3ATBEPJIKEHO
Haka3 MinicTepcTBa 0XOpOHH
310poB’sl YKpaiHu
22.09.2026 Ne 1383
PeecTpaniiine nocBiqueHHs
Ne UA/18775/01/01

IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JIIKApPCHKOIo 3ac00y

OHIBAFIJI® NeruibOBaHMM JinmocoMaabHUI
(ONIVYDE® pegylated liposomal)

Ckian:

JIif0Ya peuoOBHHA. IpUHOTEKaH (irinotecan);

oIuH (prIaKoH KOHLEHTpaTy eMHicTio 10 Mu1 MicTuTh 43 Mr ipMHOTeKaHy O€3BOAHOTO, BiJIbHA
ocHoBa (y BHUIVISIAI TETHJIBOBAHOI JIMOCOMaIbHOI (OPMHU IPUHOTEKAHYy COJI caxapo3u-
oKTacynb(arty);

1 My KoHIEHTpaty MicTuTh 4,3 Mr ipuHOTEeKaHy O€3BOJHOTO, BUIbHA OCHOBa (y BUTJIAII
NEeTWIbOBAHOI JIIMOCOMaNIbHOT (HOPMU IpUHOTEKAHY COJIi caxapo3u-OKTacyibhary).

JOTIOMDKHI ~ PEYOBHHH: caxapo3u oktacyibdar, 1,2-micTeapoin-sn-riinepo-3-gocdoxomin
(DSPC), xomecrepun, N-(kapOoHin-MeTokcunomeTuneHraikonb-2000)-1,2-micteapoin-sn-
rminepo-3-pochoeranonamin - (MPEG-2000-DSPE),  2-[4-(2-rimpokcueTun)minepa3uH-1-ii]
etancynsponoBa kucnora (6ydpep HEPES), narpito xnopun, Boga asst iH’ €KLiid.

Jlikapcbka ¢opma. Konnenrpar gy nucniepceii muist iHGy31i.
OcHoBHI (i3UKO-XIMiIUHI BJIACTHBOCTI: HEMpO30pa i130TOHIYHA JIIOCOMAajJbHA AUCHEpCis Bix
61100 110 371€TKa XK0BTOTr0 KOJbopy. Konnientpat mae pH 7,2 1 ocMossipHICTh 295 MOCMOJIB/KT.

dapMakoTepaneBTUYHA Ipyna

AHTUHEOIIAaCTHYHI Ta IMYHOMOJYJIIOIOUYI 3aco0HW. AHTHHEOIDIACTHYHI 3aco0W. AJKoIoinu
POCITMHHOTO TMOXO/KEHHS Ta 1HIII MpenapaTd MOPHUPOTHOTO TMOXOkKeHHs. [Hribitopu
tonoizoMepaszu 1 (TOP1). Kon ATX LO1C EO02.

Dapmakonoziuni eracmusocmi

®apmakouHaMiKa

Mexanism gii. Jlitouoto pedounoro OHIBA/® nerunsoBanuii TinocoManbHUi € ipHHOTEKaH
(iaridiTop TomoizoMepasu [), 1HKanCylbOBaHUN Yy JIMIAHOMY JABOLIAPOBOMY IyXHpLl abo
JIIOCOMI.

IpuHOTEKaH € MOXITHOI PEYOBMHOIO KammroTenuHy. Kamnroremun i€ sk crenudiyHui
iHri6iTop epmenty JHK-Tomoizomepasu I. IpuHoTtekan Ta ioro aktuBHMHA meTabomit SN-38
000poTHO 3B’s13y10Thesl 3 KomiuiekcoM JIHK-tomoizomepasu | Ta 1HIyKyrOTh MOLIKOAKEHHS
onnoro nanmtora JIHK, mo 6nokye permikaniiny Buiky JJHK Ta 00yMoBIIO€ ITMTOTOKCHYHICTB.
IpuHOTEKaH MeTaboi3y€eThCs KapOoKcmiecTepas3oro 1o cronyku SN-38, sxa mpubdausso B 1 000
pa3iB aKTHUBHIIIA 3a IPUHOTEKAaH SK IHTIOITOp Tomoizomepasu I, BuALIeHOI 3 MyXJTUHHHUX
KJIITUHHUX JIHIN JIOJUHU Ta TPU3YHIB.

®dapmakonuHaMiuHi _edekTH. B eKCepUMeHTAanbHMX MojensX Ha TteapuHax OHIBAMJI®
NEernJIbOBaHUM JIIMOCOMaIbHUM MOKa3aB TpUBAJly KOHIIEHTPAI[IIO IpUHOTEKAHY B IJ1a3M1 KpOBI Ta
SN-38 B Micii MyXJIUHU.

KininiyHa edbekTUBHICTE 1 Oe3meka




OHIBANI®

NAPOLI-3 be3neka Ta e(EKTUBHICTb 3aCTOCYBaHHA NEruJIbOBaHUI
JTMOCOMAJIBHUM y KOMOiHaIii 3 okcammiatuHoM, S-gropypammwioM (5-OVY) 1 neiikoBopruHOM
(JIB) (NALIRIFOX) sBuBwamucs y  gociimkenHi NAPOLI-3, panmomizoBaHOMY

0araToleHTPOBOMY BIIKPUTOMY AOCIIKEHH] 3 aKTUBHUM KOHTPOJIEM, IMTPOBEACHOMY 3a Y4acTIO
770 mauieHTIB 3 METAaCTaTUYHOIO aJCHOKAPIIMHOMOIO MiALUTYHKOBOI 3aJI03H, SIKI paHille He
OTPUMYBAJIU XIMi€Tepartii.

Tepamis mamientis romosurotHuM 3a anensmu UGT1A1*28 mpemapatom OHIBAMJT®
MEerwIbOBAaHUH JIIMOCOMAIbHUN PO3MOYMHANACh 3 103U S0 Mr/M%, 1 marieHTH nepedyBaJId 1Tl
PETEIBHUM HATJISIOM 1010 OE3MeKH.

JIikyBaHHSI TIPOJOBXYBAJIHM JO MPOTPECYBaHHsS 3aXBOPIOBaHHA a00 PO3BUTKY HETPHHHATHOI
TOKCUYHOCTI BIMOBITHO 0 KpUTepiiB omiHku BiamoBiai comigaux myxiauH (RECIST) B pen. 1.1.
OniHKa MyXJIMH TPOBOJWJIACS HA TOYATKY JOCHIKEHHS Ta KOXHI 8 TIDKHIB BIATOBIAHO /0
RECIST, pen. 1.1.

[lepBuHHUM KpuTepieM epeKTHUBHOCTI OyJjia 3arajibHa BIKHMBaHICTH (3B), BWkHBaHICTH 0e€3
nporpecyBanHs 3axBoptoBanHs (BBII) Ta wactora 06’ extuBHO1 Biamosiai (HYOB).

Y NAPOLI-3 NALIRIFOX mnoxka3zaB CTaTHCTHYHO HOCTOBipHe mokpamenHs 3B Tta BBII
NOpiBHAHO 3 TremnuTaldiH + HaO-makmitakcen (Gem+NabP) BiAmoBimHO 10 TOYaTKOBO
BU3HAYCHOI CcTpartudikamii y IUlaHl CTaTUCTUYHOTO aHajizy. 3a pe3yibTaTaMd OCTaTOYHOTO
anamizy meniana 3B cranoswmna 11,1 micss (95% I 10,0; 12,1; BinHocHuit pusuk 0,84 (95% I
0,71, 0,99); p=0,04) nnst rpynu NALIRIFOX 1 9,2 micsaus (95% I 8,3; 10,6) nns Gem+NabP.
PesynbraT oHOBieHOTO aHani3y 3B nonano tabauui 1 1 Ha puc. 1 (3B).

Taoauus 1: Pe3yabraTu KIiHiYHOT0 nocaigxenua NAPOLI-3

NALIRIFOX Gem+ NabP

(n=383) (n=387)
OHoBJIEHHIT IOKA3HUK 3arajibHOI BIzKUBaHOCTI (3B),
nara 3aBepuieHHs 300py ganux 03 skoBTHs 2023 p.
Kinbkicts netanpHuX BUNAAKIB, n (%) 328 (85,6) 345 (89,1)
Meniana 3B (MmicsiiB) 11,1 9,2
(95% AI) (10,0; 12,1) (8,3;10,6)
Binnocuuit pusuk (95% 1) 0,85 (0,73; 0,99)
Bu:kuBanicts 0e3 nporpecyBanHs 3axsoproBanns (BbII),
aaTa 3aBepuieHHs 300py nanux 23 gunusa 2022 p.**
Cwmeptb ab0 nporpecyBanHsi, n (%) 249 (65) 259 (67)
Meniana BBII (MicsiiB) 7,4 5,6
(95% A0 (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 BignmoBiai, 1aTa

3aBepuieHHs 300py Aanux 23 gunHsa 2022 p.

YOB (95% 1) 41,8 (36,8; 46,9) 36,2 (31,4;41,2)
[ToBna BianmoBias (I1B), n (%) 1(0,3) 1(0,3)
UYacrtkosa Binnosias (UB), n (%) 159 (41,5) 139 (35.,9)

NALIRIFOX= OHIBAN/I® nernisosanuii InocoManbHuii + okcanimaras/5-OY/JIB

Gem+NabP = remiurabin + Hab-maKIiTaKcesnx

* Ha ocHOBI cTpaTudikoBaHOi Moelni mpomopiiiHoro pusnky Kokca 3a Buxigaum ¢yHkmioHaasHuM cratycoM ECOG, perioHom
(ITiBniyna Amepuka, CxigHa A3ig Ta pemiTa KpaiH CBiTy) i MeTacTa3aMH B MIEUiHIII.

** JlaHi TAIi€HTIB MiJaBalucs IEH3ypi Ha IOYaTKy HACTYNHOI NPOTHITyXJIMHHOI Tepamii a0o IpW BiIKJIMKaHI 3rognd Ha
JOCIIKEHHs, a00 BUINAJAIHHI 3 MOJAIBIIOTO CHOCTEPEKEHHS, ab0 SKIO OyJIO0 HPOIYIIEHO 2 IOCTIJOBHI OIIHKH ITyXJIMHU 3
HACTYIIHUM IIPOrpecyBaHHsIM ab0 CMEPTIO.

+ Ha ocHoBI cTpaTH(})iKOBaHOTO JIOT-PaHTOBOTO TECTY.



Pucynoxk 1: I'pagix Kannana—Meepa moa0 oHOBJIeHOI 3arajibHoi BuxkuBaHocTti (3B), nara
3aBepuieHHs 300py nanux 03 :xoBTHa 2023 p. y NAPOLI-3

100

—+—— NALIRIFOX
—+ — GentNabP

90 4

MMoBipHicTb 3aransHOI BUXKUBAHOCTI (%)

+ = censored

T
] 2 4 L} L] 10 12 " % " 20 2 24 - 2 kil 2 M % 3 @

Yac (micaui)
No. at Risk:
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NAPOLI-1

Besrexa Ta epexkTuBHiCTb 3acTocyBanns OHIBAM/I® nernmboBaHmii TimocoManbHuil BHBYAINCS
y MDKHApOJHOMY PaHJOMi30BaHOMY BiJKPHUTOMY KOHTPOJIBOBAHOMY KIIIHIYHOMY IOCIiIKEHHI
(NAPOLI-1), B sxoMy AOCHIUKYBJIM JBa PEXUMHU Teparii MaIi€HTIB 3 METacTaTUYHOIO
aJICHOKAPIIMHOMOIO  MIANUTYHKOBOI ~ 3all03W 13 3aJJOKyMEHTOBAaHUM  IPOTPECYBaHHSIM
3aXBOPIOBAHHS TMICJIsI TPOBEACHHS Tepamii remiuradiHoM abo Ha 0a3i remMiuTadiHy.
JlocmiKeHHsT TIPOBOAMIIN 3 METOI0 OIIIHKHM KIJIIHIYHOI e(eKTHBHOCTI Ta Oe3leKku MOHOTeparii
npenapatom OHIBAM/I® mnermnboBanmii mimocomanbHmii a6o kom6imamii OHIBAMI®
NETMILOBAHUN JlinmocoMansHuil + 5-OVY/JIB mopiBHSHO 3 TpyIor aKTHMBHOTO KOHTPOJIO, IO
3actocoByBaja S5-OV/JIB. OCHOBHUMH KpHUTEpisIMH BiAOOPY NAIll€HTIB 13 METAaCTaTUYHOIO
aJICHOKAPIIMHOMOIO MiIILTYHKOBOI 3a5103U B fociimkeaHi NAPOLI-1 Oynu oIiHKa 3araipbHOTO
crany naifieHTa 3a mkanor Kaprocekoro (KPS) > 70, Hopmanbamii piBeHb O11ipyOiHy, BMICT
TpaHcamiHa3 B < 2,5 pa3a BUIIMU 3a BepxHIO Mexy Hopmu (BMH) abGo y <5 pa3iB Bummii 3a
BMH s marieHTiB 3 MEYiHKOBUMH MeTacTa3aMu Ta piBeHb anbOyMminy > 3,0 r/mi. 3araiom
417 namientis  6yno paHIOMi30BaHO 10 TIpynm 3acTocyBaHHs KoMGimamii OHIBAI®
MEerHIbOBaHHiIL JimocoMansauii + 5-OY/JIB (n = 117), monorepamii OHIBAM/I® neruiboBanuit
ninocomanbhuii (n=151) Ta tepanii 5S-OVY/JIB (n=149). [lemorpadiuHi gaHi MaieHTIB Ta BUXIIHI
XapaKTEPUCTUKU 3aXBOPIOBaHHS OyJu 30aaHCOBaHI MK OCTIDKYyBaHUMH rpyrnamu. [lamienTn
OTPUMYBAIIM JIIKYBaHHS JO TPOTPECYBaHHS 3aXBOPIOBaHHA a00 pO3BUTKY HENMPUHHITHOI
tokcuuHOCTI. [lepBuHHNM KpuTepiem edextuBHOCTI Oyna 3B, nuB puc. 2. JlogaTkoBi KpuTepii
epexruBHOCTI BKItoganu BBII ta HOB. Pesynbrat HaBeneHi B Tab. 2.

Tadoauus 2: PesyabraTn Kiainiuynoro gocaimxenis NAPOLI-1



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

(n=117)

3arajbHa BUKHBaHICTB!

KinbkicTh JieTaJbHUX BUNIAJKIB,

n 75 (64) 80 (67)

Mepiana 3B (micsi) 6,1 4,2

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

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

p-3HayeHHs 0,0122

Bu:kuBanicTh 0e3 mporpecyBanHs 3aXBoproBanusa’?

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

Meniana BBIT (micsiB) 3,1 1,5

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

Bignochuii pusuk (95% A1)’ 0,56 (0,41-0,75)

p-3HayeHHs 0,0001

YacToTa 00’ €KTUBHOI Bianosii?

n 19 1

YOB (%) 16,2 0,8

95% NIl wactotn’ 9,6; 22,9 0,0; 2,5

Pizuuus gactotu (95% J11)°

15,4 (8,5; 22,3)

p-3HaueHHs’

<0,0001

5-OVY/JIB - 5-¢dropypaunn/nerikopopun; 1 — noBipuunii iHTepBal.

1

Amnani3 mozgeni Kokca.

HectparudikoBanuii TOrpaHroBUid KpUTEPii.
Ha ocHOBI HOpMaTbHOT anpoKcUMaIiii.
Tounwuit kpurepiit dimrepa.

[ RV R U VER Y

MeniaHa — OLiHKa cepe/IHbOro Yacy BHIKHUBAHOCTI 3a MeTogoM Kamnana—Meepa.
3rixHo 3 HactanoBamu Kpurepii ouinku Bianosiai npu comigaux nyxnuxax (RECIST) B pex. 1.1.

Pucynok 2: I'pagix Kannnana-Meepa mono 3arajabHoi BuskuBanocti y NAPOLI-1

3aranbHa BIKHBAHICTH
L

------- 5-OV/JIB

OHIBAW[ + 5-0Y/JIB

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

VY He3HayHOI KIJBKOCTI MHAaIli€HTIB,

JIIIOCOMAJIbHUH.

AKl TONEepeAHbO 3aCTOCOBYBAIM HEJINOCOMAJIbHUI
ipuHoTEKaH, He OyIo IpojeMoHcTpoBaHO mepesar npenapary OHIBAU® nermnbobanwmii




dapmaKkoKiHETHKA

Abcop6ris. JlinocoManbHa I1HKANCYJSLis IPUHOTEKaHY TIOAOBXKYE WOTO LHPKYJAIII0 Ta
00OMEXy€e pO3MOJIii TOPIBHAHO 3 HEJIINMOoCOMaJbHUMH (opmamu ipuHOTEeKaHy. [lmasmoBy
(apMakoOKiHETUKY 3arajbHOTO ipuHOTeKaHy Ta SN-38 OmiHIOBaIM 3a  JOMOMOTOIO
MOMYJIAMIMHOTO (apMaKOKIHETHYHOTO aHaimizy y 1058 xBopux Ha pak, sAKi OTPpUMYBAJIU
OHIBAM/I® nerunpoBauuii JinocoManbHHil K MOHOTEpAIil0 a60 SK YaCTHHY KOMOIHOBAHOI
ximietepamii B mo3ax Big 35 g0 155 mr/m?. dapMakokiHETHYHI TapaMeTpd 3arajbHOTO
ipunoTekany Ta SN-38 micns 3actocysamns OHIBAWI® nermnsoBammii NilOCOMAanbHMI K
MoHoOTepamii a6o y cknami KoMmOiHOBaHOI XimieTepamii y mo03i 70 mr/m> Ta 50 mr/m* y
NALIRIFOX (OHIBAUT® NermibOBaHUN ninocomanbHuii/okcamimatua/5-OY/JIB)
Mpe/ICTaBIeHi B Ta0. 3.

Tadauus 3: 3BeneHi naHi cepeIHHOro reomMeTpu4Horo (reomerpuunuii CV) 3arajibHoOro
ipuHoTEeKaHy Ta 3arajbHOro SN-38

3arajbHUil IpUHOTEKAH 3araabuuii SN-38
ITouaTkoBa OnucoBa AUCss
mo3a (Mr/m?) | craTHCTHKA Comax [AeHb MKT ti2 Cimax AUCss
[MKr/ M| /] [nenn] | [Hr/ma] [ [AeHBHI/MI]
N 360 360 360 360 360
Cepenne 25,1 37,8 1,93 2,09 12,1
50* TCOMETPHYHE
I'eomerpuune 18,5 73,6 14 42,1 46,6
CV (%)
N 116 116 116 116 116
Cepenne 29,0 46,6 1,91 2,50 14,5
70** TE€OMETPUYHE
['eomeTpuune 17,6 60,3 8.4 57,3 45,0
CV (%)

AUCss — muromia miji KpUBOIO KOHIEHTpAIii B IIa3Mi B piBHOBKHOMY CTaHi 3a IBa THXKHI, t12 — KiHIeBmid mepioxn
HamiBBUBEICHHS, Cmax — MAKCUMaJIbHA KOHIIEHTpais B mia3mi, CV — koedimieHT Bapiarii

* OHIBAM/I® nermnpoBanmuii timocomMansHuit/okcanimiatun/5-OY/JIB (NAPOLI-3).

** OHIBAMJI® nerunsoBannii gimocomansunii/5-OY/JIB (NAPOLI-1).

Posnopin. IIpssMe BUMipIOBaHHS JIIMOCOMAJILHOTO IPUHOTEKAHY MOKa3ye, o 95% ipuHOTEeKaHy
3aJMIIAETHCS 1HKATNCYJIBOBAaHUM Y JIIMOCOMax Mia 4ac mupkyssmii. Hemimocomanbha dopma
ipHHOTEKAHY JIEMOHCTpYE BeJUKUA 06’eM posmoxiny (138 1/M?). O6’em posnofiny mpenapary
OHIBAMJI® mnerunpoBanuii IimocoManpHuii cTaHOBUTH 4 1 (33 MAHHUMH IOMYJISALIHHOTO
(hapMaKkoKiHeTHUHOTO aHami3y), 1o BKasye Ha Te, mo OHIBAM® mnerumsoBanuit
JMTOCOMAJIbHUM B OCHOBHOMY OOMEKEHUN CYAMHHOIO P1IUHOIO.

3p’s3yBanns npemapary OHIBAM/I® meruinoBaHmii JTiMOCOManbHMIT 3 GiNKAMH IIA3MH €
HesHauHuUM (< 0,44% 3aragpbHOTO IpMHOTEKAaHYy B JaHOMY TMpemapari). 3B sI3yBaHHS
HeJNocoMalibHOi (POpMH IpUHOTEKaHy 3 OuTKaMu miazMu € nomipHuM (Bix 30% no 68%), a
SN-38 mae BUCOKHIA CTYIiHB 3B’sI3yBaHHS 3 OUTKaMU IJ1a3MH JIIOAUHU (TpHOIH3HO 95%).
Biorpancdopmariis. IpuHoTekaH, BUBIIBHEHHH 13 JIMOCOMANbHOI I1HKAICYIALIl, MPOXOAUTH
OUITX METa0oJi3My, AaHAJIOTIYHUN TaKOMy Ui HENIIMOCOMaNbHOI (OpMH  IpUHOTEKaHy.
MetabosiuHe NepeTBOPEHHs IPUHOTEKaHy 10 aKTUBHOro mMetabonity SN-38 31ilicHIoeThCs mif
niero GpepmMeHTy kapOokcuiectepasa. JlocmimpKkeHHs in vitro oka3and, mo ipuHoTekaH, SN-38 Ta
e oAuH MeTabomrt — amiHoneHTaHkapOoHoBa kuciora (AIIK) — He iHTiOyIOTH 130hepMeHTH
mutoxpomy P450. Hamanmi SN-38 koH’IOTyeThCs MEepeBaXkHO 3a fomomoror ¢gepmenty Y 1d-
rimokypoHosunTtpancdepaza 1Al (UGT1Al) Ta yTBOpIOE TJIIOKYPOHITHUM — METaOOIT.
AxtuBHicTh UGT1A1 3MeHIIyeThCs B OCI0 13 TCHETUYHUM MOJIIMOP(]I3MOM, IO MPU3BOIAUTH J0O
3MEHIIeHHs1 (epMEeHTHOI aKTMBHOCTI, Hampukiaza, noiaiMopdizMm UGT1A1*28. 3a nanumu




HOMYJISAIHHOrO (hapMaKOKIHETUYHOTO aHalizy He OyJO0 BHSBICHO CYTTEBOTO 3B’SI3KY MIiX
nonimopdizmom UGT1A1*28 (7/7 romosurotHux (8%) mnporu 7/7 HEroMO3UroTHUX) 1
kiipeHcom SN-38.

Busenenns. Exckpenis OHIBAVI/I® nermiboBaHmii TimocoManbHuil i HeTimocoManbHIX Gopm
IpMHOTEKaHy y JIIOJMHHU JI0 KiHIIS He BUBUEHA. EKCKpellis HelmnocoManbHuX GOpM ipuHOTEKaHY
13 ceyero cTaHoBUTH 11%—-20%; SN-38 < 1%, a rmokyponiny SN-38 — 3%. 3aranpHa OiiapHa Ta
HUpPKOBA EKCKpellis ipuHOTeKaHy Ta Horo wmertabomitiB (SN-38 ta rmokyponizy SN-38)
npoTaroM 48 TOAWH TICIS BBEISHHS HEIIMOCOMAIBHUX (DOPM IpMHOTEKAaHY y JIBOX TAIIEHTIB
craHoBuIa npu6au3HO Bix 25% (100 mr/m?) 1o 50% (300 mr/m?).

[Mopymenns Qyskiii Hupok. CrnemiadbHuX (HapMaKOKIHETUYHUX JOCTIHDKCHb y TAIllEHTIB 3
NOpYUICHHsAM (QYHKLIi HUpOK He mnpoBoawiau. KiipeHc kpeaTuHiHy He OyB 3HAYYyLIHUM
KoBapiatroM kiipeHcy SN-38. HemoctaTHhO AaHUX JUIsl OIIHKM BIUIMBY TOPYIICHHS (YHKITIT
HUpOK Tsokkoro crymeHs (CLcr <30 mu/xB) Ha (apmakokineTuky (amB. po3ain «Crocid
3aCTOCYBaHHS Ta JI03U»).

Hopymienns Qynkmii nedinku. CrnemianbHUX (apMaKOKIHETHYHUX OCIIHKCHb Yy TAIlIEHTIB 3
MopyHIeHHSM (DYHKIIIT IEYIHKA HE TPOBOIUIIN. Y TMOMYJIAIIHHOMY (papMaKOKIHETHUHOMY aHai31
IiABUIIEHHA piBHA OLTipyOiHy Oyio moB’s3aHe 3 HIKYUM KiipencoMm SN-38. PiBenb OinipyOiny
1,14 mr/mm (95-# mpoueHTHIIb 3arainbHOI OMmyJIsii) mpu3BoauB 10 30unbmenass AUC SN-38 Ha
32% mnopiBHAHO 13 cepeaHiM piBHeM Oinmipy6iny 0,44 mr/mn (3 1055 marieHTiB, OLIHEHUX Y
Mozeni, y 54 piBeHb OuTipyOiHy ctaHoBuB > 1,14 mr/mn). [dani momo mamieHTiB 3 OimipyOiHOM
>2,8 mr/an BiacyTHi. BBy nigsumenoro BMmicty AJIT/ACT Ha KOHIEHTpaIiio 3arajbHOTO
SN-38 me cnoctepiranocs. [lani st mamieHTIB 13 piBHEM 3arajbHOro OuTipyOiHy, OUTBII HIXK
yaBidi BumuM 32 BMH BincyTHi.

IHmi oco0uBI KaTeropii NamieHTIB

Bik i cmamy. [lonynsauiitauii papMakoKiHETUYHUHN aHaJi3 MaieHTiB BikoM Bix 20 10 87 pokiB, 3
skux 11% Oynu yyacHHKaMu NOTIEpeIHIX AOCHTIKEHb, a 6,9% — nocnimkenass NAPOLI-3, Oynu
BIKOM >75 pOKiB, Ja€ 3MOTY MPUITYCTUTH, 110 BIK MAIliEHTAa HE MA€ KJIIHIYHO 3HAYYIIOTO BIUIUBY
Ha KOHIICHTpamio ipuHOTeKany Ta SN-38.

Cratp Oyina BU3Ha4YeHa SIK CyTT€BAa KOBaaTa B MOMYJIALIMHOMY (apMaKOKIHETUYHOMY aHawi3i 31
30inpmenasiM AUC ipuHOTEeKaHy Ha 28% 1 KiiHIuHO 3HauynuM 30inpmeHHssM AUC SN-38 nHa
32% y xiHOK 0e3 KOpUIryBaHHs Ha Oy/b-sIKi 1HIII KOBapiaTH.

Paca. 3a nanumu nonynsuiiiHoro ¢apmaxokiHeTnuHoro ananizy AUC ipuHoTekany Ha 32%
HIKYa, 110 € KIIHIYHO 3HAYYIINM, y a31iChbKUX MAIli€HTIB, HDK Y MAIl€HTIB 1HIIUX ETHIYHHX
TpyTL.

3B’s130K Mk (papMaKkOKiHETHKOIO Ta hapMaKOIUHAMIKOIO

NAPOLI-3. 3a nanumu a"aiizy KoHIeHTpallis—oe3neka 360 marieHTiB 3 qocmimkenas NAPOLI-
3, axi orpumysamu 50 mr/m2 OHIBAUJI® nerunsoBanuit ninocoMansauii y koMGinamii 3 5-®Y,
JIB Ta OKcaJimaTHHOM, HMOBIpHICTH miapei > 3 cTymeHs abo HeWTpomeHii >3 cTyneHs
BUSIBUIACh BMIOI0 TpU 30UIbIIEHHI KOHLEHTpalii sk ipuHoTekaHy, Tak 1 SN-38. 3B’s30k
KOHIICHTpallii—e()EeKTUBHICTh HE OYB CTATUCTHYHO 3HAUYIIUM.

NAPOLI-1. B ananizi cykynHux aanux 353 mamieHtiB BUmMid piBeHb Cmax SN-38 y mmazmi
ACOIIIOBABCS 3 TIJABHUINCHOI WMOBIPHICTIO BUHUKHEHHS HEUTPOIEHii, a BUIIUN PiBeHb Cmax
3arajabHOro0 IpUHOTEKaHy — Alapei.

Y NAPOLI-1 Bumii koHIEHTpalii 3araibHOr0 ipuHOTeKaHy Ta SN-38 y mia3mi y mamieHTiB
rpynu nikysauHs npenaparamu OHIBAVI/[® nermmbsoBanuii minocomaneruii + 5-®Y/JIB Gymu
noB’s13aHi 3 goBmmM nepionom 3B ta BBII, a takox Oinbmioro YOB.

Kuiniuni xapakTepucTuku
Iloka3zanna
OHIBAUW/I® nerunsosanuii TinocoMansHuil HOKa3aHMii:



- SK TIeplIa JiHig Tepanii B KoMOiHalii 3 okcamimiaTHHoM, S-¢propypauuiom (5-OVY) ta
nerikoBopuHoM (JIB) st mikyBaHHSI TOPOCTUX TAIIEHTIB 3 METaCTATUYHOIO aICHOKAPIIMHOMOIO
M1 IITYHKOBOI 3aJ103H,

— B komOiHamii 3 5-®Y Tta JIB ana nikyBaHHS METAacTaTMYHOI aJ€HOKAPIIMHOMH
HiANUTYHKOBOT 321031 y JOPOCIIMX TMALI€HTIB 13 MPOTrpeCcyBaHHSAM 3aXBOPIOBAHHS MICHsl Teparii
Ha OCHOBI reMIUTa0IHY.

Ilpomunoxazannus

TspKKa TimepuyTaUBICTh B aHAMHE31 10 IpHHOTEKaHy a0o 70 OyAb-iKO1 TOMOMIKHOT pEUOBUHH,
3a3Ha4yeHoi B po3aui «Cximamy.

l'ogyBaHHs rpyAIio (IUB. po3ii «3aCTOCYBaHHS y MEPioJ BariTHOCTI 00 TOlyBaHHS TPYIION).

Ocoob.augi 3axo00u de3nexu

OHIBAM/I® nermnpoBaHuii JiMOCOMaNbHUI € IUTOTOKCHYHHM JKApPCHKHM 3acO60M i mpu
MOBO/DKEHHI 3 HHUM CJIJ JOTPUMYBAaTHCS oOepekHocTi. [Ipu MmoOBOMKEHHI 3 TpemapaTtom
OHIBAM® mnerumboBanmii minocoManbHuii a60 mpu HOro BBENECHHI PEKOMEHIOBAHO
KOPUCTYBaTHUCS 3aXMCHUMHU pyKaBHUUYKaMH, 3aXUCHMMHU OKYyJIIpaMM Ta 3aXUCHUM ogjsrom. Ilpu
NOTPAIUISIHHI JUcTiepcii Ha mKipy 11 ¢ HeraifHO Ta peTeNbHO MPOMHUTH BOJIOIO 3 MIJIOM. Y pasi
MOTPAIUISTHHS TUCTIEPCii Ha CIIM30B1 0O00JIOHKH, CITiJT PETEIHHO MPOMHUTH 1X BOJIOI0. 3Ba)KalOUn Ha
IIUTOTOKCHYHY TIPHPOAY Jikapchkoro 3acoby OHIBAMJI® nermnsoBammii jimocomanbHHuii,
BariTHI MEIMYHI CTEIIaTICTH HE TTOBUHHI 3 HUM KOHTaKTyBaTH.

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uou 63aEmooii

[npopmaniss mpo ikapceki B3aemomii 3 OHIBAM/® mnermmboBaHmii  JTimocoManbHHIL
IPYHTYETBCS Ha JTAaHUX HAYKOBOI JIITEPATypH LIOJ0 HEIINMOCOMATBHUX (POPM IpHHOTEKAHY.
Bsaemoyii, 1m0 BmumMBaKOTH Ha 3actocyBaHHs mpemapary OHIBAMJI® merunpoanmii
JIMOCOMabHUHN

Inoykmopu CYP3A4 cunbnoi 0ii. Y TAaIli€HTIB, SKi OJHOYACHO OTPUMYIOTH HEINOCOMATIbHY
dopMy ipUHOTEKaHy Ta NMPOTUCYIOMHI 3aco0H, Mo iHAYKYITh GepmeHT CYP3A4 (denitoi,
¢denobapbitan abo kapOamaseliH), CIIOCTEPIra€TbCcsl 3HAYHE 3HIDKCHHS KOHIICHTpAIil
ipuHoTekany (3HWkeHHs nokazHuka AUC Ha 12% mpu 3actocyBaHHI 3Bipo6oro, Ha 57%—79%
pH 3acTOCyBaHHI (eHiTOiHy, (eHoOapOiTary abo kapOamaszeminy) Ta SN-38 (3HMDKEHHS
nokasHuka AUC Ha 42% mnpu 3acrocyBaHHI 3BipoOoro, Ha 36%-92% mnpu 3acTocyBaHHI
deniToiny, penodapbirany ado kapbamaseminy). Omxe, ogHodacHe 3actocyBanus OHIBAWI®
HerwiboBaHui JinocoManbHuil 3 iHAykTopamu CYP3A4 Moxe 3HM3UTH HOrOo CHCTEMHY
KOHILICHTPAIIIIO.

Ineioimopu CYP3A4 ma incioimopu UGTIAI cunenoi Oii. Y TAaIl€HTIB, K OJHOYACHO
OTPUMYIOTh HEJINOCOMalbHY (OpPMY IpHHOTEKaHy Ta KeTokoHa3oi, iHriditopu CYP3A4 Tta
UGTI1A1, cnocrepiraetecs migsuiieHHs koHmeHtpamii SN-38 nHa 109%. Takum uuHOM,
onHouacHe 3actocyBanus OHIBAM/I® mernipoBaHuii JMOCOMATbHIIN 3 iHIIMMHE iHTiGiTOpaMK
CYP3A4 (nampuxiag rpedndpyToBuil Cik, KIapUTPOMILIMH, 1HIUHABIP, ITPAaKOHA30], JIOMIHABID,
Heda3o0/10H, Hel]iHaBip, PUTOHABIP, CaKBiHABIp, TENANpPEBip, BOPUKOHA30JI) MOXKE IiABHIUTH
HOro CHUCTeMHY KOHIEHTpaliio. 3 Oy Ha JIIKAPChKY B3a€MOJIII0 HENINOCOMabHOI (GopMu
ipHHOTEKAaHY Ta KETOKOHA30ly, ojHOuYacHe 3actocyBanHs OHIBAWI® mnerunboBauuit
ainocoManbHui 3 iHmmMMHU 1HriOiTopamu UGTI1Al (manpuknan, asaraHaBip, rem@iOposui,
iHAMHABIp, peropadeni0) TakoK MOXKe IMiJBUILYBATH HOTO CHCTEMHY KOHIIEHTPAITIIO.

3 omgy Ha pe3yabTaTH MNOMyJSALiiiHOro (apMakoKIHETUYHOTO aHaji3y OJHOYacHe
3acrocyBanHs kom6inarii OHIBAM/I® mernnsoBanuii minocomansuuii + 5-OY/JIB He 3MiHIoE
hapmaxokinetnku npenapatry OHIBA/® nermibsoBanuii TinocoManbHHUIA.

Aumuneonnacmuyni 3acobu (BKiItodaroun (GUIynuTo3uH sk moxigHy S5-DVY). IMoGiuni peakmii
IpMHOTEKaHy, TakKi K MI€JIOCYIPECis, MOXYTh MOCHJIIOBATUCH IHIIUMH aHTHHEOIUIACTUYHUMHU
3aco0aMy, 10 MAaloTh MOXiOHMH mpodine moGiunkx peakuiit. Bsaemomii OHIBAMI®
NErUILOBAHHUM JTIMOCOMATBHUM 3 IHITUMU JIIKAPCHKUMH 3aC00aMH HE BCTAHOBJICHI.




Ocobaueocmi 3acmocysanns

Barampai. OHIBAM/I® mermnboBanmii imocoManbHuii — e JimocoManbHa GopMa ipHHOTEKaHy
3 1HIIUMHU (PaPMAKOKIHETUUHUMH BJIACTUBOCTSAMH IOPIBHSHO 3 HEIINOCOMAIBHOIO (HOPMOIO
ipuHoTekany. KoHmeHTpaiist Ta cuia Jii BiIPI3HSIIOTHCSA BiJl TAKUX Y HETINOCOMAIBLHUX (OopM
IpUHOTEKaHYy.

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

B 00MexeHOi KUTBKOCTI TAIli€HTIB, SKUM IOMEPEAHBO 3aCTOCOBYBAIN HEJINMOCOMaNbHI (GopmMu
ipuHOTEKAHy, He 6yJO IIPOJIEMOHCTpOBaHO mepeBar mpemapary OHIBAV® mermmsoBanmit
JIMOCOMaNbHUH.

Mienocynpecis / meiirponenis. Ilin wac mixysamns mpemapatom OHIBAWI® nermibsopanuii
JTTTOCOMAJIBHAM PEKOMEHJOBAHO TMPOBOAUTH MOHITOPHUHT TMOKa3HUKIB PO3TOPHYTOIO aHAIIi3y
kpoBi. [lamieHTiB clig MOMepeauTH NPO PUMK HEUTPONeHii Ta Cepio3HICTh JIMXOMaHKH.
®ebpunibHy  HeWTpomeHito  (Temmeparypa Tima >38°C  Ta  KIUIBKOCTI  HEUTpOdiiiB
<1 Tuc. KITHH/MM?) CITiJi HEraHO JIKyBaTWH B YMOBaxX CTalliOHApY BHYTPIIIHbOBEHHUMH
aHTUOIOTMKAMH IMUPOKOTO CHEKTpa Ail. Y MAaIi€HTIB 13 METAaCTaTHYHOI aJIeHOKAPIIMHOMOIO
i AIUTYHKOBOI 3al03M, fKi OTpuMyBanu Tepamito mpermapatom OHIBAWJ® merumboBamuit
JTTTOCOMAJIBHUM, CIIOCTEPITAIMCA BHITAJKU CETICUCY 3 HEHUTPOINEHIYHOK JIMXOMaHKOK Ta
HACTYITHUM CENITUYHUM IIIOKOM 13 JIETAIbHUM HACIiIKOM.

[TamieHTaM, y SIKUX BHHHUKAJIW TSHKKI T€MATOJIOTIYHI SBHINA, PEKOMEHIOBAHO 3HU3WUTH JI03Y YU
NPUITUHATHU JIIKyBaHH (AuB. po3ain «Crnoci® 3acTocyBaHHS Ta A03W»). llamieHTaM i3 TSDKKOIO
HEJIOCTATHICTIO KICTKOBOTO MO3KYy 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€NOITHUX (DAKTOPIB POCTY MAlliEHTaM 3 OIMPOMIHEHHSM YepeBHOI NOPOKHUHU B
aHamHe3l. CTOCOBHO TAIlI€EHTIB, $KI HPOXOJATh KypC OINPOMIHEHHS 3 OJHOYACHUM
3acTocyBaHHaM mpemapaty OHIBANMJI® merwihoBaHmii  IinOcOManbHMI,  HEOOXimHO
JTOTPUMYBATHCS 00CPEIKHOCTI.

[TamieHTM 3 HEOOCTATHBOIO TIIIOKYpOHijalielo OimipyOiHy, Hampukiaa, i3 CHHAPOMOM
Kunsbepa, MOXYyTh MaTH BHIIUN PU3MK MIEJOCYIpECii MiJl Yac 3aCTOCYBAHHS IpemnapaTy
OHIBAM/I® nerunboBaHuii IimocoManbHHUiA.

ImyHOCymIpecuBHUN €EeKT 1 BaKIIMHU. 3aCTOCYBAaHHS JKUBUX a00 >KMBUX OCIAOJICHMX BaKIUH
MOKE€ TPHU3BECTH [JI0 PO3BUTKY CEpHO3HUX ab0 JeTalbHUX IHQEKIid Yy MalieHTiB 3
iMyHO/Ie()iMTOM BHACIIZOK 3aCTOCYBaHHS XIMI€TEPaNeBTUUHUX JIKAPCHKUAX 3aC00iB, BKIFOYHO
3 OHIBAPII[® METWILOBAHUM JIIMOCOMAIbHUM; OTKE, BaKIMHAIUl JKMBHUMHU BaKIMHAMH CIIi
yHUKATH. [|03BOJICHO BBOJUTH «BOUTI» a00 1HAKTWBOBAHI BaKIIMHM, OJHAK BiJIOBiJb Ha TaKi
3aco0u Moxe OyTH ocliadJieHa.

B3aemoxist 3 inaykropamu CYP3A4 cumbroi aii. OHIBAMJI® nermnboBanmuii gimocoManbHuil He
CJIIJI 3aCTOCOBYBaTH OAHOYacHO 3 iHaykTopamu (epmenty CYP3A4 cunbHOI Aii, TaKUMU 5K
IpoTHCYIOMHI npeniapaTu ((heHiToiH, peHobapbitan abo kapbamasenin), pudamin, pupadyTHH
Ta 3BipoOii, 32 BUHATKOM BHUIAJKIB, KOJM TEpaneBTUYHI albTepHATUBU BiACYTHI. BiamoBigHy
MOYaTKOBY J03y IS TAIli€HTIB, SKi NPUHAMAIOTh TaKi MPOTHCYIOMHI Tpenapata abo iHIIi
IHIYKTOPH CHIJIbHOI 1ii, HE BCTaHOBIEHO. HeoOXimHO pO3MIISHYTH MOKJIHMBICTh 3aMiHHM IIHX
JIKapChKUX 3aco0iB Ha Taki, L0 HE IHAYKYIOTb (EPMEHT, LIOHAWMEHIIE 3a JiBa TWXKHI J0
MOYaTKy Tepaii OHIBAPTI[® NEeruibOBaHUM JTinmocoManbHui (OuB. po3ain «Bzaemomis 3
IHIIMMU JIIKapCHKUMH 3ac00aMU Ta 1HII BUAW B3a€MOJIII»).

Bzaemonis 3 inriGitopamu CYP3A4 cunbHOi naii ym iHriGitopamu UGTIA1 cunbHOl mii.
OHIBAM/I® mernnpoBaHuMii JMOCOMATBHAN HE CIi 3dCTOCOBYBATH OIHOYACHO 3 iHTIOITOpaMu
depmenty CYP3A4 cunbHOi aii (Hanpuknan, rpedngpyToBuil Cik, KIApUTPOMILMH, 1HAWHABID,
iTpakoHa30J, JomiHaBip, Heda3o010H, HeI(iHABIp, PHUTOHABIp, CaKBiHABIp, TeJAMpeRip,




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

OHIBAPTI[® MeTrMILOBAaHUH JIIMOCOMAJIBLHUN HE CJIIJI 3aCTOCOBYBAaTH OJHOYACHO 3 1HTI0iTOpaMu
UGTI1A cunbHoi il (Hanpukiaj aTa3zaHasip, reM}piOpo3ui, iHIUHABIp), 32 BUHATKOM BUIA/IKIB,
KOJIU TePANeBTHUYHI AIbTEPHATUBH BiJICYTHI.

Jliapes. OHIBAM/I® merninoBaHumii JTMOCOMANBHU MOXe CIPHUMHHMTH TSXKKY Ta HeOE3IeuHy
JUTs SKUTTS iapero. [Ipemapat He peKOMEHA0BAaHO 3aCTOCOBYBATH MAIliEHTaM 13 HEMPOXITHICTIO
KUIICYHUKY Ta XPOHIYHUM 3aMajbHUM 3aXBOPIOBAaHHAM KUIICYHHKY.

Ipu 3acrocyBauni OHIBA/I® mermmboBanmii TiOCOMaNbHUI MOKE BHHHKATH PaHHS (depe3
< 24 ronuHM MicNA MOYaTKy BUKOpPHCTaHHs) abo BiacTpoueHa aiapest (> 24 roauH) (IUB. poO3aia
«ITobiuni peakmii»). Sko0 BUHUKAE paHHS giapess ab0 XOJIHEPriYHI CHUMITOMH, CIiJ
PO3IIISIHYTH MO>KJIMBICTH MPO]ITaKTUUYHOTO ab0 TEparneBTUYHOTO 3aCTOCYBaHHS aTPOIHY 3a
BIJICYTHOCT1 TIPOTHUITOKa3aHb. [1alieHTIB CiIif MOMEepeIuTH PO PU3UK BIACTPOUYEHOI Alapei, sika
MOKe OYTH BUCHAKIIMBOIO, a B PIAKICHUX BUMAAKAX — HEOE3MEYHOK ISl JKUTTS, OCKIIbKU
MOCTIMHI PIKI YM BOJSHHUCTI BUIIOPOKHEHHSI MOXKYTh MPU3BECTH JI0 JAeTiapaTallii, mopymeHHs
€JIEKTPOJITHOTO OaJlaHCy, KOJITY, BUPA30K IIUTYHKOBO-KHUIIIKOBOTO TPAKTY, 1H(EKLIi 4M cerncucy.
[[{o¥iHO BUHUKAIOTH TEPII PiKI BUITOPOKHEHHS, TAIIIEHTY CJIiJ TOYAaTH MTUTH BEJIUKY KUIBKICTh
PIOIVHY, IO MICTUTh e€JeKTpomiTH. llamieHTH TOBWHHI MaTH B HAsSBHOCTI Jiomepamin (a0o
aHAJIOTIYHUK Tpemapar) Juisi T[OoYaTKy JIKyBaHHA BIJACTpOYeHOi Jiapei. 3acTocyBaHHS
jgonepamigy (MakcumyMm 16 mr/moOy) ciig po3mouMHATH MpU HEplIii MosiBl HEAOCTATHBO
chopMOBaHUX YU PIJKHX BHUIIOPOKHEHb a00  BHUIOPOXXKHEHb, YACTIIINX, HIXK 3a3BUYAM.
Jlonmepamia ciif 3aCTOCOBYBaTH JIOTH, JAOKM y Talli€eHTa HE 3HHUKHE Jiapes LIOHAWMEHIIe Ha
12 romuu. Jlns 3amoGiraHHs TSOKKIM Jiapei HEOOXIMHO MPUIMHUTH CHOXXKHBAHHS OYIIb-SKHX
JAKTO30BMICHMX MPOAYKTIB, MIATPUMYBATH TiApaTalil0 Ta AOTPUMYBATUCH TIETU 3 HU3BKUM
BMICTOM JKHpIB. SIKIIO MpH 3acTOCYBaHHI JIOTIepaMifny Aiapes TpuBa€ MoHaH 24 TOAWHH, CIiJ
PO3IIISIHYTH MOJKJIMBICTh 3aCTOCYBAaHHS J10/IaTKOBOI'O IEPOPAJIbLHOTO aHTHOIOTHKA (HAIPHUKIIAL
¢TopxiHOJOHY npoTsiroMm 7 AHiB). Jlomepamia He CIliJl 3aCTOCOBYBATH MOHaA 48 roJuH MOCILIb
yepe3 pHU3MK MapalliTHYHOI HEMPOXIAHOCTI KHUIIEYHHKY. SKIIo niapes TpuBae OLIbII HIX
48 ronuH, HEOOXITHO TPUIMHMHUTH 3aCTOCYBaHHS JIOTIEpaMily, KOHTPOIIOBATH M MiATPHUMYBATH
piBEHBb €NEKTPOJITIB 3a JOMOMOIOI PIAMHU Ta MPOJOBKYBATH 3aCTOCYBaHHS aHTHOIOTHKA O
3HUKHEHHSI CYIyTHIX CUMIITOMIB.

He cnin mounHat HOBHMII LMKI Teparmii 0 3MEHIICHHS TSKKOCTI maiapei 1o < 1-ro ctymneHs (Ha
2—-3 BUIIOPOXKHEHHS 3a 100y Ouiblle, HIX J0 mouyatky Tepamii). [Ipu mosBi aiapei 3-ro abo 4-ro
CTYNeHs TSKKOCTi HAacTymHy nosy npemapaty OHIBAMI® merminoBaHmii JimocoMasbHMix
HEoOX11HO 3MeHIINUTHU (AUB. po3aia «Crnocid 3aCTOCyBaHHS Ta JJO3W).

XousiHepriuHi peakuii. PaHHg miapess Moxke CympOBOIKYBATHCS XOJTIHEPTIYHUMU CHUMIITOMaMH,
TaKUMH SIK PHUHIT, MIIBUIICHE CIIMHOBUIUICHHS, WPUIUIMBYU, ITiBUMICHE ITOTOBHIIJICHHSI,
Opaaukapais, Mio3 1 TineprnepucTalbTUKa. Y pa3i BUHUKHEHHS XOJIHEPriYHUX CUMIITOMIB CHiJ
3aCTOCOBYBATHU aTPOIiH.

Peakiiii rimep4yTIMBOCTI, BKIKOYAKYU IOCTPl peakiii, MoB’a3aHi 3 1HGY3i€K. Y mami€eHTiB, SKi
3actocoyBann OHIBAMJI® nermnpoBammii jimocoManbHUil, TOBimommsnocs npo indysiiui
peaxiiii, mepeBa)KHO TaKi, K BUCHIIAHHS, KPOMHB’ sIHKA, MepiopOiTabHUN HAOpsAK abo cBepOik.
Brepmie BusiBiieHi siBuma (Bci 1-ro abo 2-ro CTymeHs) BHHUKAIM MEPEBAXHO HA MOYATKY
nikyBauHs npenapatoM OHIBAWJI® nmermnsoBammii JimocoMaibHuii, npy mpoMy ume 2 3 10
NAIi€HTIB TOBIIOMJISUITA TPO Taki SBUINA Ticias TSTOl JA03W. MOXYTh BHHHKATH peaKIii
TiNepUYyTAUBOCTI, BKJIIOYAIOYM TOCTpy 1HQY3iHHY peakuio, aHadinakTHyHi/aHadIIaKTOIAHI
peaxuii Ta aHrOHEBPOTUYHUI HAOPSK. Y pa3l TSHKKUX peakiidl TinepyyTiIMBOCTI 3aCTOCYBAHHS
npermapatry ~ OHIBAW®  mermwnboBaHmii  JHNOCOMANBHHME —~ HEOOXiZHO  NPHUIMHHTH
(muB. po3nin «Crocib 3acTOCyBaHHS Ta I03U»).

[Tonepenns omepartis Binnna. [lamientu 3 onepariiero Binmna B aHaMHe31 MarOTh MiABUIIECHUAN
PH3HK PO3BHTKY Ccepio3HMX iHQekuiii micas 3actocyBamns OHIBAMI® mermmsoBamuii
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JinocoManbHui y KoMmOiHaii 3 5-®V Ta JIB. CraH nmami€eHTiB ciiJi KOHTPOJIIOBATH HA HASBHICTb
03HaK iH}eKIIii.

Hopymenns 3 Goky cymus. 3actocysanns OHIBAMJI® nmermnpoBammii jimocomanbuuil Gyio
MOB’S13aHO 3 TPOMOOEMOOJIITYHUMH €1T1301aMH, TAKUMH SIK JIETeHEBa eMOO0Tisi, BEHO3HHIN TpoMO03
Ta aprepianbHa TpomOoemOomis. Ciij perenbHO 310paTh MEAWYHMNA aHAMHE3 JUIS BHUSBICHHS
0ci0 13 yuciIeHHUMH (aKTOpaMu PU3UKY Ha TOAATOK JI0 OCHOBHOI MyxXauHH. [larieHTiB moTpioHO
HOTEPETUTH TIPO O3HAKU M CUMITOMHU TpoMOOEeMOOIii Ta peKOMEHIyBaTH HETaiHO 3BEPHYTHUCS
JI0 JIIKapsi Ui MEJICECTPH TPHU OB TAKUX O3HAK a00 CUMITOMIB.

JlereHeBa TOKCHYHICTb. Y MAL€HTIB, SKi OTPUMYBAJIM HENINOCOMaNbHI (OPMHU ipUHOTEKAHY,
BUHHMKAJIM €Mi30u, TOMIOHI [0 I1HTEpCTHIianbHOrO 3axBoproBaHHs JiereHb (I3J1), 1o
Opu3BOAMIN N0 JseranbHuX HacmiakiB. Y NAPOLI-3 maeBmoHiT crnocrtepiraBes y 0,3%
narieHTiB, ski orpumyBann OHIBAM/® mnermmboBaHmii mimocoManbHHH y KoMOiHamii 3
okcamimuiatuHoM Ta S5-OVY/JIB. Jlo ¢dakropiB pu3MKy HamexaTb 3aXBOPIOBAHHS JIETEHb B
aHaMHe3i, 3aCTOCYBaHHs ITHEBMOTOKCHYHHX JIIKAPCHKUX 3ac00iB, KOJIOHIECTUMYJIIOIOYHX
¢axTopiB ab0 monepenHe MPOXOKEHHS pajioTeparnii. 3a cTaHOM XBOPHX 13 (paKTOpaMH PUBHUKY
CJIZ PETENIbHO CIIOCTEPIraTH MO0 TOSBU PECHipaTOPHUX CHMITOMIB JI0 Ta IiJl Yac Teparii
nperapatom OHIBAJ/[® merwinoBaHumii JTinocoManbHHiL. PeTMKYIOHOAy/ISpHA KapTHHA HA
peHTreHorpami TPyJIHOI KJIITKUA CIIOCTEpIrajacs y HEBEJIWKOIrO BiJICOTKA MAIlEHTIB, sKI Opanu
y4acTh y KJIIHIYHOMY JOCIHIUKeHH] ipuHOTeKaHy. Briepiie BusiBiieHa abo nporpecyroua 3a/1u1Ka,
Kallejdb Ta JIMXOMaHKa MOBMHHI CTaTH MIJCTABOIO JUIs MEPEpUBAHHS JIIKYBaHHS IpernapaTroM
OHIBAfII[® METHIILOBAHUH JIIMOCOMAaIBHUM 10 OTPUMaHHS JA1arHOCTUYHOI orliHku. [lamienTam 3
miaTBeppkeHUM  maiarHo3oM  I3JI  HEOOXiMHO MPUIMHHUTH — 3aCTOCYBaHHS OHIBAPTI[®
NETUIILOBAHUM JIimocoManbHuM (AUB. po3ai «Croci0d 3aCTOCYBaHHS Ta I03W»).

[Mopymenns QyHKIUTI MeYiHKKA. Y MaIi€HTiB 13 TinepOutipyOiHeMieo crocTepiraiucs OuIbII
BUCOKI KOHIeHTpamii 3arambHoro SN-38 (muB. po3min «®PapMakoKiHETHKa») Ta, OTXKeE,
IiBUICHUN PU3UK HEUTpOIeHii. Y TaIlieHTiB 13 TOKa3HUKOM 3arajibHoro OinipyOiHy
1,0-2,0 Mr/an  ciain peryisipHO KOHTPOJIOBATH TOKAa3HUKHM PO3TOPHYTOrO aHami3y KpoBi.
HeoOximHO moTpuMyBaTHCS OOEPEXHOCTI IOJO MAIEHTIB i3 MOPYHICHHSM (DYHKIIT MEYiHKH
(piBeHb OimipyOiHy B > 2 pasu nepesuirye BMH; piBenb TpaHncaminaz y > 5 pa3iB mepeBuUIIye
BMH). OHIBAWJI® nernnsoBanuii 1inocoManbHuil y KOMOIHALT 3 iHIIMMY reNaToTOKCHYHUMH
JIKapChKUMHU 3ac00aMM, OCOOJNIMBO TAIlleHTaM 3 TMOPYUICHHSIMH (YHKIII TMe4YiHKH, CIij
3aCTOCOBYBATH 3 OCOOIMBOIO 00CPEXKHICTIO.

TalieHTH 3 HEIOCTATHLOK MACOI0 Tina (imekc macu Tina < 18,5 kr/m?). Y NAPOLI-1y 53 8
MAIE€HTIB 3 HEJOCTATHHOIO MACOI0 Tijla CIIoCTepiraiucs modiuni peakuii 3-ro abo 4-ro cTymneHs,
MEPEeBAKHO MIEOCYIIPECisl, TOML AK y 7 13 8 BUMAAKIB OyJI0 MOTPiOHE KOPUTYBAHHS JIO3H, TaKe SIK
BIZICTDOUYCHHSI 3aCTOCYBaHHS, 3MEHIICHHS JIO3M YW TPUIIUHEHHS 3aCTOCYBaHHS IIperapary.
OHIBAﬂﬂ® HErmIbOBAHUH JIMOCOMANBHUII MALiEHTaM 3 iHIeKcOM MacH Tina < 18,5 kr/m? ciif
3aCTOCOBYBATHU 3 00EPEXKHICTIO.

JomnowmixHi pedyoBuHU. B ogHOMYy (prakoHi HBOTro IiKapchbKOro 3aco0y wmictutbes 33,1 wmr
HATpif0, MO ekBiBaieHTHO 1,65% pexomenmoBanoi BOO3 makcuManbHOI 1000BOT HOpMHU
CHOXHBAHHSA 2 T HATPIIO JJIs TOPOCITUX.

3acmocysanns y nepioo eazimuocmi aoo 200y8anHs 2pyooro

KiHky penpoAYKTUBHOTO BiKYy / KOHTpallemilis Jis SKiHOK Ta 4oJoBikiB. JKiHKH
PETNPOIYKTHBHOTO BiKy MOBHMHHI 3aCTOCOBYBaTH €()EKTHUBHI METOIM KOHTpALENIii I dbac
nikyBauHs npenmaparom OHIBAWI® mermnpoBaHuii JMOCOMANBHHE Ta TPOTATOM 7 MiCAIiB
micns Woro 3aBepmieHHA. YONOBIKM MalOTh KOPHUCTYBAaTHCS Npe3epBaTHBAMH IIiJ] 4ac Teparii
nperapatom OHIBAWJI® mermnpoBaHuii NiMOCOMANbHME Ta BIPOZOBXK 4 MicAmiB micis ii
3aBEpILCHHS.

Baritnicte. J[aHuxX 1070 3aCTOCYyBaHHS OHIBAPH[® METHIILOBAHUN JIIITOCOMAJILHUI BariTHUM
KIHKaM HEJOCTaTHhO. B  JOCHI[UKEHHSAX Ha TBAapUHAX IPUHOTEKAH IPOJEMOHCTPYBAB
eMOpIOTOKCHYHICT, 1 TEpPaTOreHHICTh, TOMY MOXHA TMPUITYCTUTH, IO MPH 3aCTOCYBaHHI
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npenapaty OHIBAWJI® nerunsoBanuii MnocoMansHuil 1Ii 4ac BariTHOCTi HMOBipHA IIKiTHuBa
s Ha Torig. OTKe, 3 OBy Ha pPe3yJIbTaTH JOCTIPKeHh HAa TBapMHAX Ta MeEXaHI3My il
ipunoTexany OHIBAM/I® nerunsoBanuii 1inocoMaabHUil HE CITiJi 34CTOCOBYBATH BariTHHM, 3a
BUHATKOM BHIAIKiB KpaiiHboi HeoOximmocti. IIpu 3actocyBanni OHIBAM/I® mermnboBanmuii
JTINOCOMANBHUN TiJI Yac BariTHOCTI a0o0 SKIO BAriTHICTh HAcTana MiJ 4ac Teparii, MaIieHTKy
ciia mpoindopMyBaTH TIPO MOTSHIIIHHUN PU3UK IS TIJI01A.

TonyBanns rpymiro. HeBigoMo, un mpoHUKae OHIBAPII[® [METMIILOBAHNN JIIITOCOMAJILHUAIN a00
HOT0 METalOoITH y TPYIHE MOJIOKO JIOAUHU. Yepe3 MOTCHIINHUN PU3UK PO3BUTKY CEPUO3HHX
NOOIYHUX peakKIliii y HEeMOBIAT, sKi Nepe0yBaloTh Ha TIPyJHOMY BHIOJIOBYBaHHI, JIKyBaHHS
npenapatom OHIBAM/I® mermnboBaHuii JHIOCOMATBHMH X 9Yac TOXYBAHHS TPYIIIO
npotunokazane (auB. pos3ain «l[Iporunokazanus»). IlamieHTkam He cIif TOAYBATH TPYIIIO
IPOTATOM OJIHOTO MICSIIS MiCIIs 3aCTOCYBAaHHS OCTaHHBOT 103H.

®eprunbHict. Hemae pammx momo BmmmBy npemapary OHIBAM®  merumboBauwuit
JTMOCOMAJIBHAM Ha (PEPTUIIbHICTD JTIOAUHU. J[0CIiPKEHHS Ha TBapUHAX MPOJAEMOHCTPOBAIIH, 110
HeNinocoManbHi  (OpMH  IpUHOTEKaHY CHPUYHMHSAIM aTpo¢il0 YOJOBIYMX Ta JKIHOYUX
PeNpONYKTUBHUX OpraHiB MICHsl 3aCTOCYyBaHHs OaraTOKpaTHHX JOOOBUX 03 IPUHOTEKaHY.
Iepen nouaTkoMm 3acTocyBaHHs npemapary OHIBAWJ® nermnsoBanmii JinocoMmabHuii
JIOTIUTHFHO HAJATH TIOPAJIM MAIIEHTY MIO0A0 30€peKeHHS ramMeT.

30amuicmo enaueamu HA WIEUOKICHb peakuii npu KepyeanHi A6MOMPAHCHOPMOM ado
IHWUMU MeXanizmamu

OHIBAM/I® nermi»oBaHuii JTiMmocoMaibHUIl Ma€ TOMIipHH BIUIMB HA IIBMAKICTB PEAKIii mpu
KepyBaHHI aBTOTPAHCIIOPTOM a0o0 1HIMIMMHU MexaHi3MaMmu. [lix "ac JiKyBaHHS TAIll€EHTH MarOTh
JTOTPUMYBATUCS 0OEPEKHOCTI MIPU KEPYBaHHI aBTOTPAHCTIOPTOM a00 1HIIUMH MEXaHI3MaMH.

Cnocio 3acmocysannus ma 003u

[Ipu3HaueHHs Ta BBEJCHHS TAllieHTaM JiKapchkoro 3acoby OHIBAM/I® nermmsoBanmit
JIIMOCOMAJIBHUI MOBUHHO 3I1MCHIOBATHCS BUKIIOYHO MEIUYHHUMM CIEIIaiCTaAMU, SIKI MaloTh
JOCB1JI TPOBEICHHS MPOTUITYXJIMHHOT Tepamii.

OHIBAMJI® mermnboBaHumii JMOCOMATbHUH HE € eKBIBAICHTHHM HEINIOCOMAIBHEM (BopMam
IpUHOTEKaHy 1 He TOBUHEH 3aMiHIOBATHUCH.

JlozyBaHHsS

OHIBAM/® merwinoBaHMii JMOCOMAaNbHMII HE 3aCTOCOBYEThCA SK MOHOTEpAIlis i Oro
3aCTOCYBAaHHS CJiJI TPOJOBXKYBaTH IO TMPOTPECYBaHHS 3aXBOPIOBAaHHA a00 BTpaTH
MEPEHOCUMOCTI.

OHIBAHT® necunvosanuii ninocomanshuti 8 kombinayii 3 okcaniniamurnom, 5-®Y ma JIB
OHIBAﬂﬂ® METUJIbOBAHUN  JIIIIOCOMANIbHUM, oOkcamrmuiatud, JIB Ta 5-®Y BBOATBCSA
mocigoBHO. PexomenmoBana mo3a mpemapatry OHIBAMJI® mermmboBanmii mimocoMambHHit
craHoBUTh 50 Mr/M?> BHYTPILIHHOBEHHO BIPOAOBXK 90 XBMIMH i3 HACTYHHMM BBEICHHAM
OKcaJlimiaTuHy B 7031 60 MI/M? BHYTpIIHHOBEHHO BIIPOAOBk 120 XBMIMH, i3 HACTYHHHM
BBeienasM JIB B 1031 400 mr/m? BHYTpITHROBEHHO mpoTsroMm 30 xBunuH Ta 5-OY B mo3i
2 400 Mr/mM> BHYTpIIIHBOBEHHO BNPOJOBXK 46 roaus. Takuil pexuM 3acTOCYBaHHS HEOOXimHO
MPOBOAMTU KOXHI 2 THXHI. 32 YMOBU MOTaHOI MEPEHOCHMOCTI 3aCTOCYBaHHS OKCANIMJIATHHY
MOXHA TpPHUIMHUTH Ta HPOJOBKHTH JiKyBaHHA mnpermapatom OHIBAMJI® mnerumboBauuii
ninocomanbHuii + 5-OVY/JIB.

PexoMeHI0BaHa mouaTkoBa fno3a mpemapaty OHIBAMJI® mermmboBanmii mimocoManbHui st
namieHTiB, roMo3urotTHux 3a ajeiasMu UGTIA1*28, 3amumaerbcss 0e3 3MiH 1 CTaHOBHTh
50 Mr/M*> BHYTpIIHEOBEHHO BHPOAOBXK 90 XBMIMH (muB. po3ail Ta «DapMakoIoridsi
BJIACTHUBOCTI»).

OHIBAHT® necunvosanuii ninocomanshuti 8 kombinayii 3 5-®@Y ma JIB

OHIBAﬂﬂ® NETWILOBAHMM  JinocoMaipHui, JIB 1 5-®Y BBOAATECA  IOCIIZOBHO.
PekoMeH/I0BaHA [03a Ta cXeMma 3acTocyBaHHs mpemapaty OHIBAWI® nermisoBaHuii
ninocomanbHuit: 70 Mr/m?> BHYTPIilIHBOBEHHO BIPO0BXK 90 XBHIMH i3 HACTYIHHM BBEICHHSM
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JIB B no3i 400 mr/m® BHyTpimHbOBeHHO IpoTsiroM 30 xBuaumH Ta 5-®Y mo 2400 mr/m?
BHYTPIITHHOBEHHO BIPOJIOBXK 46 TOIUH — CXeMa MPU3HAYAETHCS KOXKHI 2 THIKHI.

JlikyBaHHS MaIli€HTiB, TOMO3UTOTHHX 3a anensimu UGT1A1*28, ciig po3moynHaTH 31 3HUKEHOT
modyatkoBoi o3 mpemnapaty OHIBAM/® mermmpoBamii mimocomansauii 10 50 mr/m? (mus.
po3ain «lloGiuni peakuii» Ta migpo3nin «PapmakonuHAMIKa») 3 MOMXIJIMBHM HACTYITHHM
i ABUIIEHHSIM 1031 10 70 Mr/M? 3a YMOBH J00POi MEPEHOCUMOCTI JIIKyBaHHS.

Ipemeduxayis. onaiivenmre 3a 30 XBMIMH 10 modartky iHQysii mpemapary OHIBAMI®
NEeTWIBOBAHUIA JINOCOMAJbHHUN TMAIliEeHTaM pPEKOMEH/IOBaHA MPEMEIUKaIlisl CTaHIapTHHUMHU
JI03aMHU JIeKcaMeTa30Hy (200 eKBIBaJICHTHOTO KOPTHUKOCTEPOidy) pa3oMm 3 aHtaroHictom 5-HT3
(a0 1HIITUM TIPOTHUOTIOBOTHUM 3aCO00M).

Kopexuyia 0ozu. Bei kopuryBaHHs 103U CIijl 3MIHCHIOBATH 3 OTJIsIy Ha MOTNEPEIHIN HaWBUILUI
cTyninb TokcnyHocTi. [{o3a JIB He moTpedye KopuryBaHHS.

OHIBAH]T® necunvosanuii ninocomanshuti 8 kombinayii 3 okcaniniamutnom, 5-@Y ma JIB

Taéauus 4: Pexomennanii mogo kopekmuii g03u npenaparis OHIBAM/I® nerniboBanmii
JinocomMajbHuil + okcajainaaTun/5-®Y/JIB

Cmynins moxkcuunocmi KopuryBanus 1o3u npenaparis OHIBAﬁI[® nerujiboBaHUH
(3nauenns) JinocoMajJbHUH/OKcATIMIATUH/S-DY
3a NCI CTCAE'
I'emaToJ10TiYHA TOKCHYHICTH
Heiitponenis He nounnaTtt HOBU UK Teparii 10 TOCSITHEHHS aOCOTIOTHOT
KinbKkocTi Helirpodinis > 2 000 kmitun/mMm® (2x10°%/1)
Cmynins 3 abo 4 3umsuty 103y OHIBAMJI® nerumboBanmii

(< 1 000 xaimun/mm’) jmnocomManbpuuii 10 80% MOYaTKOBOI 03U
abo Helimponeniyna 3HU3HUTH 103y OKcaiuiaTuHy Ta 5-OY Ha
JUXOMAHKA 20%

IHepuwiuii sunaook

3umsuty 103y OHIBAUJI® nermmboBanmii
JIIIocoMalIbHUi 10 65% MOYaTKOBOI 103U
3HU3UTH 103y OKCATIUIaTHHY Ta 5-DVY mie
Ha 15%

/lpyzuit eunadok

3uusutu 103y OHIBAW/I® nerunsosanuii
JinocoManbpuuii 10 50% Mmo4aTKkoBOl 03U

Tpemiin eunadok .
p 3HU3UTH 103y OKCaJlIulaTuHy Ta 5-OV 1me

Ha 15%
Yemeepmuii [TpunuHuTH JTiKYyBaHHS
6UNAVOK
TpoMOOLMTOIIEHIS He mnoumnHatu HOBUI mWMKI Tepamii J0 MOCATHEHHS KUIBKOCTI
TpoMGouuTiB > 100 THc./Mm> (100 x 10%/m)
JletikonieHist KopuryBanuss 1o3u mpu JICHUKOMEHIT Ta TPOMOOIMTOICHIT

6azytorecsi Ha Kkiacugikamii TokcmuHocti NCI CTCAE Ta
aHAJIOTIYHI PEKOMEHOBAaHUM BUIIE TIPH HEUTPOTICHIT

HeremMaTo/10riyHa TOKCHYHICTD "

[iapes He nounnaTtyt HOBU UK Teparii 10 3MEHIICHHS TSKKOCTI Jiapei
10 < 1-ro crymens (Ha 2—3 BUIOPO>KHEHHS 3a 100y OuIbIIe, HiXK 10
MTOYATKY JIIKyBaHHS)

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

Kopurysauns 1031 npenapartis OHIBAV/I® nernanoBanmii
JinocomMajbHUIH/oKcaTinIaTuH/5-DY

Cmyniny 3 abo 4

Ilepuwiuit gunadox

3HU3UTHU 103y OHIBAI/IZ[® HErWILOBAHNNI
JnocoManbHuil 10 80% MOYaTKOBOI 103U
3HU3UTH 103y OKcaliuiaTuHy Ta 5-OVY Ha
20%

Jlpyeuit eunaook

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

Tpemiit eunadox

3HU3UTHU 103y OHIBAﬂH® HErMJILOBAHNNI
JinocoMalibHUM 10 50% mmo4YaTKoBOi 103U
3HU3UTH 103y OKcaTiuiatuHy 1a 5-OVY e
Ha 15%

Yemeepmuii
6UNA0OK

[TpunuHUTH NiKYBaHHS

Bci i1 nposisu
TOKCHUYHOCTI*
Cmyninw 3 abo 4

IHepwiuii sunadok

3um3utn o3y OHIBAN/I® nerunsopanuit
jmnocomManbpuuii 10 80% MOYaTKOBOI 03U
3HU3UTH 103y OKcaliuiaTuHy Ta 5-OVY Ha
20%

/lpyzuit eunadok

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

Tpemin eunaook

3um3utn o3y OHIBANI® nerunsopanuit
JinocoManbpHuil 10 50% Mmo4aTKOBOI 03U
3HU3UTH 103y OKCANIUIaTHHY Ta 5-DY mie
Ha 15%

Yemeepmuii
8UNAOOK

[TpunuHUTH NTiKYBaHHS

Hyooma ma 6aroeanus
Cmynine > 3

3HU3WUTH 103y TUTBKH Y pasi, SIKII0 CAMITOMH 30€piratoThcs,
HE3BaXXAaI0UM Ha ONTUMAJIbHY TepaIio NpOTUOIIOBOTHUM

IpenapaTom

J10JIOHHO-OIIOITOBHUNA

CUHIPOM
Crynisgb 3 abo 4

IHepwiuii 6unadok

[TpunuHUTH TIKyBaHHS

HeiipouepeOpanbHa
TOKCHYHICTH OYIb-IKOIO
CTyIHeHs abo ceplieBa
TOKCHUYHICTH > 2 CTYIIEHS

IHepuwiuii sunaook

[TpunuauTH TIKyBaHHS

AmnadiakTUYHA peakIis

Hepuwiuit eunadok

[TpunuHUTH NIKYBaHHS

IHTepCcTHLIANILHE
3aXBOPIOBAHHA JIETEHD

Hepuwiuit eunadok

[TpunuHUTH NiKyBaHHS

* 3a BUHATKOM acTeHii Ta aHOPEKCil.

I'NCI CTCAE - 3aranbHi TepMiHoJIOri4Hi KpuTepii Hebaxanux spuml HamionansHoro inctutyTy paky CILIA, notouna peakiis.

PexoMeHioBaHa mouartkoBa jgo3a npenapaty OHIBAM® nerunnboBanuil JiNOCOMAnbHUM Ta
peKoMeHalii MO0 3HIKEHHS 103U Yy MAaIli€eHTiB, roMo3uroTHux 3a amemsmu UGTI1A1*28,

3aIAIIAIOTHECH 0€3 3MIH.

OHIBAHIT® necunvosanuii ninocomanvhuii 6 kombinayii 3 5-®@Y ma JIB
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[MTamienTam, sKi MOYMHAIOTH JIIKYBaHHS 13 JI03U OHIBAPII[® [ETHIILOBAHUN JIIITOCOMAIbHUI
50 Mmr/M*> Ta He niaBuIyoTh 10 70 Mr/M?, PEKOMEHJIOBaHE TepIle 3HWXKEHHS 03U JI0
43 mr/mM?ta apyre — g0 35 mr/m?. TlamieHTaMm, sKi HOTpeOyIOTh HACTYIIHOIO 3HHMYKEHHS JIO3H,
PEKOMEHIOBAaHO MPUTTUHHUTH JIIKYBaHHS.

[Mamientam, romozurotHuM 3a anenssmMu UGT1A1%28, B sKMX MPOTIroM MepIuoro MUKy Teparii
BiZCyTHI ToKcHuHi mposiBu, moB’s3ani 3 OHIBAM/I® mermnboBanmii TimocoManbHuil (3HIKEHA
no3a — 50 mMr/m?), MOKIMBE 30UIBLICHHS 103U 10 3aranbHoi 70 MI/M? y HacTyHHMX IUKJIax
3aJIe)KHO BiJ] 1HAWBITYyaIbHOT TEPEHOCHMOCTI.

Ta6auns 5: Pekomennanii mogo xopexuii 103u npenapatis OHIBAHI® nerunnoBanmii
JinmocomajibHuii + S5-®Y/JIB y pa3i TokcuyHOCTi 3—4-10 CTymeHsl AJsl MAalli€HTIB,
HeromMo3uroTumx 3a ajeaem UGT1A1*28

Cmyninb mokcuunocmi KopuryBauns 1031 npenapartis OHIBAV/I® nernanoBanmii
(3nauenns) JinocomajabHmii /5-®Y
3a NCI CTCAE! (171 manieHTiB, HeroMo3uroTHux 3a anejgeM UGT1A1*28)

I'eMaToJI0TiYHA TOKCHYHICTH

HeijiTponeHnis

He nounnaTtt HOBU UK Teparii 10 TOCSITHEHHS aOCOMIOTHOT
KinbKocTi Helfrpodinis > 1 500 kmiTun/mMm>

Cmynins 3 abo 4

(< 1 000 knimun/mm’)
a00 HeliTponeHiYHA
JINXOMAHKA

3umsuty 103y OHIBAMI® nerumboBanmii
JimocoManbHui 10 50 Mr/m>
3uusutH 103y 5-®Y Ha 25% (1 800 Mr/m?)

Hepuwiuit eunadok

3HU3UTHU 103y OHIBAﬂH® HErWILOBAHNNI
JinmocoManbHUi 10 43 Mr/m?

3Hu3utu 103y 5-OV nogatkoBo Ha 25%

(1 350 mr/m?).

Jlpyeuit eunaook

Tpemiii sunaook [TpunuHUTH TIKyBaHHS

TpomMoOoonuTONCHIsA

JlelikoneHist

He mounHaTH HOBUMIT UK Tepartii 0 TOCATHEHHS KiTBKOCTI
TpoMbouuTiB > 100 THC./MM

KopuryBaHHs 1031 TIpH JIEWKOTEHiT Ta TPOMOOIMTOTICHIT
0a3yroThest Ha kiacudikamii Tokcnaaocti NCI CTCAE Ta
aHAJIOT1YH1 PEKOMEHJOBAaHUM BHIIE TIPU HEUTPOTEHil

HeremaTo/10riyHa TOKCHYHICTh2

[diapesi

He nmounnaTi HOBMIA IIUKII Teparii 10 3MEHIIEHHS TSHKKOCTI Jtiapei
1o < 1-ro crynens (Ha 2—3 BUMOPOKHEHHS 3a 100y OUIbIIe, HIXK 10
MOYATKY JIIKYBaHHSI)

Cmynins 2

He nounnaTtyt HOBU UK Teparii 10 3MEHIICHHS TSKKOCTI Jiapei
10 < 1-ro crymens (Ha 2—3 BUIMOPO>KHEHHS 3a 100y OuIbIIe, HiXK 10
MTOYATKY JIIKyBaHHS)

Cmynins 3 abo 4

3umsuty 103y OHIBAWJI® nerumboBanmii
JimocoManbHui 10 50 Mr/m>
3uusutH 103y 5-®Y Ha 25% (1 800 Mr/m?)

Hepuwiuit unadok

3HU3UTHU 103y OHIBAﬂH® HErWILOBAHNNI
JinmocoManbHUi 10 43 Mr/m?

3Hu3utu 103y 5-OV nogatkoBo Ha 25%

(1 350 mr/m?)

Jlpyeuit eunaook

Tpemiit unadox [TpunuHUTH NiKYBaHHS

Hvaora / 6J10BaHHA

He nmounHaTi HOBMIA IUKII Teparii 10 3MEHIIEHHS TSHKKOCTI
HyA0TH / O1r0BaHHS 110 < 1-r0 cTyneHs abo 10 BUX1AHOTO
IMOKa3HUKA
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Cmynine moxcuunocmi

Kopurysanus 1031 npenapatis OHIBAV/I® neruanoBanmii

(3Hauennsn) JinocomMajabHuii /5-®Y
3a NCI CTCAE! (11 manieHTiB, HeroMo3uroTHux 3a ajeaem UGT1A1*28)

Cmynins 3 ado 4 OnTuMi3yBaTH Teparito NPOTHOIIOBOTHUM
(nezsaodicaiouu 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?

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

3HU3UTHU 103y OHIBAI/IZ[® HErWILOBAHNNI
IHepwuii sunadok ninocoManbHui 10 50 Mr/m?

Cmynins 3 abo 4 3uusutH 103y 5-®Y Ha 25% (1 800 Mr/m?)
3HU3UTH 103y OHIBAI/II[® HEermILOBAaHUN
Tpyeuii sunadox JiNocoManbHuiA 10 43 mMr/m>
Py 3au3utu 103y 5-OVY nomatkoBo Ha 25%
(1 350 mr/m?)
Tpemiii sunadox [TpunuHUTH NIKYBaHHS
AHa(bl.H akriia Ilepwuii 6unadok [TpunuHUTH NTIKyBaHHS
peakuis
Inrepernuianse Hepuwiuit eunadok [TpunuHUTH TIKyBaHHS

3aXBOPHOBAHHA JIEI'CHb

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

penaxiiisi.

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
JinocomajabHuii + 5-PY/JIB npu TOKCHYHOCTI 3—4-10 CTyNeHs y NANI€HTIB, TOMO3MTOTHHX

3a ajgejqem UGT1A1*28

Cmyninb mokcuunocmi
(3HaueHnHs)
3a NCI CTCAE!

Kopurysanus 1031 npenapatis OHIBAHI® nerusiboBanuii
JinocomajabHui/5-OY
(n1st manieHTiB, roMo3uroTHux 3a anejnem UGT1A1*28, 6e3
nonepeaHbLoro 36iabmenns x03u’ 10 70 mr/m?)

Io6iuni peakuii’
cmynens 3 aoo 4

He nmounHaTi HOBHIA UK Teparlii 10 3MEHIICHHS TSKKOCTI
HeOakaHMX SBUII A0 < 1-ro cTymeHs

3umsurty 103y OHIBAM/I® nernmboBaHmii
Ilepwuii sunadok JimocoMaabHUH 10 43 Mr/m?
Kopurysatu 103y 5-®V 3rigHo 3 Tabdi. 5

3umsutn o3y OHIBANJI® nerunsopanuii
/Jlpyeuii eunaook ninocoManbHui 10 35 Mr/m?
Kopurysatu 103y 5-®VY 3rigHo 3 Tabiu. 5

3aXBOPHOBAHHA JIETCHb

Tpemii eunaook [TpunuHUTH TIKyBaHHS
AHadinakTnyna . .
. Ilepwuii 6unadok [IpunuHUTH J1KYyBaHHS
peakuis
InTepcTnnianbHe . .
P IHepuwiuii sunaooxk [IpunuHUTH JT1KYyBaHHS




16

NCI CTCAE - 3aransHi TepmiHoIoriuHi KpuTepii Hebaxanux siuiy HarionansHoro iHctutyTy paky CILHA, norouna
penaxiis.

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

Hopywennus  ¢ynxyii  newinku. CrHemiadpbHUX JTOCHIIKCHb €(QEKTUBHOCTI 3aCTOCYyBaHHS
npenapaty OHIBAM/I® nernnsoBanmii MinmocoManpHUiA TIpH TOpyIIEHHI (QYHKII TeUiHKH He
npoBomwid. Ciifl yHUKaTH 3aCTOCYBaHHS IIbOTO JIKApCHKOTO 3aco0y TalmieHTaM i3 piBHEM
Oumipybiny  >2,0mr/an  abo  piBHeM  acnapratamiHoTpaHcdepasu  (ACT)  Tta
amaninaminoTpancdepasu (AJIT), y > 2,5 paza Bumum 3a BMH a6o y > 5 pa3iB sumum BMH y
pasi HassBHOCTI NEYIHKOBUX MeTacTa3iB (AUB. po3ail «OCoOINBOCTI 3aCTOCYBAHHS»).
Hopywenna @yukyii nupox. CnemianbHi TOCTIDKEHHS 3 OLIHKH €()EKTUBHOCTI Tpemapary
OHIBAM/I® merunsoBanuii TinocoManbHMI TP MOPYIIEHHI (YHKIii HEPOK HE IPOBOIMIIH.
Jlnist manieHTiB i3 MOPYMICHHSM (PYHKIIT HUPOK BifJ JIETKOTO JO MOMIPHOTO CTYMEHS TSDKKOCTI
KOpPUTYBaHHsS 103U He moTpiOHe (nuB. miapo3ain «dapmakokiHeTuka»). He pekoMmeHq0BaHO
3actocoByBatn OHIBAVI/[® nerui»oBaHumii TinocoManbHUil Ialli€HTaM i3 HOpyIeHHIM (QyHKIi]
HUPOK TsKKOro crymnens (CLer < 30 mu/xB).

Tayienmu nimuvoco siky. 49,6% mnamientiB y NAPOLI-3 ta 41% y NAPOLI-1, sixi orpumyBanu
OHIBAM/I® nerunpoBammii mimocomanbHuii, Gymm BikoM > 65 pokis. Kopuryauus nosu He
PEKOMEH/IOBaHE.

Crocib 3acTocyBaHHS

OHIBAM/® nermnboBaHmii  JNOCOMAnbHHI — TPHU3HAYEHMI JUIS  BHYTPIlIHHOBEHHOTO
3acTocyBaHHA. KOHILIEHTpaT mepes BBEAECHHSAM CIiJ PO3BECTH Ta BUKOPUCTOBYBATH Yy BUIJISAAL
OJTHOKpPATHO1 BHYTPIIIHROBEHHOI 1HQY311 Bupomorx 90 xBunuH. binbme iHpopmarii HaBeeHO B
nigpo3aim «[IpurotyBanHs Ta BBEACHHS JUCTIEPCIi».

Ipucomysanns ma esedennss Oucnepcii. OHIBAMJI® mnermnpoBaHmii  JiMOCOMAanbHUIA
MOCTAYa€ThCS Y BUTIIAI CTEPUIIBHOT JIIMOCOMaJIbHOI qucnepcii B KoHueHTparii 4,3 mr/mi, i iioro
HEOOXITHO PO3BOIUTH IE€PEe] BBEJCHHSM 3a JIOTIOMOTOIO0 TOJKH Kaimiopom He Oinbire 21.
[Tpenapat po3BoisATh 5 % pO3YMHOM IJIIOKO3U AJs 1H €KLINH a00 PO3UYMHOM HATPIIO XJIOPUIY
9wmr/mn (0,9%) mist iH’ekmiid, 00 OTPUMATH JHUCIEPCII0 BIIMOBIAHOI JO3W Tpernapary
OHIBAﬂﬂ® MEeruibOBaHUM JIMOCOMANbHUN, PO3BEIEHOTr0 A0 KiHIeBoro o0’emy 500 mi.
Po3Beneny mucrepcito mepeMimyoTh, 00epekHO nepeBepTaroun (iakoH. Po3BeneHa mucnepcis
NOBHHHA OyTH BiJl IPO30pPOro 10 3JIerka OLI0ro Kojabopy abo 3jerka onajeclieHTHOI Ta He
MICTHTH BHIMMHX YacTOK. SIK Tepamiro mepmioi JiHii JOpOCINM MallieHTaM 3 METaCTaTHYHOIO
aJICHOKAPIIMHOMOIO ITiIIUTYHKOBOI 3aJI03U OHIBAI7II[® METWIBOBAHUN JIIIOCOMAJIBHUNA CJIIi[
BBOJWTH Tepe]] BBEICHHSIM OKCAMIUIATUHY, Micias 4oro BBouATh JIB, a motim 5-®Y. s
JIKYBaHHS METACTaTHYHO! aJICHOKAPIMHOMHU TMIANLTYHKOBOI 3aJ03M Yy TOPOCIUX MAIIEHTIB 13
IPOrpeCyBaHHAM 3aXBOPIOBAHHS IC/Is Tepamii Ha OcHOBI remuurabiny OHIBAMJI®
MerWIbOBaHMH JIITOCOMAaJILHUIN 3aCTOCOBYIOTH nepes BBeaeHHs M JIB, micis doro BBoAsATh 5S-DVY.
OHIBAfII[® MErHJIOBAHUH JIIITOCOMATBHUM HE CJIiJl BBOAUTH IUIIXOM OONIOCHOI iH €Ki 4 y
BUTJISII1 HEPO3BEACHOI TUCTIEPCii.

Ilix yac mpuroTyBanHs iH]y3ii HeoOXiqHO TOTpUMyBaTHCS acenTHuHHX 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 3acid a0o BHUTpaTHI Marepiadd 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 JKapchkuii 3aci6. Ilpu
NOBO/KEHHI 3 MperaparoM abo Tpu HOro 3acTOCYBaHHI PEKOMEHJIOBAHO KOPHUCTOBYBATHUCS
pyKaBHUYKaMH, 3aXMCHUMHU OKYJISIpaMU Ta 3aXMCHHM OSTOM. BariTHi MeAu4HI CIIemialicTh He
MOBUHHI PO3BOUTH YU BBOJUTH OHIBAIZI[® METMJILOBAHUH JIIITOCOMAJILHUM.

imu
Besneka Ta eeKTHBHICTh 3acTocyBanHs npenapaty OHIBAM/I® nerunsoBaHuii JimocoManbHuit
TITSM Ta miuTiTkaM (BikoM < 18 pokiB) Hapa3i He BCTaHOBIEHi. JlaHi BiICyTHIi.

Ilepeoo3ysannsn

VY KINHIYHAX JOCHTIIHKEHHIX OHIBAPH[® MEeruyibOBaHUI JIMOCOMalbHUN 3aCTOCOBYBaBCS B
no3ax g0 210 mMr/m? mamieHTam i3 pisHUMH BUIAaMH 3MO0SKICHMX MyXauH. IToGiuHi peakuii y
TaKUX TAIIEHTIB OYyIM AaHAJOTiuyHI THUM, MpO SKi MOBIAOMIISUIOCS TIPH 3aCTOCYBaHHI
PEKOMEHIOBAaHUX /103 Ta PEKUMIB JI03yBaHHSI.

[ToBiomisnocst Mpo Mepefo3yBaHHS HEMINMOCOMaIbHUMHU (hopMaMH IpUHOTEKaHy B J03aX, SIKi
npuOJIM3HO BJBIYl NEPEBUIYIOTh PEKOMEHIOBaHY TEPANEBTUYHY 103y IPHHOTEKaHY, IO MOXE
MaTH JIeTanbHi Hachiaku. Hail0inpi 3HauHI MOO1YH1 peakiiii, mpo sIKi MOBIAOMIISIIOCS, BKITIOYAIIN
TSDKKY HEUTPOIICHIIO Ta TSDKKY JIiapero.

He icHye BiZOMOro aHTHIOTY HAa BHIANOK Tiepefo3yBaHHsA mpemapaToM OHIBAWI®
NEeTWIIBOBAHMH JlimocoManbHIi. HeoOXimHO po3noyaTn MakCUMaIbHO €PEKTHBHY MiATPUMYIOUY
Tepamiio A MOoMepeKeHHs AeTiapartallii yepe3 Jiapero Ta po3MoyaTd JIKyBaHHS OyAb-SKHX
1HQEKIIHHIX YCKIIaIHEHb.

Io6iuni peakuii

Pestome npodinro 6e3nexu

OHIBAHT® necunvosanuii ninocomanshuti 8 kombinayii 3 okcaniniamunom, 5-@Y ma JIB
(NALIRIFOX):

Huxuesasnaueni moGiuni peakuii, mos’s3aui i3 3actocyBamnsm OHIBAWJI® nermiboBaHmii
JIMOCOMalbHUM, SKUH  3aCTOCOBYBaBCA y KoMOiHamii 3  okcamiminatuHom/5-OVY/JIB,
cnoctepiramicst y 370 mami€eHTiB, SKi MONMEPEIHHO HE OTPUMYBAIHM XiMieTeparii 3 TPUBOIY
METaCTaTUYHOI aJCHOKAPIIMHOMHU MIANUTYHKOBOI 3ayno3u. Haiilinpin dYacTUMU MOOIYHUMU
peakmisimu (ommpenicts > 20%) Oynu giapesi, Hy1oTa, OJMIOBaHHS, 3HIDKEHHS alleTHTy, BTOMA,
acCTeHisl, HEHUTpPONEHis, 3HIKEHHS KITbKOCTI HeWTpodinmiB Ta aHemis. Haif0inpin wactumu
TSOKKUMH TTOOIYHUMH peakiisiMu (> 5% crynens 3 abo 4) Oynm miapes, HyaoTa, OJIOBaHHS,
3HIDKEHHS aleTUTy, BTOMA, aCTeHis, HEUTPOIIEHis, 3HIKEHHS KITbKOCTI HEUTpodiIiB, aHeMisd Ta
rinokamieMis. HailOumem gacTUMH CepHO3HHMHE MOOIYHUMU peakmisimu (> 2%) Oynu miapes,
HyJI0Ta, OnroBaHHS Ta Aerigpartanis. [1oOiuHi peakiii, sSiKi croCTepirajucs MpU 3aCTOCYBaHHI
OHIBAM/I® nermi»oBaHMii JTiMOCOMANbHUII i MPU3BETH JO OCTATOYHOIO NPUIMHEHHS HOTo
3aCTOCYBaHHA, 3apeecTpoBaHi y 9,5% mnarlieHTiB; Hal4acTiIO MMOOIYHOIO peakKili€o, o
IpU3BeTa 10 MPUITMHEHHS JTIKyBaHHs, OyJia HEUTPOTICHIS.

YacToTa 3HIKEHHS HO3U OHIBAPH[® NETUILOBAHUM JIIMOCOMANBHUN Yepe3 MOOIYHI peakiil
(He3aJIeX)KHO BiJ OIIHKHM MPUYMHHO-HACIIAKOBOTO 3B’53KY) croctepiranach y 52,4% mallieHTiB;
HalyacTIUMK MOOIYHUMHU PeaKLisIMU, 10 NoTpeOyBaau 3HIKEHHs 103U (=5%), Oynu nmiapes,
HYJOTa, HEHTPONEHis Ta B3HWKEHHS KinbKocTi HeiiTpodimis. 3actocysamus OHIBAMJI®
NErUILOBAHMM JTIMOCOMaNbHUN Yepe3 Mo0IYH1 peakiiii Oyno BigkIaJAeHO (HE3aleKHO BiJl OI[IHKU
NPUYHHHO-HACIIIKOBOTO 3B’s13KY) y 1,9% marienTiB; Hal9acTIMMU MOOIYHUMU PEaKIisMH, SKi
notpedyBaiau TepepuBaHHs Teparmii, Oyiau peakuii TiMepuyyTAUBOCTI Ta peakilii, MoB’s3aHi 3
iHQYy3i€er0, sKi cnocTepiramuch y 0,5% narieHTiB.

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

HaBeneni Hmkde moGiumi peaxiiii, mos’s3ani i3 3actocyBanmsM OHIBAM/I® mermnpoBammit
JIMOCOMalbHUM, crmocTepiragucs y 264 mnamieHTiB 3 METacTaTUYHOIO a/IeHOKapIUHOMOIO
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HiANUTYHKOBOT 3aJ103H, SIKI OTPUMYBAJIH JIIKYBaHHS MiCJIs IPOTrPEeCyBaHHS 3aXBOPIOBaHHS Ha 0asi
Teparii reMIuTaoiny.

Haii6inpm uwacTuMu noGiuHMMHE peakuismu (dactotra >20%) npu Tepamii OHIBANI®
MEerwibOBaHUi JinocomanbHuit + 5-OVY/JIB Oymmu miapes, HymoTa, OJIOBaHHS, 3HUKCHHS
ameTUTy, HEUTPONEHis, BTOMA, acTeHis, aHeMis, CTOMATUT i mipekcis. Haiilinpm dwactumu
Cepio3HMMH MOOIYHMMH  peakuismu  (>2%) 1npum Tepamii mpemapatom OHIBAMJI®
NEeTWIbOBAHMN JIiMOCOMaNbHUM Oynu niapes, OmioBaHHs, (peOpuiabHa HEUTPONEHisA, HYAOTA,
MipeKcisl, CETNCcucC, AeriaparTaris, CENTUIHNI 0K, MTHEBMOHIs, TOCTpa HUPKOBA HEIOCTATHICTS 1
TPOMOOIIMTOTICHIS.

[ToOiyHi1 peakuii, sIKI MpU3BENM A0 BIAMIHM JIKyBaHHS, ckiaganu 11% mpu 3acTocoByBaHHI
OHIBAM/I® nerunboBauuii ninmocomansauii + 5-OY/JIB.

[pu 3acrocyBanni OHIBAM/® mnermnpoBammii mimocomambuuii + S5-OY/JIB HaiidacTime
MOBIIOMJISIIOCS. TIPO 1H(EKIII0 Ta Aiapero K Npo MoOiuHI peakuii, SKi COPUYHMHUIN BiIMIHY
JiKyBaHHS.

[epenik MOOIYHUX peaKIIii

[To61uni peakiii 3a3HA4€HO HAa OCHOBI JAaHMX JOCTIHKEHb Ta JIOCBITy MOCTMAapKETHHTOBOTO
3actocyBaHHA. [lo0iuHi peakiii, fKi MOXYTb BHHHKATH IijJ 4Yac JIIKyBaHHS IpernapaTom
OHIBAPTI[® MEeTUILOBAaHUH JTIITOCOMAIbHUM, HABEACHO HIDKUYE 3a KJIAaCaMH CHCTEM OpraHiB i
YaCTOTOI0 iX BUHUKHEHHS. B Mekax KOKHOTO KJIacy CHCTEM OpraHiB Ta YacTOTH BUHUKHEHHS
moO1YHI peakIlii mpeacTaBiaeH! B OPSIKY 3HWKEHHS CEpHO3HOCTI. 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 HeBimoOMa (HE MOKHA BU3HAYUTH 32 HASBHUMH
JTAaHUMU ).

Taoauua 7: IloOiuni peakuii, mpo sIKi MOBIIOMJISAJIOCH NPH 3aCTOCYBAaHHI mpemapary
OHIBAU/I® nernjiboBaHuii JinocoMaabHUi

Kaac cucremu B xomoOinamii 3 B xomoinanii 3 5-®Y/JIB (y
oprasis, yacrora* okcaginaTuHomM/5-®Y/JIB (y NAPOLI-1 a3
NAPOLI-3) MOCTMAPKETUHIOBOI0 10CBiLy

3aCTOCYBAHHS )

Indexuii Ta inBasii

Yacto Cericuc, iHdexkuis cedoBuBiiHUX | CeNTUYHHIA MIOK, CETICHUC,
NUISIX1B, KAHAUA03HA 1HDEKITis, MTHEBMOHI s, eOpuiibHa
Ha30(apuHTIT HEHTpOIIeHis, raCTPOSHTEPHT,
OpAJIbHUHU KaHAUI03
Heuacro JIMBEpTUKYIIIT, THEBMOHIS, biniapHwuii cencuc

aHanbHUM abcuec, hedpuabHa
1H(EKIIis, TaCTPOCHTEPUT,
iH(eKIIis cTU30BO1 000JIOHKH,
rpuOKoOBa iH(EKIis pOTOBOL
HOPOXKHUHH, KIIOCTpUAiaTbHA
iH(eKIIis,, KOH IOHKTHBIT,
(GypyHKY1, IPOCTHIA TepIiec,
JApUHTIT, TAPOJAOHTHUT,
IyCTYJIbO3HHUI BHCHUII, CHHYCHT,
iHexis 3y0iB,
BYJIbBOBAariHaJbHUN MIKO3

HoBoyTBOpeHHs1 100POSIKiCHI, 3JI05IKiCHI Ta HeBU3HAYeHI (BKJIKYAYHU KiCTH TA NMOJINH)

Hewacto ‘ [TeputymopanbHU HAOPSK |
3 0oky cucTeMH KpOBi Ta JiMpaTHYHOI CHCTEeMH
Hyxe yacTto AHeMis, HeUTpoTeHis, Hefitponienis, neiikonexis, anemis,

TPOMOOITUTONICHI S TPOMOOIIUTONIEHIS
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Yacro ®eOpunbHa HEHTpOTIEH S, Jlimdonenis
JIEHKOTIeHisI, TiMorieHist
Heugacto [TaniuTomneHisi, reMOITHYHA
aHemis
3 6oky iMmyHHOI cucTeMH
Heuacto ['inepayTiuBicTh I'inepayTiuBicTh

Yacrora HEBigOMA

AnadinaktuyHi / anHadiIaKTOITHI
peaxilii, aHTIOHEBPOTUYHHI HAOPSK

3 0oky MeTa00J1i3My Ta 00MIHY pe40BHH

Hyxe gacto

lNinmokamieMisi, 3HIKEHHSI alleTUTY

I'imokamiemis, TimoMarHieMis,
JIeTiipaTaltis, 3HIKCHHS alleTUTY

Yacto Jerinparaitis, TimOHATPiEMIs, INnornikemis, rimoHaTpiemis,
rimodocdaremis, rimomartiemis, | rimodocdaremis
rinoans0yMiHemis,

TIIOKaIbIIEMIS
Heuacto [Topy1iieHHs €NeKTPOITHOTO
OanaHcy, rinepKabliemis,
3aru0elb KIIITHH, TITOXJIopeMis,
nojiarpa, rinepriikeMis,
rinepkaieMis, AeiuT 3aiisa,
MOPYILIEHHS XapuyBaHHA
3 00Ky ncuxikm
Yacro besconns
Heuacto be3connsi, cruryTaHicTh
CBIJIOMOCTI, JIeTIpecisi, HeBpO3
3 00Ky HepBOBOI CUCTEMH
Hyxe dacto [epudepuuna Heiiponaris, 3anamMoOpoYEHHS

JIMCTEB31s, mapecTesis

Yacro Tpemop, HEHPOTOKCUYHICTB, XoJiHepriYHui CUHAPOM,
JU3eCTe31s, XOMIHEePT1UHUNA JIUCTEB31sA
CUH/IPOM, TOJIOBHHM O111b,
3aImaMOpPOYCHHS
Heuacto KoHBybCii, KPOBOBWINB Y

MO30K, 1IepedpanbHa imemis,
IIeMiYHHN 1HCYJIBT, BTpaTa
HIOXY, areB3isi, MOPYIICHHS
piBHOBAry, rinepcoMHis,
rimoecresisi, IHTEIEKTyaIbH1
HOPYIICHHS, JIETApTis,
HOPYIICHHS TTaM'sITi, IPECHHKOTIE,
CHHKOIIE, TPAH3UTOPHA imeMivyHa
aTaka

3 6oky oprauiB 30py

Yacto

HeuitkicTs 30py

Heuacto

ITonpasHeHHs o4ueid, 3HUKEHHS
TOCTPOTH 30pY

3 00Ky opraHiB ¢JIyXy Ta BeCTHOYJISIPHOIO anapary

Heuacro ‘ Beprturo
3 00Ky cepus
Yacto Taxikapis linoren3is
Heuacto Crenoxkapis, roctpuii iHhapKT
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‘ MiOKap/ia, HaJbIiTallis

3 00Ky CYIMHHOI CHCT

cMH

Yacro ApTepiaibpHa TinoTeH3is, JlereneBa em0onis,
TpoMOOEMOOITIYHI BUTIAJIKH TpoMOOEeMOOITIYHI BUAJAKH
Hewacto AprtepianpHa rinepTeHsis,

nepudepuyHuii X001, reMaToma,
¢uedit

3 00Ky pecnipaTOpHOi CHCTEMH, OPTaHiB I'PYAHOI KJIITKH

Ta cePeaOCTiHHS

Yacto JlereneBa eM00JIis1, THKABKA, 3aaumka, tucQoHis
3aJIMIIKa, HOCOBA KPOBOTEUA
Heuacto binb y HOCOTIIOTII, Kaleb, I'imoxcis, iHTEpCTUITIATEHE

TiMepoKcis, 3anajeHHs CIM30BO1
000JIOHKH HOCa, aTeIeKTa3,
JuchOHisI, THEBMOHIT

3aXBOPIOBAHHA JICTCHb
(BKITIOUAFOYH ITHEBMOHIT)

3 00Ky HIIITYHKOBO-KMIIKOBOT0 TPAKTY

Jyxe gacto

Hiapes, HymoTa, OJIFOBaHHS,
01116/ IuckoMpopT B
a0MoOMIHAIBHINA TIIAHII,
CTOMATHT

Hiapes, 6;roBaHHS, HYI0Ta, OLTH B
a0IOMIHAJIBHIN IUISHII, CTOMATHT

Yacto

Komit, enTepokodit, 3amop,
CYXICTb B POTi, METEOPHU3M,
3IyTTS )KUBOTA, IUCTIETICIS,
ractpoe3odareanbHa pedIroKcHa
XBOp00a, TeMOpOH, nucdaris

Komit, remopoii

Heuacto

H1nyHKOBO-KHUILIKOBA
TOKCUYHICTbh, HEMPOXIiTHICTh
JIBaHAATHUIIATIO1 KUIIKH,
aHaJIbHE HETpUMaHHs, adTO3HA
BUpa3Ka, OpajibHa IU3eCcTe3is,
O1JTb B pOTOBIl MOPOKHUHI,
YpaXXE€HHS S3UKa, aHaJIbHA
TpPIIIMHA, aHTYJISIPHAN XEHITIT,
JUCXe3is, mapecTesiss poTOBOi
MIOPOXXHHHH, Kapiec 3y0iB,
BIJIpMKKa, IUTYHKOBUH po3iiaj,
TacTPHT, YPAKEHHS sICEH, OLIIb y
SCHax, reMaToxesis, TinepecTesis
3y0iB, mapagiTHYHA KAIITKOBA
HEMPOXI1/IHICTh, HAOPSIK TYOH,
BHUpa3Ka pOTOBOI IOPOKHUHH,
e3odarealbHuil crasm,
3aXBOPIOBAHHS MMapOIOHTY,
PEKTAIbHUI KPOBOBUJINB

E3odarirt, mpokTut

3 0oky renaro0ijiapHoi cucTeMH
YacTto ['inepOinipyoiHemis I'inoasbOymiHeMist
Heuacto X0maHriT, TOKCHYHHUI FeNaTuT,
Xo0JecTas3, IEYIHKOBUIH UTOIII3
3 00Ky HIKIpU Ta NIAMKIPHOI KJIITKOBUHU
Jlyxe gacTo Anorners Anornerist
Yacro CyxicTh LIKIPH, CUHIIPOM CBepOix

JIOJIOHHO-IT1 TOIIIOBHOT
CPHUTPOIN3ECTE311, BUCHIIAHHS,
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rineprnirMeHTaIlis mKipu

Heuacto

CaepOixk, rineprizipos, OyJIb03HHHA
JIepMaTHT, TeHEePaTi30BaHUI
ekcomiaTUBHUI JEpPMATHUT,
epuTeMa, TOKCHYHICTh HITThOBOT
IUIACTHHH, TIaITyJia, neTexis,
ricopias, 4y TJIMBICTh IIKipH,
excomiaris mKipu, ypakeHHs
HIKipH, TEICAHT10eKTa3is,

KpOIMB’ THKA

Kponup’siHka, BUCHITaHHS, 3MiHA
3a0apBIICHHS HITTIB

Yacrora HEBIITOMA

Epurema

3 00Ky OIIOPHO-PYXOBOI CHCTEMH TA CIIOJYYHOI TKAHMHH

Yacto M’s130Ba ¢i1aOKICTh, Miajris,
M’SI30BI1 CIIa3MH
Heuacto ApTtpairis, 6116 y CIIuHI, O11b Y

KiCTKaxX, OUTh Y KiHIIIBKaX,
MOJIIAPTPUT

3 00Ky HUPOK TAa CEYOBUBITHUX HLISXiB

Yacto

I"ocTpe ypaxeHHs] HUPOK

["'ocTpa HUPKOBA HEAOCTATHICTD

Heuacto

[Mopymenns ¢yHKIIT HUPOK,
HUPKOBA HEJIOCTATHICTh, TU3YPis,
npoTeinypis

3 00Ky penpoayKTHBHOI CHCTEMH TA MOJOYHHX 327103

Heuwacto | BynsBoBariHampHa CyxicTs
3arajibHi po3Jiaau Ta peaxkuii B Micili BBeJIeHHs
Jyxe gacTto AcTeHis, 3anajgeHHs CIIM30BUX [Tipekcis, nepudepuunuii HaOPSIK,
000JIOHOK 3armaneHHs CIIM30BUX 00OJOHOK,
acTeHist
Yacto [Mipekcis, HaOpsik, 03HOO Peakuis, moB’s3aHa 3 iH(DYy3i€t0,
HaOpsIK
Heuacro HesnyxaHHs, 3aransHe

MOTIPIIEHHS CTaHy 370POB’,
3arnajeHHs, MoJliopraHHa
HEJIOCTAaTHICTh, TPUIIONOII0HE
3aXBOPIOBAHHS, HEKapIiaIbHUI
O11b y TPYsX, TAXBOBUM O171b,
O111b y TpyasiX, TiOTEpMist, OiJb,
HaOPsIK 00JIMYYs, TEMIIEpaTypHa
IHTOJIEPAHTHICTh, KCEPO3

Pe3yabTaTn 1a00paTOPHUX J0CTITKEHD

Jyxe dacto 3HMKCHHS MacH Tija 3HIKCHHS MacH Tija

Yacro [TinBumenns piBHa Tpancamina3 | [ligBuinenHs piBHA OinipyOiny,
(AJIT Ta ACT), migBuIieHHs i ABUILEHHS PiBHS TpaHCaMiHAa3
piBHs Jy*HOI ¢ocharasu B kpoBi, | (AJIT ta ACT), 301nb11eHHS
TiIBUIIICHHS TaMMa- MDKHAPOJHOTO HOPMaJIi30BaHOTO
riyTamintpascdepasi, KoeilieHTa
iIBUIIICHHS PiBHS KPEaTHHIHY B
KpOBI

Heuacto 301TBIICHAS] MI>KHAPOIHOTO

HOpMaJTi30BaHOTO Koe(illi€HTa,
3HIKCHHS PIBHS 3araJIbHOTO
0iJIKa, 3HIKEHHS! HUPKOBOTO
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KJIPEHCY KpeaTuHiHy,
nogoBxkeHHs: QT-iHTepBaTy Ha
EKT', 3011bIICHHS KITBKOCTI
MOHOIIUTIB, TiBUIICHHS PIBHSA
TpOMoHiHY [

TpaBMu, OTPYEHHS Ta NPOLEAYPHi YCKIATHEHHS

Yacto ‘ Peakiiii, moB’si3aHi 3 iH}Yy3i€r0

* V nocnimxenni NAPOLI-1 pinki Bunmagky He MOXKyTh OyTH BU3HA4EHI 4epe3 HeBEIMKHIT po3Mip BUOIPKH.

Onuc AesiKuX NO0IYHUX peaKiin

Mienocynpecis

OHIBAHT® necunvosanuii ninocomanvhuii 6 kombinayii 3 oxcaniniamunom, 5-®@Y ma JIB.
JletanpHuMU BumaakamMu Oynu ¢GeOpuiibHa HEWTpomeHis ab0 MaHIUTOIEHISA, KOXKHA 3 SKUX
BuHMKIa y 0,3% manienTis, siki orpumyBaimu NALIRIFOX.

OHIBAMT® neecunvosanuii ninocomanvhuti 6 xombinayii 3 5-®Y ma JIB. Mienocynpecis
(HeiTporeHiss / neiikomeHis, TpoMmMOOUMTOINEHis Ta aHemis) Oyna OUIBII YacTO0 B TpyIi
namieHTiB, sixi orpumysamn OHIBAU/I® nerunboanmii timocomansuuii + 5-OY/JIB, mopiBHSIHO
3 KOHTPOJBHOIO TPYIIOH0, 10 oTpuMyBana 5S-OVY/JIB.

Hetimponenis / netikonenis.

OHIBAHIT® necunvosanuii ninocomanshutl 6 kombinayii 3 oxcaniniamumnom, 5-®@Y ma JIB.
JleiikoneHist 3 abo 4 crynens cnocrepiranacs y 0,8% nartienris, ki orpumyBaan NALIRIFOX.
VY NAPOLI-3, B sxomy mnopiBmioBamn OHIBAM/I® mnermnpoBaHuii JiMmocoMaibHHIl ILTIOC
okcamimiatis/5-OY/JIB (NALIRIFOX) 3 remuuTtabinom miroc HaO-makiitakcen (Gem+NabP),
BUIIIa YacTOTa HEUTpoIeHii crocrepiranacsk B rpyni Gem+NabP. Heiitponenist 3 a6o 4 crynens,
3HIKEHHS KUTBKOCTI HEHTpodinmiB 1 (heOpmiibHa HEUTPONEHisl CIIOCTEpiraiucst BiIMOBITHO Y
14,1%, 9,7% 1 1,9% namienris, sxi orpumyBanu NALIRIFOX.

OHIBAMT® neecunvosanuii ninocomanvhuii 6 xombinayii 3 5-®@Y ma JIB. Helitponenis /
JeiikoneHiss Oyna HaWOUTBII TOMITHUM BaXXKJIMBUM MPOSIBOM TE€MAaTOJIOTIYHOI TOKCHYHOCTI.
Heifitporienist > 3-ro cTyneHs TSXKKOCTI YacTillle CIIOCTepiranacs y Mali€HTiB, Ki OTPUMYBAJIH
OHIBAU/I® nermisoBanuii jgimocomanshuii + 5-OV/JIB (27,4%), TOpIBHSHO 3 THUMH, SIKi
nikyBanucs 5-OY/JIB (1,5%). HeliTponieHiuHa TUXOMaHKa / CETICHC YacCTillle CIOCTEPIramucs y
XBOpHX, siKi 3actocoByBamn OHIBAW® mnermnboBammii jpimocomanbumii + S5-®Y/JIB (y
4 mamienTiB; 3,4%), MOPIBHSHO 3 KOHTPOJBHOK TpPymor, mo 3acrocoByBana 5-OVY/JIB (y
1 mamienta; 0,7%). CepenHili Yac MaKCHUMalbHOTO 3HM)KEHHS pIBHS HEUTpo(iaiB mpu
He#TporneHii > 3-ro cryneHs ctaHoBUTh 23 nHi (miamasoH Bix 8 mo 104) micns 3acTocyBaHHS
IepLoi 1031 OHIBAPTI[® METMIILOBAHNI JIIIOCOMAaIbHUM.

TpomboyumoneHis

OHIBAHIT® necunvosanuii ninocomanshutl 6 kombinayii 3 oxcaniniamunom, 5-®@Y ma JIB.
TpomOouuTomneniss 3 ab6o 4 crymens cmnocrepiramacs y 0,5% mnarieHTiB, sSKi OTPUMYBaIH
NALIRIFOX.

OHIBAMT® neaunvosanuii ninocomansuuii 6 kombinayii 3 5-®@Y ma JIB. TpombonmToneHis > 3-
IO CTYIEHs TSKKOCTi BUHHKANA y 2,6% NamieHTiB, ki orpumysamy OHIBAMI® nermsosanuit
ninocomanbHuit + 5-OVY/JIB, ta y 0% THX, mo mikyBamucs 5S-OVY/JIB.

Anemin

OHIBAHIT® neecunvosanuii ninocomanvhutl 8 xombinayii 3 oxcaniniamunom, 5-®Y ma JIB.
Amnewmis 3 abo 4 crynens cnocrepiranacs y 7,3% mnauieHris, siki orpuMmyBanu NALIRIFOX.
OHIBAMT® neaunvosanuii ninocomanshuil 6 kombinayii 3 5-@Y ma JIB. Auemis > 3-To cTyneHs
TsoKKoCTi BuHMKana y 10,3% namientiB rpymm 3actocysamHs OHIBANMJI® mermisoBanmii
ninocomanbauii + 5-OVY/JIB, Ta 'y 6,7% mamieHTiB, SKi OTpuMyBaH JikyBaHHS S-OV/JIB.
L'ocmpa nupkoea nedocmammuicmo

OHIBAHIT® nezunvosanuii ninocomanshuii 8 xombinayii 3 okcaninaamunom, 5-@Y ma JIB. B
NAPOLI-3 nopymenHs ¢yHkuii Hupok crnoctepiragock y 0,3% mnamientiB 1 O6yno 3 abo 4
CTYNEeHsI, HUPKOBA HeOCTAaTHICTh 1—4 cTyneHiB criocrepiranacs y 0,5% namienTis, 3 Hux 0,3% —
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3 abo 4 ctynens, rocTpe ypakeHHst HUpoK 1—4 ctymnens crnocrepiranocs y 1,1% marienris, 3 HUX
0,8% — 3 abo 4 crymens y mnamieHtiB, ki orpumyBaiu NALIRIFOX. IliaBuiieHHs piBHS
KpeaTuHiHy B KpoBi 1—4 cryneHniB cnocrepiranach y 1,4% mauientis, 3 Hux 0,3% — 3 a6o 4
CTYIIEHS, 3HWKEHHSI HUPKOBOTO KJIipeHCY KpeaTuHiHy 1 abo 2 crymnens cnoctepiranocs y 0,3%
naiieHTiB, ski orpumyBain NALIRIFOX. by onun Bunanok (0,3%) HuUpKOBOT HETOCTATHOCTI 3
netanpbHUM HacmiakoM y rpymni NALIRIFOX.

OHIBAHIT® neaunvosanuii ninocomanvhuti 6 kombinayii 3 5-®Y ma JIB. B NAPOLI-1
nopymieHHs1 (PyHKIIi HAPOK Ta TOCTpa HUPKOBA HEIOCTATHICTh 3a3BHYAN CIIOCTEPITAIHUCS Y
NAIi€HTIB 31 3MEHIIEHUM 00 €MOM MDKKIITUHHOI PITUHM uYepe3 HynoTy / OnroBaHHA Ta/abo
niapero. ['octpa HuUpKOBa HenocTaTHICTh Oyna y 6 31 117 mamientis (5,1%) rpynu 3acTocyBaHHs
OHIBAM/I® nerunboBauuii nimocomansauii + 5-OY/JIB.

Hiapes ma nog’a3amui 3 Heto noOIYHI peakyii

OHIBAHIT® nezunvosanuii ninocomanshuii 8 xombinayii 3 oxcaniniamunom, 5-@Y ma JIB. B
NAPOLI-3 y rpyni NALIRIFOX crnoctepiranacek BHIlla 4acTOTa Jiapei BCiX CTYIEHIB, a TAKOX 3
abo 4 crynens. [liapes 14 cryneniB cnocrepiranach y 64,3% mnariienris, a ngiapes 3 a6o 4
crynens — y 19,5% mnamienris, siki orpumyBanu NALIRIFOX. V nanienrtiB rpynu NALIRIFOX
CHOCTepirajgucs Taki XOJMIHEPriyHi peakilii, SK pUHIT, pUHOpEs], TiepceKpeLis CIMHU, MPUILITHBH,
MPUILUIUBY JKapy Ta MiABHUILEHA CIbO30Teya.

OHIBAHIT® nezunvosanuii ninocomanvuuii 6 kombinayii 3 5-@Y ma JIB. Y NAPOLI-1 niapes 3
a60o 4 cTymens croctepiranach y 12,8% mnamienTis, sxi orpumysans OHIBAMJI® nerunpopanuit
ninocomanbauii + 5-OVY/JIB. Jlnsg narienTiB, y sSIKHX BUHUKAla BiICTPOYCHA diapesi, CepemHin
yac 70 i1 MOYaTKy CTAHOBWB 8 JHIB 3 MOMEHTY 3aCTOCYBaHHsI TOMEPEIHBOI JT03U TMperapaTry
OHIBAM/I® nerunsosauuii inmocomManbuuil. PanHs miapes po3BHBanacs IepeBaXKHO IPOTATOM
<24 roauH TicIs BBEJICHHS 03U Ta 3a3BUYail MUHana. PaHHS miapest MOXe CYNpPOBOIKYBATHCS
XOJIHEPTIYHAMH CUMIOTOMAMHU, SIKI MOXYTh BKJIIOYATH DPHHIT, IiJBHUIIEHE CIMHOBHIIJICHHSI,
NPUTUIABH, TiJBHUIICHE MOTOBHIIICHHS, OpaauKapito, Mio3 1 TiHepnepucTaIbTHKY, IO MOXE
CHOPUYMHUTH abJOMiHaNbHI cria3Mu. PanHa niapes BuHUKana y 29,9% naiieHTiB, a XOJIiHEPrivHI
noxii — y 3,4% mnauienti, ski orpumysamy OHIBAMJ® nermisoBanumii minocomansuumii + 5-
OV/JIB.

Peaxuyin, noe’azana 3 ingysicio

OHIBAHIT® nezcunvosanuii ninocomanvhuii 6 kombinayii 3 oxcaninnamunom, 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® necunvosanuii ninocomanshutl 6 kombinayii 3 5-®@Y ma JIB. B NAPOLI-1 mpo
rocTpi indysiitai peakuii noizomnsocs y 6,8% namientis rpymu OHIBAW/I® nermisosanuit
ninocoManbHuit + 5-OVY/JIB.

IH11i 0cO0IMBI TPYIU MAIIEHTIB

Iayienmu nimnb020 8iKY

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

OHIBAHIT® necunvosanuii ninocomanshutl 6 xombinayii 3 oxcaniniamumnom, 5-®@Y ma JIB.
Cepenniii Bik yuacHukiB nociimkerass NAPOLI-3 cranoBuB 65 pokiB (mianaszon Big 20 mo 85),
50,1% mnawienTiB Oyau BiKOM IlOHalMeHIe 65 pokiB, a 6,9% — > 75 pokis. JlaHi 3 Oe3neku 3a
BiKOBUMHU rpynamu Bifmosiganu nanuM rpymu NALIRIFOX y 3aranpHiid nomyssiii.

OHIBAHIT® neecunvosanuii ninocomanvuuti 6 kombinayii 3 5-®@Y ma JIB. Y NAPOLI-1 Oymo
BiZ[3HAUYEHO OUIBIIYy YAcCTOTY NPHUIHMHEHHS JIKyBaHHA y MAII€HTIB BIKOM > 65 MOpPIBHSHO 3
manieHTaMu BikoM < 65 pokiB, aki orpumysamn OHIBA/® nermisoBanuii minmocoManbHuii +
5-OV/JIB (14,8% Tta 7,9% BIANOBIMHO) 1 B JESIKUX BHUIAIKaX IMOOIYHI peakilii He MUHAIIH.
[ToGiuHi peakiii 3-ro cTyneHst abo BHILE Ta cepiio3Hi MOOIUHI peakilii, OB’ A3aHi 3 JIKYBaHHAM,
OynM yYacTIIMMM y TalieHTiB BikoM < 65 pokiB (84,1% Ta 50,8%) mopiBHSAHO 3 mHalieHTaMu
BIKOM > 65 pokiB (68,5% Ta 44,4%). | HaBmaku, y AOCHIKEHH] aICHOKaPIIMHOMU TANUTYHKOBOT
3aJI03M y TAaIi€HTiB BikOM > 75 pokiB (n=12) gacrimie croctepiranucs cepiio3Hi moOivyHi peaxiii,
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BIZICTDOYCHHSI 3aCTOCYBaHHS, 3MEHIICHHS JO03M Ta TNPUIHHEHHS JIKYBaHHS TOPIBHSIHO 3
narieatamMu  BikomM <75 pokiB (n=105) mixz uwac mikyBamms OHIBAW/® mermipoBanmuii
JinocoManbhuit + 5-OY/JIB.

Asziamcoka nonynayis. B NAPOLI-1 y mamieHTIB a31iCBKOTO TMOXOJKEHHS CITOCTEPIraaocs
MEHILIE BUMAJKIB Aiapei MOpIBHSAHO 3 malieHTamMu eBporeoingHoi pacu [y 14 (19,2%) i3
73 mauieHTiB eBpomeoigHoi pacu Tta y 1 3 33 (3,3%) mamieHTIB a3iiCbKOrO IMOXOIKEHHS
crioctepiranacs giapes > 3-TO CTyIeHs|, aje OiIbllle BHIAIKIB Ta OUIBIN TSDKKUH CTYIIHB
TSOKKOCTI  HeWTporenii. Y mamienti, siki orpumyBamn OHIBAMI® mermnsoBanmit
ainocoManbHuil + 5-OVY/JIB, yacrora HeWTponeHii > 3 crymeHs Oyjla BHIIOI y MAlli€HTIB
aziiicbkoro nmoxopkeHHs (18 13 33; 55%) nopiBHSAHO 3 nmanieHTamMu eBponeoinHoi pacu (13 13 73;
18%). HeliTponieniuHa nmuxomMaHka / HEMTPONEHIUHUI cercuc cnocrepiranucs y 6% malieHTiB
a3iiiCbKOro MOXOJKEHHS MOpiBHSAHO 3 1% Takux eBpomneoinHoi pacu. Lle y3romxyerbcs 3
HOMYJAIHHUM (PapMaKOKIHETUYHUM aHAJI30M, SKUH MPOJAEMOHCTPYBAB HIDKYY KOHIIEHTpALIIO
IpUHOTEKaHy Ta BHIIY KOHIIEHTpAIil0 #oro aktuBHOro Metabomity SN-38 y marieHTiB
a31iCHKOT0 MOXO/KEHHS, HIJK y MAIli€HTIB €BPOICOIMHOT pacH.

Hauienmu 3 nopywenuam dyuxkyii neyinky. B Xoml KIHIYHAX IOCHIIKEHb HEJIIIOCOMAJIBLHOTO
IpMHOTEKaHy TPH 3aCTOCYBaHHI 3a THXKHEBOIO CXEMOIO Yy MAIl€HTIB 13 MOMIPHO MiABHIIECHUM
BUXITHUM pIBHEM 3arajibHOro OutipyOiHy cupoBaTku KpoBi (1,0-2,0 Mr/mn) ¥HMOBIpHICTB
BUHUKHEHH HEWUTponeHii 3-ro abo 4-ro cTymeHs TSHKKOCTI B MEpIIOMY LUK Oyna 3HaYyHO
O1TBIIIO0 MOPIBHSHO 3 MAIIEHTAMHU, Y SKUX BUXIIHUN piBeHb OUTipyOiny OyB menmie 1,0 mr/m.
Hayienmu, ecomozucomnui 3a anerem UGTIAI. Ocobu 3 TOMO3UroTHICTIO 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
3a aneneM UGT1A1*28 mauienti, ki oTpEMyBany moyaTkoBy o3y npemapary OHIBAWI®
nerunpoBaHui  minocomanmbHuit 70 mr/M?>(30 31 110;  273%) (amB.  migposin
«Dapmakoannamikay). Lle ciocrepesxxenns He oninioBanocs B NAPOLI-3.

Hayienmu 3i 3nuocenoro macoio mina (indexc macu mina < 18,5 me/m?). Y NAPOLI-1 y 5 3 8
MAIiEHTIB 31 3HIXKEHOIO MAcolo Tijla crocTepiranucs mooOiuHi peakiii 3-ro abo 4-ro CTymeHs,
nepeBakHo Mmiejocympecis. Y 7 i3 8 BumaakiB Oyna moTpiOHa KOPEKIist 103 (BIACTPOUYCHHS
3aCTOCYBaHHS, 3MEHIICHHS [I03M YW NPUIIMHEHHS 3aCTOCYyBaHHS Mpemnapary (IuB. PO3ALI
«OcobmBoCTI 3acTOoCcyBaHHA»)). Lle crioctepexxenHs He oniHioBanocs B NAPOLI-3.
[ToBigoMyeHHs Mpo migo3proBaHi moOivyHi peakiii. [ToBizomnenns mpo moOiuHi peakmii micis
peecTparii JikapchKoro 3aco0y Mae BayJInBe 3HaueHHs. Lle mae 3Mory mpoBOAMTH MOHITOPHHT
CHBBIIHOIIIEHHSI KOPUCTH / PU3UK MPH 3aCTOCYBAaHHI I[LOTO JIKAPCHKOTO 3ac00y. MennyHuM Ta
(dapMaIeBTHYHUM MpaI[iBHUKAM, a TAaKOX MaIli€eHTaM a00 IXHIM 3aKOHHUM TIPEJCTABHUKAM CIIiJ]
MOBLAOMJISTH MPO yCi BUMAIKU MiA03PIOBAHUX MOOIYHUX peakiliid Ta BiICYTHOCTI e(pEeKTUBHOCTI
JIKapChKOTO 3aco0y uepe3 aBTOMATH30BaHY iH(OpMaIiiiHy cucreMy 3 (apMaKOHAIIISAIy 32
nocunanHsaM: https://aisf.dec.gov.ua.

TepMmin npuaaTHOCTI

HeBinkymnopenuit ¢rakoH. 3 poKH.

[Ticns po3BeneHHs. XiMiuHy Ta (i3UUHY CTaOUIBHICTH PO3BEACHOI Aucmepcii ans iHy3ii O0yio
POJIEMOHCTPOBAaHO Tpu Temmeparypi 15-25°C mporsrom mnepiomy no 6rogun abo B
xonoauibHUKY (2—8°C) BrpomoBx He Outblie HiX 24 roguHu. I3 MikpoO6ioJ0riuHOl TOYKH 30pY
npemnapar CIIiJi BUKOPHCTaTH HeraiHo. SIkmo mnpemapar He OyJi0 3aCTOCOBAaHO HEraifHo,
BiJIMOBIANILHICTh 32 YMOBH Ta TPUBATICTh 30€piraHHs HECe KOPUCTYBaY.

YmoBu 30epiranns
36epiratn B xonmonmibHUKY (2-8°C). He 3amopoxyBatu. 30epiraté (uiakoH y 30BHINIHIN
KapTOHHIN yMaKOBIIi JUIs 3aXUCTY BiJ CBiTaa. 30epiraTi y HEIOCTYITHOMY JAJIsl AITE€H MICIIL.
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[adopmarnito mpo ymoBu 30epiraHHs mpenapary Micis po3BeAeHHS IuB. y posnaim «Tepmin
MPUIATHOCTDY.

HecymicHicTh

OHIBAFII[® NETUJILOBAHUA JIMOCOMANBHUNA HE CIiJ 3MIIIyBaTH OJHOYACHO 3 IHIIUMU
JTIKapChbKUMHU 3aco0aMu, OKpiM 3a3HaueHuXx y pos3aun «Crocidé 3acTocyBaHHS Ta JI03HU»
(«IIpuroTyBaHHs Ta BBEICHHS AUCIIEPCIi»).

YnakoBka
[To 10 M1 y ¢dnakoni; mo 1 pmakoHy B KOpOOIIi 3 KAPTOHY.

Kareropis Binmycky
3a peuenrtom.

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

Micue3naxoa:keHHs1 BAPOOHHMKA Ta ajpeca Micusi NIPOBA/’KEHHA Oro TisuIbHOCTI
905 pyt ae Capan, 45520 XKini, @paniiss/905 route de Saran, 45520 Gidy, France.

Bupoonuk
Incen ®apma biotex/ Ipsen Pharma Biotech.

Micue3naxoa:keHHs1 BAPOOHMKA Ta ajpeca Micusi NPOBA/:KEHHA Oro TisuIbHOCTI
[Tapk mn'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.

Micue3HaxoX:KeHHs 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.

Hdarta ocranHboro neperJsiay. 22.09.2026.
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