3ATBEPJIKEHO
Haka3 MinicTepcTBa 0XOpOHH
310poB’sl YKpaiHu
20.08.2021 Ne 1768
PeecTpaniiine nocBiqueHHs
Ne UA/18775/01/01

IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JIIKApPCHKOIo 3ac00y

OHIBAFIJI® NeruibOBaHMM JinmocoMaabHUI
(ONIVYDE® pegylated liposomal)

Cknao:

ditoui peuosunuy. IPpuHOTEKAH (irinotecan);

OnuH (hrakoH KOHIEHTpaTy eMHICTIO 10 M1 MicTHTB 43 Mr ipuHOTEKaHy 0€3BOHOTO (y BUIJISI
MEerMIbOBAHOT JIITTOCOMAIBHOI (POPMU IpMHOTEKAHY COJIi caXapo3u-OKTacyiabdary).

1 M KoHueHTpaTy MicTuTh 4,3 Mr ipuHOTeKaHy Oe3BOAHOTO (y BHUIJISAI HETWIHOBAHOI
JMOCOMAITBHOI (DOPMU IpHHOTEKAHY COJIi caxapo3u-OKTacyibdarty);

OONOMIICHI ~ peyosunu: caxapo3u okrtacynbgat, 1,2-micteapoin-sn-riinepo-3-hocdoxomin
(DSPC),  xomectepun,  N-(kapOoHiI-MeTOKCHUTIOMIeTHICHTITIKOIB-2000)-1,2-nicTeapoin-sn-
riminepo-3-pochoeranonamina  (MPEG-2000-DSPE),  2-[4-(2-Trimpokcuerwn)minepasuH-1-ii]
erancynbgonoBa kuciorta (0ydpep HEPES), Hatpito ximopua, Boma 1yist iH’ €KITIH.

Jlikapcbka ¢gopma. Konuenrpar s aucniepeii anst iHQy3ii.
OcHosHi ¢hi3uxo-ximiuni eracmueocmi: HEMPO30pa 130TOHIYHA JIMOCOMAaJIbHA IHUCIIEPCIS Bif
61510r0 710 371€TKa )K0BTOr0 Konubopy. Konuentpat mae pH 7,2 1 ocMossipHicTh 295 MOCMOJIB/KT.

dapmakoTepaneBTHYHA Ipyna.
Iuri6iropu Tonoizomepasu 1 (TOP1). Kox ATX: LO1CEOQ2.

Dapmakonoziuni eracmueocmi.

Dapmaxoounamika.

Mexanism gii. [irouoro peuosrroro OHIBAM/I® mernipoBanuii JTMOCOMATbHUIN € ipHHOTEKAH
(iaribiTop TomoizoMepasu [), iHKanCynbOBaHUN y JIMIAHOMY ABOIIAPOBOMY MyXHpIli abo
Jinocomi.

IpunoTekan siBIsie co00r0 MOXigHEe KaMnToTennny. Kamnrorenus fie sk crenupivyauiil iHri0iTop
dbepmenty JIHK-Tomnoizomepasu 1. Ipunorekan ta iioro aktTuBHUN MeTabomiT SN-38 060poTHO
3B’a3yeTbed 3 KommiekcoM JIHK-tomoizomepasu | Ta i1HAYKyIOTh MOIIKOKEHHS OJHOTO
nanirora JIHK, mo Onokye pemmikamiiny Buiky JHK Ta 00ymoOBIIOE ITUTOTOKCHYHICTB.
IpuHOTEKaH MeTabomi3yeThesl KapOokcuiaecTepa3oo A0 crnoixykn SN-38. SN-38 mpubausHo B
1 000 pa3iB akTHBHIIIMK 3a IPUHOTEKAH SIK 1HT101TOp TOmoi3oMepasu I, BUIIIEHOI 3 MyXJIMHHUX
KIIITUHHUX JTIHIN TI0JUHU Ta TPU3YHIB.

dapmakouHamiuni _epekTH. B eKCHepUMEHTANbHMX MojensxX Ha TteapuHax OHIBAMJI®
HEeTrMIbOBAaHUM JINOCOMaIbHUN MTOKa3aB TPUBALY KOHLIEHTPALIO ipUHOTEKAaHy B IJIa3Mi KpOBI Ta
SN-38 B Micill MyXJIMHU.

Kniniyna eekTUBHICTD i Oe3neka.

NAPOLI-3:

Besmeka Ta edextupuicts OHIBAMJI® mermnpoBammii nimocomanbHmii y KoMOGiHamii 3
okcaratuaoM, S-propypamuiom (5-OV) i neitkoBopunom (JIB) (NALIRIFOX) BuBuammcs y
NAPOLI-3, pannomizoBaHOMY, 0araToLieHTPOBOMY, BIIKPUTOMY, AaKTUBHO-KOHTPOJIbOBAHOMY




JOCHIJDKEHHI, 3a y4yacTio 770 Mali€HTiB 3 METaCTaTUYHOIO aJCHOKAPIUHOMOIO MiIILTYHKOBOI
3aJ103H, SIK1 paHille He OTPUMYBAJIA XIMIOTEPAIiio.

Tepamiss mamientis romosurotHuM 3a anensmu UGT1A1*28 mpemapatom OHIBAMJT®
MEerwIbOBAaHUHM JIIMOCOMAIBHUM PO3MOYMHANIAch y Tikd camid mo3i 50 Mr/M?> 1 mamieHTH
nepeOyBad MiJ] peTEIbHUM HATJISIOM 1010 OE3MeKH.

JlikyBaHHS MPOJOBXKYBAJIN 10 MPOTPECYBAHHS 3aXBOPIOBAHHS a00 HEMPUIHATHOI TOKCUYHOCTI
BignoBigHo 10 RECIST B pen. 1.1. Ominka myXJIuH MPOBOIWIACS HA TIOYATKY TOCIHIHPKCHHS Ta
KOXHI 8 TIDKHIB BIJIITOBITHO /10 KpUTEpiiB omiHky Bianosial comaaux myxiauH (RECIST), pen. 1.1.
[lepBunHuM kputepieM edexkTuBHOCTI Oyna 3araibHa BWXKHBaHICTH (3B), BMKuBaHICTH 0e3
nporpecyBaHHs 3axBoptoBaHHs (BBII) Ta wactora 06’ exTuBHO1 Bianmosiai (HOB).

Y NAPOLI-3 NALIRIFOX mnoka3aB CTaTUCTMYHO [ocToBipHe mokpamieHHs 3B Tta BBII
nopiBHssHO 3 Gem+NabP BiAMmoBimHO 70 MOYaTKOBO BHU3HA4YeHOi crpatudikamii y rmIiaHi
CTaTUCTHYHOTO aHaji3y. 3a pe3ylbTaTaMd OCTaTOYHOro aHaiizy, meaiaHa 3B cranosuina 11,1
micsmiB (95% JI: 10,0; 12,1; BimHocHu# pusuk 0,84 (95% MAl: 0,71, 0,99); p=0,04) nns rpynu
NALIRIFOX 1 9,2 micsmiB (95% HI: 8,3; 10,6) nns Gem+ NabP. Pe3ynbTaTéi OHOBIEHOTO
anamizy 3B - tabm. 1 i Ha puc. 1 (3B).

Tabauus 1: PesyabraTn KiaiHiuHoro gocaimkenass NAPOLI-3

NALIRIFOX Gem+ NabP
(n=383) (n=387)
OHoBJIEHHIT IOKA3HUK 3arajibHoI BzkuBaHoCTi (3B), n1aTa 3aBepmenHs 300py nanux = 03
sKoBTHs 2023 p.
KinbkicTh netanbHUX BUNAAKIB, n (%) 328 (85,6) 345 (89,1)
Meniana 3B (MmicsiiiB) 11,1 9,2
(95% AD) (10,0; 12,1) (8,3;10,6)

Binnocuuit pusuk (95% A1)

0,85 (0,73; 0,99)

Bu:kuBanicts 0e3 nporpecyBannsi 3axsoproBanns (BbII), nara 3aBepuienHs 300py 1aHuX =

23 nunns 2022 p.**

CwMmeptb abo nporpecyBanus, n (%) 249 (65) 259 (67)
Meniana BBII (MicsiiB) 7,4 5,6
(95% A1) (6,0; 7,7) (5,3;5,8)
Bignocuwuii pusuk (95% AD)* 0,70 (0,59; 0,84)

p-3HaueHHs"

0,0001

YacroTa 00’ekTHBHOI BiTnoBiai, 1aTa

3aBepuIeHHs 300py naHux = 23 junua 2022 p.

YOB (95% AI) 41,8 (36,8; 46,9) 36,2 (31,4;41,2)
[ToBna BianmoBias (I1B), n (%) 1(0,3) 1(0,3)
Yactkosa Bianosias (UB), n (%) 159 (41,5) 139 (35.9)

NALIRIFOX= OHIBAMJI® nernnpoBanuii imocomanbHuii + okcanimatuay/5-OY/JIB

Gem+NabP = remiurabin + Hab-maKIiTaKceNx

* Ha ocHoBi cTpatuikoBaHol Mozeni mponopiiiiHoro pusnky Kokca 3a Buxiguum ¢yukuionansaum crarycom ECOG, perionom
(ITiBniuyna Amepuka, CxigHa A3is Ta penIra KpaiH CBiTy) 1 ME€TacTa3aMu B IIEUiHII

** JlaHi TALi€HTIB TiIaBaNWCs [EH3Ypl HA IMOYATKy HACTYHMHOI NMPOTHITYXJMHHOI Tepamii a0o mpH BIOKIWKaHI 3rogu Ha
JOCII/KEHHs, a00 BUINAJAIHHI 3 MOJAJIBIIOTO CHOCTEPEKEHHS, ab0 SKII0 OyJIO0 HPOMYIIEHO 2 IOCTIJOBHI OIIHKH ITyXJIMHU 3
HaCTYITHUM IPOTPECyBaHHSAM a00 CMEPTIO

T Ha ocHOBI cTpaTH(})iKOBAHOTO JIOT-PAHTOBOTO TECTY



Pucynok 1: I'padix Kannnana—Meiiepa 1Jis1 0HOBJIeHOI 3arajibHoi BuxkuBaHocTi (3B), nara
3aBepuieHHs 300py nanux = 03 skoBTHs 2023 p. y NAPOLI-3

w0

—+—— HALIRIFOX
——t — GemtNahP

Overall Surviwial Probability (%1
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NAPOLI-1:

Besreka Ta edextuBHicts OHIBAWM/I® mermaboBaHMii JHIOCOMATbHHH BHBYATHCA Y
MDKHApOJAHOMY PaHAOMI30BaHOMY BIJKPUTOMY KOHTPOJIHOBAHOMY KIIHIYHOMY JOCTIIKEHHI
(NAPOLI-1), B sKOMYy J[OCHI/DKYBaJM JBa PEKAMH Tepamili Nali€HTIB 3 METaCTaTUYHOIO
a/JICHOKapIUHOMOIO  MIJIUTYHKOBOI  3aJl03W 13 3aJlOKyMEHTOBAaHUM  IPOTPeCyBaHHAM
3aXBOPIOBAHHS IIICTS TPOBEIEHHS Tepamii remiurabiHoM ab0o Ha 0a3l remiurTadiny.
JocnimkeHHsT TPOBOAWIN 3 METOIO OLIHKM KIIIHIYHOI e(peKTHBHOCTI Ta Oe3MeKH MOHOTeparii
npenaparom OHIBAM/I® mnermnpoBanmii mimocomanbumii a6o kom6Gixarmii OHIBAMI®
nermiboBaHui JinocomanbHuil + 5-OVY/JIB NOpiBHAHO 3 IPyHOI aKTUBHOTO KOHTPOJIO, 110
3actocoByBana S5-OY/JIB. OCHOBHUMH KpHUTEPisIMH BiIOOpY MAIliEHTIB 13 METaCTaTHYHOIO
aJICHOKAPIIUHOMOIO MiAILTYHKOBOI 3a51031 B nociimkerHHi NAPOLI-1 Oynu oIiHKa 3araibHOTO
cTaHy mamieHTa 3a mkanor Kapraoscwekoro (KPS) > 70, HopManbpHu piBeHb OUTIpyOiHYy, BMICT
TpaHcaMmiHa3 B < 2,5 pa3u Bullle 3a BepxHio Mexxy Hopmu (BMH) abo y < 5 pa3is Bumuii 33 BMH
JUTST TAIIEHTIB 3 TICYIHKOBMMH MeETacTa3aMd Ta piBeHb anbOyminy > 3,0 r/mm. 3aramom
417 namientis  Gymo paHIOMi30BaHO 10 Tpym 3acTocyBaHHsA mpemapatis OHIBAI®
TeruIb0BaHuil TinocoMansruii + 5-OY/JIB (n = 117), monotepanii OHIBANJI® nerunsopanuit
minocomanbHuil (n=151) ta 5-®VY/JIB (n=149). [emorpadiuni naHi Mali€HTIB Ta BUXIJIHI
XapaKTePUCTHKHU 3aXBOPIOBAHHS OyiH 30aaHCOBaHI MiX JTOCIIPKYBaHUMU Tpyramu. [lamienTn
OTPUMYBQJIM JIKyBaHHA JI0 NPOTpecyBaHHS 3aXBOPIOBaHHA a00 PpO3BUTKY HENPHUHHATHOI
TOKCHYHOCTI. [IepBUHHMM KpuTepieM epeKTHBHOCTI OyIa 3araibHa BUKHUBaHICTH (3B), 1B puc.
2. JlomatkoBi kputepii e(eKTHBHOCTI BKJIIOYANU BIDKUBAHICTh 0€3 MporpecyBaHHs
3axBoproBaHHs (BBII) Ta wacrory 06’extuBHOi Biamosiai (HOB). Pe3ynbraTtn HaBeneHi B Tali.
2.

Tabauus 2: PesyabraTn Kiainiunoro gociaimxenis NAPOLI-1

S =
QHIBAHI{ l'leul"lfl.l'lbOBaHI/ll/l 5-®Y/JIB
Jimocomajibumii + 5-®Y/JIB (n=119)

(n=117)

3arajibHa BUSKMBAHICTB!

Kuzbmcn, JIeTAJILHUX BHNAJKIB, 75 (64) 80 (67)

n ( /o)

Meniana 3B (MicsiriB) 6,1 4,2




- -
QHIBAHI[ HermiILOBaHAK 5-dY/JIB
JinocomajbHuii + 5-OY/JIB (n=119)

(n=117)

(95% AI) (4,8; 8,9) (3,3;5,3)

Bignochuii pusuk (95% J1)* 0,67 (0,49-0,92)

p-3HaueHHs 0,0122

Bu:kuBanicTh 0e3 mporpecyBaHHs 3aXBoproBaHHs’?

CwmepTth a00 mporpecyBanHs, n (%) 83 (71) 92 (77)

Meniana BBII (MicsiiB) 3,1 1,5

(95% AI) (2,7,4,2) (1,4; 1,8)

Bingnocuuit pusuk (95% AI)* 0,56 (0,41-0,75)

p-3HaueHHs 0,0001

Yacrora 00’ cKTHBHOI BianoBini’

n 19 1

YOB (%) 16,2 0.8

95% I wacToTH’ 9,6;22.9 0,0; 2,5

Pisnunsg wacroru (95% JI)° 15,4 (8,5; 22,3)

p-3HayeHHs’ <0,0001

! Meniana — oLiHKa cepeHbOro 4acy BHKMBAHOCTI 32 MeTog0oM Karutana-Meiiepa.

2 3rigno 3 nacranosamu Kpurepiis ouinku Bignosiai npu comiauux nyxaunax (RECIST) B pen. 1.1.
3 Amnaniz mozneni Kokca.

4 HecrparudikoBaHuii JOrpaHrOBUii KPUTEPIi.

5 Ha OCHOBi HOPMAJILHOT AIPOKCHMAITIi.

¢ Tounwuii kpurepiii diurepa.

Ckopouenns: 5-OVY/JIB = 5-dropypammn/neiikoBopun; [l = noBipuuii inTepsas.

Pucynok 2: I'padix Kannana—Meiiepa nis 3araasHoi BuskuBanocti y NAPOLI-1

OHIBAW[ + 5-0Y/JIB

ood M. e 5-OV/JIB
f

0.6 -
0.5 -

0.4 -

3aranbHa BIKHBAHICTH

0.3

0.2+

Yac 3 MovenTy panomisarii (Micsis)
# prom

OHIBAIJL + 5-0Y/JIB: 117 97 51 20 8 0
5-OV/JIB: 119 68 34 1 6 1

Y He3HayHOi KUIBKOCTI TAIIE€HTIB, SIKI TMOMEPEIHHO 3aCTOCOBYBAIM HEIINMOCOMAaNbHI (hOpMH
ipuHOTEKAaHy, He 6yJO IIPOJIEMOHCTpOBaHO mepesar npemapaty OHIBAW® mermmbsoBanmit
JINOCOMANbHUM.

Dapmarokinemuxa.

AOcopOmis. JlimocomanpHa I1HKANCYJAIIS 1PUHOTEKAHY TIOJOBXKYE HMOTO IUPKYII0 Ta
Oo0OMEXye PpO3MOJT TOPIBHAHO 3 HENINOCOMaJbHUMHU (opMaMu ipuHOTEeKaHy. Ilma3moBy
(hapMaKOKIHETUKY 3araJIbHOTO IpUHOTEKaHy Ta 3arajnbHoro SN-38 oIiHIOBaIM y XBOPHX Ha pak,
ki orpumysann OHIBAMJI® nerunbsoBanuii JinocoManbHUI SK MOHOTEPAMito 200 SK YacTHHY
KOMOIHOBaHOI XimioTeparii, B 103ax Big 35 mo 155 M/ M? y 1058 xBopux Ha pak 3a JOMOMOTOI0




HOMYJISAIAHOrO  (papMaKOKiHETUYHOTO aHamizy. PapMakOKIHETHYHI MapaMeTpu 3arajbHOro
ipunotexkany Ta SN-38 micms 3actocyBamus OHIBAMI® mernmapoBaHuii JHIOCOMATbHHH Y
MOHOTepamnii abo B AKOCTi CKJIaf0BOi KOMOiHOBaHOI XiMioTepanii y 103i 70 mr/m> Ta 50 Mr/m? y
NALIRIFOX (OHIBAUI® MeruIbOBaHUI ninocoManbHUM/okcamimiaTua/S-OY/JIB)
MpeJICTaBIeHI B Ta0I. 3.

Taoauusa 3: 3BeneHi naHi cepeaHbOro reomerpu4Horo (reomerpuynuii CV) 3arajbHOro
ipuHOTEeKaHy Ta 3arajbHoro SN-38

3arajabHuii ipuHOTEKAH 3araabHanii SN-38
ITouaTkoBa OnmucoBa AUCss
no3a (Mr/m?) | craTHcTHKA Comax [xeHB-MKT ti2 Comax AUGss
[Mxr/miu] ] [nenb] | [Hr/ma] | [AeHbHI/MI]
N 360 360 360 360 360
Cepenne 25,1 37,8 1,93 2,09 12,1
50%* rE€OMETPUUYHE
I'eomerpuune 18,5 73,6 14 421 46,6
CV (%)
N 116 116 116 116 116
Cepenne 29,0 46,6 1,91 2,50 14,5
70%* T€OMETPUYHE
I'eomerpuune 17,6 60,3 8,4 57,3 45,0
CV (%)

AUC:ss: ITnomma mij KpUBOK KOHIICHTpAIIIT B IU1a3Mi B pIBHOBRXKHOMY CTaHi 3a JIBa THXKHI
t12: KiHnieBuii mepioy HamiBBUBEACHHS

Cmax = MaKCHMaJIbHa KOHLICHTPALIiA B IJIa3Mi

CV = koeoiuieHT Bapiarii

* OHIBAM/I® nermnpoBanmuii timocomMansHuit/okcanimatun/5-®V/JIB (NAPOLI-3)

** OHIBAM/I® mernisoBanmii minocomansuuit/5-DOY/JIB (NAPOLI-1)

Posznopin. I[IpssMe BUMiprOBaHHS JIIMOCOMAJIBHOTO IPUHOTEKAHY MOKasye, Mo 95% ipuHOTEeKaHy
3aJIMIIAE€THCA 1HKAICYJIbOBAaHUM Yy JIIIIOCOMU MiA 4ac uupkyisauii. HemimocomansHa (opma
ipHHOTEKaHy JIeMOHCTpYE BeMMKHil 06°eM posnoxiny (138 1/m?). 06’em posnoxizy OHIBAMT®
NEeTMIbOBAHMM JIIMOCOMATBbHUM 4 J1 (32 JaHUMH MOIMYJISAIHHOTO (papMaKOKIHETUYHOTO aHaJi3y),
mo Bkasye Ha Te, mo OHIBAM/I® mernipoBaHuil TimOCOMANbHHI B OCHOBHOMY OOMEXCHHIT
CYJIMHHOIO PITUHOIO.

3B’s3yBanns mpemapary OHIBAW/® mermmboBaHmii TMOCOMAnbHMH 3 OLIKAMH IUIa3MH €
He3HauHuM (< 0,44% 3aragpbHOrO IpMHOTEKAaHYy B JaHOMY Mpemapari). 3B sI3yBaHHs
HelinocoManbHoi GopMH 1pUHOTEKaHy 3 Oulkamu miasmu € nomipHuM (Bix 30% mo 68%), a
SN-38 mae BUCOKMIA CTYIiHb 3B’sI3yBaHHS 3 OLIKaMU IJ1a3MH JIOAUHU (TpHOIM3HO 95%).
biorpancdhopmartisa. IpuHOTEKaH, BUBUIBHEHHMH 13 JIIIOCOMAJIBHOI I1HKAICYJIAIIi, MPOXOIUTH
HUIAX  MeTabomi3My, aHAJOTIYHMKA TOMY, SKHH ONMCAaHO ISl HeNINocOMalbHOI (popmu
ipuHOTeKaHy. MeTaboJiyHe TEePETBOPEHHS IPUHOTEKAaHy 10 aKTUBHOro Mmetabomity SN-38
3MIHCHIOETBCS TiA Ji€ro depMeHTy KapOokcuiectepasa. JlociiuKeHHs in Vitro mokaszaid, IO
ipuHotekaH, SN-38 Ta me omuH MeTaboJiT — amiHomeHTaHKapOoHoBa kucioTa (AIIK) — He
iHri0y10Th 130Qepmentu 1mroxpomy P-450. Hamanmi SN-38 KOH’IOTYeTbCS TEpEeBaXHO 3a
noriomororo  ¢epmenty Y JID-rmokyponosmirpanchepaza 1A1 (UGTIAl) Ta yTBOproe
roKypoHigHuid  Metabomnit. AktuBHicTh UGT1Al 3MmeHmyerbcs B 0Ci0 13 TEHETUYHHUM
noimMopdizMoM, M0 TPHU3BOAUTH JI0 3MEHIICHHS (QEpMEHTHOI aKTUBHOCTI, HAIPHUKIA,
nonimopdizm UGT1A1*28. 3a naHuMu nomynasiiiHoro GpapMakoKiHETUYHOTO aHali3y He O0yJo
BUSIBJIEHO CYTTE€BOTO 3B’s13Ky M nosimopdizmom UGT1A1*28 (7/7 romoszurotaux (8%) npotu
He 7/7 roMo3uroTHmX) i Kmipencom SN-38.




Busenenns. Exckpeniss OHIBAM/I® nerunboBanumii TinocoManbHuil i HetinocoManbHIX Gopm
IpUHOTEKaHy y JIIOJIMHU JI0 KiHIA HE BUBYEHA. EKCKpelist HeTinmocoManbHUX (PopM ipHHOTEKAHY
13 ceuero cTaHoBUTH 11% — 20%; SN-38 < 1%, a rmokyponixy SN-38 — 3%. 3aranbHa GiniapHa
Ta HUPKOBA EKCKpellis ipuHOTeKaHy Ta Woro MeraboimiTiB (SN-38 Ta rmokypoHizmy SN-38)
npoTsiroM 48 TOAUH MIC/IA BBEACHHS HEIINOCOMAaJIbHUX (OpM ipHHOTEKaHy y JBOX MAIiEHTIB
cTaHoBMNIA TPUOIU3HO Bia 25% (100 mMr/m?) 1o 50% (300 mr/m?).

Hopymienns Qynkmii Hupok. CrenianbHUX (GapMaKOKIHETUYHUX JOCTIIKEHb y TAIlIEHTIB 3
nopymieHHsIM (QyHKIii HUpOK He mpoBoawiau. KiipeHc KpeaTuHiHy He OyB 3HAYYIIUM
KoBapiatoM kiipeHcy SN-38. HemocraTHbO JaHMX AJI OLIHKH BIUIMBY MOPYIIEHHS (QYHKIIi
Hupok Tskkoro crymeHs (CLer <30 mui/xB) Ha (apmakokiHeTuky (muB. pos3ain «Cmoci0
3aCTOCYBaHHS Ta JI03U»).

[Mopymenus QyHkiii medinku. CrnemiaipbHUX (PapMaKOKIHETHUHUX JOCIHIDKEHb y TAIlI€HTIB 3
HNOPYUICHHSAM (YHKIIT EUiHKU HE MIPOBOAWIH. Y MOMYJIALIHHOMY (papMaKOKIHETUUHOMY aHawi31
MiBUIIEHHS PiBHA OUTipyOiHy Oys10 moB’si3aHe 3 HUKYMM KiipeHcoM SN-38. Pisens OinipyOiHy
1,14 mr/nn (95-i nporeHTHIb 3aranbHOl nomyisii) npuzBoaus 1o 30uibmenns AUC SN-38 nHa
32% mnopiBHsAHO 3 cepenHIM piBHeM Outipy6iny 0,44 mr/mn (3 1055 maimieHTiB, OLIHEHUX Yy
mozeni, y 54 piBenb OunipyOiHy ctanoBuB > 1,14 mr/mn). [lani mono namieHTiB 3 OutipyGiHOM
>2.8 mr/nn BiacyTHi. BrmuBy migsumienoro Bmicty AJIT/ACT Ha KOHIEHTpaIlil0 3arajibHOTO
SN-38 nHe cmocrtepiranocs. laHi /Ui Mali€HTiB i3 piBHEM 3arajJibHOro OinipyOiHy OUTBII HiXk
yaBiyi BunuMm 3a BMH BingcyTHi.

[HI1i 0cO0JIMBI KaTeropii MaIlieHTiB

Bix i cmame. Tlonynsmiiinuii ¢papMakOKIHETHYHUA aHaI3 MalieHTiB BikoM Bia 20 10 87 pokis, 3
skux 11% 3 momepemnix mocnimpkenb T1a 6,9% 3 NAPOLI-3 Oynu >75 pokiB, J03BOJISIE
MPUIYCTUTH, IO BIK HE Ma€ KIIHIYHO 3HAYYIIOTO BIUIMBY HAa KOHIICHTPAIIO 1pUHOTEKAHYy Ta
SN-38.

Cratp Oyna BHSBIICHA SIK CYTTEBA KOBapiara B MOMYJISAMIHHOMY (papMaKOKIHETUIHOMY aHai3i 3i
3011bmeHHsIM AUC ipuHoTekany Ha 28% 1 kiiHIuHO 3HauyniuM 30iabmeHHssM AUC SN-38 Ha
32% y xiHOK 0e3 KOpUTyBaHHs Ha Oyab-sKi 1HIII KOBapiaTH.

Paca. 3a nanumu nomynsuiiiHoro ¢gapmakokinetnyHoro aHanizy AUC ipuHotekany Ha 32%
HWKYa, [0 € KIIHIYHO 3HAYYIINM, y a31iChbKUX MAIlI€HTIB, HK Y TAIlIEHTIB 1HIMUX ETHIYHHX
TpyI.

3B’s130K Mik (papMakOKiHETHKOIO Ta hapMaKOINHAMIKOIO.

NAPOLI-3: 3a ganumu aHamizy KoHIeHTpalis-6e3neka 360 namientiB nocnuimxerass NAPOLI-3,
siki otpumyBamu 50 mr/m2 OHIBAMJI® nerunsosauuii ninocomanbsauil y komGinaii 3 5-®V, JIB
Ta OKCAJIIJIATUHOM, UMOBIPHICTH Aiapei > 3 cTyneHs abo HelTpomeHii > 3 cTymneHs BUSBHIIACH
BUIIOI0 TPHU 30UIBINICHHI KOHIIGHTpAMii K ipuHOTeKaHy, Tak i SN-38. 3B'I30Kk KOHIICHTpAIIis-
e(eKTUBHICTb HE OYB CTATHCTUYHO 3HAYYIIIHM.

NAPOLI-1: B anamizi cykymHuxX aaHux 353 mamieHTiB BUIMNA piBeHb Cmax SN-38 y mumazwmi
acolLIiIOBaBCs 3 MIABHUILEHOI MMOBIPHICTIO BUHUKHEHHS HEUTpomeHii, a BUIIUN piBeHb Cmax
3arajabHOro IpUHOTEKaHy — Alapei.

Y NAPOLI-1 Bumii KoHLEHTpalii 3arajJpHOro ipuHoTekaHy Ta SN-38 y mia3mi y Haii€eHTiB
rpynu nikyBauus npenaparamu OHIBAVI® nerunboBanuii ninocomansuuii + 5-®Y/JIB Gymn
noB’si3aHi 3 goBuM nepioaom 3B ta BBII, a Takox 6inbmoro YOB.

KuiHivHI XapaKTepuCTHKH.

Ilokazanns.

OHIBAﬂﬂ® MEerUIbOBAHUH JIIMOCOMAIBLHUN TTOKAa3aHUM:

- y mepmiiit JiHii Tepamii B koMmOiHaIii 3 okcamiuiatuHoM, S-propypammiom (5-DY) Ta
neitkoBopuHoM (JIB) nmst mikyBaHHS TOPOCIUX MAIEHTIB 3 METACTATUYHOIO aJCHOKAPIITHOMOIO
I IITYHKOBOT 3aJ103H,



- B koMOiHamii 3 5-®Y Ta JIB ang JdiKyBaHHS METACTaTUYHOI aJ€HOKAPIIUHOMH
MIIIUTYHKOBOI 3271031 IOPOCIUX TMAII€HTIB 13 MPOTPECYBAaHHAM 3aXBOPIOBAHHS IMICIIS Teparrii Ha
OCHOBI reMIuTabiHy.

Ilpomunokasauna.

TskKka rinep4yTIUBICTh B aHAMHE31 10 IPUHOTEKaHy a0 10 OyIb-SKOi JOTIOMIXKHOI PEYOBHHH.
l'ogyBanHs rpyapmu (AMB. pO3Iin «3acTOCYBaHHA y TeEpioJ BariTHOCTI ab0 TOAYyBaHHS
TPYIUIION ).

Oco6augi 3acmepesicennsa ma 3ano0ixncHi 3axo00u npu 3acmMocy6aHHi.

OHIBAM/I® nermmboBaHmii iMOCOMANbHHII € LHTOTOKCHYHHM JKAPCHKHM 3aCO00M i MpH
NOBO/KEHHI 3 HHUM CIiJl JOTpUMYBaTHCs oOepexHocTi. Ilpm moBokeHHI 3 mpenapaToM
OHIBAPTI[® MEeTUILOBAHUHN  JIIIMTOCOMANIBHUN a00 TIpM WOro BBEIECHHI PEKOMEHIOBAHO
3aCTOCOBYBATH 3aXMCHI PYKaBUYKH, 3aXHMCHI OKYJSApH Ta 3axucHMi ojar. IIpm morpamsHHI
JIUCIIepCii Ha MIKIPYy, IIKIPY CIiJ HETalWHO Ta PETeIbHO MPOMHUTH BOAOKI 3 MHUJIOM. Y pasi
NOTPAIUISTHHA JUCTIEPCii Ha CIIM30B1 000JIOHKH, CIIiJ] peTeNIbHO MPOMUTH X BOJIOI0. BpaxoByroun
UTOTOKCHYHY TIPHPOTy Jikapchkoro 3aco0y OHIBAM/I® mermipoBaHHMil IMOCOMATBHHIA,
BariTHI MEIMYHI CTIEHiaTiCTH HE TIOBUHHI 3 HUIM KOHTaKTyBaTH.

B3aemoodia 3 inwumu nikapcokumu 3acobamu ma inwii 6uOU 63aEMo0iil.

Iudopmanis mpo mikapceki B3aemonmii 3 OHIBAMJI® mnermnpoBammii timocoManbHHix
IPYHTYETHCS Ha JaHUX HAYKOBOI JIITEpaTypH II0JI0 HEMMOCOMATbHUX (OPM IpHHOTEKAHY .
Bsaemoii, 10 BIIMBAIOTH Ha 3acTocyBaHHs mpenapary OHIBAWJI® nerwiboBanmii
J1MOCOMaIbHUI

Inoykmopu CYP3A4 cunvnoi 0ii. Y TAaIli€HTIB, SKI OJHOYACHO OTPUMYIOTH HEIINOCOMAJIbHY
dbopMy IpHHOTEKaHy Ta MPOTUCYAOMHI 3acodw, 1o 1HAYKYIOTh ¢epmeHT CYP3A4 (dhenitoin,
denobapbitan abo kapOamasemiH), CIIOCTEPIra€Tbcsi 3HAYHE 3HIDKCHHS KOHIICHTpAIil
ipuHoTekany (3HmwkeHHs nokazHuka AUC nHa 12% mpu 3actocyBaHHI 3Bipo6oro, Ha 57%—79%
nopu 3acTocyBaHHI (eHiTOiHy, (eHobapOitany abo kapOamaseniny) Ta SN-38 (3HMKEHHS
nokazanka AUC Ha 42% mnpu 3acrtocyBaHHi 3Bipo0Ooro, Ha 36%-92% mnpu 3acTrocyBaHHI
dewnitoiny, penodapbirany a6o kapbamaseminy). Tomy, onHouacHe 3actocyBanHs OHIBAMJT®
NeTWIbOBaHMK JTinmocoManbHuil 3 iHAykTopamu CYP3A4 wmoxe 3HM3UTH HOTO CHCTEMHY
KOHIICHTPAITIIO.

Ineioimopu CYP3A4 ma ineioimopu UGTIAI cunenoi Oii. Y TAaIi€HTIB, sSKI OJIHOYACHO
OTPUMYIOTh HEJINOCOMalbHy (OpPMY IpUHOTEKAaHy Ta KeTokoHa3oJj, iHrioitopu CYP3A4 Tta
UGTI1A1, cnocrepiraetscs miaBuineHa konmeHtparis SN-38 wa 109%. Tomy, omHOYacHe
3acTocyBanHs npenapatry OHIBAUJI® nernnsoBanmii TimocoManbHuil 3 iHIIMME iHTiGiTOpaMu
CYP3A4 (manpukinazn rpedndpyToBUil CiK, KIApUTPOMILIMH, IHIUHABIP, ITPAaKOHA30], JIOMIHABID,
Hedazoa0H, HendiHaBip, pUTOHABIP, CaKBIHABIP, TEJAMpEBip, BOPUKOHA30) MOXKE MiABUIIUTU
HOro CHUCTeMHY KOHIICHTpaIifo. 3 OISy Ha JIIKAPCHKY B3a€MOJII0 HETIIOCOMAIBbHOI (GopMu
ipHHOTEKaHY Ta KETOKOHA30Ty, oJHOuYacHe 3actocyBaHHs OHIBAWI® mnerumsoBanuit
minocomanbHuit 3 iHmMMEU iHTiOITopamu UGTIA1 (mampukman asaraHaBip, remdiOposmi,
iHAMHABIp, peropadeHi0) TakokK MOXKe IMiIBUIIYBaTH HOTO CUCTEMHY KOHIICHTPAIIIIO.
[pyHTyrOYHMCh Ha pe3yJbTarax MOMYJIALMIAHOrO (apMaKOKIHETUYHOTO aHasi3y, OJHOYACHE
3acTocyBanHs npenapatis OHIBAW/I® nernnsosanmii ninocomanbauii + 5-®V/JIB He 3MiHIOE
dapmakokineTnku npermapary OHIBAM/I® nermnboBanmuii TimocoManbHUL.

Aumuneonnacmuuni 3acobu (BkIoudaouu QuynuTo3uH gk mnoxigne 5-DVY). [Tobiuni peaxmii
IpMHOTEKaHy, TakKi SIK MI€JIOCYIPECis, MOXYTh MOCHIIOBATUCH IHITUMH aHTHHEOIUIACTHYHUMH
3acobamy, MO0 MarTh MNOAIOHMN mpodias MoOIYHKMX peakiid. B3aemomii OHIBAPII[®
NEeTHIBOBAHHH JTITIOCOMAIBHUH 3 IHITUMHU JIKaPCHKUMHU 3aC00aMH HE BCTAHOBJICHI.




Ocobaueocmi 3acmocysanns.

Barampai. OHIBAM/I® mermnboBanmii imocoManbHuii — e JimocoManbHa GopMa ipHHOTEKaHy
3 1HIIUMHU (PaPMAKOKIHETUUHUMH BJIACTUBOCTSAMH IOPIBHSHO 3 HEIINOCOMAIBHOIO (HOPMOIO
ipuHOTEeKaHy. KoHIieHTparllisi 1031 Ta cuia dii BIAPI3HAIOTHCS MOPIBHSAHO 3 HENIMOCOMaTbHUMU
dopmMamMu ipUHOTEKAHY.

OHIBAM/I® mermiboBaHuil JTIMOCOMAIBHMI HE € CKBIBAJCHTHHM iHIIAM HEJIIITOCOMAIbHHM
dbopMaM ipHHOTEKaHY 1 HE TOBUHEH 3aMiHIOBATHUCH.

B 006MekeHOi KUTBKOCTI MaIli€HTIB, y SKUX MOMEPEIHBO 3aCTOCOBYBAIM HEJIIOCOMaNIbHI (popMu
ipuHOTEKAaHy, He 6yJO IIPOJIEMOHCTpOBaHO mepeBar mpemapary OHIBAW® mermmsoBanmit
JIMOCOMaNbHUH.

Mienocymnpecis/aertponenis. [lix gac mikyBaHHS OHIBAIZI[® METMILOBAHNN JIIIIOCOMAIbHUN
PEKOMEH/IOBAaHO TIPOBOJUTH MOHITOPHUHT PO3TOPHYTOro aHajizy KpoBi. IlamieHTiB ciifg
HOIEPETUTH TPO PUMK HEUTPOIEHIl Ta Cepho3HICTh JMXOMaHKU. DeOpuIbHy HEHTpOIEHiIo
(temmneparypa Tima >38°C Ta KimbkocTi HedTpodimiB < 1 THC. KIITHH/MM?) CIiJlT HETalHO
JIKyBaTH B YMOBaxX CTallilOHapy 3a JOMOMOIOI0 BHYTPIIIHbOBEHHHUX AHTUOIOTHKIB IIMPOKOTO
crieKTpa fii. Y MaIli€HTiB 13 METAaCTaTUYHOI aJCHOKAPIIMHOMOIO IMANIIYHKOBOI 3a703H, SKI
oTpuMyBaH Teparrito npernaparom OHIBANI® nerunsoBanuii TinocoManbHuiA, COCTEpirammcs
BUIIQJIKU CEICHCY 3 HEUTPONEHIUYHOIO JMXOMAHKOK Ta HACTYIHHUM CENTHYHUM IIOKOM 13
JeTaIbHUM HACITiTKOM.

[TamieHTaM, y SIKUX BHHHKAJIW TSOKKI T€MATOJIOTIYHI SBHINA, PEKOMEHIOBAHO 3HU3HUTH JI03Y YU
NPUITUHATHU JIIKyBaHHs (AuB. po3aul «Crnoci® 3acTocyBaHHS Ta A03W»). llamieHTaM i3 TSDKKOIO
HEJIOCTATHICTIO KICTKOBOTO MO3Ky HE€ CIiJ 3aCTOCOBYBaTH OHIBAI7II[® IETMIbOBAHUIN
JTOCOMATbHUN.

OnpomiHeHHsI YEpEeBHOI TOPOKHWHH B aHaMHE31 MIABUINYE PHU3UK THKKOT Ta (eOpHIIbHOI
HeiiTponenii mpm mikysammi npemaparom OHIBAW® nermnpoBaHuii JHIOCOMANBHHUIA.
PexoMeH10BaHO TPOBECTH PETENIbHUN MOHITOPUHI aHaJi3y KPOBI Ta PO3IJISHYTH MOXJIUBICTh
3aCTOCYBaHHS MI€JIOITHUX (PAKTOPiB POCTY y MAIIEHTIB 3 ONPOMIHEHHSM Y€PEBHOI MOPOKHUHU B
aHaMHe31. Y TaIi€eHTIiB, SKi MPOXOIATh KypC OIPOMIHEHHS 3 OJHOYACHUM 3aCTOCYBAHHSIM
npermapatry OHIBAWJI® mnermnpoBaHuii  NMOCOMANBHMIHA, HEOOXiHO  JOTPUMYBATHCS
00€pexKHOCTI.

[TamieHT 3 HEOOCTATHBOIO TIIIOKYpOHijalieto OimipyOiHy, HampukiIaa, i3 CHHAPOMOM
Kunsbepa, MOKYTh 3HAXOJIUTUCH B TPYIIl BUIIOIO PU3HUKY MIEJIOCYIIPECIi MiJ] Yac 3aCTOCYBaHHS
npenapaty OHIBAN/I® nerunsoBanuii 1inmocoMabHuii.

IMmyHOCYTIpecHBHUI e(DEeKT i BAKIIMHU. 3aCTOCYBaHHS JKUBHX a00 KMBHX OCIAOJICHUX BAKIMH Y
NaIi€eHTIB 3 IMYHOAC(IIUTOM BHACTIOK 3aCTOCYBAaHHSA XiIMIOTEpPalmeBTHUYHUX JKAPCHKUX
3ac06iB, BKII0uHO 3 OHIBAMI® nerunsoBanuii TinocoManbHUiA, MOXKe MPU3BECTH JI0 PO3BUTKY
Cepiio3HMX abo JeTanbHUX I1H(EKLINA; OTXKe, BaKIMHALIl XKUBUMH BaKIIMHAMH CIiJl YHUKATH.
J103BOJICHO BBOJMTH «BOMTI» a00 iHAKTUBOBaHI BaKI[MHHU, OJTHAK BIJMOBIIb HA TaKi 3aCOOM MOXKE
OyTu nocnabneHa.

B3aemoist 3 inaykropamu CYP3A4 cumbroi aii. OHIBAMJI® nermnboBanmuii gimocoManbHuil He
CJIIJI 3aCTOCOBYBaTH OAHOYacHO 3 iHaykTopamu (epmenty CYP3A4 cunbHOI Aii, TaKUMU SIK
IpoTHCYIOMHI npeniapaTu ((heHiToiH, peHobapbitan abo kapbamasenin), pudamin, pupadyTHH
Ta 3BipoOiil, 32 BUHATKOM BIJICYTHOCTI TEpaleBTUYHUX albTEPHATUB. BIiAMOBIIHY MOYaTKOBY
703y U TIALi€HTIB, SKi TMPUAMAIOTH TaKi NPOTHCYIOMHI NpenapaTd abo IHIIN iHZYKTOPH
CWJIBHOI Jii, He BCTaHOBIEHO. HeoOXiAHO pPO3MNISSHYTH MOXJIMBICTh 3aMiHM LHX JIKapChKHUX
3aco0iB Ha Taki, MO HE IHAYKYIOTh (EPMEHT, IIOHAHMEHIIIE 3a JBa THOKHI JI0 TIOYATKy Tepartii
OHIBAﬂﬂ® MerHJIbOBaHUH JTinmocoManbHui (AuB. po3ain «B3aemomis 3 1HIIMMH JTIKapCHKUMH
3aco0aMH Ta 1HIII BUIW B3AEMO/IIN).

Bzaemonis 3 inri6itopamu CYP3A4 cunbHOi naii ym iHriGitopamu UGTIA1 cunbHOl mii.
OHIBAM/I® mernnpoBaHuMii JMOCOMATBHAN HE CIifl 3dCTOCOBYBATH OIHOYACHO 3 iHTiOITOpaMu
depmenty CYP3A4 cunbHoi aii (Hanpukiax rpedngpyToBuil Cik, KJIapUTPOMILIMH, 1HAWHABID,
iTpakoHa30J, JomiHaBip, He}a3070H, HeN(iHABIp, pPHUTOHABIp, CaKBiHABIp, TeJAMpeRip,




BOpuKoHa30:1). Buxopucranus iuriditopieB CYP3A4 cunpHOi aii MOTPIOHO TPUITMHHUTH
IIOHAMMEHIIIE 32 OJWH THXKJICHb 10 MOYaTKy Teparii mpenapaTtoM OHIBAIZI[® MErMIILOBAHUN
JIMOCOMabHUH.

OHIBAPTI[® MeTrMILOBAaHUH JIIMOCOMAIBLHUN HE CJIIJI 3aCTOCOBYBAaTH OJHOYACHO 3 1HTI0iTOpaMu
UGTI1A cunbnoi gii (Hampukiaja araszaHaBip, rem¢iOpo3ui, iHAWHABIp), 3a BHUHATKOM
BIJICYTHOCTI TEpaleBTUYHHUX aJTbTECPHATHRB.

Jliapes. OHIBAM/I® mermi»oBaHuii JIIOCOMANBHUH MOXKE CIPHUMHHTH BAXKKY Ta HeOE3IEUHY
JUTSL KUTTS Jiapeto. [Ipemapar He peKOMEHA0BaHO 3aCTOCOBYBATH y TAIIEHTIB 13 HEMPOXITHICTIO
KUIIEYHUKA T4 XPOHIYHUM 3aNaJIbHUM 3aXBOPIOBAHHIM KHILICUHUKA.

Ipu 3acrocyBauni OHIBA/I® mermmboBanmii TimOCOMaNbHUI MOKE BHHHKATH PaHHS (depe3
<24 ronuH micns MOYaTKy BHKOPHCTaHHs) abo BiacTpoueHa giapes (> 24 roauH) (AuB. po3ain
«ITobiuni peakmii»). Skno BUHUKAE paHHS giapess ab0 XOJIHEPriYHI CHUMITOMH, CIiJ
PO3IIISIHYTH MO>KJIMBICTH MPO(]ITaKTUUHOTO a0 TEparneBTUYHOTO 3aCTOCYBaHHS aTPOIHY 3a
BIJICYTHOCT1 TIPOTHUITOKa3aHb. [1alieHTIB CiIif MOMEepeIuTH PO PU3UK BIACTPOUYEHOI Alapei, sika
MOKe OyTH BHCHRKJIMBOIO Ta, B PIAKICHUX BHUIAJKaX, HEOE3MEYHOIO NIl KHUTTSA, OCKIIbKU
MOCTIMHI PIJKI Y¥ BOJSIHUCTI BUIIOPOKHEHHSI MOXKYTh MPU3BECTH 10 JAeTiapaTallii, mopymeHHs
€JIEKTPOJITHOrO OanaHcy, KOJITYy, BUPA30K HUTYHKOBO-KHIIKOBOro Tpakty (LIKT), indekuii un
CETICUCYy.

[I{oiiHO BUHHMKAIOTH MEPI PiJIKi BUIOPOKHEHHS, MAIIEHTY CJIiJ MOYaTH MMUTH BEIHUKY KUIbKICTh
pIIMHU, MO MICTUTH eJeKkTpoiTH. [lamieHTH TOBMHHI MaTH B HAasBHOCTI Jiomepamin (abo
aHAJIOTIYHMN Tpemapar) [Uis TO0YaTKy JIKyBaHHA BiACTpOYeHOI miapei. 3acTocyBaHHA
JoTIepaMily CJIiJI PO3MOYMHATH TIPH TEPIIid TOSIBI HEJOCTaTHHO CHOPMOBAHUX YU PIAKUX
BUIMIOPO’KHEHb a00 K YacTIIUX BHUIOPOXKHEHb, HDK 3a3Buyail (Makcumym 16 wmr/mo0y).
Jlomepami citisl 3aCTOCOBYBATH JIOKH Y TallieHTa Oyze BIACYTHS Jiapesi IPOTATroM IIOHAMMEHIIIe
12 romun.  Jlnst  3anoGiranHs  Baxkoi jiapei, NPUNUHUTH BUKOPUCTAHHS  OYIb-SIKHX
JAKTO30BMICHHX TMPOAYKTIB, MIATPUMYBATH TiApaTalil0 Ta AOTPUMYBATUCH TIETH 3 HU3BKUM
BMICTOM JKHpIB. SIKIIO MpHU 3aCTOCYBaHHI JIONEpaMily Jiapesi TpuBae MOHAJ 24 TOAWHU, CIiJ
PO3TIISIHYTH MOJJIMBICTH 3aCTOCYBAHHS JIOJaTKOBOTO MEPOPANBHOTO aHTHOIOTHKA (HAIIPHKIIAM
dTopxiHoioHy mpotsroMm 7 AHiB). Jlomepamia He CIiJl 3aCTOCOBYBATH MOHaA 48 rOJWH MOCHLIb
yepe3 PHU3UK MApaTITHYHOI HEMPOXIAHOCTI KHUINEYHHKA. SIKIIo miapes TpuBae OUTHII HIX
48 roauH, HEOOXITHO NMPUMMHUTH 3aCTOCYBaHHS JIONEpaMiny, KOHTPOIIOBAaTH M MIATPUMYBATH
piBEHB €JEKTPOJITIB 3a JONOMOTOI0 PIIMHHU Ta MPOIOBXKYBATH 3aCTOCYBAaHHS aHTHOIOTHKA 10
3HUKHEHHS CYMyTHIX CUMIITOMIB.

He mouwHath HOBHMI IMKJI Teparii J0 3MEHIICHHS TsDKKOCTI miapei no < 1-ro crymeHs (Ha
2-3 BUMoOpoXKHEHHS 3a 100y Oinblie, HiX 10 mouyaTky Tepamii). [Ipu mosBi miapei 3-ro abo 4-ro
CTYNeHsl TSKKOCTi, HacTymHy o3y npemapatry OHIBAMJI® nermmsoBammii jimocomasbHuit
HEOOX1IHO 3MeHIIHUTH (AUB. po3aia «Crocid 3acTOCyBaHHS Ta JJO3W»).

XoJtiHepriuHi peakmii. PanHs mgiapes MoXe CyNMpOBOKYBATHCS XOJIHEPTiYHUMH CHMIITOMAaMH,
TaKUMHU SK PHHIT, TIABHUIIEHE CIWHOBHIIICHHS, TPWIWBU, MiJBUIIEHE TOTOBUIIJICHHS,
Opamukapis, Mio3 1 TiepreprucTaIbTUKA. Y pa3i BUHUKHCHHS XOJIHEPTIYHUX CHMIITOMIB CJIiJT
3aCTOCOBYBATH aTPOIiH.

Peaxiiii rinep4yTJIMBOCTI BKJIIOYAKYM TOCTPI peakili moB’si3aHi 3 iHQy3icr. Y MHaIll€HTIB, SKi
3actocoyBamn OHIBAMJI® nermmpoBammii jimocoManbHUiA, TOBimommsnocs npo iHdysiiiui
peaxiiii, mepeBakHO TaKi sIK BUCHITAHHS, KPOIHMB’ SHKA, MepiopOiTanbHIi HaOpsK abo cBepOiK.
Bnepiie BusBneni siBuma (Bci 1-ro abo 2-ro cTymeHsl)) BUHHUKAIW MEPEBAXKHO HA IMOYATKY
nikyBauus npenapatom OHIBAM/I® nernasoBanuii 1inocoMaibHuil, npyu msoMy Jmme 2 3 10
MAI[i€HTIB TOBIAOMIISUIA TPO Taki SBUIIA Mmichs MAToi J03u. MOXyTh BUHHMKATH pPeakiii
TiMepuyTINBOCTI, BKJIIOYAIOYM TOCTpy iH(DY3ilHY peakimiro, aHadizakTHuyHi/aHadiIaKToiHI
peakuii Ta aHTIOHEBPOTWUYHMHA HAOpsK. Y BUNAAKY TKKUX pEakLid TinepyyTIMBOCTI
3acrocyBanus npenapatry OHIBAM/I® mermnboBanuii nimocoManbHuil HEOOXiIHO MPUITMHHTH
(muB. po3ain «Crnocib 3acToCyBaHHS Ta JO3M).
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Honepenns omepartis Binmia. [Manientu 3 omepariero Binmina B aHaMHe31 MarOTh MiABUIICHUN
PH3HK pPO3BHTKY cepiiosHMX iHGekuiii micas 3sactocyBamms OHIBAMI® mermmpoBamuii
ninocomManbHui y koMmOiHatii 3 5-@Y Ta JIB. [amieHTiB c1iJl KOHTPOJIIOBATH HA HASBHICTh O3HAK
1H}exIii.

Hopymenns 3 Goky cymus. 3actocysanns OHIBAMJI® nmermnpoBammii jimocomanbuuil Gyio
MOB’S13aHO 3 TPOMOOEMOOJIIYHUMH €1T11301aMH, TAKUMH SIK JIETeHEBa eMOO0Tisi, BEHO3HHIN TpoMO03
Ta aprepianbHa TpomOoemOomis. Ciif perenbHO 310paTh MEAWYHMNA aHAMHE3 JUIS BHUSBICHHS
0ci0 13 ynuciIeHHUMH (aKTOpaMu PU3UKY HA TOAATOK JI0 OCHOBHOI MyxXJjauHH. [larieHTiB moTpioHO
HOMEPEIUTH MPO O3HAKW W CHUMIOTOMH TpomMOoemOoiii Ta MOPEKOMEHIYBAaTH HETaifHO
3BEPHYTHUCS 10 JIIKapsl YA MEJICECTPH MPH TOSB1 TAKUX O3HAK a00 CHMIITOMIB.

JlereHeBa TOKCHYHICTb. Y MAL€HTIB, SKi OTPUMYBAJIM HENINOCOMaNbHI ()OPMHU 1pUHOTEKAHY,
BUHHMKAJIM €Mi30u, TOMIOHI [0 I1HTEpCTHIialbHOrO 3axBoproBaHHs JiereHb (I3JI), 1o
Opu3BOAUIN N0 JsetanbHuX HacmiakiB. Y NAPOLI-3 mHeBmoHiT crnocrepiraBes y 0,3%
namieHTiB, ski orpumyBann OHIBAM/® mnermmboBaHmii mimocoManbHHH y KoMOiHamii 3
okcamimuiatuaoM Ta S5-OVY/JIB. Jlo ¢dakropiB pu3MKy HanexaTb 3aXBOPIOBAHHS JIETEHb B
aHaMHe31, BHKOPUCTaHHS MTHEBMOTOKCHYHHX JIIKAPCHKHUX 3aC001B, KOJOHIECTUMYITIOIOU1 (haKTOpH
abo momepenHs paaioTepamis. Y XBOpHX 13 (hakTopaMH PHU3HKY CIiJ] PETEIbHO MUIbHYBAaTH
HAsBHICTh PECIIpATOPHMX CHMITOMIB [0 Ta Mmix dac Tepamii mpemapatrom OHIBAMI®
NEeTWIbOBAaHUM JIMOCOMalIbHUN. PeTHKyNOHOAyNsipHA KapTHHA Ha PEHTIeHOrpaMi TIpyIHOI
KIITKH CTIOCTepiranacs y HEBEJIHUKOrO BIJICOTKA MAII€HTIB, sKi Opajdu ydacThb y KJIIHIYHOMY
JOCHIJDKeHHI 3 IpUHOTeKaHOM. Brepiie BusiBjieHa abo mporpecyroua 3aIullKa, Kalledb Ta
JIAXOMAHKa [OBHHHI CTaTH MiACTABOIO IS MEPEPUBAHHS JiKyBaHHs mpemapatom OHIBAMI®
NEeTWIbOBAaHUM JIIIMOCOMAJIBHUI 1O OTpPUMaHHS [iarHOCTUYHOI OIIHKK. Y TAIl€HTIB 3
miaTBepkeHUM  maiarHo3oMm  I3JI  HEOOXiMHO MPUIMHHUTH — 3aCTOCYBaHHS OHIBAPTI[®
NETUIILOBAHUN JIimocoManbHUM (AUB. po3ais «Croci0 3aCTOCYBaHHS Ta I03W»).

HopymieHHs (QYHKINT NeYiHKU. Y TMAIi€HTIB 13 TinepOiuTipyOiHeMI€0 CIOCTepiranocs OiTbII
BUCOKI KoOHIleHTpamii 3arampHoro SN-38 (muB. posain «®dapmakoKiHETHKa») Ta, OTXKeE,
HiBUICHUN PHU3UK HEUTpOIeHii. Y TAaIlieHTiB 13 TOKa3HUKOM 3arajibHoro OimipyOiHy
1,0-2,0 Mr/an cmin 3AiCHIOBaTH PETyISpHHUIA KOHTPOJbL PE3yJbTaTiB PO3TOPHYTOrO aHami3zy
KpoBi. HeoOXiqHO HOTpuMyBaTHCs 00EpEKHOCTI y MALIEHTIB 13 MOPYIIEHHSAM (QYHKIIT MEYiHKA
(piBenb OinipyOiHy B > 2 pasu Buiie 3a BMH; piBens Tpancamina3z y > 5 pasiB Buiie 3a BMH).
OHIBAM/® nermnboBanmii jimocoManbHHil y KoMOiHAUil 3 iHIIMMH TeNaTOTOKCHYHHMH
JIKapChKUMHU 3aco0amu, OCOOJMBO 32 HASBHOCTI MOpyHIEeHHS (YHKIII TMe4YiHKHA, CIHiA
3aCTOCOBYBATH ITiJT TIHJIFHOIO yBaroro.

TalieHTH 3 HEIOCTATHLOK MACOI0 Tina (iHgekc macy Tima < 18,5 kr/m?). Y NAPOLI-1y 53 8
MAIE€HTIB 3 HEJOCTATHHOIO MACOI0 Tijla CIIoCTepiraiucs modiuHi peakuii 3-ro abo 4-ro CTymneHs,
MEPEBAXKHO MIEOCYIIPECisl, TOMI AK y 7 13 8 BUMAAKIB OyJI0 MOTPiOHE KOPUTYBAHHS JTO3U, TaKe SIK
BiICTPOUCHHS, 3MEHINCHHS J03M 4YH INPUIMHEHHS 3acTocyBaHHs mpemapary. OHIBAMJI®
NETUJIbOBAHUM JTIMOCOMAIbHUN Yy TAIll€eHTIB 3 iHAEKCoM Macu Tina < 18,5 KI/M?  CoTif
3aCTOCOBYBATHU 3 00EPEXKHICTIO.

JomnomixHi peyoBuHU. B omHOMy (iakoHi JaHOTO IiKapchKOro 3aco0y MicTuthes 33,1 mr
HATpif0, MmO ekBiBaieHTHO 1,65% pexomenmoBanoi BOO3 makcuManbHOI 1000BOT HOpMU
CHOXHBAHHSA 2 T HATPIIO y JOPOCIIHX.

3acmocysanns y nepiod eazimuocmi aéo 200y8anHs 2pyoor.

KiHky penpoAyKTUBHOTO BiKY/KOHTPALIETIs JUTsl )KIHOK Ta Y0JIOBiKiB. JKiHKH penpoAyKTHUBHOTO
BiKy TOBHMHHI 3aCTOCOBYBAaTH €(EKTHBHI METOJM KOHTpAIENIii MM Yac JIKyBaHHS IpernapaToM
OHIBAM/I® nernnsoBanmii IMOCOMANBHHH Ta MPOTATOM 7 MIiCAIIB TIiCIA HOTO 3aBEpIIEHHS.
YoNoBiKM MalOTh KOPHCTYBaTHCS Hpe3epBaTMBAMH Mij yac Tepamii npemapatom OHIBAWI®
NErUILOBAHUM JTIMOCOMATBbHUIA Ta BOPOAOBXK 4 MiCAIIiB Micis 11 3aBEPIICHHS.

Barithicts. Jlanux mozno 3actocysanns OHIBAM/I® nerunboBanuii IMOCOMaTbHAN y BariTHAX
KIHOK HENOCTaTHhO. B  JochikeHHSAX Ha TBapuHAX I1pPUHOTEKAaH IPOJEMOHCTPYBAB
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eMOpIOTOKCHYHICTh 1 TEpaTOTeHHICTh, TOMY MOXXHAa HPUIYCTUTH, HIO0 NPU 3aCTOCYBaHHI
npenapary OHIBAM/I® mernipoBaHuii TimocoManbHUiT i dac BariTHOCTI HMOBIpHA LIKiqIHBA
nist Ha g, Omke, 3 ONNIAAYy HAa pe3yJbTaTH MOCHI[KCHh Ha TBAapMHAX Ta MeEXaHi3My il
ipunorexany, OHIBAM/I® mernapoBaHmii JiMmocOManbHHIl HE CIII 3aCTOCOBYBATH IIiI dac
BariTHOCTi, 3a BMHATKOM BHIIAJKiB KpaiiHboi Heo6Ximmocti. IIpu 3actocyammi OHIBAMJI®
IErMILOBAHMUI JIIIIOCOMAJIBHUI ITiJI Yyac BariTHOCTI abo0 SKIO MMaIi€HTKA 3aBariTHUIA IIiJ 4dac
Teparii, i ciix npoiHgopMyBaTH PO MOTSHUIHHUN PU3UK AT MJI0/a.

[lonyBanHs rpymmo. HeBigomo, Y mpoHUKae OHIBAIZI[® IIErMILOBAHUI JIIOCOMAIBHUI a00
fioro MeTaloJIiTH y IpyIHE MOJIOKO JIOAUHH. Yepe3 NOTECHIIMHNN PU3UK PO3BUTKY CEPHO3HUX
MOOIYHMX peakiiii y HEMOBIAT, sKi MepeOyBalOTh Ha TPYAHOMY BHIOJOBYBaHHI, JIIKyBaHHS
nperapatom OHIBAH/I® mnerunboBaHmii JHNOCOMANBHHME Mif 4Yac TOAYBAHHS IPYIIIO
npotunoka3ane (mauB. po3ain «lIporumnokazanusy»). I[lamieHTKaM HE CIig TOAYBATH TPYIIIO
OPOTSTOM OJTHOTO MICSIIIS MICTs 3aCTOCYBAHHS OCTaHHBOT JI03H.

®eprunpricts. Hemae mammx moxo BmiuBy mnpemapary OHIBAUJI® mermnboBanmuit
JinocoManbHUN Ha (hepTUIBHICTD JIOAUHU. J{OCHiPKEHHS Ha TBapUHAX MPOJEMOHCTPOBAJIH, 110
HEJTINMOCOMaNIbHI  ()OPMH  IPUHOTEKAHY CHOPUYUHSIM aTpodil0o YOJOBIYMX Ta KIHOYHMX
PENpPONYKTUBHUX OpraHiB TICIs 3aCTOCYBaHHS OaraTOKpaTHUX JOOOBHX /03 IPHHOTEKaHy.
[lepen mouatkoMm 3actocyBanHsi mpemapaty OHIBAM/I® mermipoBanumii imocoManbHuIL
JOLIIBHO HAJATH NOPaIy MaLI€HTY 1010 30epeKEeHHS raMeT.

30amuicmb eniueamu Ha WEUOKICMb peakuii npu KepyeanHi A6mMOmMpPAHCHOPHOM ado
IHWMUMU MeXaAHIZMaMU.

OHIBAM/I® mernipoBauuii minocoManbHuil Mae MOMIpHHI BIUTHB HA MIBUIKICTH Peakuii mpu
KepyBaHHI aBTOTPAaHCIOPTOM abo iHIMMHU MexaHizMamu. [li yac nikyBaHHS Malli€HTH MalOTh
JTOTPUMYBATHCS 00EPEKHOCTI MPU KePyBaHHI aBTOTPAHCIIOPTOM a00 IHITMMU MEXaHI3MaMHU.

Cnoci6 3acmocysanns ma 00o3u.

[Ipu3HaueHHs Ta BBEJCHHS TAllieHTaM Jikapchkoro 3acoby OHIBAMJI® nermmboBanmit
JIMOCOMabHUN MOBUHHO 3[1HCHIOBATUCSA BHKJIIOYHO MEIUYHUMH CHELIaJiCTaMu, sKi MaroTh
JIOCB1/1 TPOBEJICHHS POTHUITYXJINHHOI Tepamii.

OHIBAM/I® nerunpoBamuii mimocoManbHuil He € eKBiBaJEHTHHM HETiNOCOMATBHAM (OpMam
IpUHOTEKaHy 1 He TOBUHEH 3aM1HIOBATHUCH.

Jlo3yBaHHs

OHIBAM/I® mernapoBaHuil JTiMOCOMANbHHII HE 3aCTOCOBYETHCS SK MOHOTEpAIis i HOro
3aCTOCYBaHHS CIIiJl MPOAOBXKYBAaTH [0 MPOrPEeCyBaHHSA 3aXBOPIOBaHHSA abo  BTpaTH
MEePEHOCUMOCTI.

OHIBAHIT® necunvosanuii ninocomanvhuii 6 kombinayii' 3 okcaninaamunom, 5-®Y ma JIB:
OHIBAM/I® mermnboBaHmii IimocOManbHUH, oOkcamimiatua, JIB Ta 5-®Y  BBOAATHCS
nocnijoBHO. PekomeHzoBaHa 1o03a mpemapary OHIBAPTI[® METMIILOBAHNUI IIIIOCOMaIbHUNA
cTaHOBUTh 50 Mr/M> BHYTpILIHLOBEHHO BIIPOAOBkK 90 XBMIMH i3 HACTYIHHUM BBEIECHHAM
oKcamimuatuHy B 1031 60 Mr/M? BHYTPIlIHHOBEHHO BIPOAOBK 120 XBUIMH, i3 HACTYHHHM
BefeHHaM JIB B 103i 400 mr/m?> BHyTpilIHBOBEHHO mpoTsroM 30 xBMiMH Ta 5-®Y B 103i
2 400 Mr/M?> BHYTpIIIHLOBEHHO BIIPOROBK 46 romun. Takuil pexuM 3acToCyBaHHS HEOOXiTHO
IPOBOJUTH KOXKHI 2 THXKHS. 32 YMOBH ITOTAHOI NMEPEHOCHMOCTI 3aCTOCYBaHHS OKCANIIIIATHHY
MOIIMBO NPHUIMHHTH Ta TPOJOBXKMTH JiKyBaHHA npemapatom OHIBAMJI® merumboBamwmit
ninocomanbHuil + 5-OVY/JIB.

PexoMeH/i0BaHAa MoyaTKoBa n03a npemapatry OHIBAWJI® nermnsoBammii jimocoManbHHE y
HamieHTiB roMo3uroTaux 3a anensmu UGT1A1*28 3anuriaerses 6€3 3MiH i cTaHOBHTH 50 MT/M>
BHYTPIIIHBOBEHHO BHOpoaoBX 90 xBwinmH (auB. po3aum  «®DapmakoguHaMika» — Ta
«DapMaKOKIHETUKAY ).

OHIBAHIT® necunvosanuii ninocomanvnuii 6 kombinayii 3 5-®@Y ma JIB:

OHIBAMJ® mnerunpoBanmii mimocomanbamii, JIB i 5-®Y BBOAATBCS  IOCTiZOBHO.
PekoMeH/0BaHA 1032 Ta CXeMa 3acTocyBaHHs mpemapaty OHIBAWI® nermisoBaHuii
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ninocomanbHuii: 70 Mr/m> BHYTPIlIHLOBEHHO BNPOAOBXK 90 XBUJIMH i3 HACTYIIHHM BBEICHHSM
JIB B n03i 400 mr/m? BHyTpimHBOBeHHO mpoTarom 30 xBumuH Ta 5-®Y mo 2400 mr/m?
BHYTPIIIHBOBEHHO BITPOJOBXK 46 TOMH — CXeMa IMPU3HAYAETHCS KOXKHI 2 THXKHI.

VYV mnamienrtiB, romo3urotHux 3a anensmMu UGTI1A1*28, cmimg po3mouymHaTH JiKyBaHHS 31
3HIIKEHOI 0uaTKoBOi 1031 npenapary OHIBAMJI® nerunsoBanuii ninocomMansauii 10 50 Mr/m>
(muB. posmimu  «IloGiuni peakmiiy Ta «®DapmakoauHAMIKa») 3 MOXJIMBAM HACTyITHUM
T IBHIIEHHSM 1031 110 70 Mr/m2, 3a YMOBH 10OpO1 MePEeHOCUMOCTI JTIKyBaHHSI.

Ipemedurayis. 1lonaiimenme 3a 30 XBHIHH 10 modatky iHdysii mpemapary OHIBAMI®
NETMJILOBAHUM JIIMMOCOMANILHUN TMAalllEHTaM PEKOMEHJ0BaHa TpeMeIuKallis CTaHJapTHUMU
JI03aMH JIeKCaMeTa30Hy (200 €KBIBAJICHTHOT'O KOPTHKOCTEPOiLy) pa3oMm 3 aHtaroHictom 5-HT3
(200 1HIIUM MPOTUOTIOBOTHUM 3aCO00M).

Kopexuis dozu. Bei kopuryBaHHS 103U CJ1J] 3[1HCHIOBATH 3 OISy Ha MOTIEPEIHIN HAWBUIITHI
CTyniHb TokcuuHOCTI. J03a JIB He moTpeOye KopuryBaHHs.

OHIBAHT® nezunvosanuii ninocomanshuii 8 kombinayii 3 okcaniniamurom, 5-@Y ma JIB:

Ta6auns 4: Pekomennanii mogo kopexuii 103u npenapatis OHIBAHI® neruinoBanuii
JinocoMajabHui + okcanimiaTun/S-PY/JIB

Cmynins moxcuunocmi | Kopurysanus no3u npenapatis OHIBAN/I® nerniasoBanmii
(3nauenns) JinocoMaibHuii/okcaminiaTun/5-®Y
3a NCI CTCAE'
I'emaTo/10riYHa TOKCHYHICTH

Heiirponenis He mounnaTi HOBHIA IUKIT TEparii 10 TOCATHEHHS aOCOIIOTHOT
KinpKkocTi Heifrpodinis > 2 000 xmitun/mMm® (2x10%/1)

Cmyniny 3 abo 4 3umsutn o3y OHIBAW/I® nerunsopanuit

(< 1000 knimun/mm?) . ninocomanbHui 10 80% moyaTkoBOi 103U
Hepuwiuit 6unadok 3

abo ghebpunvra 3HM3UTH 103y OKcaliuiaTuHy Ta 5-OVY Ha

HeumponeHtis 20%

3HU3UTHU 103y OHIBAﬂH® HErWILOBAHNNI
N JinocoManbHUN 10 65% moyaTkoBOi 103U
Jlpyeuit eunaook .
3HU3UTHU 103y OKcammatuay ta 5-OV e
Ha 15%
3HU3UTHU 103y OHIBAﬂH® HErWILOBAHNNI
.. ninocomanbHui 10 50% moyaTkoBOi 103U
Tpemin eunadok .
3HU3UTHU 103y OKcammatuay Ta 5-OVY e
Ha 15%
Yemeepmuii [TpunuHUTH NTiKyBaHHS
8UNAOOK

TpomOouuToneHis He noumHatm HOBHMI LMK Tepamii O JOCATHEHHS KIUIBKOCTI
tpombormTis > 100 THC./Mm? (100x10%/m).

JleiikoneHist KopuryBanuss 1o3um mnpu JeiikoneHii Ta TpOMOOIMTONEHI]
0asytotbest Ha kiacudikamii TokcmuHocti NCI CTCAE Ta
aHaJIOT14YHI PEKOMEH/IOBAHUM BUILE TIPU HEUTPOTEHIi

HeremaroJioriyna TOKCHYHICTD"
[iapes He nounnaTi HOBUH MK Tepartii 10 3MEHIICHHS TAKKOCTI Jiapei

1o < 1-ro crynens (Ha 2—3 BUMIOPOKHEHHS 3a 00y OibIlie, HiX 110
MIOYATKY JIIKYBaHHSI)

Cmyniny 2 He nmounnaTi HOBMIA TUKII Teparii 10 3MEHIIEHHS TSHKKOCTI Jtiapei
10 < 1-ro crynens (Ha 2—3 BUMOPOXKHEHHS 3a 100y OUIbIIe, HIXK 10
MOYATKY JIIKYBaHHSI)
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Cmynins moxkcuunocmi KopuryBanus 103u npenaparis OHIBAMI® nerniboBanuii
(3nauenns) JinocomabHuii/okcaminiaTun/5-®Y
3a NCI CTCAE!
Cmyniny 3 abo 4 3um3utn o3y OHIBAN/I® nerunsopanuit

ainocoManbHui 10 80% MOYaTKOBOI 103U
3HU3UTH 103y OKcaliuiaTuHy Ta 5-OVY Ha
20%

Ilepuwiuit gunadox

3HU3UTHU 103y OHIBAﬂH® HErMILOBAHNNI
JIOCOMAJIBHUM 10 65% 1mM0YaTKoBOI 103U
3HU3UTH 103y OKcaiuiatuHy 1a 5-OVY e
Ha 15%

Jlpyeuit eunaook

3HU3UTHU 103y OHIBAI/IZ[® HErMJILOBAHNNI
JinocoManbHuil 10 50% Mo4aTKOBOI 103U

Tpemin eunaook :
p 3HU3UTHU 103y OKcammatuay Ta 5-OV e

Ha 15%
Yemeepmuii [TpunuHUTH TIKyBaHHS
6UNA0OK
Beci inmmi nposisu 3uusutu 103y OHIBAUJI® nerunbosanumii
TOKCHUYHOCTI* . jmnocomManbpuuii 10 80% MOYaTKOBOI 03U
. - IHepwiuii sunadok :
Cmyniny 3 abo 4 3HM3UTH 103y OKCaliIuIaTuHy Ta 5-OVY Ha
20%

3umsutn o3y OHIBANI® nerunsopauuit
JIImocoMalIbHUH 10 65% MOYaTKOBOI 03U
3HU3UTH 103y OKCANIUIaTHHY Ta 5-DY mie
Ha 15%

/lpyzuit eunadok

3uusutu 103y OHIBAUJI® nerunbosanumii
JinocoManbpHuil 10 50% Mmo4aTKOBOI 03U

Tpemiit eunadox .
p 3HM3UTH 103y OKcaJlulatuny 1a 5-OV me

Ha 15%

Yemeepmuii [TpunuHUTH NTiKYBaHHS

8UNAOOK
Hyooma ma 6aroeanus 3HU3UTH 103y, TITBKU SKIO CUMIITTOMHE 30€pIiTafoThCsl HE3BAKAIOUH
Cmynine > 3 Ha ONTUMAJbHY Teparilo NPOTHOIIOBOTHUM MIPENapaToOM
JL0J1I0HHO-T110IOBHU N
CHHJIPOM: Hepuwiuit unadok [TpunuHUTH TIKyBaHHS
Crynisb 3 abo 4
HeiiporuepebennapHa
TOKCHYHICTD OY/Ib-SIKOTO . .

Ilepuwiuit gunadox [TpunuHUTH NiKyBaHHS
cTyneHs abo ceplieBa
TOKCHYHICTE > 2 CTYIEHS
Amnadinaktnyna peakuis | Ilepuiuii sunadok [TpunuHUTH NTIKyBaHHS
lunepernulanbye Ilepwuii 6unadok [TpunuHUTH TIKyBaHHS

3aXBOPKOBAHHI JICI'CHb

* 3a BUHATKOM acTeHii Ta aHOpeKcii
I'NCI CTCAE = 3aranbHi TepMiHOIOriuHi Kputepii HeOaxanux apuul Hanjonanssoro incrutyty paky CIIIA, moTouna pepaxuis

PexoMmenioBaHa MoyaTkoBa n03a npemapaty OHIBAUJI® nerwiboBaHuii mimocoManbHUiA Ta
peKoMeHamii 100 3HIKCHHS JI03W Y MAalieHTiB roMo3urotHux 3a amemsimu UGT1A1*28
3aIUIIAI0ThCS 0€3 3MiH.
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OHIBAHIT® necunvosanuil ninocomansuuii 6 kombinayii 3 5-@Y ma JIB:

[TamieHTam, sKi TOYMHAIOTH JIIKYBaHHS 13 03U OHIBAﬁH® [IETILOBAHUI JIIIIOCOMAILHUI
50 Mr/M> Ta He migBUILYIOTH 10 70 MI/M?, pEKOMEHJOBaHE MepIle 3HUKEHHS JO03H [0
43 mr/m*Tta apyre — 1o 35 mr/m?. IlamienTaMm, siki TOTpeOyIOTh HACTYITHOTO 3HMKEHHS J03H,
PEKOMEHI0BAHO MPUITMHUTH JTIKyBaHHS.

[TamienTam romo3urotTHuM 3a anenssMu UGT1A1*28, B SKUX MPOTATOM MEPIIOTO IUKITY Teparii
BiICyTHI ToKCHuHi TIposiBH, 0B s3aHi 3 OHIBAM/I® nernnsosanmii j1imocoManbHuil (3HUKEHA
no3za — 50 MF/Mz), MOXJTHBE 30UIBIICHHS M03HM 10 3arambhoi 70 Mr/m> Yy HACTYIHHX ITUKIIAX
3aJIeKHO BiJl IHIMBIAYaIbHOI IEPEHOCUMOCTI.

Taéauus 5: Pexomennanii mogo kopekmuii g103u npenaparis OHIBAM/I® nerniboBanmii
Jinocomaabanii + S5-®Y/JIB gass 3 — 4-ro cTyneHs TOKCHYHOCTI Y HEroMO3MIOTHHX
nauieHTiB 3a anejaem UGT1A1%28

Cmynino moxcuunocmi Kopurysanus 103u npenapartis OHIBAHI® neruisoBanuii

(3Hauenns)
3a NCI CTCAE!

JinmocomMajbHuii /5-®Y
(1151 HeroMo3uroTHUX nauieHTiB 3a agejem UGT1A1%28)

I'emaToJioriuna TOKCHYHICTH

HeiiTponeHnisi

He mounHaTi HOBHIA IUKIT TEparii 10 TOCATHEHHS a0COIIOTHOT
KinbKkocTi Helfrpodinis > 1 500 xmitun/mMm>

Cmynins 3 ado 4
(< 1 000 knimun/mm®)

a0o ¢peOpuIbLHA
HelTponeHis

3HU3UTHU 103y OHIBAﬂH® HErWILOBAHNNI
JinocoManbHuUi 10 50 Mr/m?
3uusutu 103y 5-DVY Ha 25% (1 800 mr/m?)

IHepwiuii sunadok

3umsuty 103y OHIBAWJI® nerumboBanmii
JimocoManbHui 10 43 Mr/m>

3au3utu 103y 5-OVY nomatkoBo Ha 25%

(1 350 mr/m?).

/lpyzuit eunadok

Tpemin eunadok [TpunuHUTH TIKyBaHHS

TpomMOooUTONIECHIA

JlelikoneHist

He mounHaTi HOBHIA IIUKIT Teparii 10 JOCATHEHHS KiJTbKOCTI
TpoMOouuTiB > 100 THC./MM®

KopuryBanHs 1o3u npu jgeiikoneHii Ta TpoMOOLUTONEHIT
6a3yrothcs Ha kinacugikanii TokenyHocTi NCI CTCAE Ta
aHAJIOT1YH1 PEKOMEHJJOBAaHUM BHILE MPU HEUTPONEHIi

HeremMaTo/10riuHa TOKCHYHICTH2

[Hiapest

He mounHaTi HOBHI UK Teparii 10 3MEHIIICHHS TSHKKOCTI Jiapei
1o < 1-ro crynens (Ha 2—3 BUMIOPOKHEHHS 3a 00y OibIe, HiX 110
MOYATKY JIIKYBaHHS)

Cmynins 2

He nounnaTi HOBUH MK Tepartii 10 3MEHIICHHS TSKKOCTI Jiapei
1o < 1-ro crynens (Ha 2—3 BUMIOPO>KHEHHS 3a 00y OifbIiie, HiX 110
MIOYATKY JIIKYBaHHSI)

Cmynins 3 ado 4

3HU3UTHU 103y OHIBAﬂH® HErWILOBAHNNI
JinocoManbHUi 10 50 Mr/m?
3uusutu 103y 5-DVY Ha 25% (1 800 mr/m?)

IHepwiuii sunadok

3umsute 103y OHIBAMJI® nerumboBanmii
JimocoManbHui 10 43 Mr/m>

3au3utu 103y 5-OVY nomatkoBo Ha 25%

(1 350 mr/m?)

/lpyzuit eunadok

Tpemin eunadok [TpunuHUTH TIKyBaHHS

Hvaoorta/0a10BaHHs

He mounHaT HOBHMIT UK Teparii 0 3MEHIIEHHS TSKKOCTI
HyJ0TH/00BaHHs 10 < 1-ro cTyneHs abo 10 BUX1JHOTO
MOKa3HUKA
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Cmynine moxcuunocmi

Kopurysanus 1031 npenapatis OHIBAV/I® neruanoBanmii

(3Hauennsn) JinocomMajabHuii /5-®Y
3a NCI CTCAE! (111 HerOMO3UTOTHHMX NalieHTIB 3a ajeaem UGT1A1*28)

Cmynins 3 ado 4 OnTuMi3yBaTH Teparito NPOTHOIIOBOTHUM
(nezsaoicaiouu Ha . npenapaToM

: Ilepuwiuit gunadox S ® .
mepaniio 3umsutu no3y OHIBAM/I™ nermnboBannii
npomMubII08OMHUM ninocoMansHui 10 50 mMr/m?
npenapamom,) OnTumizyBaT Tepamito IpOTUOIIOBOTHUM

npenapaTom
3HU3UTHU 103y OHIBAI/IZ[® HErMJILOBAHNNI
JimocoManbHui 10 43 Mr/m>

Jlpyeuit eunaook

Tpemiii sunaook [TpunuHUTH JTIKYBaHHS

ToxcHYHi IPOSABH 3
00KY NeYiHKH, HHPOK,
OpratiB JUXaHHA 200
iHIIKMX opraHis?
cmynens 3 abo 4

He noynHaTi HOBUH IMKJI Teparii 10 3MEHIIICHHS TSXKKOCTI
mo0OivyHUX peakiiiit 10 < 1-ro cTymneHs

3HU3UTHU 103y OHIBAﬂH® HErWILOBAHNNI

IHepwuii sunadok ninocoManbHui 10 50 Mr/m?
3uusutu 103y 5-DVY Ha 25% (1 800 mr/m?)

3HU3UTH 103y OHIBAPTI[® HEermILOBAaHUN
JinocoManbHU 10 43 Mr/m?

3uu3uTH 103y 5-OV nonatkoso Ha 25%

(1 350 mr/m?)

/pyzuit eunadok

Tpemiii eunadox [TpunuauTH TIKyBaHHS

AHadinakTuyHa . :
. Ilepwuii 6unadok [IpunuHuUTH JT1KyBaHHS
peakuis
IaTepcTnniaabHe . .
peTi Ilepwuii 6unaook [TpunuHUTH NIKYBaHHS

3aXBOPHOBAHHA JIEI'CHb

! NCI CTCAE = 3arainsHi TepMiHONIOTi4YHI KpUTepii Hebakanux sy HamionansHoro inctutyTy paky CIIA, morouna

penaxiiis.

2 3a BHHATKOM acTeHil Ta aHOPEKcCii; acTeHist Ta 3-ro CTYIeHs! aHOPEKCis He TOTPeOyIOTh KOPUTYBaHHS JI03H.

Ta6auus 6: Pexomenaauii monao kopekuii 103u npenapartis OHIBAUJI® nernanoBanmii
JinocomajabHuil + 5-®Y/JIB nast 3 — 4-ro cTyneHss TOKCHYHOCTi Y TOMO3MITOTHUX NAII€EHTIB

3a ajgejem UGT1A1*28

Cmyninb mokcuunocmi
(3HaueHHs)
3a NCI CTCAE!

Kopurysanus 1031 OHIBAW/I® nerniasosanuii
JinocomajabHui/5-OY
(111 roMO3UroTHHUX nanieHTiB 3a aneaeM UGT1A1*28 6e3
nonepeaHbLoro 36iabmenns x03u’ 10 70 mr/m?)

To06iuni peaxuii’
cmynens 3 abo 4

He nounHaty HOBHI UK Tepartii 0 3MEHIICHHS TSHKKOCTI HeOakaHuX
SIBUI 10 < 1-TO CTymneHs

3HU3UTH A03Y OHIBAMJT® nermmpoBasuit
Ilepwuii eunadok JinmocoMansHuil 10 43 Mr/m>
Kopurysanns no3u 5-®@VY 3rigHo 3 1ab1. 5

3HU3UTH A03Y OHIBAMJI® nerunpoBanmii
/Jlpyeuit eunaook JinocomanbHuiA 10 35 Mr/m>
Kopurysanns no3u 5-®VY 3rigHo 3 1ad1. 5

3aXBOPHOBAaHHA JICTCHb

Tpemiii sunaook [IpunuHUTH JTiKyBaHHS
AHadisiakTu4yHa . :
. Ilepwuii 6unadok IIpunuHuTH JT1KYBaHHS
peakuis
InTepcruniaabHe . :
P Ilepwuii 6unadok IIpunuHuTH JT1KYBaHHS
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NCI CTCAE = 3aranpHi TepMiHONOTi4YHI KpuTepii Hebakanux siui HarionansHoro inctutyTy paky CIIA, morouna
penaxirisi.

3a BHHATKOM acTeHil Ta aHOPEKCii; acTeHis Ta 3-ro CTYIeHs aHOPEKCist He OTPeOyI0Th KOPUTYBaHHS JI03H.

V pasi migeumenss mosn OHIBAWI® mernmmboBanmii mimocomanbHuii 10 70 Mr/M? Ta XOpOIMIOi MEPEHOCHMOCTi y
HACTYITHUX LMKJIaX JIIKYBaHHS, PEKOMEHI0BaHE KOPUTYBaHHS JI03H 3TiJHO 3 Tabu1. 5.

Ocobnusi kamezopii nayicumis

Iopywenns Gynryii nevinky. Crerianphi gocmimkerns 3 ominka OHIBAM/I® mernmsoBamuii
JIMOCOMalbHUN MpH MOPYIIEHH! (YHKIIT MEYiHKM HEe HPOBOJWIM. 3aCTOCYBaHHs JaHOTO
JiKapchKOTo 3aco0y CITiJl YHHKATH y TMAIl€HTIB 13 piBHEM OumipyOiHy > 2,0 mr/m, abo piBHeM
acniaptatamiHorpancgepasu (ACT) ta ananinaminoTpancdepasu (AJIT) y > 2,5 pa3u BUILUM 32
BMH a6o y > 5 paziB BumuM BMH y pa3i HasgBHOCTI NEYIHKOBUX MeTacTa3 (AMB. pO3ALI
«Oco0aMBOCTI 3aCTOCYBAHHSD»).

Iopywenns gynxyii nupox. Crenianbhi gocmimkenns 3 ouinkn OHIBAMI® nermmsoBamuii
JIMOCOMabHUN MPH MOPYILIEHH! (YHKIIT HUPOK HE MPOBOJAMIM. Y MAI€HTIB 13 MOPYIICHHIM
(GyHKIIT HUPOK BiJl JIETKOTO 0 TOMIPHOTO CTYIEHS TSXKKOCTI KOPHTYBAaHHS JI03M HE MOTpiOHE
(muB. posnin  «®apmakokineTnka»). He pexomenmoBaHo 3actocoByBatn OHIBAMJI®
NErnJbOBaHUM JIIMOCOMAIBHUMN y MALIEHTIB 13 MOPYIIEHHSAM (YHKIII HUPOK TSDKKOTO CTYIEHS
(CLcr < 30 m/xB).

Tayienmu nimuvoco siky. 49,6% mnamientiB y NAPOLI-3 ta 41% y NAPOLI-1, sixi orpumyBanu
OHIBAM® nerunsoBammii minmocomaneHmii, Oymm > 65 pokiB. KopuryamHs no3u He
PEKOMEH/IOBaHE.

Crocib 3acTocyBaHHS

OHIBAM/® nermnboBaHmii  JNOCOMAnbHHI — TPHU3HAYEHMI JUIS  BHYTPIlIHHOBEHHOTO
3acTtocyBaHHA. KOHILIEHTpaT mepes BBEAECHHSAM CIiJ PO3BECTH Ta BUKOPUCTOBYBATH Yy BUIJISAAL
OJTHOKPATHOI BHYTPIIIHROBEHHOI 1HQY31i Bupomorx 90 xBunuH. binbme iHpopmarii HaBeeHO B
nigpo3aim «[IpurotyBanHs Ta BBEACHHS JUCTIEPCIi».

Ipucomysanns ma esedennss Oucnepcii. OHIBAMJI® mnermnpoBaHmii  JTiMOCOMAanbHUIA
MOCTAYaE€ThCS Y BUTTISAL CTEPUIIBHOI JIIITOCOMaIbHOI Iucrepcii B KoHueHTpaiii 4,3 Mr/mi i iioro
HEOOXITHO PO3BOIUTH IE€PEe] BBEJCHHSM 3a JIOTIOMOTOIO0 TOJKH Kaimiopom He Oinbire 21.
[Tpenapat po3BoasATh 5%-UM PO3UMHOM TIJIFOKO3U /IS 1H €KI[i a00 pO3YMHOM HATpil0 XJIOPUIY
9mr/mn (0,9%) nns iH’ekUid AN TPUTOTYBAaHHS JAWCHepCii BIAMOBIAHOI J03M Tpenapary
OHIBAﬂﬂ® MEeruibOBaHUM JIMOCOMANbHUN, PO3BEIEHOTr0 A0 KiHIeBoro o0’emy 500 mi.
Po3Beneny mucrepcito mepeMimyoTh, 00epekHO nepeBepTaroun (iakoH. Po3BeneHa mucnepcis
NOBHHHA OyTH BiJ MPO30pOro 0 3jerka OUI0ro KoJbopy, abo 3/1erka ONaJIeCIEHTHOIO Ta He
MICTHTH BUAMMHUX 4acTOK. B sikocTi Teparii mepiioi JTiHii JOpOCIuX Malie€HTiB 3 METaCTaTHIHOIO
aJICHOKAPIIMHOMOO TiIUTYHKOBOI 3aJI03H, OHIBAPTI[® [IETMILOBAHUI JTIIOCOMAIIBHUM CIII
BBOJWTH Tepe]] BBEICHHSIM OKCANIUIATUHY, Micias 4oro BBouATh JIB, a motim 5-®Y. s
JIKYBaHHS METAaCTaTUYHOI aJCHOKAPIIMHOMHM ITANIIYHKOBOI 3aJ03W JOPOCHIHMX TAIEHTIB 13
IPOrpecyBaHHAM 3aXBOPIOBAHHsA IICIA Tepamii Ha ocHOBi remuutaGiny, OHIBAMJI®
MerWIbOBaHMH JIITOCOMAaJILHUIN 3aCTOCOBYIOTH nepes BBeaeHHs M JIB, micis doro BBoAsATh 5S-DVY.
OHIBAfII[® MErvJIbOBAaHUH JIIMOCOMATBHUIN HE CIIiJ] BBOAUTU y BUTIISAI OOMIOCHOI iH €Ki 4u
HEPO3BEICHOT UCTIePCii.

Ilig yac mpuroTyBanHs iHdy3ii HeoOXiaHO TOTpUMyBaTHCS acenTHuHuX MeTomuk. OHIBAMI®
HEeTUIbOBAaHUN JTIMOCOMAJIbHUI NPU3HAUYEHUH TUIBKH JUI OJTHOPA30BOT0 3aCTOCYBAHHS.

Crin norpumyBaTHCS 00EpEKHOCTI Il YHUKHEHHS €KCTpaBasallii Ta mepeBipsATH Micie iH’ eKuii
Ha HasABHICTh O3HAK 3alajJeHHA. Y BHUINAJKy €KCTpaBa3allli peKOMEHIYETbCS NIPOMUTH ypaXKeHe
Miciie po3uuHOM Hatpito xiopunry 9 mr/mi (0,9%) nns iv’ekuiit Ta/abo CTEpUIBHOIO BOJIOIO Ta
MIPUKJIIACTH JTiJI.

Jlnist o3HaiOMIIEHHSI 3 YMOBaMU 30epiranHs Micis po3BEACHHS JIIKAPCHKOTO 3ac00y JUB. PO3JILT
«TepMiH mpuaATHOCTI».

HeBukopucranuii mikapcekuii 3acid0 a0o BHUTpaTHI MaTepiadd HEOOXiIHO YTHII3YyBaTH
BIJIITOBITHO 10 MICIIEBOrO 3aKOHOIABCTBA.
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3anobixcui 3ax00u npu NOBOOIHCEHHI 3 TIKAPCLKUM 3Ac000M abO NpU 1i020 3aCMOCYBAHHI
OHIBAM/I® mernipoBaHuii JTiMOCOMANbHHII — LHTOTOKCHYHHH IKapchkuii 3aci6. Ilpu
NOBO/KEHHI 3 TpenapaTtoM abo MpH HWOro 3acTOCyBaHHI PEKOMEHIOBAHO BUKOPUCTOBYBATU
PYKaBHYKH, 3aXHCHI OKYJSIpPH Ta 3aXMCHHH ofsr. BariTHi MemuyHi CHemiagicTd HEe MOBHHHI
PO3BOJUTH YU BBOIUTH OHIBAI?'II[® METHIILOBAHUN JTIIIOCOMAaILHUHN.

imu.
Besneka Ta edekTuBHicTs npenapaTy OHIBAM/I® mernnboBanuii nimocoManbHuid y miTeil Ta
miTiTKiB BikoM < 18 pokiB Hapa3i He BcTaHOBJIEHO. [laHi BiICYTHI.

Ilepeoo3ysanns.

VY KINHIYHAX JOCHTIIHKEHHIX OHIBAPH[® MEeruyibOBaHUH JIMOCOMalbHUN 3aCTOCOBYBaBCS B
no3ax 10 210 Mr/mM? y MalieHTiB i3 pisHUMM BHAAMM 3JIO0SKICHMX IyxiuH. IToGiuHi peakiii y
TaKUX TAIiEHTIB OYyIM AaHaJOTiuyHI THUM, MpO SKi MOBIAOMIISUIOCS TIPH 3aCTOCYBaHHI
PEKOMEHIOBAaHUX /103 Ta PEKUMIB JI03yBaHHSI.

[ToBiomisnocst po Mepeso3yBaHHS HENINMOCOMaIbHUMHU (hOopMaMH IpUHOTEKaHy B J03aX, SIKI
npuOJIM3HO BIIBIYl NEPEBUIYIOTh PEKOMEHIOBaHY TEPANEBTUYHY 103y IPHHOTEKaHY, IO MOXE
MaTH JIeTalbHi Hachiaku. Hail0inpin 3HauHI MOO1YH1 peakiiii, mpo sIKi MOBIAOMIISIIOCS, BKIIOYAIIN
TSDKKY HEUTPOIICHIIO Ta TSDKKY JIiapero.

He icHye BiZOMOro aHTHIOTY HAa BHIANOK Tiepefo3yBaHHs mpemapaToM OHIBAWI®
NEeTWIIBOBAHMH JlimocoManbHIi. HeoOXimHO po3noyaTn MakCUMaIbHO €PEKTHBHY MiATPUMYIOUY
Tepamiio A MOoMepeKeHHs AeTiapartallii yepe3 Jiapero Ta po3MoyaTd JIKyBaHHS OyAb-SKHX
1HQEKIIHHIX YCKIIaIHEHb.

Il06iuni peakuii.

Pesrome npodinro 6e3nexn

OHIBAHIT® necunvosanuii ninocomanvhuii 6 xkombinayii 3 oxcaniniamunom, 5-®@Y ma JIB
(NALIRIFOX):

Hactymui mo6iumi peakmii mnos’ssami i3 3acTocyBammam OHIBAWI® mermiboBaHuii
JTINOCOMAJIBHUMN, SIKMI 3aCTOCOBYBABCs y KOMOiHari1 3 okcaiimiatus/5-OY/JIB, cioctepiranmcs
y 370 mamieHTiB, SIKi MOMEPEAHbO HE OTPUMYBAIU XIMIOTEpalil0 3 MPHUBOLY METAaCTaTUYHOL
aJICHOKApPIIMHOMHM  MIANLTYHKOBOT 3aimo3u. HaiOimpimn  dYacTuMu  TOOIYHUMH — peaKIisiMu
(mommmpenicTh > 20%) Oynu miapes, HynOTa, ONIOBaHHS, 3HM)KCHHS alleTUTY, BTOMA, acTeHid,
HEUTPONEHis,, 3HI)KEHHS KUIBKOCTI HeWTpo¢uaiB Ta aHemis. HalOuibll 9yacTUMM TSKKUMU
noOiYHUMU peakuisMu (> 5% ctynens 3 abo 4) Oynau niapesi, Hy0Ta, OJIOBAaHHS, 3HUKEHHS
ameTUTy, BTOMA, AacTeHis, HEWTPOIICHis, 3HWKCHHS KUIBKOCTI HeWTpodimiB, aHemis Ta
rinokanieMis. HalOinpm gacTumMu cepio3HMMM NOOIYHMMH peakuismMu (= 2%) Oynu aiapes,
HyJ0Ta, OnroBaHHA Ta aeriapartamis. [1o0iuHi peakmii, siki criocTepiraiucsi Ipu 3aCTOCYBaHHI
OHIBAM/® nerwinoBaHumii JTiMOCOMANbHUII i MPU3BETH A0 OCTATOYHOTO TPUIMHEHHS HOTO
3aCTOCYBaHHS, crocrepiramucs y 9,5% mamieHTiB; HAHYACTIMIO IMOOIYHOI0 PEeaKIi€r, M0
npu3Besa 10 MPUITMHEHHS JTIKyBaHHs, OyJia HEUTPOIEHIs.

Yacrora 3umkenHs n03u OHIBAN/® nerunboBanuii HinocoManbHuii uepe3 1moGiuni peaxitii
(He3aJIeXHO BiJ OLIHKU MPUYMHHO-HACTIAKOBOIO 3B'A3KYy) croctepiraiach y 52,4% malli€HTis,;
HayacTIMMH MOOIYHUMHU PeaKIisiMU, 110 NoTpeOyBaau 3HIKEHHS 103U (=5%), Oynu nmiapes,
HYOTa, HEMTPONCHIs Ta 3HIKEHHS KimbKocTi Heitpodimis. 3acrocysammst OHIBAMI®
NETUIILOBAHUN JTIMMOCOMANTLHUHN Yepe3 Mo0IYHI peakiiii 0yo BigkIaaeHo (HE3aJIeKHO BiJl OI[IHKU
MPUYHUHHO-HACIIKOBOTO 3B's3KY) Y 1,9% manieHTiB; HalyacTIIIMMU MOOIYHUMHU peaKLisIMHU, SIK1
notpeOyBaiy NepepuBaHHs, Oy peakiii TinepyyTIMBOCTI Ta peakiii, MoB’s3aHi 3 iH}Y3i€ro,
aKki1 cioctepiranuch y 0,5% maiieHTiB.

OHIBAHIT® necunvosanuii ninocomansuuii 6 kombinayii 3 5-®Y ma JIB:

HaBeneni Hrkue moOivHI peakifii, MOB’sA3aHl i3 3aCTOCYBaHHSIM OHIBAPII[® [IETILOBAHUI
JIMOCOMaNbHUHM, crocTepiragucs y 264 mamieHTiB 3 METacTaTUYHOIO a/ICHOKApIIMHOMOIO
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HiANUTYHKOBOT 3aJ103H, SIKI OTPUMYBAJIH JIIKYBaHHS MiCJIs IPOTrPEeCyBaHHS 3aXBOPIOBaHHS Ha 0asi
Teparii reMIuTaoiny.

Haii6inpm uwacTuMu noGiuuMHE peakuismu (dactota >20%) npu Tepamii OHIBANI®
MEerwIbOBaHUi JinmocomManbanii + S5-OVY/JIB Oynu: niapes, Hyaota, OMtOBaHHS, 3HUKCHHS
ameTUTy, HEUTPONEHis, BTOMA, acTeHis, aHeMis, CTOMAaTUT i mipekcis. Haiilinpm dwactumu
cepio3HMMH MOOIYHMMH  peakuismu  (>2%) 1npum Tepamii mnpemapatom OHIBAMJI®
NEeTWIbOBAaHMN JiMOcOManbHUN Oynu: miapesi, OnroBaHHs, (eOpuibHAa HEUTpOIEHIs, HYAOTa,
MipeKcisl, CeTnCcucC, AeriaparTaris, CENTUIHNI 0K, MTHEBMOHIs, TOCTpa HUPKOBA HEIOCTATHICTB 1
TPOMOOIIMTOTICHIS.

[ToOiyH1 peakuii, sIKI MpU3BENX A0 BIAMIHM JIKyBaHHS, ckiaganu 11% mpu 3acTocoByBaHHI
OHIBAM/I® nerunboBauuii ninmocomansauii + 5-OY/JIB.

HaiuacTime mOBIZOMISUIOCS MPO HACTYMHI TMOOIYHI peakilii, sIKi CHPUYUHUIN BiIMIHY
nikyBaHHs: iH(eKuis Ta iapes — npu 3acrocyBanni OHIBAMJI® nernnsoBanwuii TinocomMansHuit
+ 5-OV/JIB.

[Mepernik MOOIYHUX peaKIIii

[To61uni peakiii Ha OCHOBI JaHUX JOCIIKEHb Ta JIOCBITy MOCTMAPKETHHTOBOTO 3aCTOCYBaHHS.
[oGiuni peakuii, sKi MOXYThb BMHMKATH IIii dac JiKyBaHHs mpemapaTom OHIBAMI®
MEermIbOBAHMH JIIMOCOMAaIBLHUHN, HAaBEIEHO HIDKYE Ta Ki1acu(IKOBaHO 3a KJIacaMH CHCTEM OpraHiB
1 9acTOTOIO X BUHUKHEHHS. B MeXax KOKHOTO KJIaCy CHCTEM OPTaHiB Ta YaCTOTH BUHUKHEHHS
moO1YHI peakIlii mpeacTaBiIeH] B OPSIKY 3HWKEHHS CEpUO3HOCTI. YacToTa BU3HAYAETHCS TAKUM
YuHOM: Ty’ke 9acto (> 1/10); wacro (Bix > 1/100 mo < 1/10); mewacro (Bix > 1/1 000 mo < 1/100),
piako (Big > 1/10 000 mo < 1/1 000)* Ta yactoTa HeBimOMa (HE MOKHA BU3HAYUTH 32 HASBHUMH
JTAaHUMU ).

IHo0iuni peakuii, Mpo sKi MOBIZOMJISUIOCS NPHM 3aCTOCYBaHHI Tepamili mnpemaparoM
OHIBAU/I® nernjiboBaHuii JinocoMaabHUi

Kiac cucremn B xomoOinamii 3 B xomoOinanii 3 5-®Y/JIB (y
oprasis, yactora* okcagimiaTunoM/S5-®Y/JIB (y NAPOLI-1 ta
NAPOLI-3) NMOCTMAPKETUHIOBUI 10CBI/

3aCTOCYBAHHS )

Indexuii Ta inBasii

Yacto cencuc, iH(eKIiss CCUOBUBITHUX | CENTUYHHIA IIOK, CETICHUC,
NUISIX1B, KAHIUA03HA 1HDEKITis, MTHEBMOHIs1, peOpupHa
Ha30(apuHTIT HEHTpOIIeHis, raCTPOSHTEPHT,
OpaJIbHUM KaHJW103
Heuacro JTUBEPTUKYJIT, THEBMOHIS, OimiapHuii cencuc

aHanbHUH abcuec, pedpunbHa
iH(eKIIis, TaCTPOCHTEPUT,
iH(eKIIis cTU30BO1 00OJIOHKH,
rpuOKoBa iH(EKIis pOTOBOI
NOPOXKHUHH, KJIIOCTpUAiaIbHA
iH(eKIIis,, KOH IOHKTHBIT,
bypyHKII, IPOCTHH reprec,
JIAPUHTIT, MAPOJAOHTHT,
IYCTYJIbO3HUI BHCHUII, CHHYCHT,
iH}ekmis 3y0iB,
BYJIbBOBAariHaJbHUN MIKO3

HoBoyTBOpeHHs1 100POSIKiCHI, 3JI05IKiCHI Ta HeBU3HAYeHI (BKJIKYAKYHU KiCTH TA NOJiNH)

Heuwacto ‘ MIePUTYMOpaTbHUN HAOPSK ‘
3 0oky cucTeMH KpOBi Ta JiMpaTHYHOI CHCTEeMHU
Hyxe yacTto aHeMis, HSUTPOTIeHis, HEUTpPONEHis, IEHKOTIEHIs, aHeMisl,

TPOMOOIIUTONIEHIS TPOMOOIIUTONIEHIS
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Yacro (beOpuibHa HEHTpOTIEH s, JTimdorneHis
JIeHKOTIeHisI, TiMQoreHis
Heuacto MAaHIIUTOICHISI, TEMOJIITHYHA
aHemis
3 6oky iMmyHHOI cucTeMH
Heuacto TIepYyTIMBICTD TIepYyTIMBICTh

YacroTa HEBiZOMA

aHa(dimakTuuHI/aHADTAKTOITHI
peaxilii, aHTIOHEBPOTUYHUN HAOPSK

3 0oky MeTa001i3My Ta 00MIHY pe40BHH

Hyxe yacTto rinoKaieMisi, 3HUKCHHSI alleTUTY | TIMOKallieMisl, TiIlTOMarHieMis,
JIeriaparaiisi, SHUKEHHS alleTUTY
YacTto JIeT1IpaTailis, TiHoHaTpieMis, TiMOrIiKeMis, TiMOHATPIEMIS,
rinogocdaremis, rimomaraiemisi, | rimodgocdaremist
rinoaybOyMiHemis,
TIIOKAIBIIIEMIA
Heuacto MOPYIIEHHS €JIEKTPOJIITHOTO
OanmaHcCy, TinepKajbIlieMis,
3aru0elb KIITHH, TIHOXJIOpeMis,
nojiarpa, Tinepriikemis,
rinepkamiemisi, IeQinuT 3amisa,
MOPYUICHHS Xap4yBaHHS
3 00Ky ncuxikm
YacTto 0€3COHHS
Heuacto 0€3COHHS, CIUTYTaHICTh
CBIJIOMOCTI, JIeTIpecisi, HEBpO3
3 00Ky HepBOBOI CHCTEMH
[yxe dacto nepudepuyHa Hepomnaris, 3aI1aMOpPOYEHHS
JIMCTEB31s, mapecTesis
Yacro TpPEeMOp, HEHPOTOKCUYHICTB, XOJIHEePTIYHUN CHHIPOM, AUCTEB3is
JIN3eCTe31s, XOJMIHePTTUHUMA
CUHAPOM, TOJIOBHHH O1JTb,
3araMOpOYCHHS
Hewacro KOHBYJIbCIii, KDOBOBHJIUB Y MO30K,

nepeOpanbHas imemis,
IIIeMIYHHIA 1HCYJIBT, BTpaTa
HIOXY, areB3isi, MOPYIICHHS
piBHOBard, TinepcomHis,
rinoecresis, IHTENEeKTyalbHi
MOPYUICHHS, JIETapTis,
MOPYIIEHHS aM'sITi, MPECciHKoIe,
CIHKOIIe, TPaH3UTOPHA iIIeMiYHa
aTaka

3 6oky oprauiB 30py

Yacrto

HEYITKICTh 30pYy

Heuacto

MOJpPa3HEHHS 04YEH, 3HIKEHHS
TOCTPOTH 30py

3 00Ky opraHiB ¢JIyXy Ta BeCTHOYJISIPHOIO anapary

Heuacto \ BEPTUTO
3 00Ky cepus
YacTto Taxikapis TiIOTeH3is
Heuacto CTEHOKApP/isl, TOCTPHUH 1H(DAPKT
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MiOKap/ia, HaJbIIiTaIlis

3 0OKY CYIMHHOI CHCTEeMU

Yacro apTepiajibHa T1IIOTeH31s, JIeTeHeBa eMOOTis,
TpoMOOEeMOOITIYHI BUIIAJAKH TpoMOOEeMOOITIYHI BUIAJAKH
Heuacro apTepiaibHa TimepTeH3is,

nepuepuuHHIN X001,
remMatoma, Qiuedirt

3 Goky pecnipaTopHoi

CHCTEMHU, OPTaHiB I'PYAHOI KJIITKH Ta cepeI0CTiHHS

YacTto JIereHeBa eM00JIisl, TUKaBKa, 3auIIKa, TuchOoHIs
3aIMIIIKa, HOCOBA KPOBOTEUA
Heuacto O1Th Y HOCOTJIOTIII, Kalllelb, TIIOKCIs, IHTEPCTHUITIATIEHE

rirnepokcis, 3anajeHHs CIU30BOT
000JI0OHKH HOCa, aTeIeKTa3,
JuchOHIsl, MTHEBMOHIT

3aXBOPIOBAHHS JIETCHb (BKIIIOYAIOYN
ITHEBMOHIT)

3 00Ky HIIITYHKOBO-KMIIKOBOT0 TPAKTY

[yxe gacto

Jiapesi, Hy/10Ta, OJFOBaHHS,
01116/ mucKOMGOpPT B
a0IOMIHAJBHIN IIISHII,
CTOMATHT

niapesi, OJIFOBaHHS, HYI0Ta, OiTh B
a0oOMIHAJIBHIN JUISHIN, CTOMATHT

Yacto

KOJIIT, EHTEPOKOJIIT, 3a110p,
CYXICTb B POTi, METEOPHU3M,
3IyTTS )KUBOTA, TUCTIETICIS,
ractpoe3odareanbHa pedroKcHa
XBOpoOa, reMopoit, aucdaris

KOJIIT, TeMOPO

Heuacto

IITYHKOBO-KHIIKOBA
TOKCHUYHICTh, HEMIPOXI1THICTh
JIBAHAALSATHIIANO] KHIIKH,
aHaJbHE HETPUMAaHHA, aTO3HA
BUpAa3Ka, opajbHa JU3ecTesis,
O1Tb B POTOBIH MOPOKHUHI,
ypaKeHHS S3UKa, aHaJIbHA
TpIlIMHA, aHTYJISIPHUAN XEHITIT,
JUCXe3is, mapecTesiss pOTOBOi
MIOPOXKHHUHH, Kapiec 3y0iB,
BIJIPIDKKA, IUTYHKOBHIA PO3JIa,
TacTPUT, YPaXKCHHS SICEH, OUTb Y
SCHax, reMaToxesis, Tinepectesis
3y0iB, MapaTiTHYHA KAIIIKOBA
HEMPOXIiIHICTh, HAOPSK TYOH,
BHUpAa3Ka pOTOBOI [IOPOKHUHH,
e30(areabHUIA CIIa3M,
3aXBOPIOBaHHS MAPOJIOHTY,
PEKTaIbHUI KPOBOBHJIHB

e30¢arit, IPOKTUT

3 0oky renaro0ijiapHoOi cucTeMH

YacTto rinepOiutipybiHemis rinoaJibOyMiHEeMist
Heuacro XOJIAHT1T, TOKCHYHHH T'€IaTHT,
X0JIECTa3, MEYIHKOBHI IIUTOIII3
3 00Ky HIKIpU Ta NIAMKIPHOI KJIITKOBUHU
Jlyxe gacto ajoneris ajoneris
Yacrto CYXICTh HIKipHU, CHHAPOM cBepOiK

JIOJIOHHO-I1I0IIIOBHOT
CPUTPOIU3ECTE311, BUCHUIIAHHS,




21

rineprirMeHTalis mKipu

Heuacto

cBepOIXK, Tinepripos, Oyap03HUI
JI€PMATHUT, T€HEpaI130BaHUN
exc(homaTuBHUN JepMaTuT,
epuTemMa, TOKCHYHICTh HITTbOBOI
IUTaCTUHM, TaIlyJia, nerexis,
rcopias, Yy TJIMBICTh LIKIPH,
excomiarist MKipyu, ypaskeHHs
IIKipH, TEICaHT10eKTa3is,
KpOIMB’ IHKA

KPOITUB’ IHKA, BUCUTIAHHS, 3MiHA
3a0apBIIEHHS HII'TIB

Yacrora HEBigOMA

epureMa

3 00Ky ONIOPHO-PYXOBOI CHCTEMH TA CIIOJYYHOI TKAHMHH

YacTto M’s130Ba CJIa0KICTh, MiaJris,
M’SI30B1 CIa3MH
Heuacto apTpanris, Ok y CriMHi, OUTb y

KicTKaxX, OUTh y KiHIIIBKaX,
MOJIAPTPUT

3 00Ky HUPOK TAa CEYOBUBITHUX HLISIXiB

Yacto

TOCTpE YPAKEHHSI HUPOK

rocTpa HUPKOBA HEJOCTATHICTh

Heuacto

nopyuieHHs1 QyHKIII{ HUPOK,
HUPKOBA HEJIOCTATHICTh, IU3YDi,
npoTeinypis

3 00Ky penpoayKTHBHOI CHCTEMH TA MOJOYHHX 327103

Heuacto

‘ BYJIbBOBAriHaJbHA CyXICTh

3araJjibHi po3Jiaau Ta peaxkuii B Micili BBeJIeHHs

Iyxe gacTto aCTEHI1s1, 3aMaJICHHsI CIIM30BUX nipekcis, nepudepuaHuii HaObpsIK,
000JIOHOK 3arajieHHs CIM30BUX 000JIOHOK,
acTeHis
Yacrto nipekcis, HaOpsiK, 03HOO peaxiisi, moB’si3aHa 3 iHdy3i€ro,
HaOPsIK
Heuacto HE31YyKaHHs, 3araJIbHE

MOTIPIIEHHS CTaHy 37]0pOB’,
3arajieHHsl, MoJIiopraHHa
HEJIOCTATHICTh, TPUIIONOII0HE
3aXBOPIOBaHHS, HEKapIiaIbHUI
OUTh y TPYAsIX, TAXBOBUM O17Ib,
OB y TPYZsIX, TinoTepMisi, OiJb,
HaOpsK 00JIMYYs, TEeMIIEpaTypHa
IHTOJIEPAaHTHICTh, KCEPO3

Pe3yabTaTn Ja00paTOPHUX J0CTITKEHD

Hyxe gacto 3HMKEHHSI MacH Tijia 3HMKEHHS] MacH Tijia
Yacrto MiJBUIICHHS PiBHS TpaHCaMiHa3 | MiJBUIICHHS piBHA OinipyOiHy,
(AJIT Ta ACT), niaBUILEHHS M1JBUIIECHHS P1BHS TpaHCaMiHa3
piBHS Jy>kHOI (pocdarazu B (AJIT Ta ACT), 3011bI1I€HHS
KPOBI, ITiIBUIIICHHS TaMMa- MDKHapOJHOT'O HOPMaTi30BaHOTO
riyTaminrpancdepasu, KoedilieHTa
MJBUIIECHHS PIBHS KpEaTHUHIHY B
KpOBI
Heuacto 30UTbIIIEHHS MI>)KHAPOIHOTO

HOpMaJi30BaHOTO Koe(illieHTa,
3HWKCHHS PiBHS 3arajIbHOTO
0151Ka, 3HIYKEHHS] HUPKOBOTO
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KJIIPEHCY KpeaTuHiHy,
noaosxeHHs QT-iHTepBaTy Ha
EKT', 3011bI11€HHS KITBKOCTI
MOHOIIUTIB, TiBUIIIEHHS PiBHS
TpomoHiHy I

TpaBMu, OTPYEHHS Ta NPOLEAYPHi YCKIATHEHHS

Yacrto | peaxrtii, moB’si3ani 3 iHdys3iero |

* V nocnimxenni NAPOLI-1 pinxi Bumagky He MOXKyTh OyTH BU3HA4EHI Yepe3 HEeBEeIHUKHUIl po3Mip BUOIpKH

Onuc AesiKuX NO0IYHUX peaKiin

Mienocynpecis.

OHIBAHIT® necunvosanuii ninocomanvhuii 6 kombinayii 3 oxcaniniamunom, 5-@Y ma JIB:
JeTANPHUMHU BUMNaAKaMu Oynu (eOpuibHa HEUTpormeHiss ab0 MAHIMTOICHIS, KOXHA 3 SKHX
BuHMKIa y 0,3% manienTis, siki orpumyBanu NALIRIFOX.

OHIBAHUT® necunvoganuii ninocomanvhuii 6 xombinayii 3 5-®Y ma JIB: Miemocynpecis
(HeHTpoIeHisA/IeHKOMEeHis, TPOMOOIIUTONEHIS Ta aHeMist) Oya GLIbII YaCTOIO B TPYII MAIEHTIB,
ski 3actocoByBama OHIBANMJI® mnermmboBanmii mimocomanshmii + 5-OY/JIB mopiBHSHO 3
KOHTPOJIBHOIO TPYIIOI0, 110 oTpuMyBana 5-OVY/JIB.

Hetimponenis/netikonenis.

OHIBAHIT® necunvosanuii ninocomanvuuii 6 xombinayii 3 oxcaninaamunom, 5-@Y ma JIB:
neiikoneHist 3 abo 4 crynens cnocrepiranacs y 0,8% nariienris, ki orpumyBain NALIRIFOX.
Y NAPOLI-3, B sxomy mnopiBmioBamn OHIBAM/I® mnermnpoBaHuii JTiMmocoMaibHHIl ILTIOC
okcamimatis/5-OY/JIB (NALIRIFOX) 3 remuuTtabinom miroc HaO-makiitakcen (Gem+NabP),
BUIIIa YacTOTa HEUTpoIeHii crocrepiranacsk B rpyni Gem+NabP. Heiitponenist 3 a6o 4 crynens,
3HIKEHHSI KUTBKOCTI HEUTpodimiB 1 ¢peOpripHa HeWTponeHis crocrepiramucs y 14,1%, 9,7% i
1,9% namnienTis, siki orpumyBaiu NALIRIFOX.

OHIBAHIT®  necunvosanuii  ninocomanvhuti 6  xombinayii 3 5-®Y  ma  JIB:
HEUTponeHis/neiikonenia Oyna HaWOLIBII MOMITHUM BaXKIMBUM MPOSBOM TI'eMaTOJIOTIYHOI
ToKCHYHOCTI. HeliTporieHist > 3-ro cTyneHs TSHKKOCTI YacTille criocTepiranacs y MalieHTiB, sKi
orpumysamn OHIBAM/I® merunsoBanmii minmocomanshuii + 5-®Y/JIB (27,4%), mopiBHSHO 3
TaMH, sKi JikyBaimcs S-OVY/JIB (1,5%). HelitponeHiyHa JMXOMAaHKa/CENCHC dYacTille
crocTepiraucs y XBopuX, sAKi 3actocoyBamn OHIBAWJI® merminoBaHumii nmimocoManmpHmii +
5-OV/JIB (y 4 mamienriB; 3,4%), TOPIBHSIHO 3 KOHTPOJBHOIO TPYIIOI0, IO 3aCTOCOBYBalia
5-®VY/JIB (y 1 nauienTta; 0,7%). CepenHiii yac MakCHUMaJbHOTO 3HM)KEHHS PiBHS HEUTpo(iiiB
Ui > 3-ro CTymeHs HeltporeHii craHoBuTh 23 nHi (miamasoH — Big 8 mo 104) micus
3acTocyBanHs nepmoi 1o3u OHIBAI/[® nerunsoBanuii TinocoManbHHMiA.

TpomboyumoneHis.

OHIBAHIT® necunvosanuii ninocomanvuuii 6 xombinayii 3 oxcaninaamunom, 5-@Y ma JIB:
TpombonmroneHis 3 abo 4 crymeHs cnocrepiramacst y 0,5% marmieHTiB, SKi OTPUMYBaIH
NALIRIFOX.

OHIBAMT® nezunvosanuii ninocomanvuuii 6 kombinayii 3 5-®Y ma JIB: TpoMOOIMTONEHis
>3-r0 CTyHeHs TSKKOCTI BUHMKana y 2,6% mamienTiB, ski orpumysamn OHIBAWI®
NETHIILOBaHMH JinocoManbamii + 5-DY/JIB, Ta 0% THX, mo JgikyBamucs 5-OVY/JIB.

Anemis.

OHIBAHIT® necunvosanuii ninocomanvhuii 6 kombinayii 3 oxcaniniamunom, 5-@Y ma JIB:
aHeMist 3 abo 4 ctynens crocrepiranacs y 7,3% mnarieHris, ski orpuMmyBanu NALIRIFOX.
OHIBAMT® neaunvosanuii ninocomanvhuii 6 kombinayii 3 5-@Y ma JIB: anemis > 3-ro CTyneHs
TsoKKOCTI BuHMKana y 10,3% manientiB rpymu OHIBAW/I® merunboBanuii minocoManbHuil +
5-®VY/JIB, Ta'y 6,7% mnarmieHris, sSiKi oTpuMyBaI JIikyBaHHs 5-DVY/JIB.

L'ocmpa nupkoea nedocmammuicme.

OHIBAHIT® necunvosanuii ninocomanvhuii 6 kombinayii 3 oxcaniniamunom, 5-@Y ma JIB: B
NAPOLI-3 nopymenHs ¢yHkuii Hupok crnoctepiragock y 0,3% mnamientiB 1 O6yno 3 abo 4
CTYIIEHSl, HUPKOBA HEJOCTaTHICTh 1-4 crymens cnoctepiranack y 0,5% mnamieHTiB, cepes HUX
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0,3% - 3 abo 4 crymeHs, TOCTpe ypakeHHs HUpPOK 1-4 crymens cnocrepiramock y 1,1%
nanieHris, cepeq Hux 0,8% - 3 abo 4 crymeHs y mamieHTiB, ki oTpumyBanu NALIRIFOX.
[TigBuieHHs piBHS KpeaTuHiHYy B KpoBi 1-4 cTymens cmocrepiranack y 1,4% mnaiiieHTiB, cepen
Hux 0,3% - 3 abo 4 cTymneHs, 3HWKEHHS HUPKOBOIO KJIpeHCy KpeaTwHiHy | abo 2 cTymeHs
cnoctepiranock y 0,3% mauientis, ski orpumyBanu NALIRIFOX. ByB ogun Bunanox (0,3%)
HUPKOBO1 HEJOCTATHOCTI 3 JieTalbHUM Hacaiakom y rpymi NALIRIFOX.

OHIBAHIT® nezunvosanuii ninocomanvhuti 6 xombinayii 3 5-@Y ma JIB: 8 NAPOLI-1
nopymieHHs1 (PYHKIIT HAPOK Ta TOCTpa HUPKOBA HEIOCTATHICTh 3a3BHYA CIIOCTEPITAIHCS Y
NAIi€HTIB 31 3MEHLICHHAM 00’eMy MDKKIITHHHOI DPITUHM Yepe3 HyNOTy/ONmoBaHHS Ta/abo
niapero. 'octpa HupkoBa HemocTaTHICTH Mana micue y 6 31 117 mamientiB (5,1%) rpynu
OHIBAN/I® nerunboBauuii nimocomansauii + 5-OY/JIB.

Hiapes ma nog’sazamui 3 Helo noOIYHI peaxyii.

OHIBAHIT® necunvosanuii ninocomanvruii 6 kombinayii 3 oxcaniniamunom, 5-@Y ma JIB: B
NAPOLI-3 y rpyni NALIRIFOX crnocTepiranacek BHIlla 4acTOTa Jliapei BCiX CTYIEHIB, a TAKOXK 3
abo 4 crynens. [liapes 1-4 crymens cmocrepiranace y 64,3% mnarienris, a aiapes 3 abo 4
ctynens - y 19,5% nauienris, ski orpumyBain NALIRIFOX. V namientiB rpynu NALIRIFOX,
CHOCTepirajgucs Taki XOJIHEpPriyHi peakiii, Ik pUHIT, pUHOpEs], TiePCEeKPelist CIUHU, TPUIHBH,
MPUJIMBY jKapy Ta MiABHUILEHA CIbO30Teya.

OHIBAHIT® nezunvosanuii ninocomanvruii 6 kombinayii 3 5-®@Y ma JIB: y NAPOLI-1 niapes 3
a60o 4 cTymens croctepiranach y 12,8% mnamienTis, sxi orpumysans OHIBAMJI® nerumsopanuit
ninocomanbauii + 5-OVY/JIB. Jlnsg narienTiB, y sSIKHX BUHUKAla BiICTPOYCHA diapesi, CepemHin
yac 70 ii MoYaTKy CKJIanaB § AHIB 3 MOMEHTY 3aCTOCYBAaHHS TOMEPEIHBOI JO3HM MperapaTry
OHIBAM/I® nerunsosauuii ninmocomMaibuuil. PanHs miapes po3BHBanacs IepeBaXKHO IIPOTATOM
<24 roauH TicIs BBEJICHHS 03U Ta 3a3BUYail MUHana. PaHHS miapest MOXe CYNpPOBOIKYBATHCS
XOJIHEPTIYHAMH CUMIOTOMAMHU, SIKI MOXYTh BKJIIOYATH DPHHIT, IiJBHUIIEHE CIMHOBHIIJICHHSI,
NPWINBH, TIJIBUIICHE TOTOBUIUICHHS, OpaauKapAiro, Mio3 1 TiMEpIepHCTANbTUKY, IO MOXE
CIOPUYMHUTH abJOMiHaNbHI cria3Mu. PanHa niapes BuHUKana y 29,9% naiieHTiB, a XOJIiHEPrivHI
nonii — y 3,4% mnauientis, ski orpumyBamy OHIBAW® nermnpoBamuii mimocomambHuii +
5-OV/JIB.

Peaxuyis, no¢’azana 3 ingysicio.

OHIBAHIT® nezcunvosanuii ninocomanshutl 6 kombinayii 3 oxcaniniamunom, 5-®Y ma JIB: B
NAPOLI-3 peakuis, moB’si3ana 3 iH]y3i€to, crocrepiranacek y 1,4% mamienTis, siKi OTpUMYBaJIH
NALIRIFOX i i peakuii Oysu jerki abo nomipHi (1 abo 2 crynens).

OHIBAMT® neaunvosanuii ninocomanvhuti 6 xombinayii 3 5-®Y ma JIB: 8 NAPOLI-1 mpo
rocTpi iHdy3ilini peakwii mosizommsnocs y 6,8% manientisrpymn OHIBAWMI® nermisosanuit
ainocoManbHuit + 5-OVY/JIB.

IH11i 0cO0IMBI TPYIU NAIIEHTIB

Iayienmu 1imnb020 8iKY.

3aranoM HE MOBIAOMIISLIOCS TMPO 3HAYYIN KIIIHIYHI BiIMIHHOCTI 3 O€3MEKM MIX MallieHTaMu
BIKOM > 65 poKiB Ta < 65 pOKiB.

OHIBAHIT® necunvosanuii ninocomanvuuii 6 xombinayii 3 okcaniniamunom, 5-®@Y ma JIB: y
NAPOLI-3 cepenniii Bik cTaHoBUB 65 pokiB (mianma3zon Bix 20 mo 85), 50,1% mnamienTiB Oymu
BIKOM IIOHaiMeHmIe 65 pokis, a 6,9% — > 75 pokiB. JlaHi 3 6e3MeKkH 3a BIKOBUMHU I'pyHaMu
Bianosinanu ganum rpynu NALIRIFOX y 3aranpHii momyJsitii.

OHIBAHUIT® necumvosanuii ninocomanvhuti 6 xombinayii 3 5-®@Y ma JIB: y NAPOLI-1
crioctepiranacs OuIbllIa YacTOTa MPUIMHEHHS JIIKYBaHHS y Malll€HTIB MIXK > 65 Ta < 65 pokamu,
ki orpumysamn OHIBAW® merunmboBammii jnimocomansumii + 5-®OY/JIB (14,8% Tta 7,9%
BIJIMIOBITHO), 1 B JICIKUX BHITAJKax MOOIYHI peakiii He MuHAMU. [100i4HI peakii 3-To CTymeHs
abo BuIIEe Ta cepio3Hi MOOIUHI peakilii, MOB’sA3aHi 3 JIKyBaHHSIM, OyJH YACTIIIMMH y TMAalli€HTIB
BikoM < 65 pokiB (84,1% Tta 50,8%) mopiBHSHO 3 TamieHTaMH BiKOM > 65 pokiB (68,5% Ta
44,4%). | HaBmaku, y JOCTIIKEHHI aJICHOKAPIIMHOMU MiANUTYHKOBOI 3aJI03H, Y MAalli€HTIB BIKOM
>75 pokiB (n=12) wacrime cHocrepiramucs CcephHo3HI NOOIYHI peakilii, BiACTPOUYCHHS
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3aCTOCYBaHHS, 3MEHILIIEHHS TO3H Ta MPUIIMHEHHS JIIKyBaHHS MOPIBHSAHO 3 NallieHTaMH BiKoM < 75
pokis (n=105) mix uac mikysaums OHIBAM/I® nerunsosanmuii mimocomanbuuii + 5-DY/JIB.
Asiamcoka nonynayis. B NAPOLI-1 nopiBHSHO 3 Maii€eHTaMu €BPOIEOiNHOI pacH, y MAIli€HTIiB
a31iicbKOro TOXOJKEHHsI criocTepirainocst MeHIe Bunaakis aiapei [y 14 (19,2%) 13 73 nauieHTiB
eBporeoinnoi pacu Ta y 1 3 33 (3,3%) marieHTiB a31iiChKOT0 MOXOHKEHHS CIIOCTepiranacs aiapes
> 3-ro cTyneHs], ajie OLIbIINE BUMAIKIB Ta OUIBII TSHKKHK CTYIIHBb TSDKKOCTI HEHTporeHii. Y
nauientis, ski orpumysamn OHIBAV/I® nermnsoBanumii ninmocomansauii + 5-®Y/JIB, yactoTa
HeUTporeHii > 3 cTyneHs Oyja BHINOK cepejl MAIleHTIB a3iichbkoro moxompkeHHs (18 i3 33;
55%) mnopiBHsSHO 3 mamieHTamu e€BporeoigHoi pacu (13 13 73; 18%). Heiirponeniuna
JMXOMaHKa/HEHTPONEHIYHUN CeTICUC criocTepiranucs y 6% mnalieHTiB a3iichbKOro MOXOIKEeHHS
nopiBHsSHO 3 1% Takux eBpomeoigHoi pacu. lLle y3romKyeTbcs 3 HOMyISIIHHUM
(dhapMaKOKIHETUYHUM aHAJII30M, KU MMPOJEMOHCTPYBAB HIKIY KOHIICHTPAIIIO IpHHOTEKaHy Ta
BUIIY KOHIICHTPAIIIIO0 HOro akTUBHOTO MeTabomiTy SN-38 y mamieHTiB a3iiChKOTO MOXOKCHHS,
HDXK y MAIIEATIB €EBPOIICOiTHOT paCH.

Hayicumu 3 nopywiennam @yukyii newinky. B X0l KIIHIYHUX JOCTIIKEHb 1O BUBYCHHIO
HEJTIMOCOMAIbHUX (DOPM 1pHHOTEKaHY MPHU 3aCTOCYBAaHHI 33 THKHEBOIO CXEMOIO 3aCTOCYBAaHHS, Y
NAI€HTIB 13 MOMIPHO MiJBUIIEHUM BUXIJHUM piBHEM 3arajbHOro OiipyOiHy CHpPOBAaTKH KPOBI
(1,0 — 2,0 mr/nmm) MOBIpHICTh BUHUKHEHHSI HEUTPOIICHIT MEePIIOro MUKy 3-ro abo 4-r0 CTymneHs
TSDKKOCTI OyJia 3Ha4HO OUIBIIOIO MOPIBHSAHO 3 MAalli€EHTaMH, y SKUX BUXITHUH piBeHb OinipyOiHy
o0y menmie 1,0 mr/m.

Hayienmu comosucomni 3a anerem UGTIAI. Ocobu 3 TOMO3UIOTHICTIO 7/7 3a anenem
UGT1A1*28 wmaroTh MiIBHIICHUA PHU3HK PO3BUTKY HEUTPOIICHII Yepe3 3acTOCYyBaHHS
HeninocomansHuX ¢opMm ipuHorekany. B NAPOLI-1 wacrora HeifrpomeHii > 3-ro crymneHs
TSOKKOCT1 y Takux mauieHTiB (2 13 7; 28,6%) Oyna aHANOTI4YHOIO MOKAa3HUKY Y HETOMO3UTOTHHX
nauientis 3a anenem UGTIA1%28, sxi oTpumyBanu modaTkoBy 103y npemapaty OHIBAMJT®
TnerunboBaHuii minocomanshuit 70 Mr/m? (30 31 110; 27,3%) (nuB. po3ain «DapMakoauHaMiKay).
Le cnoctepexxenns He oninoBanocs B NAPOLI-3.

Hayienmu 3i 3nuocenoro macoio mina (indexc macu mina < 18,5 me/m?). Y NAPOLI-1 y 5 3 8
MAIliEHTIB 31 3HI)KEHOIO Barow crocrepiraigucs mnoOiyHi peakmii 3-ro abo 4-ro CTymeHs,
nepeBakHo Mienocympecis. Y 7 i3 8 BumajikiB Oyna moTpiOHAa KOpeKIis 103U (BiICTPOYCHHS,
3MEHILIEHHS JI03W 4YM TPHUIMHEHHS 3aCTOCYBaHHsA Tmpemapary (auB. po3ain «OcoOnmBOCTI
3acTocyBaHHs»)). Lle cnocrepexenns ne omintoBasiocsi B NAPOLI-3.

[ToBigoMyeHHs Mpo migo3proBaHi moOivyHi peakiii. [TloBizomnenHs mpo moOiuHi peakmii micis
peecTparii JikapchKoro 3aco0y Mae BayJInBe 3HaueHHs. Lle mae 3Mory mpoBOAMTH MOHITOPHHT
CHIBBIIHOIIIEHHSI KOPUCTH/PU3UK MPHU 3aCTOCYBaHHI LIHOTO JIKapChKOTro 3acol0y. MenuyHum Ta
(dapMaleBTHYHUM TpaIliBHUKAM, a TAaKOX MaIli€eHTaM a00 IXHIM 3aKOHHUM TIPEJCTABHUKAM CIIiJ]
MOBIAOMJISTH MPO yCi BUMAIKU MiA03PIOBAHUX MOOIYHUX peakiliid Ta BiICYTHOCTI e(pEeKTUBHOCTI
JIKapChKOTO 3aco0y uepe3 aBTOMATH30BaHY iH(OpMaIiiiHy cucreMy 3 (apMaKOHAINISAIy 32
nocunanHsaM: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi.

HeBinkymnopenuit ¢rakoH. 3 poKH.

[Ticns po3BeneHHs. XiMiuHy Ta (i3UUHY CTaOUIBHICTH PO3BEACHOI Aucmepcii ans iHy3ii O0yio
nposeMOHCTpoBaHO mpu Temmeparypi 15°C — 25°C mporsirom mepiogy a0 6 romuH abo B
xonoauibHUKY (2°C — 8°C) BIpooBx He Oinblne HiX 24 roauH. [3 MikpoO10JOTIYHOTO MOTISALY
npenapar CIiJ BHKOPHCTaTH HeraiHo. SIkmo mnpemapaT He Oylno 3acTOCOBAaHO HeETalHO,
BiJIMOBIAANLHICTh 32 YMOBH Ta TPUBATICTh 30€piraHHs HEeCe KOPUCTYBaY.

YmoBu 30epiranns.

36epiratu B xonoamnbHHUKY (2°C — 8°C). He 3amopoxkyBaTu. 30epiratu (piakoH y 30BHINIHIN
KapTOHHIN yIMaKOBIIi JIUIs 3aXUCTY Bij CBiTaa. 30epiraTi y HEIOCTYITHOMY JAJIsl AITE€H MICIIL.
YMoBu 30epiranHs npenapaty miclist pO3BEIACHHS AUB. PO3/iT « TepMiH IPUAATHOCTI».
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HecymicHicTb.
OHIBAM/I® nerunsoBaHMil JHIMOCOMANbHHII HE CIIif 3MINIYBaTH OJHOYACHO 3 IHIIUMH
JIKapChbKUMU 3ac00aMHM, OKpIM THX 110 3a3Ha4eHo y «[IpuroryBaHHs Ta BBEICHHS JUCTIEPCIiy».

Ynakoska.

ITo 10 mn y naxoni; mo 1 hmakoHy B KOpoO1i 3 KapTOHY;

mo 10 mn y ¢makoni; mo 1 ¢rakoHy B CTaHIAPTHO-€KCHOPTHIM YITAKOBII, SIKA MICTHUTBCS Y
KapTOHHIM KOpoOLi 3 MapKyBaHHSIM YKPaiHCBKOIO MOBOIO 3 IHCTPYKLIEIO UISI MEIHUYHOTO
3aCTOCYBaHHS,

no 10 M y dnaxoni; o 1 ¢haakoHy y KapTOHHIM KOPOOII 31 CTIKEPOM YKPaTHCHKOIO MOBOIO.

Kareropis Bianycky.
3a peuenrtom.

BupoOuuk.
JlaGopatopii CepB’e Innactpi/Les Laboratoires Servier Industrie.

Micue3HaxoqxeHHs BHPOOHHKA TA ajpeca Miclsi NPOBaJKeHHs HOro AislJIbHOCTI.
905 pyt ae Capan, 45520 XKini, @paniiss/905 route de Saran, 45520 Gidy, France.

Bupoonuk.
Incen ®apma biotex/ Ipsen Pharma Biotech.

Micue3HaxoaxeHHsI BHPOOHHKA TA ajpeca Miclsi NPOBaJKeHHs HOro AislJIbHOCTI.
[Tapk n'akriBiTe ato [Tnato ne Cinb, lllemin nenaprementans Ne 402, CIHb, 83870, ®pantris/
Parc d'Activites du Plateau de Signes, Chemin departemental N° 402, SIGNES, 83870, France.

3asiBHUK.
Jle JTabopatyap Ceps’e/Les Laboratoires Servier.

Micue3Haxoa:KeHHsI 3asiBHHKA.
50, pro Kapno, 92284 Cropen Cenexc, @paniis/50, rue Carnot, 92284 Suresnes Cedex, France.

Jns otpumanHs Oynb-skoi iH(pOpMalii 010 JIKApCHKOro 3aco0y MPOCHUMO 3BEpTATUCS 0
TOB «Ceps’e Ykpaina» 3a ten. (044) 490 3441.

[arta ocrannboro neperJsiay. 18.08.2025.
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