TIHCTPYKIIIA

/IS METUYIHOT'0 3aCTOCYBaHHSA JIIKapChbKOT0 3aC00y

IPUHOTEKAH MEJTAK

(IRINOTECAN MEDAC)

CKnao:

ditoua pevosuHa: irinotecan;

1 M1 KOHLIIEHTpaTy MICTUTH ipUHOTEKaHy
rigpoximopuny Tpuriapary 20 mr (y
nmepepaxyHKy Ha ipumHOTeKaH 17,33 mr);

donomidicHi pevosuHU: KucmoTa MojouHa, cOpbiT (E 420), HaTpito rigpokcup, Boda s
iH'€eKIIiM.

JlikapcbKa (popma. KoHIIeHTpaT [/ IPUTOTYBAHHS PO3YUHY IS iHQY3iit.

OcHogHi (izuko-ximiuHi 81acmugocmi: IPO30PUN PO3YUH KOBTOTO KOJILOPY.

®dapmakoTepaneBTHYHa rpymna.
AHTHHeOITaCTUYHi 3aco0u. [HribiTOpY IUTOCTATUYHOI TOI0i30Mepa3H 1.

Kon ATX LO1CEO2.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.
Mexanism 0ii

IpuHOTEKAH - HaMiBCUHTETUYHA NOXiIHA KAMITOTEeIUHY. Lle IpOTUNYXTIMHHNY [Ipenapar, IKUu €
cnenudigauM inribiropom [THK-Tomoizomepasu I. ITig mieto kKapOokcumecTepasu y GibIIOCTI TKAHUH



mpenapaT MeTabomnidyeTscs 0o crnonyku SN-38, 1110 € 6ifiblll aKTUBHOIO IIIOJI0 OYUIIEHO1
Tornoizomepasy I Ta GinbIl IIMTOTOKCUYHOO MOPIBHSIHO 3 ipHHOTEKAHOM BiTHOCHO PSIAY MiHii
NyXJIMHHUX KJIITUH JT0OuHY Ta Mulnel. [Ipuraivenssa [JHK-Tonoizomepasu I mig A€o ipyHOTEKaHy 4u
SN-38 cipuuuHsie MOUIKOAXKEeHHS ogHoro aHirora [JTHK, 110 6/10Kye pemnikaliiiHy BUJIKY Ta
IIPU3BOMUTH J0 IUTOTOKCUYHOI Ail. Bysio BCTaHOBIEHO, IO TaKWil IUTOTOKCUYHUY e(PEKT € 3aIeKHUM
Bif "yacy Ta crmenudigyHuM [0 S-pa3u KIITUHHOTO IUKITY.

In vitro He Gyno BUSBJIEHO, 006 ipuHOTEKaH Ta SN-38 3Ha4UHOI0 Mipoi0 po3ni3HaBanucs P-
TIKOIPOTEIHOM, MYJIbTHUPE3UCTEHTHUM OiNIKOM, Ta YMHUIIM UMUTOTOKCUYHY Aif0 Ha KJIITUHHI MiHii,
PE3UCTEHTHI 0 BIUIMBY HOKCOPYOILIMHY Ta BiHOIACTUHY.

Binbi1 Toro, ipuHOTEKaH Ma€ MIMPOKKY CIIEKTP MPOTUIYXIMHHOI aKTUBHOCTI in Vivo IPOTH MofJesel
MyXJIUH y MUIeH (afeHoOKaplUIXHOMa IIPOTOKY IiAITyHKOBOI 3am03u P03, ameHOKapIImHOMa MOJIOYHOI
3ano3u MA16/C, apeHokapruHOME TOBCTOL KMIIKY C38 Ta C51) Ta KCEHOTpaHCINIaHTATIB IyXINH
JMIOOUHY (afieHOKapIMHOMa TOBCTOI KUIKM Co-4, afeHoKapIruHOMa MOJIOYHOI 3a7m03u Mx-1,
ameHokapuuHoMu mmyHKa ST-15 ta ST-16). [punoTekan TakoX e(heKTUBHUM IPOTHU MIyXJIKH, 110
eKCIIpecyIoTh P-rikompoTeil, MyIbTUPEe3UCTEHTHUM OifT0K (BIHKPUCTHH- Ta
IOKCOpPYyOilMHPe3UCTEHTHI NetikeMil P 388).

Kpim npoTtunyxauHHOI aKTUBHOCTI ITpenapary I[pruHOoTeKaH Menak, Haibinblll 3HaYyII00
(hapMakoJIOTiYHOO [Ii€l0 ipUHOTEKaHy € IPUTHIYeHHS aKTUBHOCTI alleTUJIXOJIiHeCTepasy.

[TaHi KAiHIYHUX 00CAi0HCeHb

KombiHosaHa mepanis nepwoi AiHii MemacmamuyHoi K010peKmdaabHOi KapuuHoMu

Y xom6GinoBaHi# Teparii 3 GoiHieBOI0 KUCIIOTOI Ta 5-GTOPYpPAIUIOM.

Hocnimxenns 111 ¢pa3u 6yo mpoBemeHo 3 yyacTio 385 Malli€HTIB i3 MeTaCTaTUYHUM KOJIOPEKTaIbHUM
pakKowM, gKi paHillle He OTPUMYBaJIX JIIKYBaHHS LIbOI'0 3aXBOPIOBaHH. JIiKyBaHHS IIPOXOAMUIIO 3a
cXeMaMHU 3aCTOCYBaHHS [OCIIiIXKyBaHOTO IpemnapaTty «1 pa3 Ha 2 TuXKHi» (muB. po3nin «Crocib
3aCTOCyBaHHS Ta 103u») abo «1 pa3 Ha TuXAeHb». [Ipu pexuMi JTikyBaHHA «1 pa3 Ha 2 TUXKHI» Ha
1-i1 meHb micns BBeOeHHS ipuHOTEeKaHy B 103i 180 Mr/M° ToBepxHi Tina (1 pa3 Ha KOXKHi 2 TUXKHI)
npoBopuny iHQy3ii pomniriesoi kucnotu (OPK) (200 Mr/m’ HOBEpXHi Tila BHYTPIIIHLOBEHHO IPOTAIOM 2
rogus) Ta 5-dpropypanunoM (5-OV) (400 Mr/mM’ moBepxHi Tila BHYTPIIIHEOBEHHO GOTIOCHO, MICISA YOTO
me 600 Mr/M° IOBEPXHi Tijla IPOTATOM 22 FOAYH BHYTPIIIHBOBEHHO y BUrMIAMi iH(y3ii). Ha 2-if geHs
@K T1a 5-OY BBOOMIY y TUX CaMUX H03aX Ta 3a Ti€l XK cxeMolo. [Ipu pexuMi nikyBaHHA «1 pa3 Ha
THXMIEHb» IPOTATOM 6 THXKHIB IIiC7Ia BBeIeHHS ipHHOTeKaHy y m03i 80 Mr/M° moBepxHi Tina
nposopuny iHy3ii @K (500 Mr/M’ mOBepXHi Tijla BHYTPIIIHLOBEHHO IPOTATOM 2 rofuH) Ta 5-OY
(2300 Mr/M° moBepxHi Tina mpoTsarom 24 roguH BHYTPIITHEOBEHHO Y BUTTIAAI iHODY3il). Y gocnipxkeHHi
KoMOiHOBaHOI Teparii i3 3aCTOCyBaHHSIM [JBOX ONMKMCAHUX BUILle PEKUMIiB JIiKyBaHHS e(EeKTUBHICTb
ipuHOTeKaHy ouiHioBanu y 198 marjieHTis.



Kom06iHoBaHi pexxuMu [|«1 pa3 Ha TUKIEHBb» «1 pa3 Ha 2 TUXKHI»
(n=198) (n=50) (n=148)
[puHOTEKaH [5-DY/ [puHOTEKAH 5-0y/ [puHOTEKAH [5-OY/
5-0Y/0K DK o-OY/OK OK 5-OY /DK DK

Jacrorta Bigmosimi (%) |40,8* 23,1* 51,2* 28,6* 37,5% 21,6%

3HauYeHHS p p < 0,001 p=0,045 p=0,005

MeniaHa 1o 6,7 4,4 7,2 6,5 6,5 3,7

IporpecyBaHHs

(MmicsiriB)

3HA4YEHHS P p < 0,001 H3 p=0,001

Memiana TpuBanocti |9,3 8,8 8,9 6,7 9,3 9,5

BifmoBigi (MicsIIiB)

3HaA4YEHHS P H3 p=0,043 H3

MemiaHa TpuBanocTi |8,6 6,2 8,3 6,7 8,5 5,6

BiOIoBini Ta

crabimizaril (MicaiiB)

3HA4YEHHS P p < 0,001 H3 p=0,003

MepiaHa 5,3 3,8 5,4 5,0 5,1 3,0

HeeeKTHBHOCTI

TiKyBaHHS (MiCSIIiB)

3HA4YEHHS P p=0,0014 H3 p < 0,001

Mepmiana BuxuBauusa |16,8 14,0 19,2 14,1 15,6 13,0

(MmicsriB)

3HA4YEHHS P p=0,028 H3 p=0,041

5-OY: 5-pTopypauun
OK: ¢ominieBa KuCnOTA
H3 - He 3HauyIUMi;

* 3rigHO 3 aHaIi30M, IIPOBEOEHUM Y rpyr[i BUKOHAHHA BUMOT IIPOTOKOJIY.

[Tpu 3acTocyBaHHI cxeMu «1 pa3 Ha TUXKEHb» YaCTOTa PO3BUTKY Aiapei TSIKKOTO CTYIEeHS
craHoBuna 44,4 % y nauieHTiB, sIKi OTpUMyBau ipuHOTEeKaH y KoMOiHatii 3 5-OY/®K Ta 25,6 % -y
NallieHTiB, sKi oTpuMyBanu nuire 5-OY/PK. YacToTa po3BUTKY HEUTPOIIEHIl TAKKOTO CTYIIEHS
(xinekicTs He#TpodiniB MeHma 3a 500 KiniTun/MM®) cTaHOBHUIA 5,8 % Yy MAl[i€HTIB, AKi OTPUMyBaIHX
ipunoTtekaH y koMm0Oinarii 3 5-OY/®K Ta 2,4 % y nauieHTis, ki orpumysanu nuiie 5-0Y/OK. Kpim
TOTO, MefliaHa /10 OCTaTOYHOTO TOTIipIIeHHs CTaHy 3[I0POB’S y TPyIi KOMOiHOBAHUX PEKUMIB i3
3aCTOCYyBaHHSM ipuHOTEKaHy Oyia 3Ha4HO OiNblIoi0, HiXK y rpymi nikyBaHHS nuine 5-OY/OK
(p=0,046).

AxicTe KUTTA ¥ UboMy pociigkeHHi III ¢as3u ouinoBanu 3a gonoMmoroio onutyBanbHruka EORTC QLQ-
C30. Yac mo ocTaTOYHOTO NOTipIIeHH y TPYIIi JTiKyBaHHS ipHHOTEeKaHOM OyB CTa0iIbHO JOBIINM.
[TocTymosi 3minu noka3Huka ['mobanbHOro CtaHy 3M0POB’sI/IKOCTi XKUTTA ¥ IPyIli KOMOiHOBaHO1
Teparii i3 3acTocyBaHHAM ipUHOTEKaHY Oy/IM TPOXU KpalluMu (X04a He 3HAYYIIO), 110 CBIAYUTD IIPO
MOXKJIUBICTh e(peKTUBHOT'O JIIKYBaHHS ipMHOTEKAHOM Y CKJIafii KOMOiHOBaHOI Teparil 6e3 moripieHHs
SIKOCT1 KUTTH.

Y kombiHoeaHill mepanii 3 6esayu3zymabom

OuiHKy 3acTocyBaHHs GeBanu3ymaly B KoMmOiHarii 3 ipuroTekanoM/5-®Y/PK sk nmikyBaHHS mepIoi



JiHil MeTacTaTUYHOI KAPIMHOMU TOBCTOI ab0 IIPsMOl KUIIKK OyJI0 MTPOBENEHO0 Y PaHOO0Mi30BaHOMY
MOABIMHOMY CIIIIIOMY KJIiHIYHOMY HociigxKeHHi ¢a3u Il 3 akTUBHUM KOHTPOJIEM (HOCTIAXKEHHS
AVF2107g). DonaBauus 6eBanu3ymady no kombinanii ipunotekas/5-®Y/®K npusBoguno no
CTaTHCTUYHO 3HQYYIIOTO MiiBUIIEHHS 3arajibHOl BUKHWBAHOCTI. K/TiHiYHa KOPUCTE, OLiHIOBaHA 3a
IIOKa3HMKOM 3arajbHOl BUKMBAHOCTi, OyJ1a 04eBUIHOIO ¥ BCiX IMONMepeNHb0 BU3HAYEHUX MiATPyIIax
IallieHTiB, BKJII0Yal04y I'pyny, oOpaHi 3a BiKOM, CTATTIO, CTAHOM 3[I0POB’s, PO3TalllyBaHHSIM
IIePBUHHOI TyX/IMHY, KiJIbKICTIO ypaXKeHUX OpraHiB Ta TPHUBAIICTI0 METAaCTaTUYHOI0 NIPOIECY (OUB.
TAKOXK IHCTPYKIIIO /11 MEJUYHOTO 3aCTOCyBaHHs OeBaun3ymaby). Pe3ynbraTtu OLiHKY e(eKTUBHOCTI
y mocnimxkenHi AVF2107g HaBefeHO y TaOnuIl HUXKYeE.

['pyma 1 ['pyma 2
[puHOTEKaH/5-OY/OK [puHOTEKaH/5-OY/OK
r1ae6o GeBanu3ymatd”
KinbKiCTh HallieHTiB 411 402
3arajibHa BUXKHWBAHICTh
Meniaza (Mics1iiB) 15,6 20,3
95 % poBipuni inTepsan ([I) 14,29 - 16,99 18,46 - 24,18
CriBBigHOIIEHHS pI/ISI/IKiB6 0,660
3HaUYEeHHS P 0,00004
BuxxuBaHHS 6€3 IPOrpecyBaHHSs
MepiaHa (Mics1iB) 6,2 10,6
CriBBigHOIIIEHHS pI/I?,I/IKiB6 0,54
3Ha4YeHHS P < 0,0001
3arajbHa 4acTOTa BigmoBimi
JacTtoTa (%) 34,8 44,8
95 % II 30,2 - 39,6 39,9 - 49,8
3HA4YEeHHA D 0,0036
[TprBamiCTh BifIOBiAi
Meniaza (Mica1iiB) 7,1 10,4
25 —75 NpPOLEHTUIb (MiCSIIiB) 4,7 -11,8 6,7 - 15,0

* 5 MI/KT yepe3 KOXKHi 2 THXKHi;
6 TIOPIBHAHO 3 KOHTPOJIBHOIO I'PYIIOIO;

[I - moBipumii iHTEPBA.

Y kombiHosaHill mepanii 3 uemykcumabom

PaugomizoBane gocnigxkenHs EMR 62 202-013 3 yyacTio 599 naifieHTiB i3 MeTaCTaTUYHAM
KOJIOPeKTaJIbHUM PAKOM, SIKi paHillle He OTPUMYBAJHX JIiIKyBaHHs, 0yJI0 TPoBefieHe 3 METO0
nopiBHAHHS KoMOiHalii netykcumaby Ta ipuHOTeKaHy 3 abo 6e3 gogaBaHHAM iHGDY3iK 5-OY/OK (599
IAIi€HTIB). Y I'PYIIi MallieHTiB, OIiHIOBaHUX 3a CTaHOM reHa KRAS, malieHTy 3 MyXJIHHaMH, 110
XapaKTepU3yBaIUCA AUKUM TUIIOM IIbOTO T'eHa, CTaHOBUHU 64 %. Pe3ynbraTu OLiHKY e()eKTUBHOCTI,
OTpUMaHi y IbOMY OOCTigKeHHi, HaBeleHO y TaOIulli HuXKyYe.



SMiHHI/
CTAaTUCTUYHI maHi

3arajbHa KiJTbKIiCTh IallieHTiB

['pyIla mallieHTiB i3 AUKKAM THAIIOM IeHa

KRAS
[leTykcumab [punoTekaH 5-0Y/ |lleTykcumab IpurOTEKaH 5-OY/
ipuHOTEKaH 5-DY/ ®K IpUHOTEKAaH OK
®K (n=559) 5-QY/OK (n=176)
(n=599) (n=172)

YacTtoTa 00’€KTUBHOI BinmoBini (IamieHT 3 IOBHOIO a00 YaCTKO

BOIO BiIIIOBiAIO0)

% (95 % 1)

46,9 (42,9; 51,0)

[38,7 (34,8; 42,8)

59,3 (51,6; 66,7)

43,2 (35,8; 50,9)

3HaYeHHS P

0,0038

0,0025

Jac BuxuBaHHS 0€3 MPOrpecyBaHHs 3aXBOPIOBAHHS

CriBBimHOIIIEHHS
pu3ukis (95 % [1I)

0,85 (0,726; 0,998)

0,68 (0,501; 0,934)

3HaYeHHS P

0,0479

0,0167

Y kombiHosaHill mepanii 3 kaneyumabiHOM

Pe3ynpTaTtu paHmoMizoBaHOTO KOHTPOIboBaHOTO fochimxkeHHd II1 ¢pasu (CAIRO) migTBepOXKyOTh
3aCTOCyBaHHA KameluTabiHy B IoYaTKOBi f03i 1000 Mr/M° moBepxHi Tifa (IPOTAroM KOXHUX 2-X
TUXKHIB 3 3-X) y KoMOiHallil 3 ipyHOTEKaHOM SIK Tepartii mepinoi miHii gs niKyBaHHS Halli€HTIB i3
MeTaCcTaTUYHUM KOJIOpeKTalbHUM pakoM. 820 mairieHTiB Oys0 paHmoMi30BaHO Y I'PYIIU MIOCIiIOBHOTO
nikyBaHHA (n=410) abo komOiHOBaHO1 Teparmii (n=410). [TocnimoBHe NiKyBaHHS CKJIafaocs 3 Teparil
mepioi niHil (kamenuTtabin y no3yBanHi 1250 mT/M IIOBEPXHi Tisla 2 pa3u Ha fo0y mpoTtsiroM 14 mHiB),
Tepamii gpyroi miHii (ipuHoTekan 350 Mr/M’° moBepxHi Tina y geHs 1) Ta KOMGiHOBaHOI Tepailil TpeThol
ninii (kanenuTabin 1000 Mr/M’ moBepxHi Tina 2 pas3u Ha fo0y mpoTaroM 14 AHiB Ta okcaninnatus 130
Mr/M’ TIOBepxHi Tina y gens 1). Kom6iHoBaHa Tepamis cKIafanacs 3 Tepallil IepmIol iHii
(xamenuTabid y fo3ysanHi 1000 Mr/M* moBepxHi Tina 2 pa3u Ha §oOy IpoTaroM 14 gHIB) y moenHaHHI
3 ipuHOTEKaHOM (250 Mr/M° IOBepxHi Tina y mensb 1) (XELIRI) Ta Tepamii mpyroi nixii (kamenuTabin
1000 Mr/m” moBepxHi Tina 2 pa3u Ha go0y npoTaroM 14 nHiB Ta okcamimmaTul 130 Mr/M° mOoBepXHi
Tina y meHsb 1). Yci UMKIu niKyBaHHS MPOBOAUIIH 3 iHTepBanoM y 3 TuxHi. [Tif yac nikyBaHHS mepiol
ninil MefiiaHa BUKUBaHHS 06e3 IPOrpecyBaHHA y TPy allieHTiB, AKi I04alyu OTPUMYBATH JIiKyBaHHS,
cTtaHoBuma 5,8 micsis (95 % [I: 5,1-6,2 mics1isg) ans mikKyBaHHS KameluTabiHOM SIK MOHOTEpAIIi€lo Ta
7,8 micsans (95 % IOI: 7,0-8,3 micsa) ans XELIRI (p=0,0002).

Pe3ynbTaTy MPOMiZKHOTO aHai3y 6araToleHTPOBOI0 PAHAO0Mi30BaHOT0 KOHTPOJIbOBAHOTO
nocrimxkenns ¢asu II (AIO KRK 0604) migTBEpAXKYIOTH MOKJIUBICTh 3aCTOCYBaHHS KameluTabiny y
TIOYaTKOBIi f03i 800 Mr/M° HOBepxHi Tina (IPOTATOM KOKHHUX 2-X THXKHIB i3 3-X) y KoMOiHamii 3
ipuHOTEKaHOM Ta OeBal3yMaboM SIK Tepalrii mepiol JIiHil A1 JiKyBaHHS MAIliEHTIB i3
MeTaCcTaTUYHUM KOJIOPEKTaNbHUM pakoM. 115 maifieHTiB 6y0 paHmoMi30BaHO [JIg TiKyBaHHS
koMOiHaliero KanenuTabidy Ta ipuHoTekany (XELIRI) Ta GeBarusymaboM: KanenuTabid (800 mMr/m’
TIOBEPXHi TiJla 2 pa3y Ha Mo0y IPOTArOM 2-X THXKHIB i3 7-IeHHO0 IepepBo), ipuHoTekaH (200 mr/m*
IIOBEPXHi Tina y BUIIAAi iHQy3ii TpuBamicTio 30 XxBUnuH y 1-11 eHb KOKHOT0 UUKJTy TPUBAICTIO 3
TUXKHI) Ta 6eBaru3ymab (7,5 Mr/kr y Burnsagi indyaii TpuBanictio 30-90 xBunuH y 1-i meHb KOXKHOTO
IIVKJTy TPUBAJICTIO 3 THXKHi); 3aranoM 118 mauieHTiB 6y10 paHIOMi30BaHO y TPy JTiKyBaHHS
KamenuTabiHoM y KoMbiHallil 3 okcasinmaTuHoM Ta 6eBanu3ymaboM: KanenuTabin (1000 mr/m*
TIOBEPXHi Tijla 2 pa3u Ha K00y IPOTSAroM 2 TUXKHIB i3 7-IeHHOI0 TepepBoio), okcaninnatdd (130
MT/M’ TOBEPXHi Tina y BUTTISAOi 2-TopuHHOIL iHQy3il y 1-1 meHb KOKHOT0 LIUKITy TPUBAIICTIO 3 THXKHI) Ta
6eBauusymab (7,5 Mr/Kr y Burnsagi ingysii tpusanictio 30-90 xBunuH y 1-# IeHb KOXKHOTO LUKITY
TPUBaIICTIO 3 THUXKHi). BuXvBaHHS 0€3 MporpecyBaHHs yepes 6 MicsLiB y Ipymi mallieHTis, ki
Tovyasy OTPUMYBATH JiKyBaHHS, cTaHOBUI0 80 % y rpymi nikyBanus XELIRI Ta 6eBanu3ymaboMm ta 74
% -y rpymi nikyBanHsg XELOX Ta 6GeBaru3ymaboM. 3arajibHa 4aCcTOTA BifmoBifi (IOBHa Ta 4aCTKOBa



BifmoBigb) cTaHoBuia 45 %
(XELOX Ta 6eBanu3yma0) npotu 47 % (XELIRI Ta GeBariu3yma0).

Monomepanis sik mepanis Opyeoi AiHii MemacmamuyHoi K0/10peKmaabHol KapuuHOMU

Bynu npoepeni kniHiuHi gocnigxenHs II/111 ¢ha3u i3 3acTocyBaHHAM CxeMu [03yBaHHS 1 pa3 Ha 3
TUKHI 714 NMiKyBaHHS Oinbin Hik 980 maIfieHTiB i3 MeTacTaTUYHUM KOJIOPEKTAILHUM PakoM, Y SKUX
norepenHii Kypc JikyBaHHS 5-OY BusBUBCA HeeheKTHBHUM. EQeKTUBHICTL ipuHOTEKAHY OLIiHIOBa/IN
y 765 mallieHTiB, SKi Ha MOMEHT BK/IIOYEHHS Y OOCTiIXKeHHSI MaJld JOKyMeHTaJIbHO MiATBEPAXKEHE
IIPOTpPeCyBaHHs 3aXBOPIOBaHHA IIPU 3aCTOCyBaHHi 5-DY.

[prHOTEKaH MOPIBHAHO 3 MiIATPUMYHYUM [prHOTEKaH MOPiBHAHO 3 5-OY
1T ®aza JIiIKyBaHHAM

[punotekan |[linTpumytode |[3HaueHHs p |[[puHOTEKAH [5-OY 3HAYEeHHd P

JTiKyBaHHS

KinpkicTb namieHTis  |n=183 n=90 n=127 n=129
BuxuBaHHs 6e3 H3 H3 33,5* 26,7 p=0,03
[IpOrpecyBaHHS 4epe3
6 MicsiiB (%)
BuxuBaHHS 4epes 36,2* 13,8 p =0,0001 |44,8* 32,4 p=0,0351
12 micsais (%)
MemiaHa BUXHUBaHHS [9,2* 6,5 p =0,0001 |10,8* 8,5 p=0,0351
(Mics11iB)

H3 - He 3acTOCOBaHO;

* - CTQTUCTUYHO 3HaYyllla Pi3HULA.

Y mocnigxenusax Il ¢a3u, npoBegeHux 3 y4acTio 455 mallieHTiB i3 BUKOPUCTAHHSIM CXeMHU OO3YBaHHS
1 pa3 Ha 3 TUXKHi BUXKMBaHHS 0e3 IporpecyBaHHs depe3 6 Mics1iB craHoBuio 30 %, a MeniaHa
BUJKMBAHHS CTaHOBMIA 9 MicAliB. MefiaHa 1o mporpecyBaHHs cTaHOBUA 18 TuxkHiB. Takox Oynu
npoBeneHi nocmigxkenHs I ¢pa3u 6e3 mopiBHAHHS 3 y4acTio 304 mallieHTiB, IKUM BBOOWIIM ipUHOTEKAH
y Bo3i 125 Mr/mM’ IoBepxHi Tina y BUT/IAAI BHYTPINIHLOBEHHHX iH(Y3il TpuBamicTio 90 XBUIHH
IIOTUXKHS MPOTATOM 4 TUXKHIB 3 OJabIINM II1ePiofOM BiAIIOYUHKY TPUBAJIICTIO 2 TUXHI. Y LIUX
OOCIiAXKEHHAX MefiaHa 10 IPOrpecyBaHHs CTaHOBUJIa 17 TUXKHIB, a MefilaHa BUXKVBaHHSI CTaHOBUJIA
10 micsis. ITpodins 6e3neyHoCTi, 0 crocTepirascs y 193 naiieHTiB, SKUM IIPOBOIUIIY JTiKyBaHHS
3a MIOTHXKHEBOK CXEeMOI0 Yy IT0YaTKOBiM [03i 125 MT/M IIOBEPXHi Tisla, 0yB MOAiOHUM [0 MOKa3HUKIB,
OTPHUMaHUX y OOCTiIXKEeHHIX CXeMHU BBeleHHd ipuHoTeKaHy 1 pa3 Ha 3 TuxkHi. MefiaHa PO3BUTKY
IIePILOro emi30ny PiAKUX BUIOPOXHEHb CTaHoBUIa 11 oHIB.

Y kombiHoeaHili mepanii 3 uemykcumaboM nicas HeepekmusHOCMI LUMOMOKCUYHOI mepanii i3
3aCMOCYB8AHHAM IDUHOMEKAHY

EdekTuBHiCTh 3acTOCYBaHHS KOMOiHallii IeTyKcuMaly Ta ipUHOTEKaHY OOCHiIXKYyBalld y ABOX
KJTIHIYHUX [OCTiIXKEeHHIX. 3arajoM KoMOiHOBaHy Tepariio oTpuManu 356 malieHTiB i3
MeTacTaTUYHUM KOJIOPEKTaIbHUM PaKoM, III0 eKCIIPECYBaB PELIENITOPH OO eligepMalbHOT0 aKTopa
POCTY, a caMe - IallieHTH, IJId SKUX MUTOTOKCUYHA Tepallid i3 3aCTOCyBaHHAM IpUHOTEKAHY
BUSIBIWIACS Hee(peKTUBHOIO. MiHiManbHUM iHOEKC CTaHy 300poB’s 3a KapHoBCEKUM cTaHOBUB 60
OariB, ane y GinmbirocTi maiienTiB - = 80 6amniB. Y panmomizoBanomy gocuimxkenHi EMR 62 202-007
TIOPiBHIOBAJIM 3aCTOCYBaHHS KOMOiHOBaHOI Tepamii neTykcuMaboM Ta ipuHOTeKaHOM (218 marieHTiB)



i3 MoHOTeparmieo netykcumabom (111 namienTis). ¥ Bigkputomy gocnimxkenui IMCL CP02-9923 3
OIHi€I0 IPYIIOI0 JTiIKYBaHHS HOCIimKyBanyu KoMOiHOBaHy Tepariio (138 marrienTiB). Pe3ynbraTu OLiHKK
e(eKkTUBHOCTI, OTpUMaHi y IIUX OOCTTiAKEeHHSX, HaBefeHi y TabIuIl Hux4e.

Hocmimkerss n  [90B YKX BBII3 (Micsiri) T3B (Micsi)
0 0, o) 95 % 3 0, 3 0

n (%) [95% Ol (%) I Mepniana |95 % OI Mepmiana [95 % OI
[leTykcuMab ipruHOTEKaH
EMR 62 50 17,5, |21 [28.6, ‘ ,
202-007 218 102,9) o1 555 [e22 [M] A 7.6 9,6
TMCL 21 9.7 |84 52,2 _ _
cp02-0923 138 [15.2) b23 60,9 o1 [° 2.6, 4,1 8.4 7,2;10,3
[leTykcuMab
EMR 62 12 57 |36 23,9 . ,
202-007 M1 3908 hs1 |e24) k2o [P° 1420 6.9 5,6; 9.1

[I - moBipumii iHTEPBA;
YOB - yactoTa 06’€eKTHBHOI BifgoBifgi (MallieHTH 3 ITOBHOIO a00 YaCTKOBOIO BiIIOBigOIO);

YKX - yacToTa KOHTPOJIIO0 XBOPOoOH (TallieHTH 3 MMOBHOIO BiIIOBIAI0, YaCTKOBOIO BimanoBigmio abo
cTabiIbHOI0 XBOPOOOI0 MPUHANMHI 6 THXKHIB);

BBII3 - BuxuBaHHs 6€3 MPOrpecyBaHHs 3aXBOPIOBaHHS;

T3B - TpuBaicTh 3arajbHOI BUXKMUBAHOCTI.

3a IMOKAa3HMKAMM 4aCTOTH 00’ €KTUBHOI BifTIOBiMli, 4aCTOTH KOHTPOJIIO XBOPOOU Ta BUKUBAHHS 6e3
nporpecyBaHHs KoMOiHallis neTykcuMaby Ta ipuHOTEKaHY € GinbIl e(eKTUBHOIO, Hi’K MOHOTEpAIisi
1eTyKcuMaOoM. Y paHOoMi30BaHOMY [OCHiIXKeHHi He 6yJI0 TPOJeMOHCTPOBAHO BIIJIUBY Ha 3arajbHYy
BUXKUBaHICTH (cmiBBigHOIIEeHHS pu3uKiB 0,91, 3Hauenus p=0,48).

dapmakokiHemuka.
Adcopbuis

Hanpukinni ingys3ii npu BBeieHHI peKOMeHI0BaHoi 034 350 MIr/M” MOBEPXHi Tila cepenHi 3HaYeHH
MaKCHMaJIbHOI KOHIIEHTpallil y 1ia3Mi KpoBi CTaHOBUNIX 7,7 MKT/MII i ipUHOTEeKaHy Ta 56 HI/MI
st SN-38, a cepenHi 3Ha4eHHS IO i hapMakoKiHeTHYHOIO KprBoio (AUC) cTraHoBUMM 34

MKT XTOJI/MJI Ta 451 urxrog/mn BignosigHo. 15 SN-38 3a3BrUuail XapakKTepHI BUpaxeHi
iHOuBigyasnbHi 3MiHU (papMaKOKiHETUUYHUX XapaKTEPHUCTHK.

Po3noodin

Y mocnipxenHi | ¢pas3u 3 ygactio 60 namieHTiB, SIKi OTpUMyBaiu ipuHOTEKaH y go3ax Big 100 mo 750
Mr/M’ TIOBEepXHi Tina y Burnsapi 30-XBUIHHHOI BHYTPIIIHEOBEHHOI iHQY3ii KOXKHI TpH THXKHI, 06'eM
PO3MOfiNy y cTarioHapHOMy cTaHi (Vss) craHoBuB 157 /M’ IOBepxHi Tina.

3B’s13yBaHHs 3 GiTKaMu I1a3Mu KpoBi st ipuHoTekany i SN-38 in vitro cranoBuso mpubausso 65 % i
95 % BiONmOBiOHO.



Biompacgopmau,is

HocnimxeHHs OamaHCcy Macu Ta MeTabo0JIi3My i3 3aCTOCYBaHHSAM ipUHOTEKaHY, MiueHOT0 i30TOTIOM
"*C, npogeMoHcTpyBany, mo 6inbime 50 % BBeeHOI BHYTPIIIHEOBEHHO 03U ipUHOTEKaHy BUBOAUTHCS
y He3MiHEHOMY BUTJISAOI, pudoMy 33 % m03U BUBOOUTHLCS 3 KaJIOM (IIepeBazkKHO 3a HOIIOMOI0I0 KOBYi)
Ta 22 % - i3 ceuero.

KoxeH 3 2-X HX4Ye3a3HaueHuX UIIsIXiB MeTabomizMy 3a0e3neuye nepeTBOpeHHs MiHiMmym 12
% mo3u:

- Tigpomni3 mig fmieto kapOoKcunecTepasu 3 YTBOPEHHAM aKTUBHOTO MeTabosity SN-38, 1m0
BHMBOIUTHCS 3 OPTaHi3My IIepeBakHO 3a PaXyHOK TIIOKYPOHi3allil 3 IOabIINM BUBEIEHHAM
TJIIOKYPOHOBOTO KOH'I0TaTa yepes MeviHKy Ta HupKaMmu (MeHII Hix 0,5 % [03u ipHHOTEKaHY);
BBaXaroTh, 0 SN-38-I1I0KYPOHI y ITOJalbIIOMY 3a3Ha€ IifposIi3y y TpaBHOMY TPaKTi;

- OKMCHEHHS 3a JOIIOMOr010 HUTOXpoMiB P450 3A mpu3BOAUTE 1O PO3PUBY 30BHILIHBOTO
IinepUAAHOBOTO KiNlbllg 3 YTBOPEHHSIM ITOXiIHOI aMiHOIIeITHATOEBOI KUCIIOTH Ta MOXigHOTO
IIEPBUHHOTO aMiHy (OuB. po3fin «B3aeMopmis 3 iHIMMU JTiKapChbKUMU 3aco0aMy Ta iHIII BUOU
B3aEMOJIIN»).

He3MiHeHUM ipyHOTEKaH CTAHOBUTH OCHOBHY (DpakKIIilo IIpenapaTy y Iyla3Mi KpoBi. [HIIMMu
CKJIaJOBUMH, V OPSIKY 3HUKEHHS iX 00'€EMHOI YaCTKH, € ITOXigHA aMiHOIIEITHATOEBOI
Kucnotu, SN-38-rmokypoHin Ta SN-38. JIumie SN-38 4MHUTEL 3HAUYIY LUTOTOKCUYHY [if0.

BusedeHHs

Y mocnigxenHi [ ¢a3u 3a yuacTio 60 maiieHTiB, SKi OTpEMyBanu ipuHOTEKaH y go3ax Big 100 go
750 mr/m> y Burnani 30-XBUIMHHOL BHYTPIIIHBOBEHHOI iH(Yy3il KOXKHI 3 TUXKHI, CIIOCTEPIraEThHCS ABO-
abo Tpuda3oBa mIa3MoBa enimMiHalig ippHOoTeKaHy. CepenHill KilipeHC ipUHOTEKaHy B IJIa3Mi KPOBi
cTaHoBUB 15 n/rom/mM*, 06’eM pO3mopiny B piBHOBaXXHOMY cTaHi (Vss) - 157 n/m*. CepepHiii mepiof
HaliBBUBEIEeHHS 3 IIJTa3MHU KPOBI Iig yac nepioi ¢ha3u Tpruda3oBoi Moaesni cTaHOBUB 12 XB, Imif 4ac
npyroi ¢as3u - 2,5 roguHy, mif yac TpeThol pas3u - 14,2 rogunu. [Ina3mosa eniminania SN-38 Gyna
nBoda3oBa i3 cepegHiM KiHIIEBUM IepPiogoM HamiBBUBeOeHHs 13,8 roguHu.

KrnipeHc ipuHOTEKaHy 3MeHIIyeThCS MpuOnu3Ho Ha 40 % y marienTis 3 OinipyOiHeMiero, y IKUX piBeHb
6inmipy6iny nepesumtye BMH B 1,5-3 pa3u. Y Takux nalieHTiB fo3a ipuHoTekany 200 mr/m’
TIIPU3BOAMTE [0 €KCIO3HILii Tpernapary B IIa3Mi KPOBi, IKa MOPiBHAHHA 3 TAKOI0 IpH A03i 350 Mr/m’ y
XBOPUX Ha paK 3 HOPMaJIbHUMU TapaMeTpaMu (yHKIIil IeYiHKA.

JIinitiHicmyv/HeAiHiTUHICMb

Anari3 nonymnaiiiHol papMaKOKiHETUKY ipuHOTeKaHy OyB npoBeneHuil y Bubipiy 148 marieHTis 3
MeTacTaTU4YHUM KOJIOPEKTaJIbHUM paKoM. Lli manienTy oTpuMyBaId ipuHOTEeKaH y Pi3HUX J03ax Ta 3a
Pi3HUMU CxeMaMU J03yBaHHS y gocmigxkeHHAX 11 pa3u. PapmMakoKiHETHYHI TapaMeTpu, BCTaHOBJIEH]
3a JOTOMOTO0I0 TPUKaMepHOi Mofiesni, OyJiu MofiOHMMH [0 ITapaMeTpPiB, OTPUMaHUX IIiff 4ac
pocrimxkens I ¢ha3u. Pe3ynbraTy BCiX OOCTigKeHb CBig4aTh, 10 eKcrno3utlisa ipunorekany (CPT-11) ta
SN-38 3pocTae nponopiiHo 703i CPT-11. ®apMaKoKiHeTHKa LIUX CIONIYK HE 3a/IeKUTh Bifl KiTbKOCTI
NoNepeqHiX UKIIIB TIKyBaHHS Ta CXeMU JO3yBaHHS.

®apmakoKiHemuy4Hi/papmakoOuHamiuHi 83aemo0ii

BupaxeHiCTh OCHOBHUX IIPOSIBIB TOKCUYHOCTI, II0 CIIOCTEPITaIuCA IPU 3aCTOCYBaHHI IIpenapaTry



(HaTIpuKIIaf, TIEUKOIEeHist Ta miapes), moB’si3aHi 3 pieHeM AUC mitouol pe4oBUHU Ta MeTabOMiTy
SN-38. Byna BcTaHOBJIeHa 3HaUyIlla KOPENAIlis MiXK BUPaXKeHiCTI0O TeMaTOoJIOTiYHOl TOKCUYHOCTI
(MiHiManbHI 3HAYEHHS, [0 IKUX 3HUKYBAIUCh PiBHI TeMKOIUTIB Ta HelTpodiniB) abo miapei Ta
3HaueHHaMu AUC mns ipuHoTeKaHy Ta MeTabonity SN-38 npu MoHOTeparil.

Iauienmu 3i 3HUdCeHow akmusHicmio UGT1A1

Ypupgun-nudocdat-rmoryponosun-rpanchepasa 1A1 (UGT1A1) Gepe yuacts y nepeTBopeHHi SN-38,
aKTHBHOI'0 MeTaboJIiTy ipuHOTEeKaHy, B HeaKTUBHUIM TToKypoHim SN-38 (SN-38G). I'ern UGT1A1
XapaKTepU3YETLCS BUCOKUM T10JTiMOpdi3MoM, 1110 3abe3meyye HasgBHICTh Pi3HOMaHITHUX BapiaHTiB
inTeHcuBHOCTI MeTaboni3amy. Haibinbil BuBueHUMY reHeTHYHUME BapianTamMmu UGT1Al €
UGT1A1*28 i UGT1A1*6. Lli BapianTu Ta i BpomxeHni Bagu ekcmpecii UGT1A1 (Taki 5K CHHOPOM
Kunvbepa Ta cunppom Kpurnepa — Hasipa) moB’si3y10Th 31 3HMXKEHOI0 aKTUBHICTIO ITbOT0 EPMEHTY.

[MamienTu, siki morano MmetabomnidyiotTs UGT1A1 (Hampukiag, TOMO3UTOTHI 3a BapianTamu UGT1A1*28
abo *6), MaloTh MigBUILEHUM PU3UK CEePHO3HUX NOOIYHUX peakKllii, TaKuX K HEUTPOIIEeHis Ta giapes,
IicJIs IPUMOMY IpMHOTEKaHy, SIK HAcllifoK HakonrdyeHHSA SN-38. 3rifHO 3 JaHUMU KiJTbKOX
MeTaaHasli3iB, pU3UK BUIIMH Y MAIli€HTIB, AKi OTPUMYIOTh 03U ipruHOTEKaHy >180 mr/m? (IuB.po3min
Oco6nmuBOCTi 3aCTOCYBaHHS).

[l71s1 BUSIBJIEHHS TAL€EHTIB 3 MiIBUIIEHUM PU3UKOM PO3BUTKY TSKKOI HEUTPOIIEHil Ta fAiapel MOXHa
BukopuctoByBaTu renotunyBaiiss UGT1Al. I'omosurotauit UGT1A1*28 3ycTpidaeThCcsa 3 4aCTOTOO
8-20 % y nacenenusa €sponu, Appuru, bnusskoro Cxony ta JlaTuHCchKoi AMepukyu. BapianT *6
Maiixke Bif[CyTHiH y I[uxX monynguisx. Y HacemeHHs CxigHol A3ii BapiaHT *28/*28 Bu3Ha4a€ThCH
npubnu3Ho y 1-4 %, BapiaHT *6/¥28 — y 3-8 %, BapiaHT *6/*6 — y 2-6 %. Y LleHTpanbHill Ta
[liBpenniit Azil BapiauT *28/*28 3ycTpiuaeThcst y 61mu3bko 17 % HaceneHHs, BapiaHT *6/%28 — y 4 %,
BapiaHT *6/*6 — y 0,2 %.

ITokainiuHi OaHi w000 6e3neku

Byno nokasano, 1o ipuHoTeKaH Ta SN-38 NpogBIg0Th MyTareHHY akKTUBHITE B YMOBax in vitro Ha
kiituHax CHO y TecTi Ha xpoMocoMHy abepallito, a TaKOK B yMOBAX in vivo Ha MHUIIIaX Y TECTi Ha
MiKpOSIAEPHICTb.

Opuak y Tecti Eiimca 6yJ10 moka3aHo, 1110 BOHU 11030aBjeHi Oyab-KOro MyTareHHOT'0 MOTeHIIiany.

V mypiB, aKkuM BBOAMIX | pa3 Ha THXKAEHb IPOTATOM 13 THXHIB MaKCHMambHy A03y 150 mr/m’ (1o
MeHIIIe TI0JIOBUHU PEKOMEH0BaHOl 03U JIIOOUHY), 4epe3 91 TukgeHb Micisa 3aKiHUeHHS JIiKyBaHHS
He 0yJI0 TOBigOMJIEHO PO IYXJIMHMU, TTOB’I3aHi 3 JIIKyBaHHSM.

HocnigXkeHHS TOKCUYHOCTI IIPX OOHOPA30BOMY Ta OaraTopa3oBOMY BBeNEHHI 103U ipuHOTEeKaHy Oynu
IIPOBefieHi Ha MUIIAX, Iypax Ta cobakax. OCHOBHI TOKCHUYHI eeKTu Oy BUSBIIEHI B
reMaToloeTHYHil Ta miMpaTuyHil cucTeMax. Y cobak MOBimOMIISIN IIPO 3aTPUMKY fiiapei, OB’ I3aHy
3 aTtpodieio Ta PokaIbHUM HEKPO30M CIIM30BOI 000JIOHKK KHUINEeYHUKY. CIlocTepiranacs Takox
anormeirisi. TAXKicTh X epeKTiB Oyna 3a7exKHOI0 Bif mo3u Ta 000pOTHA.

Penpoodykuis

IpuHOTEeKaH BUSBIISAB TEPATOTeHHUM e(eKT y IypiB Ta KPOJIUKIB ¥ M03aX, MEHIINX Bifl TEpaneBTUYHOI
OO3HY MIOOUHHU. Y IIyPiB i3 30BHIMIHIMU BiIXUJIEHHIMY, IKi HaPOOUIIMCA Bifl IIYPiB, SKUM BBOOUIIN
ipuHOTEeKaH, BUSIBJIEHO 3HUXKEHHS HapomXKyBaHOCTi. Lle He Oy10 moMiyeHo y MOPHOIOTigHO



HOPMAaJIbHUX LIypeHsTaX. Y BariTHUX LIypiB, SKUM BBOAUIYU ipUHOTEKAH, CIIOCTEPIrasocs 3MeHIIeHHS
Baru IJIAllEHTH, a Y iIXHbOT'0 MOTOMCTBA - 3HUKEHHS XKUTTE3MATHOCTI IyoAa Ta 30i/IbIIeHHS BUTAKIB
MIOPYLIEHHS IIOBEIHKU.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHs.
[lns niKyBaHHS MOLIMPEHOT0 KOJIOPEKTAJIbHOI'O PaKy:

y KombGiHaliii 3 5-pTopypanuioM Ta QosiHieBOI0 KUCIIOTO y Malli€HTiB, SKi He 0OTPUMYBaIH
IoIepeqHbOI XiMioTeparrii Oys TiKyBaHHS MOIIMPEHOT0 3aXBOPIOBAHHS;

K MOHOTepalis y NalieHTiB, AJI IKAX BCTaHOBJIEHUY PEXKUM JIiIKyBaHHS 13 3aCTOCYBaHHAM 5-
dbTopypauuy BUSBUBCI Hee(EKTUBHUM.

Y komOiHaril 3 etykcuMaboM IprHOTEKaH MefaK 3aCTOCOBYIOTh I JTiKyBaHHS
MEeTaCTAaTUYHOI'O KOJIOPEKTAJIbHOT0 PAKy 3 DUKUM TUIIOM reHa KRAS, 1o ekcrpecye penentopu
elnigepManIbHOT0 (paKTOpa POCTY, yV NAlli€HTIB, SIKi PaHillle He OTPUMYBAJI JIiKyBaHHS 3 IPUBOAY
METACTAaTUYHOTO PaKy abo [jsd SKUX IUTOTOKCUYHE JIIKYyBaHHS i3 3aCTOCYBAaHHSAM ipUHOTEKaHY
BUSIBUIIOCS HeeDeKTUBHUM (OUB. po3Min «PapMaKoguHaMiKa»).

Y kombGiHartii 3 5-bTopyparunom, ¢poJliHieBOIO KUCI0TO0 Ta 6eBalu3dymMadoM I[puHOTEeKaH
MeJlaK 3aCTOCOBYIOTh K Tepallilo MepIol JIiHil malieHTaM i3 MeTacTaTUYHUMU KapLHHOMaMHU
TOBCTOI a00 MPSIMOI KHIIIKH.

Y xombiHarril 3 KanenuTabinoM (3 gogaBaHHSIM OeBanu3yMady abo 6e3 HbOr0) [puHOTEKaH
MeJlaK 3aCTOCOBYIOTh K Tepallilo Mepiioi iHii marjieHTaM i3 MeTacTaTUYHUM
KOJIOPEKTAJIbHUM PaKOM.

Hpomunorcasaunﬂ.

- XpoHiyHi 3amajbHi 3aXBOPIOBAHHAX KUIIEUHUKY Ta/a00 00CTPYKIIisS KUIIEUHHUKY (OUB. PO3Mi
«OCcOo0IMBOCTI 3aCTOCYBaHHSI»);

- IigBHUINEeHA YYTIUBICT N0 Hif040i pe4yoBUHU ab0 10 MOMOMIXKHUX PEUYOBUH JTIKAPCHKOTO
3aco0y;

- mepion romyBaHHS IPyOao (OuB. Po3minn «Oco0nMMBOCTi 3aCTOCYBAHHS Ta «3aCTOCYBAHHS Y
nepiof BariTHOCTi ab0 TyAyBaHHHS TPYIOI0»);

- piBeHb Oinipy0iHy Y KpOBI, II0 ¥ 3 pa3u MepeBUIIY€E BEPXHIO MEeXKY HOPMU (IUB. PO3Mi
«Oc0o6IMBOCTi 3aCTOCYBaHHSI»);

- TsI2KKa HEeOCTaTHICTh KiCTKOBOT'O MO3KY;
- 3araJbHUM CTaH XBOPOTo > 2 (3a Knacudikamieio BOO3);

- CYIYTHE 3aCTOCYBaHHS 3Bip00010 (OIUB. Po3Min «B3aeMofisa 3 iHIIMMHU JTiIKapCbKUMU 3aco0aMu



Ta iHIIi BUAY B3a€EMOMIN»);

- JKWBI aTeHyHOBaHi BaKIIMHY (OUB. po3[in «B3aemopisa 3 iHIIKMHU JTiKapChbKUMHU 3aco0aMu Ta
iHmI BUOM B3aEMOMi»).

Y pazi koMOiHOBaHOTO TiKyBaHHS 3 I[eTyKcuMaboM abo GeBann3ymaboM OUB. HOJATKOBI
IIPOTHUIIOKA3aHHs, HaBeMleHi B iHCTPYKIIiSAX [JIsT MEIUYHOI0 3aCTOCYBAHHS BiITOBIIHUX JTIKapChKUX
3aco0iB.

Oco0auei 3axo0u 6e3nexu.

4K i Ipu 3acTOCyBaHHI iHITNX aHTUHEOIIAaCTUYHUX 3aC00iB, CITiJ HOTPUMYyBATUCS 3a00iKHUX
3axofiB 1mono 6e3mMeYHOro MOBOMKEHHS 3 IIpellapaToM IprHOTeKaH Mefak IIpy PO3BefieHHi i
3acTtocyBaHHi. ITim yac po6oTu 3 JaHUM JTiIKapCbKUM 3aCO000M CITifl BAKOPUCTOBYBATH 3aXUCHi
OKYJISIpU, MacCKy 1 pyKaBUYKHU.

[Tpu BUIIAJIKOBOMY IMOTPAIISHHI KOHIIEHTPATYy ab0 oflepKaHOoro pO34YrHy s iHGY3ilk Ha mKipy ii
CJIil HeraHo i peTenbHO IPOMUTH BOIOI0 3 MUJIOM. fKIIO KOHIIEHTPAT ab0 ofepKaHuM PO3UMH [JIsS
iHGys3iit moTpamnsie Ha cIu30Bi 000J0HKH, TO IX CIIi HeTalHO MPOMUTH BOMOIO.

IIpuzomyeaHHsA PO34uHy 0151 BHYMPIWHbOBEHHO20 88E0EHHA.

Po3uun npemnapaty IpuHOTEKaH Mefak A7 iHGY3iil Cllifg TOTyBaTH B aCENITUYHUX YMOBaX (OUB. PO3Tin
«TepMiH IPUAATHOCTI»).

AKII0 micns po3BeeHHsI KOHLIEHTPATy ¥ GhIaKoHaxX CIIOCTePIraEThest Oyab-sIKUM ocaf, Ipernapar Cif
3HULIUTY BiATIOBIAHO OO CTaHAAPTHUX MIPOLEeNyP OJIs HUTOCTATUKIB.

JOoTpUMyIOYKCh aCENTUYHUX YMOB, i3 (hlaKOHA 3a JOIOMOr00 KaaibpoBaHOro IMINpHUIa BifOupanTh
HeoOXiIHY KiJTbKiCTh KOHIIEHTPATY i BBOAATH B iHQY3itiHUM Mimok emHicTio 250 M1 a6o y ¢hakoH, 1110
MmicTuTh abo 0,9 % po3unH HaTpilo xIopudy, abo 5 % po3uuH raoKo3u. Po3uun ms indysii cuin
peTeNbHO NepeMimarty, o0eprawoyu (HIakoH BPYUHY.

Ymuuaizauia

Bynp-siKuit HEBUKOPUCTaHUM JTiKapChKui 3aci6 abo BUKOPUCTAHUM MaTepias MOBUHHI OyTH 3HUIIEH]
BiIIIOBiOHO MO MiCIIeBUX BUMOT.

B3aemodisn 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHe 00HOYACHE 3dCMOCYBAHHSA NiKAPCbKUX 3acobis (Qua. po30ia «[Ipomunoka3aHHs»)

38ipobiti

3HMXKEHHS PiBHS aKTUBHOTO MeTaboiTy ipuHoTekany, SN-38 y mia3Mi KpoBi. Y HEBeTUKOMY
HOCIiIXKeHH] (apMaKOKiHETHKH (n=D5), e ipuHOTEeKaH y 1o3i 350 Mr/M° TIOBEPXHi Tijla BBOIUIIH y
KoMOiHatii 3i 3Bipoboem (Hypericu perforatum) y mo3i 900 mr, cmocTepiranocsi 3HUXKeHHS
KoHIeHTpalil SN-38, akTuBHOr0 MeTaboOJIiTy ipuHOTEKaHy, ¥ Iiy1a3Mi KpoBi Ha 42 %. Tomy He cnif
3aCTOCOBYBaTH 3Bip0o0ili OMHOYACHO 3 ipHHOTEKAHOM.



2Kuei ameHytio8aHi 8aKyUuHU (HANP. 8AKUUHA NPOMU H0B8MOI 2apAuKU)

Pr3uK pO3BUTKY CUCTEMHUX 3aXBOPIOBaHb 3 MOXKJIMBUM JIeTaJIbHUM HaciigkoM. OgHO4YacHe
3aCTOCYBaHHS XKUBUX aTeHYMOBAHUX BaKIMH MPOTUIIOKA3aHO i Yac JTiKyBaHHS ipHHOTEKaHOM Ta
IIPOTATOM 6 MICAIIB ITiC/Is 3aKiHYeHHS XiMioTeparil. MoXJKMBe 3aCTOCYBaHHS iHAKTMBOBAHUX BaKIIUH,
OJHAK BifIIOBib Ha TaKi BaKIMHU MOXKe OyTU 3HUKEHA.

He pekomeH008aHO 00HOYACHE 3dCMOCYBAHHA AiIKAPCbKUX 3acobis (Oua. po3dia «Ocobaugocmi
3aCmMOCYBAHHA»)

OnHovacHe 3aCTOCYBaHHS ipUHOTEKaHY 3i CUIBHUMM iHOYKTOpaMmu/inribitopamu nutoxpomy P450
3A4 (CYP3A4) moxe 3MiHuTH MeTa0o0J1i3M ipuHOTEKAHY, TOMY MOTO CIIiJ] YHUKATH (IUB. PO3Mi
«Oc00IMBOCTI 3aCTOCYBaHHS»).

CusvHi iHoykmopu CYP3A4 ma/a6o UGT1A1 (Hanpukaad, pugamniyuH, kapbamaseniH,
(eHobapbiman ¢peHimoin abo anasymamio.

Pusuk 3mMeHmeHHsS eeKTUBHOCTI ipuHOTeKaHy, SN-38, rmokypoHiny SN-38 i 3HMKeHHS
(dbapmakoguHaMidyHOTrO edekTy. [leKinbKa JOCTigXKeHb M0Ka3aly, 1[0 OOHOYaCHEe 3aCTOCYBaHHS
IPOTUCYOOMHUX JTiKapchKux 3acobiB-iHayKTOpiB CYP3A 3MeHInye epekTuBHOCTI ipuHoTekany, SN-38,
raoKypoHigy SN-38 Ta mpu3BOgUTh 0O 3HUXKEHHS (papMaKogrHaMigyHOTO eekTy. [Iis Takux
IIPOTUCYAOMHUX IIpenapartis nosnsarana y 3auxeHnHi AUC gng SN-38 ta SN-38-rntokypoHiny Ha 50 % i
6inbime. Oxkpim ingykiii pepmenTtiB CYP3A4, 3MeHIIeHHST e(eKTUBHOCTI ipHHOTEKAHY Ta HOro
MeTaboIiTiB MOoXKe OyTH 3yMOBIIeHE TaK0XK ITOCUJIEHOIO TTIIOKYPOHi3allieto Ta GiybIll iHTEeHCHBHUM
BHBEMIEHHAM i3 K0BY10. [101aTKOBO 3 (PeHITOIHOM: PU3UK 3aTOCTPEHHS CYAOM, III0 BUHUKA€E BHACIITOK
3HUKEHHS BCMOKTYBaHHS (PeHIiTOIHY IIUTOCTAaTUYHUMU JTiKapChKUM 3acobaMu.

CusbHi iHeibimopu CYP3A4 (Hanpukaad, KemoKoHa30., impakoHa3o1, 80PUKOHA30.1, NO3AKOHA3011,
iHeibimopu npomeasu, KAApuMpPOMilyuH, epumpoMiy,uH, meaimpomiyuH)

Y pe3ynbraTi focnifKeHHS Oy710 BCTAaHOBIEHO, 1[0 OAHOYACHE 3aCTOCYBaHHS KETOKOHA30Iy
npu3Bonuio fo 3uukeHHd AUC Metabority APC Ha 87 %, a AUC MeTabonity SN-38 3HMXKyBanacs Ha
109 % mopiBHSAHO 3i 3aCTOCYBaHHSIM ipUHOTEKaHY IK MOHOTeparil.

Inei6imopu UGT1A1 (Hanpuksaad, ama3aHasip, KemokKoHa3o.1, pezopageHib)

Pu3suxk 30inbmenHs cucteMHol ekcno3util SN-38, akTuBHOro MeTaboniTy ipuHOTEeKaHy. JlikapsaM CIif
BpPaxOBYBaTH Iie IIPX OOHOYACHOMY IIpPH3HA4YeHHI I[UX [IBOX IIpelaparis.

THwi iH2ibimopu CYP3A4 (Hanpukaad, kpu3omuHib, ideaanizub)

Pu3uk 36inbIeHHS TOKCUYHOCTI ipHHOTEKaHy BHACIIOK 3HUKEHHS 10r0o MeTabos1i3aMy 11pu
OJHOYAaCHOMY 3aCTOCYBaHHi 3 KpU30THHIOOM abo imenamnizubom.

3acmocogysamu 3 obepedcHicmio
AnmaeoHicmu simamiHy K

[TinBuIeHNY PU3UK BUHUKHEHHS KPOBOBUIIUBIB Ta TPOMOOTHUYHUX SBUII IIPU MTYXJTUHHUX
3axBOPIOBAHHAX. fAKINO IOKa3aHi aHTaroHicTu Bitaminy K, HeoOxigHa migBUIlleHa 4acToTa
MOHITOPUHTY MiKHAapOLHOI0 HOPMaJsli30BaHOT'0 BiTHOLIEHH.

OdHoyacHe 3acmocysaHHs nompebye yeazu



ImyHoO0enpecanmu (Hanpukaad, 4ukA0CNOPUH, MAKPOAIMYC)
HapgMmipHa iMmyHOCyIIpecis 3 pu3ukoM mposidepariiil 1iMQoIuTiB.
HelipomyckyavbHi 610Ky0Ui azeHmu

HeMoXT1BO BUKITIOUMTH B3a€MOJII0 MiXK ipHHOTEKAaHOM Ta O6JI0KaTopaMu HeHpoM sI30BOi B3a€MOTil.
OcCkinbKY ipUHOTEKaH YHHUTh aHTUXOJIIHECTepa3Hy [ilo0, TiKapchKi 3aco0M 3 aHTUXOJIiHeCTEPa3HOI0
[i€10 MOXKYTh ITOIOBXKYBaTU HENPOM s130BY OJIOKYI0OUY [Iif0 CyKCaMEeTOHi0 Ta HelpoM’ si30By O/I0Kany
HeJeToIAPU3YI0YUX JIiIKapChbKuX 3aco0iB.

IHwi kombiHauii

5-¢pmopypauvun/poniviesa Kucaoma

OpuoyacHe 3acTtocyBaHHS 5-OY/®PK y cknami komOiHOBaHOI Teparlii He 3MiHIOE (hapMaKOKiHETUKY
iprHOTEKAHY.

Besauusymab

Pe3ynpTaTu crnenuivHOTro NOCTiMKEeHHS B3a€MOIil MixXK JTiKapChKUMU 3aco6aMu He
IIPOJIEMOHCTPYBAJI 3HAYHOTO BIIMBY OeBanu3yMaby Ha apMaKOKiHETHKY ipHHOTEKaHy Ta MOTO
akTuBHOTO MeTabonity SN-38. OnHak 11e He BUKJII0Ya€ OyIb-IKOTO MiABUILIEHHS TOKCUYHOCTI
BHACJIiOOK iXHiX (hapMaKOJIOTiYHUX BIIaCTUBOCTEH.

Llemykcumab

[HdopMaliis o0 BIIUBY LeTyKcuMaly Ha npodinb 6e3medyHocTi ippHOTeKaHy abo 100
aHaJIOTIYHOTO BIUIMBY ipMHOTEKAHY Ha LeTYKCuMab BiICyTHS.

AHmMuHeonsiacmuyHi 3acobu (8karuaryu GpayuumosuH K npoaiku 5-¢pmopypauuay)

[ToGiyHi epekTH ipuHOTEKAHY, TaKi SIK Mi€JIOCYIIPECisl, MOXKYTh IIOCHUJTIOBATUCS 1HIIUMHU
IPOTUNYXJIMHHUMHY IIpeliapaTaMH, 1[0 MaloTh MOAi0HUM mTpodinb mobiuHux edeKTiB.

Oco6 1ueocmi 3acmocyeaHHsi.

3acTocoByBaTH I[puHOTEKaH Me[akK CJIifi BUK/IOYHO Yy BifiJIeHH], 0 Celiani3yeThCd Ha IPOBEOeHHI
IIMTOTOKCUYHOI XimMioTeparrii. Lleir mpemapat cif 3aCTOCOBYBaTH BUKJIIOYHO IIiff KOHTPOJIEM JIiKaps i3
LOCBIIOM NIPOBEAEHHS IPOTUPAKOBOT0 XiMiOTEpaeBTUYHOI0 JIIKyBaHHS.

3 ornsAmy Ha XapaKTep Ta YacTOTY PO3BUTKY MOOIYHUX pPeaklliil y HuK4ue3a3HaueHUX
BUITaAKaX I[puHOTEeKaH MefaK HeoOXiqHO 3aCTOCOBYBATH JIUIIE ITiCIIS OIIiIHKY CITiBBiIHOIIEHHS
O4iKyBaHOI KOPUCTi Ta MOXKJINBUX PHU3UKIB Bifl TiKyBaHHS:

- IJIs1 TiKyBaHHA IAIli€HTIB i3 (paKTOpaMu PU3UKY, 30KpeMa Malli€HTiB i3 MOKa3HUKOM 3arajabHOTO
cTaHy 3a iHgekcoM BOO3, 1m0 gopiBHIOE 2;

- B OKpeMHUX PifKiCHUX BUIIagKaX, KOJIM BBAXKAETHCS, 1110 MALliEHTH HABPSM Yu OYOyTh JOTPUMYBATUCh
pPeKoMeHpallii Moo JTiKyBaHHS M00iYHUX peakIlil (HeoOXimHICTh HETaHOI'0 Ta JOBOTPUBAJIOTO



nmiKyBaHHSA fiapel y MOENHaHHI 3 BXXMBAHHSM BEJIMKOI KilTbKOCTi piiMHM Ha MOYAaTKY BiICTPOYEHOI
niapei). TakuM marieHTaM PEKOMEHIYEThCS PETEIbHE CIIOCTEPEXKEHHS B YMOBaX CTallioHapy.

[Tpu 3acTOCyBaHHI ipuHOTEKAHY TiIPOXJIOPUAY SIK 3ac00y MOHOTEepaIllil cxeMa J03yBaHHS HOT0
CTaHOBHUTH OOUH pa3 Ha 3 TuXKHi. OgHaK cxeMy J03yBaHHS OOUH pa3 Ha TUXKEHb (OUB. PO3MiN
«®apMaKoJIOTiyHi BTaCTUBOCTi») MOXKHA 3aCTOCOBYBATH IAIliEHTaM, SIKi TOTPeOYIOTh IOJaIbIIOTO
PeTEeNbHOTr0 CIIOCTePeRKEeHHST a00 SKi MalOTh PU3WK BUHUKHEHHS TSIXKKOI HEHTPOIIeHil.

BiocmpoueHa diapes

Crnip monepeguTy MaLliEHTIB PO MOXKJIMBUM PU3UK PO3BUTKY BiICTPOUEHOI Aiapel, o
BHHUKAE OinbII HiXK Yyepes3 24 rogWHM Iicig 3aCTOCYBaHHS Mpemnapary [puHOoTEeKaH MefakK Ta
B Oynb-SIKUY MOMEHT 0 I104YaTKy HOBOTO IIMKIY JTiKyBaHHS. [Ipy MOHOTepanil MeniaHa
PO3BUTKY NEPLIOTO €Mi30y PiAKUX BUIIOPOKHEHb CTaHOBUJIA O JHIB 3 MOMEHTY BBEIEHHS
npenaparty IpuHoTekaH Menak. [lamieHTV NOBUHHI He 3BOJIIKAIOYY IOBIMOMUTH JIIKAPIO IIPO
PO3BUTOK [iapel Ta HeTaHO PO3MOYAaTH BifiIOBINHY TepaIliio.

[lo rpynu migBUINIEHOT0 PU3UKY PO3BUTKY fiapel HajexkaTh NallieHTH, SKi paHilie
OTPUMYBAJIY IPOMEHEeBY Tepalliio [iTTHKY XXKUBOTa a00 Ta3a, MallieHTH, Y IKUX Ha BUXiTHOMY
PiBHI Ma€ MicClle TineprerKOLUTO3, NallieHTU 3 IHIEKCOM CTaHy 300poB’d 3 2 Ta XKiHKU. 3a
BiICYyTHOCTi HaJIe’kKHOTO JTiKyBaHHS Aiapes MOXKe CTAHOBUTH 3arpo3y AJIs KUTTS, 0COOIUBO
SKIIIO BOHA CYIIPOBOOXKYETHCI HEUTPOIIEHIELO.

[Ticris mepiIoro emi3ony PiAKUX BUIIOPOKHEHDb NAIlEHTY CIIil HETallHO PO3MOYNHATH IPUKOM
BEJIMKOI KiTbKOCTi PigyHY, 1110 MiCTUTh €JIEKTPOJIiTH, Ta IPOBOIUTH BiAIIOBiIHE
npoTupmiapeline nmikyBaHHs. [IpoBoguTH MPOTUAiapeiiHe MiKyBaHHS HeOOXimHO y BigmineHHi,
[ie malieHTy BBoouinu IpuHoTekaH Menak. [licnisg BUNKMCKY 3 JiKapHi NALieHTy CIIig OTPpUMaTh
Ipu3HayveHi npenapaTy, 00 MaTH MOXKJIMBICTh IT0YaTH JIiKyBaHHS Aiapei ompa3y micns ii
BUHUKHEHHS. KpiM TOro, mallieHTH MOBUHHI OBIJOMUTH IIPO BUHUKHEHHS [iapel mikaps
BIIIJIEHHS, B AKOMY ITalliEeHTy BBOAUJIU [pUHOTEKAH MefaK.

PexoMeH[0OBaHe Ha ChOT'OfHI IIPOTHUiapeiHe JiKyBaHHS [IOJIAra€ y 3aCTOCYBaHHI BEJIMKUX
103 nonepaMiny (4 Mr Ha mepiie 3aCTOCYBaHHS Ta MO 2 MT 4epe3 KOXKHi 2 TOOUHH).
JIiKyBaHHSA CJIil IPOBOLUTY POTATOM 12 TOOUH MiCJIst OCTAHHLOTO €Ii300y PiIKux
BUIIOPOKHEHDb. CxeMa JIiKyBaHHS He Mifynsarae Mopudikarii. JlomepaMifn y Takux go3ax Hi B
SIKOMY pa3i He CJIif 3aCTOCOBYBATH HOBIIE HiXK 48 roOouH y 3B'93Ky 3 PUSUKOM PO3BUTKY
napasiTUYHOl KAIIKOBOl HEIIPOXiAHOCTI; BOMHOYAC JIiIKyBaHHS HEe TOBUHHO TPUBATHU MEHIIIE
Hixk 12 rogus.

Ao miapes CyIpOBOOXKYETHCS TAKKOI0 HEUTPOIIEHi€ (KiTbKiCTh HeuTpodiniB MeHIe 500
KJTIiTHH/MM®), [OMATKOBO [0 IPOTU/iapeiHOro NiKyBaHHA CIifl 3 IPO(iTaKTHIHOI METOI0
3aCTOCOBYBAaTH aHTUOIOTUKY IIMPOKOTO CIEKTpA.

IomaTKoBO 10 3aCTOCYBaHHS aHTHOIOTUKIB [JIs JTiIKyBaHHS [iapei peKOMeHO0BaHO
TOCIIiTasi3yBaTH Nalli€HTIB, AKIIO:

- Miapes CyNpPOBOMXKYETHCS rapsyKoio;

- [Miapes TSXKKOTO CTYIeHs (mamieHTy HeoOXiIHO IPOBOAUTH PeTifpaTallilo BHYTPIIIHLOBEHHUM
IIJISIXOM);



- miapest 30epiraeTbCst TPOTATOM 48 TOOMH IMiC/g MOYATKY JIiKyBaHHS BUCOKMMHU [03aMHU JIOTIEPaMIiy.

JlonepaMip He CIif 3aCTOCOBYBaTH 3 IPOGITaKTUYHOK METO0 MallicHTaM, Y SKUX IPOTATOM
IIoIepenHiX LKKIIiB JIIKyBaHHS PO3BUBajlach BiACTpOYEHa Aiapes.

[TamienTam i3 giape€ro TAXKKOIO CTYIIEHS PEKOMEH0BAHO 3HU3UTH 03y B IIONAJIBIINX [IAKIIAX
nikyBaHHS (OuB. po3min «Cmocib 3aCcTOCyBaHHS Ta JO3U»).

Bnaue Ha cucmemy Kposi

Y knmiHIYHUX DOCTigXKEHHSAX YacToTa HeuTponeHil III-IV ctynens BignoBigHo mo IlIKanu omiHKH
3arajbHUX KpuTepiiB TokcuyHocTi HamionanbHoro inctutyty paky (NCI CTC) Gyna 3HaYHO BUIIOI0 Y
MaIli€HTiB, IKMM paHillle IPOBOOUIIM OITPOMiHEHHS OPTraHiB MaJioro Tal3a/4epeBHOI MTOPOXKHUHI
IIOPIBHAHO 3 NTAlliEHTaMH, K1 TAKOr0 OIIPOMiHEHHS He OTpuMyBasu. [lallieHTH 3 T0YaTKOBUM PiBHEM
3arajibHOr0 CUPOBaTKOBOTO 6inmipy6iny 1,0 mr/mm abo Oinbille TaKOXK Majiyd 3HaYHO BUILLy iMOBipHICTh
BUHUKHEHHS HelTpomneHii [II-IV cTyneHns mig yac nepinoro NUKITy Tepallil OPiBHSAHO 3 MallieHTaMu, y
SKUX piBeHb OinipyOiny 0yB menure 1,0 mMr/mjt.

[loTuKHS peKOMEHAYEThCSA IPOBOAUTH 3arajibHUM aHaJsli3 KPOBi B IIPOLIEC] JTiKyBaHHS ipUHOTEKaHOM.
[TanienTam 3 GpeOPUIBHOI HelTpomneHieo (Temneparypa Tina ~ 38° C i kinmbkicTh HeiTpodinis < 1000
KJTiTHH/MM’) TOTPiOHO HEBIAK/IQMHO PO3NOYAaTH BHYTPIITHLOBEHHE BBe[JeHHS aHTUOI0THKIB HUPOKOTo
CIIeKTpa [il B yMOBax CTallioHapy.

[TamieHTaM 3 reMaToJIOTIYHUMHU IPOSIBaMHU Y TSIXKKiM (opMi B aHaMHe31 peKOMEHYIOTh 3MeHIIIEHHS
[03U IIPH MIOfla/IbIIOMY BBEefIeHHi I[bOT0 JIIKapChKOT0 3aco0y (muB. po3min «Cmocid 3acTocyBaHHS Ta
DO3U»).

[cHYye migBUINEHNY PU3UK BUHUKHEHHS iHGEKIIiM i pO3BUTKY reMaTosI0TiYHOl TOKCUYHOCTI ¥ MallieHTiB
3 TSIKKOIO miapeeto. TakuM mallieHTaM HeOOXiIHO MPOBOOUTH KITiHIYHUY aHalli3 KPOBi.

ITopyweHHsA 3 6OKY neviHKu
Crnip mpoBOOUTH MEeYiHKOBI Mpo6H MPOTSATOM JIiKYBaHHS i Tepef II0YaTKOM KOXKHOTO KypcCy.

[ToTuxkHS ciig poOUTH IOBHUYM aHAai3 KPOBi nalieHTaM 3 piBHeM Oinipybiny, sikuii B 1,5-3 pa3u
IIepeBUINyE BepxHI0 MexXy HopMu (BMH), y 3B’43Ky 31 3MeHILIeHHIM KJIipeHCY ipuHOTEKaHy (OUB.
po3pin «PapMakoOKiHETHKA»), 1 MiABUINEHHSAM PU3UKY PO3BUTKY reMaTOTOKCHYHOCTI. [ Malli€HTiB
i3 piBHeM 0Oinipy06iny, sikuii y 3 pa3u nepesuilye BMH, guB. po3min «IIpoTunoka3aHHS».

Hydoma i 61108aHHA

[Tepen moyaTKOM KypCy Teparil ipiHOTEKaHOM PEKOMEHAYEThCS MPOPiTakKTUUHE JTiIKyBaHHS
IPOTUOMIOBOTHUMM JTiKapChbKUMU 3acob0amu. [TallieHTiB i3 BifCcTpoUYeHOI0 giapee€to, 110
CYIIPOBOIKYETHCS OIIOBAHHSM, CJIii TEPMiHOBO T'OCIIiTaIi3yBaTH [JIsI TPOBENEHHST KOMITJIEKCHOTO
JIiKyBaHHS.

T'ocmputl xoaiHep2iyHull CUHOPOM

[Tpu mosiBi TOCTPOT0 XOJIiHEPTiYHOTO CHHAPOMY (paHHS fiapes y KoMOiHallil 3 iHIMUMY CUMITOMaMH,
TaKVMMH SK IiJBUIIEeHA MiTIUBICTh, CITa3MM y KUBOTI, Mi03 Ta MiABUIlEHE CIIMHOBUINIEHHS) CIIif
BBOOUTHU aTpominy cynbdat (0,25 Mr mifmkipHo) 3a BiACYTHOCTI KJTiHIYHUX ITPOTUIIOKA3aHb (OUB.
po3min «ITob6iuHi peakirii»).



[TosiBy X CUMIITOMIB, SIKi MOXKYTh CIIOCTEPIraTHCS MPOTATroM abo ofpa3y micis iHdys3ii
ipUHOTEKaHy, OB’I3yI0Th 3 @aHTUXOJIICTEPA3HOI0 aKTUBHICTIO I0YaTKOBOI CIIONYKHU ipUHOTEKaHY .
[Tepenbavya€eThCs, IO i Yac 3aCTOCYBaHHS OiNIbIl BUCOKUX 103 ipMHOTEKAHY YacTOTa IXHbOTO
BUHUKHEHHS 3DOCTaTUMe.

Cnig goTpuMyBaTHCs 00epeKHOCTI IpY 3aCTOCYBaHHI IIperaparTy mnalieHTaM 3 6pOoHXiaTbHO0
actMo10. [TamienTam i3 roCTpuUM XOJIiIHEPriYHUM CUHOPOMOM Y TSXKKil (GopMi B aHaMHe31
PEKOMEHAYEThCA MpodiTaKTUYHe BBEIEHHS aTPOIMiHy Cy/lb(aTy 3 IOfabIlIuM BBeJeHHAM
iprHOTEKAHY.

Po3nadu 3 6oky duxaabHoi cucmemu

IHTepCcTHUIIiaNbHA XBOPO0a JIEeTeHiB, 10 BUSBIISIETLCS K JIereHeBi iHQiIbTpaTH, He € MOIMUPEHUM
SBUIIEM Yy pa3i NiKyBaHHS ippyHOTEKaHOM. [HTepcTHIIiaribHa XBOpo0Oa JereHiB MOxe IPU3BOIUTH [0
JIeTabHOT0 HACHiAKy. ®aKTOpHW PU3KKY, MOXKJIMBO IIOB'sI3aHi 3 PO3BUTKOM iHTEPCTHUIIiaIbHOI XBOPOOU
JIETeHiB, BKJIIOYAIOTh 3aCTOCYBAaHHS ITHEeBMOTOKCUYHUX JIiIKapChKUX 3aco0iB, TPOMeHEBY Teparrio i
KOJIOHi€ECTUMYIIOBabHi (hakTopu. CIIifl peTebHO KOHTPOIIOBATH CTaH MAIliEHTIB i3 (hakTOpaMu
PHU3UKY OO0 MOSIBU CHMIITOMIB PO3/IafiB AUXaIbHOI CUCTEMHU [I0 IIOYATKY i B XOA1 TiKyBaHHS
ipUHOTEKaHOM.

Excmpasasauis

Xoya ipUHOTEKaH He HaJIeXUTh [0 [Ipenaparis, 110 IPU3BOAATE 00 YTBOPEHHS IIKIPpHUX
IyXUPIIiB, IPOTE CIIi[l yHUKATH eKCTpaBa3allil Ta CIIOCTepiraTtu 3a OiASHKOO iHQY3il, 1100
CBO€YACHO IIOMITHTH O3HAKH 3allajieHHs. Y paadi osBY eKCTpaBa3allil peKoMeHI0BaHO
IIPOMUTH TiNITHKY iHQY3il Ta IPUKIIACTH JIif.

ITayieHmu AiMHbO20 BiKYy

Y 3B’s13Ky 3 OiIbIII0I0 YAaCTOTOI 3HUKEHHS 0i0yToTiuHUX QYHKIIN opraHi3My, 30KpeMa 3HUKEHHS
ne4iHKoBoI PyHKIII, crtig moTpuMyBaTHCS 00epeXHOCTI IIpy Iixbopi 403U ipuHOTEeKaHy MallieHTaM
JITHBOTO BiKYy (AUB. po3min « Croci0 3acToCyBaHHS Ta JO3U»).

XpoHiuHi 3anavbHi 3ax80pPHBAHHA KUWEYHUKY Ma/abo o6cmpyKuis KuWeyHuKy

[TalieHTaM He CJIiJ 3aCTOCOBYBAaTH ipMHOTEKAH, OKU He Oyfe yCyHeHa HeImPOXifHICTh KUIIEYHUKY
(muB. po3min «IIpoTUnoKa3aHHI»).

ITauieHmu 3 nopyweHHAMU PYHKUil HUPOK

CnocTepirasmocst migBUIeHHS PiBHS CHPOBATKOBOT'0 KpeaTUHiHy a60 a30Ty Ce40BUHU KPOBi. Bynu
BUIIQ[IKX I'OCTPOI HUPKOBOI HegocTaTHOCTI. LIi siBuilla 3a3BMyal Oyiu OB’ s13aHi 3 YCKIagHEHHSIMU
indexuiit abo 3HEBONHEHHSIM OpraHi3My BHACIIOK Hy#oTH, OmoBaHHS abo miapel. Kpim Toro,
HA[IXOOUIY TTOBIIOMJIEHHS IIPO TIOOOUHOKI BUMTAAKY IOPYINEHHS (QYHKIII HUPOK BHACIIIOK CUHIPOMY
JIi3UCY MYXJIUHU.

[omaTKOBi JOCTIIXKEHHS Y IiM T'PYIIi HaI[iEHTIB HE TPOBOAUIMNCS.
IIpomenesa mepanisa

[TamieHTH, sIKi paHillle OTPUMYyBaIX OIIPOMiHEHHS Ta30BOI AiITHKY a00 YepeBHOI TOPOXKHUHH,
BXOMSITh IO IPYIIH MifBUIIEHOT0 PU3UKY PO3BUTKY Mi€JIOCYIIpeCii mics JTiKyBaHHS ipUHOTEKaHOM.
Jlikapi moBuHHI 3 00€PEKHICTIO 3aCTOCOBYBATH AaHU! JIiIKapChKUY 3acib malrieHTaM, SKi B MUHYJIOMY



OTPUMYBaJIi €KCTEHCUBHY IPOMEHEBY Tepallito (Hanpukiaz, onpoMiHeHHS > 25 % KiCTKOBOTO MO3KY
IIPOTATOM 6 THXKHIB 0 TOYATKY JIiKyBaHHS ipuHOTEKaHOM). LI rpyma malfieHTiB Moxe moTpeOyBaTH
KOPUTYBaHHS [03U IIpemnapary (ouB. po3min «Crnocib 3acToOCyBaHHS Ta HO3U»).

Po3znadu 3 60Ky cepus

[licns nikyBaHHS IpUHOTEKAHOM CIIOCTEPIraJiiCA BANAOKY IIeMIYHUX ypaKeHb MioKapaa,
TOJIOBHMM YHMHOM IIpX HAsIBHOCTI B aHaMHe31 CepleBO-CyIUHHUX PO37afiB, (aKTOPiB pU3UKy
TIOSIBM 3aXBOPIOBaHb cepiist abo Mmicist MMTOTOKCUYHOI XiMioTeparii (qus. po3min «ITo6iuwi
peaxirii»).

TakuM 4MHOM, CIIifi peTEIbHO KOHTPOIIOBATH CTaH IMAlli€HTIB 3 BigoMuUMHU (aKTOpaMu
PHU3UKY, @ TaKOXK MiHIMi3yBaTH yCi 3MiHHI ()aKTOPU PU3UKY (HAIPUKIIaf MasliHHSg,
apTepiasbHa rinepreHsis Ta rinepiinigemis).

Po3aadu 3 60Ky cyOuH

Y naunieHTiB, 9Ki Manu MHOXKWHHI (aKTOPX PU3UKY AOTATKOBO IO OCHOBHOT'O HOBOYTBOPEHHS,
3aCTOCYBaHH{ ipUHOTEKAHY B PIAKICHUX BUIIaKaX II0B'A3yBajli 3 BUHUKHEHHAM
TpoMOoeMOOTIYHUX YCKIIafiHEHD (11ereHeBa eM00IIis, BeHO3HUM TPpoMOO03 Ta apTepianbHa
TpoMO0eMO0Tis).

THwi ¢pakmopu

OpHoYacHe BBe[IeHHS ipUHOTEKaHY 3 CUJIbHUM iHTiIOiTOpOM (HampuKIafd, KeTOKOHa30710M) abo
ingykTOpOM (Hanmpukiaf, pudamminrHoM, kapbamaseninom, perobapbitanom, dpenitoinom) CYP3A4
MoOKe 3MiHUTH MeTabo0Ii3M ipuHOTeKaHy i ¥0T0 CJIif yHUKaTH (OUB. po3min «B3aeMopis 3 iHmmMu
JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKU B3aEMOIiN»).

CnocTepiranmuch oKpeMi BUnagKyu HUPKOBOI HEJOCTAaTHOCTI, apTepiaibHOI rinoTeH3ii abo
HEJIOCTATHOCTI KpOBOOOITY BHACIIIOK 3HEBOTHEHHS OPTraHi3My, ITOB’sI3aHOTO 3 Hiape€io Ta/abo
6moBaHHSIM, a00 y pasi cemncucy.

ITauienmu 3i 3HUAHceHow akmusHicmio UGT1A1

[TamienTu 3i cnabkuMm Metabomnizamom UGT1A1, Taki sk malieHTH i3 curmpoMoM 2Kunrbepa
(Hanpuknag, romo3uroTHi 3a BapianTamu UGT1A1*28 a6o *6), Mal0Th MigBUINEHUN PU3UK PO3BUTKY
TS2KKOI HEUTPOIIeHil Ta fiapel micnis JIiKyBaHHS ipUHOTeKaHOM. Llell pU3HUK 3pOCTa€ 3 MifABULIIEHHSAM
[03Y ipUHOTEKaHY.

Xoya TOYHe 3HaYeHHS IT0YaTKOBOI [03U He BCTAHOB/IEHO, CJIif] PO3TJIIHYTH OOLIbHICTh 3HUKEHHS
II0YaTKOBOI 103U ipUHOTEKAHY [IJIg NallieHTiB i3 moranuM mMeTtaboniamom UGT1A1, oco61uBo
MAIiEHTIB, IKUM BBOOSATH 03U > 180 mr/m?, abo mst ocnabnenux mamieHTiB. [ToTpiOHO OpaTH mo
yBaru KJIiHiuHi peKOMeHpallil {0710 [03yBaHHs [AJId Ili€l Tpyny nauieHTiB. HacTynHi 1031 MOXKYThb
OyTu 30inbINeHi 3a/1eXKHO Bif iHOUBiTyaIbHOI TIEPEHOCUMOCTI TiKyBaHHS MAIliEHTOM.

F'enorunyBanHs UGT1Al MoxkHa BUKOPUCTOBYBaTH A7 ifeHTH(iKallii malieHTiB 3 MiABUILIEHUM
PU3UKOM TSIKKOI HEUTPOIIEHii Ta miapel, ogHaK KJTiHiYHA KOPUCTh TEHOTUITYBAHHS Mepeq JTiKyBaHHSIM
€ HeBU3HAuUeHOM, oCKinbKY nmomimMop¢isam UGT1Al He BpaxoBy€e BCIO TOKCUYHICTE, 110
CIIOCTepPiraeThCs IpHU Teparil ippHoTeKaHOM (AuB. po3min «dapMaKoIOridHi BIaCTUBOCTI»).

Konmpauenuis y 40/108iKi8 [ HCIHOK



Y 3B’S13KYy 3 MMOTEHIIiaJIOM T€HOTOKCUYHOCTI MMOTPiOHO IPOKOHCYIbTYBATH MAlliEHTOK
PEeTMPONYKTUBHOTO BiKY IIOA0 HEOOXiMHOCTI 3aCTOCYBAHHS BHCOKOE()EKTUBHUX 3aC00iB KOHTPALIEMITii
IIPOTATOM JIiKyBaHHS Ta MPOTATOM 6 MiCSIIB IiCJIg 3aCTOCYBaHHS OCTaHHBOI JO3U ipUHOTEKAHY.

Y 3B’S13Ky 3 NOTEHIia/loM reHOTOKCUYHOCTI TOTPi6HO MPOKOHCYIBTYBATH IAlli€HTIB YOJIOBiUOI CTaTi,
III0 MAlOTh MMAPTHEPOK PEIPOOYKTHUBHOIO BiKY, 1100 HEOOXiZHOCTI BUKOPUCTAHHS e(heKTUBHUX
3aco0iB KOHTpALeMNIlii i Yyac NiKyBaHHS Ta MPOTATOM 3 MICSIIB IIiC/Is 3aCTOCYBaHHS OCTAaHHBLOI 03U
ipuHoTeKaHy. [IuB. po3[in «3acTOCyBaHHS y MePiof] BariTHOCTI abo TofyBaHHS TPYAIO.

ITepiod 200ys8aHHA 2py0010

Y 3B’AAI3KY 3 MOTEHIia/IOM PO3BHTKY MOOIYHHUX peakiiii y HeMOBJIAT, IPy/IHe BUTOTOBYBaHHS
CJIi mepepBaTH Ha IepPiof 3aCTOCyBaHHA npenapary (ouB. po3ginu «IIporunoka3aHHsI» Ta
«3acTocyBaHHA y nepioa BariTHOCTi a00 rogyBaHHS IPyaIi0»).

Lleit mikapcbku# 3acib MicTUTh copOiT (AuB. po3mdin «CKnam»), AKW € JKepesioM GPyKTO3HU.
[TarmienTaM i3 crmagkoBoio HemepeHocumicTio ppykro3u (HFI) He MOzKHaA 3aCTOCOBYBATH e
nmikapchbKu# 3acib 6e3 KpaliHbol He0OXimHOCTi. Y HEMOBJIAT Ta MaJeHbKUX HiTel BiKOM [0 2 POKiB
Moxe I1e He OyTu miarnoctoBano HFI. Jlikapchki 3aco0wu, siKi MiCTSITh GPYKTO3Y Ta BBOOATHCS
BHYTPIIIHbOBEHHO, MOXKYTb MaTu Hebe3neyHi as KuTTs ebektu y mopeit 3 HFI, Tomy ix He cif
BBOJIUTH IIiii TPYTIi MAI[iEHTIB, IKII0 HEMA€E BENIMKOI KITiHigYHOI HeoOXigHOoCTi abo € anbTepHaTHBa.

ITeped 3acmocy8aHHAM 14b020 AiKAPCbKO20 3acoby 015 KOXCHO20 nauieHma caid 3ibpamu aHaMHe3
w000 cumnmomis HFI.

Lleit mikapcbku# 3aci6 Mictuth 45 Mr copbity B 1 M.

Lleit mikapcbku#t 3aci6 MictTuth MeHIe 1 Mmonb (23 Mr)/mo3y HaTpiio, TOOTO MPaKTUYHO BiTbHUMU Bif
HaTpito.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00r0.
KoHnmpauenuis

Y 3B’5I3Ky 3 IOTEHIIiaJIoM TeHOTOKCUYHOCTI IOTPiOHO MIPOKOHCY/IHTYBATH MAI[ilEHTOK
PEMPONYKTUBHOTO BiKY IIOA0 HEOOXiMHOCTI BUKOPUCTAHHS BUCOKOe(EKTHBHUX 3aC00iB KOHTPAIEMNIii
IIPOTATOM JIiKyBaHHS Ta MPOTATOM 6 MiCSIIB IiCJIg 3aCTOCYBaHHS OCTaHHBOI NO3U ipUHOTEKaHY (OUB.
po3min «Oco6IMBOCTI 3CTOCYBAHHS»).

Y 3B’43Ky 3 MOTEHLiaJIoOM T€eHOTOKCUYHOCTI CJTifi MPOKOHCY/IbTYBAaTH MalliEHTiB YOJI0Bi4Ol CTaTi, AKi
MaloTh MMAaPTHEPOK PEIPOOYKTHBHOIO BiKy, 00 HEOOXiZHOCTI BUKOPUCTAHHS e(eKTUBHUX 3aC00iB
KOHTpAaIenIlil iy yac JiKyBaHHS Ta IPOTIToM 3 MiCSIIiB ITiCJIg 3aCTOCYBaHHS OCTaHHbBOI 103U
ipuHOTEKaHy (OuB. po3min «OCcoOMMBOCTiI 3CTOCYBAHHS»).

BaeimHicmb

IaHi 1100 3aCTOCYBaHHS ipUHOTEKAHY BariTHUM XiHKaM € 00MeXeHUMH. Y HOCITiIXKEHHIX
Ha TBapuHax OyJI0 MPOOeMOHCTPOBAHO, 1110 ipHHOTEKAH YMHUTL eMOPIOTOKCUYHY Ta
TepaTOreHHY [0 (nuB. po3nin «JokminiyHi gaui mono 6e3neku»). Takum yuHOM, 6epydu [0 yBaru
pe3ynbTaTH OOCIigKeHb Ha TBapHHAX Ta MeXaHi3M [il ipuHOTeKaHy, He CIIifl 3aCTOCOBYBaTH
ipyHOTEKaH y 1epiof BariTHOCTI, 3a BUHSATKOM KpalHbol HeoOXigHoCTi. 2KiHKaM AiTOPOJHOTO BiKy He



3aCTOCOBYBaTH ipMHOTEKaH, OKU He Oyfe BUKJII0OUeHa BariTHiCTh. HeoOXigHO YHUKATU BaTriTHOCTI,
SKIII0 XTOCh 13 IApTHEPIB OTPUMY€E ipUHOTEKAH.

ITepiod 200ysaHHs 2py0010

HasiBHi maHi 0OMeXeHi, ane gaiTh 3MOTY IPUITYCTUTH, 110 ipUHOTEKaH Ta MOoTr0 MeTaboIIiT
BUBOMSTHCS Y TPygHE M00KO0. OTXKe, y 3B’A3Ky 3 IIOTEHIliaJIoOM PO3BUTKY MOOIYHUX peakiiil y
HEMOBJIAT I'PyAHE BUTOOOBYBaHHS CIIi[ IIepepBaTH Ha MEePiof 3aCTOCYBaHHA IIpenapary (IuB.
po3pain «IIpoTunoka3aHHsI» Ta «OCOBIUBOCTI 3aCTOCYBaHHI»).

depmuabHimb

Y mocnigkeHHSIX Ha TBapuHax OyI0 JOKYMEHTaIbHO 3apEECTPOBAHO BIIJIUB ipUHOTEKAHY Ha
GbepTUNbHICTh MOTOMCTBA (OUB. Po3min «JlokmiHiuHI maHi momo 6e3meKu»).

[Tepen moyaTKOM 3aCTOCYBaHHS ITpenapaTy HeoOXimHO PO3TISIHYTH MOXKIUBICTh KOHCYJIbTYBaHHS
nalieHTiB m00 30epeKeHHS CTaTeBUX KITiTHH.

30amuicmb 8niusamu Ha weudKicme peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

[TalieHTiB cif moMepegUuTH PO MOXKJIMBY IIOSIBY 3allaMOpOoYeHHs ab0 po37afiiB 30py IpoTsarom 24
TOJUH IIiC/ig BBeIeHHS ipUHOTEeKaHy, TOMY Ha TJIi Teparlil ipyHOTeKaHOM HeOoOXiTHO JOTPUMYyBaTUCS
0c061MBOi 00€PEKHOCTI ITPU KepyBaHHI aBTOTpaHCIIOPTOM abo poOOoTi 3 iHIIMMHU MexXaHi3MaMu y pas3i
IIOSIBU TaKUX CUMIITOMIB.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

[IpemapaT npu3HayeHUu A1 JIiKyBaHHS BUKJIIOUHO gopocnuX. [licias po3BegeHHs pO3uuH
ipuHOTEKaHy [/ iHQY3ili BBOASATH y Iepedepuyny abo IeHTpalbHY BEHY.

MoHomepanis (045 nauienmis, AKI paHiwe o0epacysanu AikyeaHHA).

PekoMeH0BaHa [03a ipHHOTEKaHy CTAaHOBUTL 350 Mr/M’, il BBOAATE IMIISXOM BHYTPIMIHEOBEHHOI
ingys3ii TpuBamnictio 30-90 xBunMH KoxkHi 3 THXHI (IuB. po3minu «OcobIUBOCTI 3aCTOCYBaHHSI» Ta
«Oco0bnuBi 3axoqu O€3MIeKu»).

Komb6iHosaHe nikyeaHHs (045 nauieHmis, sAKi paHiwe He odepaicysanu AiKy8aHHs).

EdekTuBHiCTh Ta 6€31€Ky 3aCTOCYBaHHS IIpemaparTy y KoMOiHarril 3 5-propyparunom (5-OY) ta
¢domniniesoro kucnorow (OK) ominoBany 3a HUXKYe3a3HaYEHOI CXeMOI0 [03yBaHHS (OUB. PO3MOin
«OapMaKoouHaMiKa»).

IpuHomekan/5-@Y/®K 1 pa3 Ha 2 mudicHi.

PekoMeH0BaHa [03a ipHHOTEeKaHy CTaHOBUTL 180 Mr/M° 1 pa3 Ha 2 THXKHi K BHYTpPIIIHLOBEHHA
iHdy3ig npotarom 30-90 XBUNIKH, IiCIIS YOT0 BBOAATH (POJIiHIEBY KUCIIOTY 1 5-QTOpypaIui.



[HdopMariito npo Ko3u i crtocoOu CyyTHROTO BBeIeHHS IeTyKCcruMaOy MOXKHa 3HAUTH B OIIUCI JaHOTO
nikapchKoro 3aco0y. 3a3Buyuall 3aCTOCOBYIOTh TaKy XK 03y ipUHOTEKaHy, SIK i B MoMepenHix Kypcax
JIIKyBaHHSA i3 3aCTOCYBaHHSIM CX€M, 110 BKJIIOYAIOTh ipUHOTEKaH. IpDUHOTEKAH CIIifi BBOOUTH HE paHillle
HiXK yepe3 1 roguny micins 3akiHuyeHHs iHQY3il 11eTykcuma0y.

Indopmariiro mpo mo3u i crmocobu BBeeHHs GeBal3ymMaldy MOKHA 3HAUTH B iHCTPYKIII s
3aCTOCYBAHHS ITOTO JIIKapChKOTO 3aco0y.

ITi0bip do3u.

IpuHOTEKaH CJIifl BBOOUTH IIiCJIS TIOBHOT'O0 3HUKHEHHS BCiX M0GiYHMUX edeKTiB 3rimHO 3i KA
ouinku NCI-CTC (3arampHuX KputepiiB TokcuyHOCTI Harionaneroro Inctutyty Paky CIIA) 3a
cTyneHeM TsxkKocTi 0 abo 1, Ta y TOMy BUIIafIKy, KOJIM TIOB'si3aHa 3 JIiIKYBaHHSM [liapes IIOBHICTIO
3HUKAE.

Ha moyatky HactymnHoi iH]y3il 1031 ipuHOTEKaHy i 5-®Y, SKII0 BiH 3aCTOCOBYETHCS, MOTPIOHO OyTH
3MEHIIUTH BifIMTOBITHO N0 HAWBUIIOI0 PiBHS TOKCUYHOCTI, IKHM CIIOCTEPiraBcs Iifl Yac MmomepegHbol
ingyaii. JlikyBaHHS CITig BigKnacTu Ha 1-2 TUXKHI 0 3HUKHEHHS M00iYHUX e(heKTiB, IOB'I3aHUX i3
3aCTOCYBaHHSM IIpenapary.

[Tpu nosiBi HUXKYe3a3HaueHUX MOOIYHUX e(eKTiB 03y ipuHOTeKaHy Ta/abo 5-QY, SKIo BiH
3aCTOCOBYEThCS, HEOOXimHO 3MeHIIUTH Ha 15 - 20 %:

reMaToJIOTiYHi CUMIITOMYU TOKCHUYHOCTI (HEUTPOIIeHid 4-T0 piBHA TOKCUYHOCTI, HEUTPOIIEHis, 1110
CYIIPOBOIXYEThCS IPONACHULIEI0 (HEUTPOIIeHid 3-4-Tr0 piBHIB TOKCUYHOCTI 1 IponacHulld 2-4-ro piBHiB
TOKCHUYHOCTi), TPOMOOLIMTOIIEHis i meKomneHis (4-# piBeHb TOKCUYHOCTI));

HETreMaTOJIOTiYHi CUMIITOMUM TOKCUYHOCTI (3-4-T0 piBHIB).

Cnig moTpuMyBaTHCS PEeKOMEHMAIil 3 KOPUTYBAHHS HO3U IIeTYKCUMaly IIpu M0T0 3aCTOCYBaHHi B
koMOiHanii 3 ipuHOTEKAaHOM 3TifHO 3 iHpopMalli€lo, HaBeAeHO B iIHCTPYKii 71 3aCTOCYBAaHHS IIbOTO
JiKapChKOTro 3ac00y.

Indopmarriiro mpo mopudikarito qo3u 6eBaru3ymady Ipu KoMOiHOBaHOMY JIiKyBaHHI GeBaiu3ymMaboM 3
ipuHoTekaHOM/5-®Y/®K MoxkKHa 3HAUTH B iHCTPYKIIii AJIsT 3aCTOCYBAHHS 1IbOTO JIIKaPChKOTO 3aC00y.

[TamieHnTaM BiKOM Biff 65 POKiB IIp¥ 3aCTOCYBaHHi ipuHOTEKAHY Ta KalneluTabiHy peKOMeHIy€EThCS
3HUKYBATH 103y Kanenurtabiny go 800 Mr/M IIOBEPXHI Tisla 2 pa3u Ha K00y 3rifHO 3 iIHCTPYKILEO OIS
MEeJHUYHOI0 3aCTOCYBaHHS KaneluTabiny. [IuB. TaKoXK peKoMeHpallii oo 3MiHu 7031 KoMOiHaIlil
Ipernaparis, 10 HaBe[eHi B iHCTPYKIIl A1 MEeAUYHOT0 3aCTOCYBaHHS KamenuTabiHy.

Tpusasicmb AiKYBAHHA.

JIikyBaHHS ipHHOTEKAHOM Me[laK He0oOXigHO MTPOMOBXKYBATH [OTH, HOKH iCHY€E 00’'€KTUBHE
IIPOTpeCcyBaHHs 3aXBOPIOBaHHS ab0 HEOOMYCTUMi CHUMIITOMUA TOKCUYHOCTI.

CneuiasbHi 2pynu nauieHmis.
ITauieHmu 3 nopyweHHAM (PYHKUil neyiHKu
MoHomepanis

[TarienTaM 3 iHIEKCOM 3arajbHOTO CTaHy < 2 ITOYATKOBY HO3Y IpenapaTy [puHOTEKaH Mefak



HeoOxiTHO BM3HAUaTH 3a piBHEeM 0Oinipy0iHy B KpoBi (IIpu migBuUINeHHI piBHS 6inipyOiHy Bulle
BEPXHBOI MeXi HOpMU He Ginbl HiX y 3 pa3u). Y Takux MalieHTiB 3 rinepOinipybinemiero i
npoTpoMbiHOBUM YacoM Gimnbitie 50 % 3MeHINYEThCS KITipeHC ipUHOTEeKaHy (IUB. PO3Mis
«PapMaKOKiHETHKA»), TOMY 30ibIIYETHCS PU3UK TeMaTOTOKCUYHOCTI. ToMy I1i#i rpyIIi mamieHTiB
HeoOXigHO IOTUXKHEBO ITPOBOIUTH IIOBHUM aHali3 KPOBi.

Ins nauieHTiB i3 piBHeM 6inipy06iny, 1o mepesuiiye BMH B < 1,5 pa3a, peKoMeHoBaHa
[03a ipuHOTEeKaHy CTaHOBUTE 350 MT/M’.

I7ns nauieHTiB i3 piBHeM 6inmipy06iny, 1o mepesuiye BMH B 1,5-3 pa3u, peKoMeHj0BaHa
[03a ipuHOTEeKaHy cTaHOBUTE 200 MT/M’.

[TamienTawm i3 piBHeM 0Oinipy6iny, mo nepesumye BMH B > 3 pa3u, He ciif 3aCTOCOBYBaTH
ipuHOTEKaH (muB. po3ninu «I[IpoTunokasaHHs» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

Komb6iHogaHe niKye8aHHs

[laHi 11010 NalieHTIB 3 Ie4YiHKOBOK HeOCTATHICTIO, Kl OfepXKyBaJli ipUHOTEKaH y XOxl
KoMOiHOBaHOI Teparii, BigCyTHi.

ITauieHmu 3 nopyweHHAM PYHKUiIl HUPOK

IpuHOTEKAH He PEKOMEHMYETHCS [JIS 3aCTOCYBaHHS MallieHTaM 3 IMOPYIIEHHAM (YHKIIl HUPOK,
OCKIiJIbKY [OCTIiIXKEHHS Y 1il TPy MaIlieHTiB He mpoBomunucs (ouB. po3minu «OcoO6nmuBoCTi
3acTocyBaHHS» Ta «PapMaKOKiHETHKA»).

ITayieHmu AiMHb0O20 BIKY

CrerrianbHi gocmigKeHHS (apMaKOKiHETUKY y MAIiEHTIB JIiTHHOTO BiKy He IIPOBOOUIHUCS. 3
00€epexkHICTIO CITif migbupaTu f03y V KOXKHOMY KOHKPETHOMY BUIIAOKY Yepes3 MPUpPOoIHe
3HUKeHHd 6ionoriynux ¢yHkuii. [{g rpyna naiieHTiB moTpedye OiNbIn NUIHHOTO
crocTepexkeHHs (IuUB. po3ain «OcobIUBOCTI 3aCTOCYBaHHS»).

Cnocib sgedeHHA

[HCTPYKIII 1110710 PO3BeIeHHS JTIKapChKOT0 3aco0y mmepef 3aCTOCYBaHHSAM AUB. V Po3mini «OcoOnuBi
3axony 0e3ImIeKm».

Himu.

Hemae ony6nikoBaHUX JaHUX 1000 6e3neku Ta eeKTUBHOCTI 3aCTOCYBaHHS ipUHOTEKAHY V HiTe.

Ilepedo3yeanHsi.

Bynu oTprMaHi IOBiZOMIIEHHS IIPO IIepefo3yBaHHs, 110 MOXKe MaTH JIeTaJlbHUY HACi0K, IPU
3aCTOCYBaHHI 03 Mpenapary, 1o TpubIr3HO BABIYi IepeBuIlyBald PeKOMEHI0BaHy TeparneBTUYHY
no3y. Haibinbin 3HavymuMu Mo6iYyHUMY peakiisMu Oyau HEUTPOIEHIs TSIKKOTO CTYIIeHs Ta Oiapes
TSKKOTO CTyIeHs. BifoMoro anTunoTy mo npemnapary [puHOTEeKaH Mefak He icHye. CIif IpoBOAuTH
MaKCHUMaJbHO iHTEHCHBHE MiATPUMYyIOUe JTiKyBaHHS, 1100 3ano0irTi 3HeBOAHEHHIO BHACIIOK fiapel
Ta 1100 BUJIIKyBaTH MOXKJIMBI iHGEKIIiNHI yCKTagHEeHHS.



ITo6iuni peakuii.
KniHiyHi 0ocaiodceHHA

Hani momo mobivyHKX peakiliit 6ynu peTenbHO 3i0paHi y mpolleci JoCHimKeHb MeTaCTaTUYHOTO
KOJIOPEKTaIbHOTO PaKy, YacTOTa X IOSIBYM HaBefeHa HuxK4e. [Ipu 3aCTOCyBaHHi ITpemapary Ajis
iHIMX TOKa3aHb, OKPIiM KOJIOPEKTaIbHOTO PaKy, O4iKyEThCSI BUHUKHEHHS CXOXKMUX IOOIYHUX peakiliil.

Haiinomupeninmmu (=1/10) go3oniMiTylounMu Mob6ivHUMY peakiliiMy ipuHOTEKAHY € BiicTpoYeHa
miapes (BuHUKae Oinblile HiX yepe3 24 TOOUHY MicNig BBeleHHS IIpelaparTy) Ta po3iaau 3 60Ky KpOBi,
BKJTIOYAlOYX HEUTPOIIEHi0, aHEMIIO i TPOMOOIIUTOIIEHiIO.

HeiiTponeHis € 0O30MiMiTyI04YMM TOKCUYHUM epekToM. HeliTponeHis Mana 060pOoTHUM XapakTep i He
Oyna KyMyJISITUBHOIO; ITiJl YaC MOHOTepaIlii abo KoMOiHOBaHOI Tepallii cepefiHiit Yac [0 HOCATHEHHS
MiHIManbHOTO PiBHS HEUTPOGisIiB CTaHOBUB 8 OHIB.

IlyXe 4acTo CIlocTepiraBCcsi TPAH3UTOPHUY I'OCTPUU XOJIIHEPTIYHUN CUHIPOM TSIXKKOI'O CTYIIEHS.

OCHOBHUMM H0OT0 cUMITOMaMu Oy/id paHHS fiapes Ta Pi3Hi iHIII CHMIITOMH, Taki K Giflb y XKUBOTI,
MigBUIIleHA MITAUBICTh, MiO3 i MiIBUINIEHE CIMHOBUIIIEHHS, III0 BUHUKAIIA TPOTATOM iH]Y3ii
ipuHoTekany a6o BIPOmOBXK nepimux 24 roguH micns ingysii. i cuMnToMu 3HUKANY micas
3aCTOCYBaHHS aTPOIiHY (OUB. po3ain «Oco0IMBOCTI 3aCTOCYBaHHS »).

MoHomepanis

[Tpo HacTymnHi mo6iuHi peakiril, 1110, MOXKJIMBO ab0 HameBHO, Oy/Iu NOB’sI3aHi 3 BBEJEHHSIM
iprHOTEKaHy, IOBIAOMIIAIK ¥ 765 MAIieHTIB, AKi OTPUMyBaIX peKOMEHH0BaHy 03y 350 Mr/M° y
BUTJISIMI MOHOTeparii. YacToTa BUHUKHEHHS MOOIYHUX peakiii KnacudikoBaHa HACTYITHUM YUHOM:
nyxe 4acto (1/10), gacto (Big 1/100 mo <1/10), meuacTto (Big 1/1000 o <1/100), pigko (Big 1/10000
no <1/1000) Ta gyxe pimko (<1/10 000).

[To6iuHi peaxiiii, Ipo SKi IMOBINOMIISANH IIifl YaC MOHOTepaIlil ipuHOTeKaHOM (3a cxeMoio 350 Mr/m”
KOXHi 3 TUXHI):

[HdexkIril Ta iHBa3ii

Yacmo: indexiii.

3 OOKY CHCTEMH KPOBi Ta TiMpaTUYHOI CUCTEMU
Llyoice wacmo: HeHdTponeHis, aHeMis.

Yacmo: tpombouuTomneHist, hedpuibHa HEUTPONEHIS.
3 OOKY TpaB/IeHHS Ta MeTaboJi3aMy

Llyoce yacmo: 3HUKEHHS alleTUTy.

3 00KV HEPBOBOI CUCTEMU

Llyace yacmo: xomiHepriYHuH CUHAPOM.



3 60K§Z IMITYHKOBO-KUIMKOBOT'O TPAKTY

yotce yacmo: giapes, 610BaHHS, HYIOTa, 6i7b Y KUBOTI.

Yacmo: 3amop.

3 00Ky IIKipH Ta MigIIKipHOI TKaHUHU

yotce yacmo: anoneuis (060poTHA).

3araabHi pO3/Iafy Ta Peaklil y MicIli BBeJeHHS iH'€KIIil

Llyace wacmo: 3ananeHHs CIU30BUX 000JIOHOK, IIPOTIACHUIIS, aCTeHis.

Pe3ynbTaTy 1a60pPaTOPHUX Ta iHCTPYMEHTAIbHUX TOCHIIXKEeHb

Yacmo: nmigBuIeHHS PiBHSA KpeaTHHIHY B KPOBi, MgBUINEeHHS piBHSA TpaHcaMiHa3 (AJIT i ACT),
nifBuieHHs piBHA Ginipy6iny, migBulleHHS PiBHS NyKHOI Pocdarasu B KPOBI.

Onuc okpeMyx n06iYHKX peakIlii (Ipy MOHOTEeparril)

Tsaxcka diapes criocTepiranacs y 20 % naifieHTiB, aKi JOTPUMYyBaJIUCs PEKOMEHIAlN 3
KOHTPOJIIO miapel. Y IMKIax Teparlii, o Migasaranay OI[iHIOBaHHIO, TSXKKa miapes
crioctepiranacs y 14 %. CepenHilt 4ac [0 IOSIBY PiAKUX BUIIOPOKHEHD Mic/s iHQY3ii
IpUHOTEKaHy CTaHOBUB 5 [HIB.

Hydoma i 61108aHHA Manu TAXKKUHM nepebir npubnusno y 10 % malfieHTis, gKi oTpuMyBamu
mpoTUOIIOBAIbHI IpemnapaTHu.

3anop cnocTtepirasca y MeHII HixX 10 % mamieHTiB.

HetlimponeHis crioctepiranacs y 78,7 % mallieHTiB, cepeq IKUX TSXKKUM CTYIiHb epeliry (KinbKicTh
HelTpodini < 500 kmiTHH/MM’) criocTepirascs y 22,6 % marrieHTiB. Y IUKIIax Teparii, o migiaraim
OlLliHIOBaHHIO, ¥ 18 % KinmbKicTh HelTpodiniB 6yna mente 1000 KTiTHH/MM®, BKITI049aoun 7,6 % 3
KipKicTIO HeitTpodinis < 500 kimitua/MM’.

[ToBHEe BimHOBIIEHHS MOKA3HUKIB 3a3BUYal TPHUBAIO A0 22 ITHIB.

debpusvbHa HelimponeHis crocTepiranacs y 6,2 % nauiesTiB Ta 1,7 % Bcix UMKIIIB Teparrii.

IHpexuii Tpannsanucs npudbnusuo y 10,3 % matgienTis (2,5 % Bcix 1uKIIiB Teparii) Ta Oyu moB’si3aHi 3
TSI2KKOIO HeUTpomeHieio nmpubnusuo y 5,3 % manieHTiB (1,1 % Bcix 1IUKIIiB Teparil); y ABOX BUMIagKax

e YCKJIaJHEeHHS ITPHU3BEJIO OO JIETAJIbHOT O HaCJ'IiI[Ky.

AHemMis Bim3Ha4danack npubnu3Ho y 58,7 % marienTiB (8 % i3 piBHeM remornobiny < 8 r/mn ta 0,9 % 3
piBHEM remoryobiny < 6,5 r/mn).

Tpombouumonenis (<100 000 kmitTur/MM?3) criocTepiranacs y 7,4 % marienTis (1,8 % Bcix 1uKITiB
teparii), cepen skux y 0,9 % nauienTis (0,2 % 1ukiB Teparmii) KinbKicTh TPOMOOIUTIB Oyi1a Ha
piBHi < 50000 kmiTuH/MM’,

Y Malixke BCix Ialli€HTiB BiTHOBJIEHHS MOKA3HUKIB TpUBaso 00 22 OHIB.



T'ocmputl xoniHep2iyHull CUHOPOM, TPAH3UTOPHUM TOCTPUM XOJTIHEPTIUHUN CHHAPOM TSIXKKOTO
CTYIIEHS CIIOCTepirascs y 9 % nalieHTiB, dKi OTpUMYyBaJIi MOHOTEPAIII0.

AcmeHis Mana TsxKul nepebir y meniie 10 % maiieHTiB, sKi oTprMyBaiiu MOHOTepario. [I[puuyrHHO-
HACJIiTKOBUM 3B’SI30K MiXK I[UM SBHUIIIEM Ta 3aCTOCYBaHHSM ipHHOTEKaHy He OyB 4iTKO BCTaHOBJIEHUH.

I'apayuka y pa3i BigcyTHOCTI iHGeKIIil abo CynyTHBOI TSAKKOI HelTporneHil Tpamsnaca y 12 %
IIallleHTIB, AKi OTPUMYyBaId MOHOTEPAIIilO.

JlabopamopHi nokasHuku, HeBeuKe abo IoMipHe TPAaH3UTOPHE ITiIBUINEHHS CHPOBATKOBUX PiBHIB
TpaHcaMiHa3, yxkHol ¢pocdaTasu abo 6inipybiny crnocrepiranocs y 9,2 %, 8,1 % ta 1,8 % nanienTis
BI[IIOBIIHO Y pa3i BiICYTHOCTL IPOTPECY0YNX MeTacTa3iB y IeviHIl.

Hesenuke abo nmoMipHe TpaH3UTOPHE MiIBUIEHHS PiBHS CUPOBAaTKOBOTO KpPeaTUHiHY CIIOCTEpiranocs
y 7,3 % maliieHTiB.

KombiHosaHa mepanis
OmnucaHi B 1boMy po3pini mo6iuHi peakiil CTOCYIOThCS ipHHOTEKAHY.

Hemae XomHUX MOKa3iB TOTO, 110 IIeTYKCHMal BIINTMBa€ Ha Mpodinb Oe3neku ipuHoTeKaHy abo
HaBmaku. [1ig yac koMOiHOBaHOI Teparii 3 1eTyKcuMaboM HagXOOUIIH MTOBiMOMIIEHHS PO IOMATKOBI
no0iuHi peaxiiii, 110 04iKyIOTbCS IIPU 3aCTOCYBaHHI eTyKcuMaly (HamnpuKiaf, ByTPOBi BUCUTIaHHS Y
88 % BumapkiB). IHpopMmaris momo mobivHUX peakiriii KoOMOiHOBAaHOTO 3aCTOCYBaHHS ipUHOTEKAHY Ta
1eTykKcuMaly TaKoXK HaBefeHa B iHCTPYKIIil AJIsT MeIUYHOT'0 3aCTOCYBaHHS BiIMOBIAHUX JTiKapChKUX
3aco0iB.

Hani HaBefeHi MoOiYHi peaxiiii, TPo SKi MOBIOMIISIIIN Y MAIiEHTIB, SKi OTPUMYBalIu Kaneuutabin y
KoMOiHallil 3 ipyHOTeKaHOM, MOIATKOBO [I0 THUX MOOIYHUX Peakxilili, 10 CIIOCTepiranucs Ipu
MOHOTepaIil KarmenuTadiHOM ab0 TPaIIINCS 3 BUIIOK YaCTOTOI MOPIBHIHO 3 MOHOTEPAIII€0
KanenuTadinoM.

Iysce uacmo - 8ci cmyneHi maxckocmi nobivHux peakyit: TPOM0603/eMO0Tis.

Yacmo - 8ci cmyneHi msaxckocmi nobiyHuUX peakuy,ill: peakilil MiIBUILIEHOI YyTIUBOCTI,
imewmist/iHpapKT MioKapaa.

Yacmo - nobivHi peakuii III ma IV cmynenia: pebpunbHa HelTpomeHis. [ToBHa iHpopMaris mpo
no0iyHi peakuii Kanenutabiny HaBefeHa B iHCTPYKIIii AJIsT MEIUYHOT'0 3aCTOCYBAHHS 1IOT'0
JIiKapCchKOT0 3aco0y.

Hani HaBepeHi mo6iuni peaxiii III i IV cTymeHiB TAKKOCTI, Ipo SKi MOBIXOMIISIN Y ALi€HTIB, SKi
OTpUMYyBau KanenuTtabid y KombiHallil 3 ipuHOTeKaHOM Ta GeBanr3yMa0d0M, JOJATKOBO [0 TUX
peaxllii, 110 CIIoCTepiraaucs Mpu MOHOTeparil KanenutabiHoM a00 TPAIISIUCS 3 BUIIOI0 YaCTOTOIO
TIOPiBHSHO 3 MOHOTepaMi€lo KanenuTabiHoM: yacmo - nobiuHi peakuii III ma IV cmyneHnis:
HeUTpoImeHisi, Tpom603/eM00ITisI, apTepianbHa rimepTeHais, imemist/inpapkT miokapaa. [ToBHa
indopwmarris mpo mobiuHi peakii kaneiuTabiny Ta 6eBanu3yMaldy HaBefeHa B iHCTPYKIIii Ayist
MEeJUYHOT0 3aCTOCYBaHHS LIUX JIIKAPChKUX 3aCO0iB.

Po3BuTOK aprepianbHoi rimepTensii III cTyneHs 6yB OCHOBHUM CYTTEBUM PU3UKOM, IIOB’SI3aHUM 3
nomaBaHHAM GeBanu3ymMaly 0o 00JIOCHOI 103U mpemnapariB ippuHoTeKaH/5-OY/®K. Kpim Toro, npu
BUKOPHUCTaHHI Ifi€l CXeMU JTiKyBaHHS CIIOCTepiranocs HeBelIuKe 3POCTaHHSI YaCTOTH MOGIYHUX
peaxuiii ximiotepamil III/IV cTyneHns - giapel Ta 1elKOINeHil TOPIBHSAHO 3 NalliEeHTaMU, SKi



OTPUMYBaJIU TiNIbKU O0TIOCHY H03y ipuHOTeKaH/5-OY/@K. Inma indopMmariis npo nobivi peaxiiii
KoMOiHOBaHOI Teparii 3 6eBal3ymMaboM HaBeleHa B iHCTPYKIii AJIsT MEOUYHOT'O 3aCTOCYBAHHS I[LOT'O
JiKapChKOT0 3aC00y.

Bynu npoBepeHi JocmigKeHHS 3aCTOCYBaHHS ipuHOTEKaHy y KoMmOiHatlil 3 5-0Y ta ®K g mikyBaHHS
MEeTaCTaTUYHOr'0 KOJIOPEKTaIbHOI'0 PaKy.

Hani 6e3neku 1moao mobiyHuX peakiilt, OTpUMaHi y Iporeci KIiHiYHUX HOCTigXKeHb, TOKa3yI0Th, 110
IyKe 9acTo CIocTepirawThcs mobiuHi peakiii 11T abo IV cTymnens 3a mkanoo HalioHambHOTO
iHCTUTYTY paky, siKi, MoK/I1BO ab0 HaleBHO, IOB’g3aHi 3i 3aCTOCYBaHHSIM Teparlii, 3 60Ky TaKux
KjaciB cucteM oprasiB 3a MedDRA: kpoB Ta niMdpaTruyHa cucTeMa, IIJIYyHKOBO-KUIIKOBUY TPAKT,
IIKipa Ta MiAKipHa TKaHUHA.

Hamni HaBeneHi mo0iyHi peaxiiii, 1m0, MoxK/IMBO abo HameBHO, OyJX OB’ A3aHi i3 3aCTOCyBaHHSIM
ipuHOTeKaHy 1 Ipo SKi moBigomsin y 145 malfieHTiB, SKi OTpUMyBaIu ipUHOTEKaH Y PEKOMEHI0BaHil
no3i 180 mr/m’ y koM6iHoBaHii Tepamii 3 5 ®Y/OK KOXKHi 2 THXKHI.

[To6iuHi peakiiii, Tpo SIKi MOBiMOMIISIIN Iifl Yac KOMOiHOBAHOI Teparrii 3 ipyHOTeKaHOM (3a
cxeMo10 180 Mr/m* xoxHi 2 THXHI):

[HdexkIril Ta iHBa3ii

Yacmo: indexiii.

3 00Ky CHCTEMHU KPOBi Ta HiMbaTUYHOI CUCTEMU
Llyace wacmo: TpoMOOLUTOIIEHIS, HEUTPOIIEHis, aHeMis.
Yacmo: ¢pebpunbHa HEUTPOIIEHis.

3 00Ky TpaBleHHS Ta MeTabomizMy

Llyosice uacmo: 3MeHIIEeHHS alleTUTY.

3 00KV HEPBOBOL CUCTEMU

Lyoce wacmo: XONiHEPTiYHUY CUHADPOM.

3 OOKY HIINYHKOBO-KHUIITKOBOTO TPAKTY
Iyoice wacmo: miapest, O10BaHHS, HYOTA.
Yacmo: Ginb y KUBOTI, 3a110p.

3 6OKY LIKipK Ta HifIIKipHOiI TKAHUHY

Iyoce wacmo: anormertist (060poTHA).
3arasibHi po3ylafy Ta peakiil y Miclli BBeJeHHS il eKIIii
Lyoice yacmo: 3amaneHHs CIU30BUX 000JI0HOK, acTeHis.

Yacmo: IponacHMIIA.



PeByJ’IbTaTI/I Ha6OQaTOQHI/IX Ta iHCTQyMeHTaHBHI/IX OOCHimXeHb

Iyoice wacmo: mipBuilleHHs piBHA TpaHcaMiHa3 (AJIT i ACT), migBuineHHS piBHA 6inipy0iny,
MigBUIIIEHHS PiBHS TyXkHOI hocdaTasu y KPOBi.

Onuc okpeMux mobiYHUX peakiliy (mpyu KoMOiHOBaHIM Tepairii)

Tsocka diapes ciocTepiranacs y 13,1 % maifieHTiB, Ki JOTpUMYyBaJIiCs PEKOMEHIalliu 3
KOHTPOJIIO fiapel. Y IMKJIaX Teparil, U0 Mifisraay OLiHIBAHHIO, TSAXKa fiapes
croctepiranaca y 3,9 %.

Hyodoma i 61108aHHA TSKKOTO CTYIEHS CIIOCTEpIiranucs 3 HuXk4oio dyacTorowo (v 2,1 % ta 2,8 %
MAITi€HTiB BiIIOBiOHO).

3anop BHACTIOOK 3aCTOCYBaHHS ipuHOTEKAHy Ta/abo nomepaMiny crocTtepirascs y 3,4 % malieHTiB.

HetlimponeHnis cnoctepiranacs y 82,5 % mallieHTiB, cepef AKUX TSIXKKUHM CTYyIiHb epebiry (KimbKicTh
HeiTpodinis <500 kmiTua/MM’) 6YB Vv 9,8 % marieHTiB. Y IuKIax Tepaiil, o HifIaranu oliHIOBaHHIO,
y 67,3 % KinpKicTs HeliTpodinis 6yna Merme 1000 KimiTuH/MM®, BKITI09a0un 2,7 % 3 KiJbKICTIO
HerTpodinie < 500 kmiTia/MM . [TOBHE BiTHOB/IEHHS MOKA3HUKIB 3a3BUYAll TPHUBAJo 10 7-8 mHiB.

®ebpusvHa HelimponeHis crioctepiranacs y 3,4 % marienTis (0,9 % Bcix 1uKIIiB Teparrii).

IH(pexuyii Tpannsanmucs mpubnusso y 2 % namienTis (0,5 % Bcix 1uKIiB Teparii) Ta 6ynu moB’si3aHi 3
TSI2KKOI0 HelTporneHieto mpubnusno y 2,1 % marienTis (0,5 % Bcix nukmiB Tepamii); y 1 BUmagxy e
YCKJIaHEHHS IIPU3BEJIO [0 JIETalIbHOI0 HAaCIiKYy.

AHemis cnoctepiranacs y 97,2 % martienTis (2,1 % 3 piBHEM remornobiny < 8 r/mm).

Tpombouyumonenis (<100000 kmitTur/MM3) criocTepiranacs y 32,6 % marrienTis (21,8 % Bcix IuKIIiB
Teparnii). BunagkiB TpombonuTomneHil TsxkKkoro crymens (<50000 kmiTuH/MM3) He cliocTepiranocs.

T'ocmputl xoaiHepeiuHull CuHOPOM, TPaH3UTOPHUM TOCTPUY XOTIHEPTiYHUN CUHIPOM TSIKKOTO
CTyIleHs crocTepirascs y 1,4 % mnarnieHTiB, SKi oTpuMyBaid KOMOiHOBaHy Tepariio.

AcmeHis Mana TsKKUM nepebir y 6,2 % maljieHTis, AKi oTpuMyBaal KOMOiHOBaHY Tepalriio.
[TpUYMHHO-HACTIOKOBUM 3B’'I30K MiX IIUM SBUIIEM Ta 3aCTOCYBaHHSAM ipUHOTEeKaHy He OyB 9iTKO
BCTAQHOBJIEHUU.

ITponacHuuysa y pasi eiocymHocmi iHgeKyii abo CyIyTHHOI TAXKKOI HEUTPOIeHil Masa Micue y 6,2 %
TalieHTIB, SIKi OTpUMYyBaiu KOMOiHOBaHY Tepariio.

JlabopamopHi nokazHuku, Tpau3utopHe migBuineHHs (I Ta II cTymeHiB TAKKOCTi) CHPOBATKOBUX
piBHiB ACT, AJIT, nyxHoi pocdartasu abo 6inipy6iny cnoctepiramocsiy 15 %, 11 %, 11 % ta 10 %
IallieHTiB BIATIOBIOHO y pa3i BifCYTHOCTI IPOrpecyynxX MeTacTasiB y nedinui. TpaH3uTopHE
MigBUIIIEHHS PiBHA LKX ITOKa3HUKIB Il cTynens TaxkocTi cioctepiranocay 0 %, 0%, 0 % tal %
nalieHTiB BifmoBigHo. Bumaakis IV cTymeHs TSKKOCTI faHol Mmo6idyHOI peakliii He crocTepiranocs.

IyxKe pigKo HaIXOOWIM IIOBiMOMJIEHHS IIPO MigBUINEHHS PiBHS aMinasu Ta/abo nima3wu.

[ToBimomusinu Mpo pimKicHi BuMlafKy rinmokasniemii Ta rimoHaTpiemii, mosiBa sikux OyJia mepeBakHO
IIOB’sI3aHa 3 Jiapecto i OTI0BaHHIM.



I[H11i MOGiYHI peakilii, PO AKi MOBIIOMIISIN V KIIHIYHUX JOCTiIXEHHIX 3aCTOCYBaHHS ipUHOTEKAHY
3a cxeMomw 1 pa3 Ha TUXKIEHb

Y KJTiHIYHUX JOCHIAXKEHHSIX 3aCTOCYBaHHS ipHHOTEKaHy MOBIIOMIISAIN IIPO TaKi JOOATKOBI MO0i4Hi
peaxiiii, moB’sI3aHi i3 3aCTOCyBaHHSIM Ipenaparty: 0ifib, cercuc, po3naau 3 00Ky MPSIMOI KUIIKH,
KaHOUIOMiKO3 IITYHKOBO-KHUIITKOBOTO TPAKTY, TillOMarHieMisi, BUCUIIAHHS, CUMIITOMY 3 OOKY IIKipH,
TIOPYIIeHHS XOOH, CITyTaHiCTh CBifOMOCTI, TOJIOBHUY 0i/ib, CHHKOIIE, TPUIIJIUBY, OpaguKapmis,
iHGex1ii ceuoBUBINHUX LIIAXIB, OiNb ¥ IPYAX, MiABUILIEHHS raMMariyTaMinTpaHcdepasu,
KPOBOBUJIMBH, CHHOPOM JIi3KCYy MYyXJIMHU, CEPIIEBO-CYOUHHI 3aXBOPIOBaHHS (CTEHOKapMis, 3yIUHKa
cepid, indapkT Miokappa, imewmis Miokapaa, po3nangy 3 60Ky nepuhepuyHUX CyauH, CyOUHH]
3axBOpIOBaHHS) i TpoMOGoeMOoiuHi sgBUIA (apTepiambHui TpoMO03, illleMiYHUM IHCYIBT, TOPYIIEHHS
MO3KOBOT0 KpoB000iry, rmubokuit TpombodnediT, eMO0JIis CyouH HUXKHBOI KiHITIBKH, JIeTeHeBa
embomist, TpomMOodedit, TPpoMO03 i panToBUM NeTaTbHUM HACHINOK) (quB. po3min «OcobmuBOCTi
3aCTOCYBAHHS»).

ITicnsipeecmpauitiHe cnocmepeXiceHHs

YacToTa BUHUKHEHHS MOOIYHUX peaklliil y mepiofi miciaspeecTpaliifHoro CocTepexxeHHs HeBimoMa
(HEMOXK/TMBO BCTaHOBUTU HA OCHOBI iCHYIOUMX JAHUX).

IHpexuii ma iHeasii: mceBmOMeMOPAHO3HUM KOJIIT, OMUH BUIAJ0K SKOT0 OyB OKYMEHTaIbHO
nmigTBEpOKEHUN pe3ynbTaToM OakTepionoriynoro anamnisy (Clostridium difficile), cencuc, rpubKoBa
inpexuig*, BipycHa iHQeKmisa**,

3 60Ky cucmemu Kposi ma AimpamuyHoi cucmemu: TPOMOOITUTOIIEHIsT TepudepHUUHOI KPOBi 3
YTBOPEHHSIM

AHTUTPOMOOLIMTAPHUX AHTHUTIIL.
3 60Ky mpasaeHHss ma memaboai3my: 3HeBOTHEHHS (BHACIIOK fiapel Ta 6/1t0BaHHS), TillOBOJIEMis.
3 6oky imyHHOI cucmemu: peakiiil MiABUILIEHO] YyTINBOCTI, aHa(inakKTUYHa peakilis.

3 60Ky Hepsosoi cucmemu: PO3JIaAy MOBJIEHHS, III0 IEPEeBaXKHO Mau 000POTHUY XapaKTep Ta
y OesIKuX BUIafiKax Oynu 1MOB’g3aHi 3 XOMiHEPTiYHUM CHHAPOMOM, III0 CIIOCTepPiraBcs mif dac
a0o ogpa3sy micng iHdy3il ipuHOTeKaHy, mTapecTe3isi, MUMOBIIbHI CKOPOUYEHHS M’ SI3iB.

3 60Ky cepus: apTepianbHa rineprensis (mig yac abo micns ingys3ii), ceplieBo-cyauHHA
HeIOOCTaTHICTR¥**,

3 60Ky cyOuH: TimoTeH3isT***,

3 60Ky duxaabHOI cucmemu, opaaHie 2pyoHOI KaimKu ma cepedoCmiHHA: iHTepCTHITianbHi
3aXBOPIOBAHHS JIETE€HB, IO MPOSBSIOTHCS Y BUTTISAI TeTeHeBUX iHQIIbTPATIB, Iif Yac TiKyBaHHS
iPHHOTEKAHOM CIIOCTEPIral0ThCSI HEYacTo (MIOBiOMIISIM IIPO BUIIAAKU TaKUX PaHHIX e(PeKTiB IK
3aguiKa (gquB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»)); 3aguIlKa (OuB. po3ain «Ocob6MuBOCTi
3aCTOCYBaHHS»), TUKABKa.

3 60Ky WAYHKOBO-KUWKO0B020 Mpakmy: KAIIKOBA HEIIPOXiAHICTSE, 1JIeyC, TAKOXK ITOBIAOMIISIIN IIPO
BUIIAOKM ineycy 0e3 MmornepeaIHboro BAHUKHEHHS KOJITY, METaKOJIOH, ITTYHKOBO-KUIITKOBU M
KPOBOBMJIMB, KOJIiT, B OKPEMMX BUIIAAKaX KOIIT OYB YCKIagHEHU! BUPa3KaMu, KPOBOTEYE0,
ineycom abo iHdeK1iew; TUDIIT, ileMiYHUY KOIIT, BUPa3KOBUH KOJIiT, IITYHKOBO-KUIITKOBA



KpPOBOTeYa, CUMIITOMaTH4YHe a00 6e3CHMITOMHE IiIBUIIEHHS PiBHS (PepMEHTiB
IigIITyHKOBOIL 3271034, Tepdoparlisi KUIIeYHUKY.

I'enamobiaapHi po3nadu: CTeaTOrelaTUT, CTeaTo3 MeYiHKH.
3 60Ky wKipu ma nidwkipHoi mKkaHuHu: IMIKiPHi peakIil.
3 60Ky M’513080-CKe1lemHOi cucmemu ma cno/yYyHoi mKkaHuHu: CKOPOYeHHS M’'s13iB ab0 CymoMu.

3 60Ky HUPOK Mma ceyo8usiOHUX wiasxig: TTOPyIIeHHs (QyHKIIl HUPOK i rocTpa HUPKOBa
HeJIOCTATHICTh 3a3BUYail CIIOCTepiranucs y mnaiieHTiB 3 iHdiKyBaHHSAM Ta/a0o0 TinoBoIeMi€lo,
II0 PO3BUHYIACS BHACIIJOK TSAKKOI IITyHKOBO-KUIITKOBOI TOKCUYHOCTI***, HUDKOBa
HefgoCTaTHICTRF*,

3aeanvHi po3nadu ma peakuii y micui 88e0eHHA IH’eKuil: peakuil y MicHi iHQy3il.

Pe3yibemamu nabopamopHux ma iHcmpyMeHmaabHuUXx 00CAi0X%CeHb: TMiIBUILIEHHS PiBHS aMina3u B
KPOBI, MiBUIIEHHS PiBHA JliNa3H, TinoKalieMis, rinoHaTpieMis, 1110 TepeBaXkHO 0B 'I3aHa 3 Alapee€ro
Ta GJII0BAHHSM, IyKe PiIKO HafXOOUJIU IOBIOMJIEHHS IIPO BUIAAKY MiABUIIEHHS CUPOBATKOBUX
piBHiB Tparcamina3 (ACT i AJIT) y pasi BiICyTHOCTi IPOrpeCcyl0unxX MeTacTa3iB IediHKY.

* Hampukiiaj, THEeBMOIIMCTHA ITHEBMOHISI, OPOHX0IEereHeBUH aclIepriibo3, CHCTeMHNUM KaHTUI03.
** OnepisyBaJibHU TepIIeC, TPUII, peaKTHBAallisl TenaTuTy B, HUTOMeraaoBipyCHUMU KOJIIT.

*k* PinKicHI BUIIagKX HUPKOBOI HEIOCTATHOCTI, TimoTeH3ii abo cepiieBo-CyIrHHOI HeJOCTAaTHOCTI
CIIOCTepiranucs y MallieHTiB, IKi mepeHecian 3HeBOOHEHHS BHACIOK miapel Ta/abo G10BaHHS 4u
CEIICHUCY.

Tepmin npudamHocmi. 3 POKH.

Po3BeneHnuii mikapchbkui 3acib (po34YuH ois iHPy3ii)

[Ticns po3BemenHs 0,9 % po3ynHOM HATPio Xmopuny abo 5 % pPo3YMHOM TITIOKO3U
IIPOJIEMOHCTPOBAaHa XiMiuHa i pi3ryHa cTabiNbHICTh IPU 3aCTOCYBAHHI TPOTITOM 6 TOJUH B yMOBaX
30epiraHHs Ipu KiMHATHIA TeMuepatypi (mpubmusuo 25 °C) i HesickpaBoMy OCBiTIeHHi abo 48
rofuH mpu 30epiranHi B X0NOOUNIBHUKY (pubau3Ho npu 2-8 °C).

3 MiKp0O0iOJIOTiUHOI TOYKM 30PY PO3UMH CJIifl BAKOPUCTOBYBATH HETAMHO. AKIIO PO3UNH HE
BUKOPUCTOBYEThLCSA HETaMHO, BiATIOBiabHICTh 3a TPUBAJIiCTh Ta YMOBHU MOT0 30epiraHHs Hece
CII0XKYMBay, 3a3BUYall PO3UMH IIOBUHEH 30epiraTucs He JOBIIe 6 TONUWH NIPU KiMHATHIN TeMrepaTypi
abo 24 rogunu npu 2-8 °C, AKIIO TiNbKY PO3BENEHHS HE BUKOHYIOTh B KOHTPOJIBOBAHUX i BalifOBaHUX
aCelnTUYHUX YMOBaX.

YMoBH 30epiraHHs.
30epiratu y HeJOCTYIIHOMY OJIs1 JiTe# MicIli, B OpUTiHaIbHiN yIIaKOBI [ 3aXUCTY Bif CBiTINa.

He 3amMopoxyBaTu.



HecymicHicmo.

Hanu#t mikapchbKuM 3acid He MOXKHa 3MiIllyBaTH 3 iHIIUMHU JIiKapChbKUMHU 3acobamu, okpiM 0,9 %
PO3UMHY HaTPiio xy0puny abo 5 % po3yuHy TITIOKO3U.

YnakoBka.
[To 2 mm, 5 M abo 15 mMn y ckngHoMmy diakoHi Tuny I; mo 1 ¢prakony y nmadiii.

Ha ¢makon Moxke OyTu HaHeceHa 3aXKCHa IIJTiBKa.

KaTteropis Bigmycky.

3a pelLemnToM.

BupoOHUK.

Mepak I'ezenbiradhT drop kminimre [nemniansnpenapaTte M6X/Medac Gesellschaft fur klinische
Spezialpraparate m.b.H.

Micie3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBAI2KeHHsI HOT0 Tis/TbHOCTI.

Teatepinrpacce, 6, 22880 Begens, Himeuunna/Theaterstrasse,6, 22880 Wedel, Germany.



