO a00 MMOBIpHO, ITOB’3aHi i3 3aCTOCYBaHHIM
Teparii, 3 00Ky TaKWX KJIaCiB CUCTeM OpraHiB: KpOB Ta JliMpaTuyHa CUCTeMa, IITyHKOBO-
KUILIKOBUY TPAaKT, LIKipa Ta MiAIIKIpHA TKaHUHA.

Hamni HaBeneHi moOiyHi peaxiiii, 1m0, MoxK/IMBO abo HMOBipHO, Oy/IM MOB’sI3aHi i3 3aCTOCYBaHHAM
ipuHOTeKaHy 1 Ipo SKi moBigomisan y 145 malfieHTiB, SKi OTpUMyBa/Iu ipUHOTEKaH Y PEKOMEHI0BaHil
no3i 180 mr/™ y KoMOiHOBaHi# Teparii 3 5-OY/®K K0oXHi 2 TUXKHI.

[To6iyHi peaxiiii, Mpo sKi IOBiOMIISNIHK I Yac KOMOiHOBAHOI Tepailrii 3 ipHHOTeKaHOM (3a CXeMOI0
180 Mr/mM* KoxXKHi 2 TUXKHi)




Kmnac cuctemu opranis MedDRA YacTtoTta [ToGiuHa peakiris

[HdeKIril Ta iHBa3il JacTo [HDeKITil

3 60Ky cucTeMHu KpOBi Ta [yKxe gacTo [TpoMOOLIMTOTIEHIsI, HEUTPOTIEHIs, aHeMis

niMdaTHYHOL CHCTEMH acTto DebpunibHa HEUTPOIEHIsS

3 00Ky TpaBieHHS Ta MeTabonisamy |[lyxke 9acto SHUKEHHS alleTUTy

3 60Ky HEPBOBOI CHCTEMU [lyKe 4acTo XOTiHEePriYHUYM CUHIPOM

3 60Ky LITYHKOBO-KHUIITKOBOTO TPAKTY |[ly:Ke 4acTo [iapest, 67I0BaHHS, HYOOTa

YacTo binb y )KMBOTI, 3am0p

3 00Ky LIKipu Ta mipmkipHol TKaHuHU|[lyKe 9acTo Aromnerist (060poTHA)

3arasibHi po3naay Ta peakmil y Micui |[dyxe 9acTo 3amnanieHHs CiIu30BUX 000I0HOK, aCcTeHid

BBEeIeHHS iH'€KIIil JacTo [apsiuka

JTabopaTopHi JocTimKeHHSs [lyxKe 4acTo [TigBuieHHs piBHA TpaHcaMiHa3 (AJIT i
ACT), nmigBuilieHHS piBHA Oinipy0iHy,
MiABUINEHHS PiBHS JTykKHOI PocdaTasu B
KPOBI

Omnuc okpeMyx moOiYHUX peakilii (mpyu KOMOiHOBAHIM Tepaiii).

Tsocka Odiapes cnoctepiranacs y 13,1 % mallieHTiB, SKi JOTPHMYBaIuCSI PeKOMeHOallii 3 KOHTPOJIIO
miapel. Y nMKIax Teparii, 0 TiAisArany OiHIOBaHHIO, TSXKKa fiapes crocrtepiranaca y 3,9 %.

Hydoma i 6.1108aHHs TAKKOTO CTYIIEHS CIIOCTEPiraancs 3 HUK4010 9actotomn (y 2,1 % Ta
2,8 % malieHTiB BiAIOBITHO).

3anop BHACTIIOK 3aCTOCYyBaHHS ipuHOTEKaHy Ta/abo ymonepaminy crnocrepiraBcs y 3,4 % mallieHTiB.

HetimponeHis cnoctepiranacs y 82,5 % mnalieHTiB, cepel AKUX TAXKKUM CTYIiHb epediry (KinbKicTh
HeliTpodinis <500 xmitur/MM’) 6yB y 9,8 % mamieHTiB. Y IUKIaX Tepail, 1o MifJIArana OiHIOBaHHIO,
y 67,3 % Hali€HTiB KinbKicTh He#Tpodinis 6yna Merme 1000 kmitus/MM’, BKmodaouu 2,7 % 3
KinbKicTio HeiTpodinis <500 kmitua/Mm’. TIoBHe BiIHOBIEHHS MOKA3HWKIB 3a3BHYail TPUBATIO [0

7-8 mHiB.

I'apsiuka 3 HelimponeHie MANCKO020 cmyneHA crioctepiranacsa y 3,4 % mamienTis Ta 0,9 % Bcix
IIMKITiB Teparil.

Enizodu ingexuii Oymu mpubnusno y 2 % nauienTis (0,5 % Bcix nukimiB Teparii) Ta Oymu
OB sI3aHi 3 TAXKKOI0 HEUTpoIeHiewo npubnusuo y 2,1 % natieHTis (0,5 % Bcix MUKITiB
Teparii); y 1 BUIIafKy 1ie YCKJIaAHEHHS IIPU3BEJI0 0 JIeTaIbHOTO HACIIiKY.

AHemis cniocTtepiranacsi y 97,2 % matieHTiB (2,1 % 3 piBHEM reMorno0biny <8 r/mm).

Tpombouumonenis (<100000 kmitur/Mm3) cnoctepiranacs y 32,6 % marienTi Ta 21,8 % Bcix
ITUKJIiB Teparii. BumagkiB TpomboruTomneHil Tssxkkoro crymneHns (<50000 kmitTun/Mm3) He
CIiocTepiramocs.

T'ocmputl xoniHep2iuHull CUHOPOM.

TpaH3UTOPHUN TOCTPUY XOJIIHEPTiYHUY CUHAPOM TSAXKKOTO CTyIleHs crocTepirascs y 1,4 % nauieHTis,
SKi oTpuMyBaju KOMOiHOBaHY Teparliio.



AcmeHis Masna TSXKKUM nepebir y 6,2 % maljieHTis, AKi oTpuMyBaal KOMOiHOBaHY Tepalliio.
[TpUYMHHO-HACTIAKOBUIH 3B’SI30K MiX ITMM SIBUIIEM Ta 3aCTOCYBAHHSM ipUHOTEKaHYy He OYB 4iTKO
BCTaHOBJICHUM.

I'apsuka y pasi giocymHocmi iH¢ekuii abo CymyTHBOI TSXKKOI HeUTpomneHii Masna Micie y 6,2 %
TalieHTiB, SKi OTpuMyBau KOMOIHOBAHY Tepariio.

JIabopamopHi NOKA3HUKU.

TpausutopHe migsuileHHs (I Ta II cTymeHiB TsXKK0CTi) cupoBaTKoBUX piBHIB ACT, AJIT, nyxkHoi
docdarasu abo Oimipybiny croctepiramocsiy 15 %, 11 %, 11 % ta 10 % marieHTiB BigmoBigHO y pasi
BIICYTHOCTI IIPOrpeCy0UNX MeTacTa3iB y neydinni. TpaH3uTOpHe MigBUILIEHHS PiBHIB LIUX ITI0KA3HUKIB
IIT ctynens taxkocTi cnoctepiranocs y 0 %, 0 %, 0 % ta 1 % marienTiB BianoBigHo. Bunankis

IV cTyneHs TSKKOCTi faHoi 06iYHOI peakliiii He CIiocTepiranocs.

IyXe pigKo HaIXOOWIM IIOBIOMJIEHHS IIPO MigBUIIEHHS PiBHIB amina3u Ta/abo mima3mu.

[ToBimomusinu MO PimKicHi BuaKu rinokasniemii Ta rimoHaTpiemil, mosiBa sikux OyJia mepeBakHO
TIOB’sI3aHa 3 Jiapecto i OII0BaHHIM.

[Hmi mo6GivHi peakii, Mpo AKi DOBIIOMASANK V KITiHIYHUX JOCHIIKEHHSIX 3aCTOCYBAHHS ipUHOTEKAHY
3a cxeMo10 1 pa3 Ha TUXKOEHE.

Y k7iHIYHUX JOCHIXKEHHSIX 3aCTOCYBaHHS ipUHOTEKaHY ITOBiOMJIS/IM IIPO HACTYIIHI M0GiYHI peakiii,
II0B’s13aHi i3 3acTOCYyBaHHAM IIpernapary: 6isb, cerncuc, po3nagy 3 60Ky IpsAMoi KUIIKKA, KAHAAOOMIKO03
IIJTYHKOBO-KUIIKOBOT'O TPAKTY, TillOMarHiemisi, BUCUIIaHHS, CUMIITOMU 3 0OKY IIKipH, IOPYLIEHHS
XO[IY, CIUTyTaHiCTh CBiIOMOCTi, TOJIOBHUY 6iflb, HEIPUTOMHICTE, IPUIITKUBY, Opagukapmis, iHexkil
CEYOBUBIIHUX NUIAXIB, OiNb y TPYOAX, MigBUIIEHHS raMMariayTaminrpancdepasu, KDOBOBUIUBY,
CHHJIPOM JIi3UCY NyXJIMHU, CEPLIEBO-CYIUHHI 3aXBOPIOBaHHS (CTEHOKapMis, 3yIUHKa CcepIs, iHhapKT
MioKapfa, ieMist Miokapaa, po3nagu 3 60Ky nepudepuyHrX CYAUH, CYOUHHI 3aXBOPIOBAHHA) i
TpoMOoeMOOJTiuHi ABUIlIa (apTepianbHUM TPOMOO3, iMeMiYHKN iIHCYIBT, TOPYLIIEHHS MO3KOBOTO
KpoB00Oiry, rmubokuit TpoM00¢aediT, emMO0IIisg CyIuH HUXKHBOI KiHIIIBKY, TereHeBa eM0oITis,
TpoMbodedit, TpoMO03 i panTOBUl NeTATBHUHN HACTIOOK) (OQuB. po3min «Oco6IuBOCTI
3aCTOCYBaHHS»).

[TicaapeecmpauiliiHe cnocmepejiceHHA.

YacToTa BUHUKHEHHS TOOIYHUX peakllidl y Nepiofi micaspeecTpaliiiHOro CIIOCTepeXXeHH HeBiqoMa
(HEeMOXK/IMBO BCTAHOBUTH Ha OCHOBI iCHYIOUUX JaHUX).

Knac cucremu opraniB MedDRA [[ToGiuHa peakiris

[HdeKIril Ta iHBa3il [TceBmoMeMOpaHO3HUY KOJIiT, OMUH BUIIAMOK SKOT0 OYyB
MOKYMEHTAJIbHO IiATBEPAKEHUHM Pe3yIbTaTOM
OakTepionoriunoro ananidy (Clostridium difficile); cencuc;
rpubkoBa iHdekuis*; BipycHa iHpeKIia**

3 60Ky CHCTEMHU KPOBi Ta [TpomOoruToneHis nepudepuyHoi KPOBi 3 YTBOPEHHSIM
miM@aTUYHOI CUCTEMU QHTUTPOMOOLIMTAPHUX AHTHUTIIN

3 00Ky TpaBjeHHs Ta MeTabosi3aMy [3HeBogHEeHHS (BHACTIMOK miapel Ta OI10BaHHS); TilIOBOJIEMist
3 00Ky iMyHHOI CUCTEMHU Peax1iil migBHINEHO] YYTAUBOCTI; aHa(imakKTHYHI peakilil




3 00Ky HEPBOBOI CHCTEMU

Po3agy MOBIIEHHS, IO TIEPEeBaXKHO Mai 000POTHUM
XxapaKTep Ta y AesSKUX BUMagkax OyJid MOB’ sg3aHi 3
XOJTIHEPTiYHUM CUHIPOMOM, IO CIIOCTepirarcs mim yac abo
ompasy micns iHdy3il ipuHoTeKaHy; MapecTe3is; MUMOBINIbHI
CKOPOYEHHS M’ S3iB

3 00Ky cepliist

ApTepianbHa rineprensis (mig 9ac abo micns iHPy3ii); cepiieBo-
CYOVHHA HEeJOCTaTHICTH***

3 60Ky mUXabHOI CHCTEMH,
IPYOHOL KJIITKM Ta CEPEeNOCTiHHS

[HTepCTUllialbHi 3aXBOPIOBAHHS JIET€Hb, 1110 IPOABIIAIOTHCA Y
BUTTISIII TeTeHeBUX iHQIiNbTPaTiB, A 9ac MiKyBaHHS
ipPMHOTEKAHOM CIIOCTEPIraloThCs He4acTo (MOBiOMIISIOCS PO
BUMIAJKU TaKUX pPaHHIX e(eKTiB IK 3agulIKa (OUB. PO3MiN
«OCcOo0IMBOCTi 3aCTOCYBaHHS»)); 3a0UINKa (OUB. PO3MiN
«OcobIMBOCTI 3aCTOCYBaHHS»); THKaBKa

3 6OKY IITYHKOBO-KHIITKOBOT'O
TPAKTy

KUIIKOBa HEIIPOXIAHICTH; 1/1eyC: TaKOXK IOBIIOMIISAIIN IIPO
BUIQKH ileycy 0e3 MonepefHbOr0 BUHUKHEHHS KOJITY;
MerakoJIOH; IIJTyHKOBO-KUIIKOBUY KPOBOBUJIUB; KOJIIT, B
OKpeMUX BUIafKax KOJIT O0yB yCK/IafHEHUY BUPa3KaMH,
KpPOBOTeYe€l0, ineycom abo iHdekIieto; TuQmiT; imeMiynui
KOJIiT; BUPa3KOBUU KOJIIT; IIJTyHKOBO-KUILIKOBA KPOBOTEYQ;
cuMIToMaTu4yHe abo 6e3CUMITOMHE MigBUIIEHHS PiBHSI
(bepMeHTIB MigNUIYHKOBOI 3a71031; nepdopaliisi KAIMeYHUKY

3 00Ky LIKipu Ta MmiAImKipHOi
TKAHUHU

[MIkipHi peakiii

3arasibHi po3Niafy Ta peakiil y
MicCIli BBeIeHHS iH €KIIil

Peaxkiiil y mici iH®y3il

JTaGopaTOpHi DOCITimKeHHS

[TigBUIlleHHS PiBHS amina3u B KPOBI; MigBUIIEHHS PiBHSA
Tifta3y; TiloKasieMis; rinoHaTpiemis, 110 epeBaxkHo
[IOB’sI3aHA 3 [iapeelo Ta OMI0BaHHIM; OyXKe Pilko HagXOmuIu
[TOBiOMJIEHHS IIPO BUNIA[KY IiIBUIIIEHHS CUPOBATKOBUX PiBHIB
TpaHcaMiHa3 (ACT i AJIT) y pa3i BiICyTHOCTI IPOrpecyndnx
MeTacTas3iB Ie4iHKu

3 00Ky M’sI30BO-CKEJIETHOI
CHCTEMM Ta CIIOJIYYHOI TKAHUHU

CkopoueHHS M’s3iB ab0 cymomMu

3 00Ky HUPOK Ta CEe4OBUMIIIbHOI
CHCTEeMHU

[TopymeHHSsT QyHKIII HUPOK i TOCTpa HUPKOBA HEIOCTATHICTh
3a3BUYal CIIOCTepiranucs y nauieHTiB 3 iHpiKyBaHHSIM Ta/abo
TiloBOJIEMi€I0, 1[0 PO3BUHYJIACS BHACIIOOK TSKKOI IIITYHKOBO-
KUIITKOBOI TOKCUYHOCTI***; HUPKOBA HEOOCTATHICTH***

3 00Ky CynuH

[imoTeH3isg***

3 60Ky renarto0biniapHol cucTeMu

CTeaTorenaTuT; CTeaTo3 IIeYiHKu

*Hampukiaz, THEBMOIIMCTHA ITHEBMOHIsI, OpOHX0IEeTreHeBUH acIlepriibo3, CUCTEMHUM KaHIUI03.

**Onepi3yBaJIbHUM T'epIiec, IPUII, peaKTUBAllis renaTuTy B, nuTOMeranoBipyCHUM KOJIIT.

**PinKicHI BUIagKX HUPKOBOI HEIOCTATHOCTI, TimoTeH3iil abo ceplieBo-CyIMHHOI HeTOCTAaTHOCTI
CIIOCTEepiranucs y MallieHTiB, IKi epeHecIn 3HeBOOHEHHS BHACIIIOK fiapel Ta/abo 60BaHHS 4K

CETICHCY.

[ToBigoMIIeHHS PO Mimo3pIoBaHi mo6ivHi peakirii

3BiTyBaHHS IPO Iimo3pIoBaHi MoOiuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y € BaxKJIUBUM.
BoHO fla€ 3MOTy IPOAOBXKYBAaTH MOHITOPUHT CITiBBiTHOIIEHHS KOPUCThL/PU3UK JTiIKapChKOT0o 3acoly.




Tepmin npudamHocmi.

3aneyaTaHuil GIakoH: 4 POKHU.

[icns po36aBrneHHd: XiMiyHa i ¢piduyHa cTabiNMBHICTH IPU 3aCTOCYBaHHI OyJla MPOIEMOHCTPOBAaHA Y
po3uuHax s ingysii (0,9 % po3uuH (Maca/o6’eM) HaTpito Xmopuay Ta 5 % po3uuH (Maca/o06’em)
r1oKo3u) npu temnepatypi 15-25 °C npotsirom 12 rogus a6o mpu Temnepatypi 2-8 °C npotsirom 48
TOAVH, 3a HAasIBHOCTI 3aXMCTY Bif CBITIa.

3 MiKp0o0ioJIOTiYHOI TOUKK 30Py PO3YUH IIpenapaTy Iifyisirae HeralHoMy BUKOPUCTAHHIO.
fAKII0 pO34MH He BBE[EHO Ofpa3y IiCJs NPUTOTyBaHHS, TO BiANIOBifaNbHICTh 3a YMOBU Ta TEPMIH
30epiraHHs PO3UKUHY 0O MOMEHTY MOT0 BBEIeHHS Hece KOPUCTyBay. JKI0 PO3YUH rOTyBasl He B
KOHTPOJTbOBAHMX Ta BAJIiTOBAaHUX aCENITUYHUX YMOBAX, TO Horo ciig 36epiratu mpu 2-8 °C mpoTsarom
He IOBIIe HiX 24 roguHU.

YMoBu 30epiranHsi.

30epiratu B OpUriHaNbHIN YIAKOBII [JIS 3aXKUCTY Bifl CBiT/Ia B HEOCTYITHOMY [JIs HiTeH MicIii mpu
TeMIiepaTypi He Buire 25 °C. He 3aMOpoXyBaTH.

HecymicHicmo.

Hanuit mikapchKui 3acib He cilif 3MilyBaTH 3 iHIIMMU JIiKapCbKUMU 3aco0aMi, OKpiM BKa3aHUX y
po3mini «OcobnuBi 3axoqu Oe3meKu».

VYnaxoBka.

ITo 2 mm, 5 M abo 15 M y ¢pmakoHi; mo 1 ¢akoHy B KapTOHHI#M KOPOOIIi.

Kareropis Bigmycky.

3a perenTom.

BupoOHHK.

AxBipga 'm6X/AqVida GmbH.

Micue3HaxoKeHHsI BHPOOHHKA Ta ajipeca MicIsi IpoOBaIXKeHHs MOro Tis/IbHOCTI.

Kaiizep-Binsrensm-Itp. 89, 20355 'amOypr, Himeuunna/Kaiser-Wilhelm-Str. 89, 20355 Hamburg,



Germany.

3asiIBHHUK.

Amakca JItn/Amaxa Ltd.

Micue3HaxoaKeHHsI 3asiBHHKa.

31 Ixon Icnin Ctpit, Jlongor SW1P 4FE, Benuka bputanisi/31 John Islip Street, London SW1P 4FE,
United Kingdom.



