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[HCTPYKIIISI
JAJIfI MEAHUYHOT0 3aCTOCYBAHHSA JIiKaPCBKOI‘O 3ac06y

OHIBAM/I® nerninoBaHmii JIinocoMaabLHUA
(ONIVYDE® pegylated liposomal)

Cknaao:

Oitoui peyosunu: ipuHOTEKaH (irinotecan),

OnuH (1aKOH KOHIEHTpary eMHIicTIo 10 M MiCTHTB 43 MT ipHHOTeKaHy Ge3BOJIHOTO (y Bursai
IerMIILOBAHOT TiOCOMATBHOT (OPMHU ipHHOTEKAHY COJIi Caxapo3H-OKTacyIbdary).

1 M1 KOHUeHTpary Mictuth 4,3 Mr ipmHOTeKaHy G6e3BOAHOTO (y BHITLAAI IETHIBOBAHOL
ninocomaabHOI GOpME ipHHOTEKAHY COJli caXapo3Hu-OKTacybdary);

OONOMIDICHI  pe4osunu: Ccaxapo3d OKTacylbdar, 1,2-micTeapoin-sn-riinepo-3-pocdoxomn
(DSPC),  xonecTepuH, N-(xap6oHin-MeTokcunoieTrIeHr1ikoms-2000)-1,2-ricreapoin-sn-
riinepo-3-gpochoeranonamin  (MPEG-2000-DSPE), 2-[4-(2-rigpokcuerrn)ninepasu-1-in]
etancyIspoHoBa KucnoTa (6ydep HEPES), Hatpiio X10pua, BoAa /isl iH’€KIH.

Jlikapenka ¢opma. KonuerTpar st aucnepcii s indysii.
OcHogHi Qizuko-ximiuni enacmugocmi: Hempo3opa i30TOHIYHA JiNOCOMAlIbHA JMCIIepCis Bif
Bi0T0 110 371erka XoBTOro Kompopy. Konnertpar mae pH 7,2 i ocMomspHicTh 295 MOCMOTIB/KT.

@dapmMaKoTepaneBTHYHA Ipymna.
Iuri6itopu Tonoisomepasu 1 (TOP1). Kox ATX: LO1CEOQ2.

dapmakonozivti eracmueocmi.

DapmaroOurHamika.

Mexanism _gii. /[il0u010 peHOBHHOIO OHIBAN/I® mermisoBaHuii IiMOCOMAIBHUM € ipHHOTEKAH
(iuri6itop Tomoizomepasu I), iHKanCyTROBaHHH y JIIIAHOMY JBOIIAPOBOMY oyxapii abo
JimocoMi.

[pUHOTEKAH ABISE COBOIO MOXiAHE KaMITOTeNHHy. KaMnToTenmH i€ K crerubivuBmii iHri6iTOp
depmenty JIHK-tomoizomepasu 1. IpuHOTeKan Ta HOro akTHBHHUMA meTabonit SN-38 obopoTHO
3B’s3yeThes 3 KomiuiekcoM JIHK-tomoizomepasu [ Ta iHAYKYIOTH HOIMIKOJKEHHS OXHOTO
manpora JJHK, mo 6noxye pemnikaniiny Bmiky JHK Tta obymosmoe IIUTOTOKCHYHICTb.
IpuHOTeKaH MeTaBomi3yeThest KapOOKCHIECTepasow A0 croiyku SN-38. SN-38 mpubausso B
1 000 pasiB aKTHBHIIIHI 3a ipUHOTEKAH sK IHTiGiTOp TOmOi30Mepasy I, BUAIICHOT 3 My XJIMHHUX
KJIITHHHHX JIiHi} JIFOJUHA Ta TPU3YHIB.

dapmakoguHaMiyHi edekTH. B eKCHepUMEHTaJbHUX MOJCISIX Ha TBapuHax OHIBAMT®
[1erMIbOBAHMI! JIMOCOMATBHHIA [OKA3aB TPHBATY KOHIIEHTPALIO IPHHOTEKaHy B TIa3Mi KpOBi Ta
SN-38 B MicCIli TyXJIHHHU.

Kiiniyna eeKTHBHICTE 1 Oe3neka.

NAPOLI-3:

Besmeka Ta edEeKTUBHICTH OHIBAVI® nermipoBanmil IninocoMayubHHE y KoMOiHamii 3
OKcaTimaTaHoM, 5-Gropypauunom (5-®Y) i neiikoBopurom (JIB) (NALIRIFOX) BuBuamucs y

NAPOLI-3, pamnomizoBaHoMy, 6araToleHTPOBOMY, BIAKPUTOMY, AKTHBHO-KOHTPOJILOBAHOMY
27!
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JOCTiKeHH], 32 ydacTio 770 TAIi€HTIB 3 METaCTATHYHOIO aICHOKAPIMHOMOIO IiITyHKOBOI
345034, AKi paHille He OTPHMYBAIH XIMiOTEpaIIilo.

Tepamis mamientiB romosuroreuMm 3a amemsmu UGT1A1*28 npemaparoM OHIBAUJT®
NEruIbOBAHMI JHIOCOMATIBHMIA po3NouYMHANach y Til camift 1031 50 Mr/mM? i mamieHTH
nepeOyBaIH IIiJ] peTEIFHUM HAIJIAI0M 100 Oe3MeKH.

JIiKyBaHHS NPOJOBXKYBAIIM JO IPOTPECyBaHHS 3aXBOPIOBAHHS 200 HEMPUHHSATHOI TOKCUYHOCTI
Biamosizao 1o RECIST B pex. 1.1. Oninka MyxJIMH NPOBOJMIACA HA TOYATKY TOCIIDKCHHS Ta
KOKHi 8 THIKHIB BIAIIOBIHO 10 KpUTepiiB ominky Bimosiai comimmx myxmis (RECIST), pex. 1.1.
IlepBuHHEM KpuTepiem edextuBHOCTI Oyia 3aransHa BukHBaHICTH (3B), BIDKHBaHICTH 6€3
nporpecyBanHs 3axBoproBaHs (BBII) Ta yacrora 06’ €KTUBHOT Biamosini (HOB).

YV NAPOLI-3 NALIRIFOX moka3ae CTAaTHCTH4HO jpocToBipue mokpamerHs 3B ta BBII
nopieasHO 3 Gem+NabP BiAmOBiZHO M0 MOYATKOBO BU3HAYEHOI crparudikanii y ImraHi
CTATHCTHYHOTO aHANI3y. 3a pe3ylsTaTaMH OCTATOYHOro aHaimisy, memiana 3B cranosmia 11,1
micsuiB (95% JII: 10,0; 12,1; simnocuuit pusux 0,84 (95% II: 0,71, 0,99); p=0,04) ans rpymu
NALIRIFOX i 9,2 micsmiB (95% MI: 8,3; 10,6) mns Gem+ NabP. Pesynsrard OHOBJIEHOTO
ananizy 3B - Tabin. 1 i Ha puc. 1 (3B).

Ta6auna 1: PesyasTaTn Kiiniunoro gociaikenns NAPOLI-3

Gem+ NabP
(n=387)

NALIRIFOX
(n=383)

OHOBJICHHI MOKA3HKK 3arajbHoi BIxkuBaHocTi (3B), 1aTa 3aBepmenHs 300py aanux = 03
sxoBTHA 2023 p.

KinpkicTh eTanbHuX BUMIAAKIB, n (%0) 328 (85,6) 345 (89,1)
Mepiana 3B (MicsiiiB) 11,1 9,2
(95% JI) (10,0; 12,1) (8,3; 10,6)
Bimrocruit pusuk (95% JII)° 0,85 (0,73; 0,99)

BuxuBaHicTh 6e3 nporpecysanns 3axsopioBanns (BBII), 1ata 3apepmenHs 300py JaHHX =
23 gunng 2022 p.**

Cwmepts a60 nporpecysaHHs, n (%) 249 (65) 259 (67)
Meniana BBII (micsmiB) 7,4 5,6
(95% JII) (6,0; 7,7) (5,3; 5,8)
Binuocuuii pusuk (95% A* 0,70 (0,59; 0,84)

p-3HavyeHHs

0,0001

Yacrora 006’ ckTHBHOI BiANOBIi, 1aTa

3aBepmeHHs 360py AaHuX = 23 aunus 2022 p.

YOB (95% /1) 41,8 (36,8; 46,9) 36,2 (31,4;41,2)
TogHa BixmoBias (I1B), n (%) 1(0,3) 1(0,3)
YacTxosa sianosigs (UB), n (%) 159 (41,5) 139 (35,9)

NALIRIFOX= OHIBAM/I® nerunsoBanuii ninocoMansHuii + okcaniniaruny/5-O®V/JIB

Gem+NabP = remuurabin + Ha0-nakiiTaxcen

* Ha ocroBi crparudikoBanoi Moseni nponopuiiitoro pusuky Kokca 3a Buxinnum ¢yHKUIOHATEHEM CTATYCOM ECOG, perionom
(MiBriuna AMepuka, Cxinna Asis Ta peilrra KpaiH cBiTy) i METacTasaMu B Ie4iHUi
** Jlapi pawi€HTIB MignaBanucs LEH3ypi Ha MOYATKY HACTYIIHOI NPOTHIYXTMHHOI Tepanii aGo rpu BIAKIMKaHI 3roM Ha
JocTimKkenns, a60 BUMAZiHHI 3 [OJAIBIIOrO CIOCTEPEXEeHHS, a6o AKIWo GyNo MPOMyImEHo 2 MOCAiAOBHI OLIHKH MyXTMHH 3

HACTYIIHAM NPOTPeCyBaHHIM abo CMEpPTIO
+ Ha ocHogi crpatindixoBaHOro I0r-paHroBoro TecTy




Pucynox 1: I'padix Kannana—Meiicpa /151 0HOBJIEHO] 3arajibHOT BukuBadocti (3B), nara
3agepmenns 36opy ganux = 03 sxoBTHs 2023 p. y NAPOLI-3
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NAPOLI-1:

Besneka Ta eQeKTHUBHICTH OHIBAMJI® nerunnopanuit JHIOCOMANbHUM BHBYAIMCS Y
MIXKHAPOAHOMY paHIOMi30BAaHOMY BIAKPUTOMY KOHTPOJILOBAHOMY KITIHIYHOMY JOCJiJUKEHH1
(NAPOLI-1), B siKoMy JOCIiUKYBJIH [Ba DPEXHMH Tepamil MAIi€HTIB 3 METACTATHYHOO
a[eHOKApIMHOMOIO  IIAUUIYHKOBOI  3a/J03M i3 3aJOKyMCHTOBAaHMM  IIPOIPECYyBaHHAM
3aXBODIOBAHHA IICIIA TNpOBeleHHs Tepamii remrurabinom abo Ha 6a3i remuuTabiHy.
JIOC/TiKEHHSL IPOBOIMIN 3 METOIO OLIHKA KIiHIYHOI eeKTHBHOCTI Ta Oe3rmeku MOHOTepartii
npenaparom OHIBAMW/I® nermmpoBanmit JtinocomanbHuit  abo xombinanii OHIBAWJT®
[ermIbOBalmit JinocoMatbHuil + 5-OV/JIB mopiBHAHO 3 rpymolr0 aKTHBHOI'O KOHTPOIIIO, MO0
zacrocopyBana 5-®V/JIB. OCHOBHEMH KpHTepisMH BiaGopy HanieuTiB 13 MeTacTaTHYHOIO
a/IeHOKAPIMHOMOIO TIiIUTYHKOBOT 3a103K B mocmimkenHi NAPOLI-1 6y OIliHKa 3arajJbHOTO
craHy HalienTa 3a mxanow KapHoscrkoro (KPS) > 70, HopMmansBmi piBens Ginmipy0iny, BMICT
TpaHcaMiHa3 B < 2,5 pa3u Bulle 3a BEpXHIO Mexxy Hopmu (BMH) abo y < 5 pasis Bummii 3a BMH
JUTS TALNCHTIB 3 [EYiHKOBUMM MeTactasamMm Ta piBeHp ampbymimy > 3,0 r/m. 3aranom
417 nauientie 6yJO paHAOMi30BaHO [0 TpPyIm 3acTOCYBaHHi [peraparis OHIBAUT®
neruIsoBanmii tinocomanshuii + 5-®VY/JIB (n = 117), monoTeparii OHIBAW/T® nermmsoBanuii
minocomaneHui (n=151) ta 5-®V/JIB (n=149). Jemorpadiuni raHi [ali€HTIB Ta BHUXiAHI
XapaKTEPHCTHKH 3aXBOPIOBAHHS Oyiu 36aaHCOBaHI MiX JOCIIUKYBaHUME TPYTIAMH. [MauienTn
OTpMMyBaIH JIKyBaHHS O IpPOrPeCyBaHHs 3aXBOPIOBaHH{ ab0 PO3BHTKY HETPHHHATHOL
TokcuuHOCTi. [lepBHHHAM KpHTepieM edeKTUBHOCT] Oy/a 3araibHa BIKHBaHICTh (3B), n1uB puc.
2. JlonatkoBi XpuTepil edeKTMBHOCTI BKIIOYATM BIKMBAHICTH 0€3  IIpOrpecyBaHH:
saxBopropanns (BBII) ta wactory 06’ extuBHOI Bifmosini (HOB). PesynbTat HaBe/ieHl B Ta0IL
2%

Ta6anug 2: Pe3yabTaTH KIIHIYHOIO 10 ¢/ IKeHHS NAPOLI-1

i ® = — 1
QHIBAPIJ] mirlmbonamm 5-®Y/IB
Jimocomajabnuii + 5-®Y/JIB (n=119)
(n=117)

3arajbHa BHKHBAHICTE!

KlJ:bKlCTb JIeTaJIbLHHX BHIAIKIB, 75 (64) 80 (67)

n (%)

| Meniana 3B (micsimii) . 6,1




= -
QHIBAPII[ l'leuI‘HJILOBaHHH 5-®Y/JIB
Jinocomananumii + 5-OY/JIB (n=119)

(n=117)

(95% JII) (4.,8; 8,9) (3,3; 5,3)

BigHocHuit pmsuk (95% JI)° 0,67 (0,49-0,92)

p-3HaueHHs" 0,0122

BmxuBaHicTh 0€3 mporpecyBanHs 3axBopIoBaHHsA ">

Cmeptp abo mporpecyBaHHs, n (%) 83 (71) 92 (77)

Meniana BBIT (MmicsmiB) 3,1 1,5

(95% 1) (2.7;4.2) (14, 1,8)

Bigzocuuii pusuk (95% JI)° 0,56 (0,41-0,75)

p-3HaueHHS" 0,0001

YacroTa 06’ cKTHBHOT BiqnoBiai?

n 19 1

YOB (%) 16,2 0,8

95% JII gacToTH’ 9,6; 22,9 0,0; 2,5

Pizauns gacrotH (95% JI1)° 15,4 (8,5; 22,3)

p-3HAUEHHS® <0,0001

' MeniaHa — OLiHKA CEPERHBOrO Hacy BHKUBAHOCTI 32 MeToNoM Kannana-Meiiepa.

2 3rigno 3 HacraHoBammn KpuTepiis oLinky BiAnoBizi npu conignux nyxnuuax (RECIST) s pea. 1.1.
3 Amnaniz mogeni Kokca.

4 HecrparugikoBaHuil 1OrpaHroBHii KpUTEpi.

5 Ha 0oCHOBi HOpMaNBHOT aAPOKCHMAILT.

¢ Touuuii kputepiii @imepa.

Cxopouenns: 5-OV/JIB = 5-ropypauwy/neiikoopus; JII = 10oBip4mit iHTepBalL.

Pucynok 2: I'pagix Kannana—Meiiepa Jyis 3araanHoi BHKHBAHOCTI y NAPOLI-1
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YV He3HauyHOi KilBKOCTI NALEHTIB, SKi HOMEPEJHBO 3aCTOCOBYBAIH HEJINOCOMANbHI (GopMu
ipuHOTEKaHy, He OyJ0 NPOJEMOHCTPOBAHO IIepeBar Ipenapary OHIBAM/I® nerunsosanmuit
JTinocoManbHUMA.

Dapmaxoxinemuxa.

A6copbuis. JlimocoManbHa IHKAaNCyIANis IPMHOTEKaHy MOAOBXKYeE HOro IUPKYJIAII0 Ta
06MeXye PpO3IOAIT MOpPiBHAHO 3 HeNiMOCOMaNbHMMHU (opMamMu IpHHOTEKAHY. [InazmoBy
(hapMaKOKiHETHKY 3araibHOTO IpHHOTeKaHy Ta 3aranbHoro SN-38 ouiHiOBaM y XBOPUX Ha pak,
SIKI OTPHMYBaJld OHIBAW/T® neruisoBanuii JTiMmocoOMaIbHAN K MOHOTEpariio abo SK 4acTuy
KOMGiHOBaHOT XiMioTepartii, B go3ax Bix 35 A0 155 mr/v? y 1058 xBOpHX Ha pax 22 10TOMOro0
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MOy MIIAHOrO  (hapMaKOKiHETHYHOro aHamizy. (PapMakoKiHETMYHI IapaMETpPH 3arajbHoOro
ipunotexany Ta SN-38 micis 3acTOCYBaHHS OHIBAMT® nerunboBaHuii JHNOCOMAILHHMA Y
MoHoTeparii a6o B SIKOCTi cKiIanoBoi KoMGiHOBaHOT XimioTepanii y 2031 70 Mr/m? Ta 50 Mr/m? y
NALIRIFOX (OHIBAUT®*  merunnsoBaHumit ninocoManbHAM/OKcammiatuy/5-OY/JIB)
npeacTaBieHi B Tabu. 3.

Ta6auus 3: 3Bemeni mani cepeanboro reomerpu4uHoro (reomerpmunuii CV) 3arajibHoro
ipuHOTEKaHy Ta 3arajbHoro SN-38

3aranbHuil ipHHOTEKAH 3araanumii SN-38
IToyaTkoBa OnucoBa AUCss
no3a (Mr/m?) | cTaTHCTHKA Crmax [AeHBMKT t Crax e
[Mxr/ma] /] [xens] | [Hr/ma] | [meHb-Hr/Ma]
N 360 360 360 360 360
Cepenne 25,1 37,8 1,93 2,09 12,1
50* reOMETPHYHE
I'eomeTpuune 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** reOMeTpHUYHE
I'eomerprune 17,6 60,3 8,4 57,3 45,0
CV (%)

AUCss: Tinoma i KpHBOIO KOHIIEHTpALi] B IU1a3Mi B DIBHOBAXHOMY CTaHi 32 /IB2 THXKHI
ti/2: KiHuesuit mepion HaniBBHBEAECHHA
max = MAKCHM@JIbHA KOHLIEHTPALLA B [1a3Mi
CV = koe(iuieHT Bapianii
* OHIBAM/I® nerunsoanuit ninocomansuuit/oxcaninnarun/5-@V/JIB (NAPOLI-3)
** OHIBAM/I® nerunnopanuii ninocomansuuit/S-@Y/JIB (NAPOLI-1)

Pozmozin. ITpsiMe BUMiproBaHHs JIMOCOMAIBHOTO iPHHOTEKAHY IOKasye, Mo 95% IpUHOTEKAHY
3AIMIIAETHCS IHKAICY/IOBAHMM Y JIimocoMu Mix wac wupkyssmii. Hemimocomansna gopma
ipuHOTEKaHY JIEMOHCTPYE BeMHKHil 06’eM po3zmoainy (138 /m?). 06’eM posmoiny OHIBAM/T®
IermIbOBAHHH JTiIOCOMANBbHMI 4 11 (32 JAHUMH HOMYJIAHIHHOrO GapMaKOKiHETHIHOTO aHATI3Y),
10 BKasye Ha Te, IO OHIBAM/I® mermnpoBaHuil JTNOCOMaILHHI B OCHOBHOMY OOMEXEHMH
CYIMHHOIO PiAMHOIO.

3B’s3yBaHHs IIpenapary OHIBAIJI® nerunnoBanmii minmocoMaibHHE 3 OiMKaMM IUIA3MH €
HesHauHuM (< 0,44% 3araipHOrO ipMHOTEKaHy B JaHOMY Ipemaparti). 3B’s3yBaHHA
HemimocoMansHoI GopMu ipuHOTeKaHy 3 Gutkamu wiasMu € momipauM (Bin 30% mo 68%), a
SN-38 ma€ BUCOKHI CTYIiHb 3B’ 13yBaHHS 3 GliKaMu IUIa3Mu MoauHE (mpubmmsHo 95%).
Biorpauchopmaitis. IpHHOTEKaH, BHBUIbHEHMH i3 JHIOCOMaNBHOI iHKAICYJALii, IPOXOIUTH
mUisX MeTaGoi3My, AaHATOTiUHMM TOMy, SKWH ONMCAHO UL HETIMOCOMAaNbHOI  (opmu
ipuHOTEKany. MeraboniuHe NEpeTBOPEHHs IPUHOTEKaHy X0 AaKTHBHOIO metabomity SN-38
3IMCHIOEThCS IIif Ji€ro depMeHTy KapOokcmiecTepasa. JOCIHiDKEHHs in vitro IOKa3ajd, IO
ipusoTekan, SN-38 Ta 1e oaMH METaGONIT — aMiHONMEHTaHKapOOHOBA KHCIIOTA (AIIK) — =e
inri6yrote i3opepmenTd ImroxpoMmy P-450. Hamami SN-38 KOH'IOTY€TBCA IHEPEBAXHO 32
monomoroo  depmenty YI®-rmokyponosuwirpancdepaza 1A1 (UGT1Al) Ta yTBOprOE
rmoKypoHigauit  MeTabonit. AxtuBmicte UGT1Al 3MeHmyeTscs B 0CI6 13 reHETHYHUM
moniMopdisMOM, IO HPU3BOAMTH HO 3MEHIICHHS (EpPMEHTHOI aKTHBHOCTI, HANPHUKIA,
noxiMopdizm UGT1A1*28. 3a nanuMu nonmyJiiiHOro hapMakoKiHeTHYHOTro aHai3zy He Oyyo
BUSBJIEHO CYTTEBOTO 3B’s3Ky Mix nomiMopdismom UGT1A1#*28 (7/7 romosurotaux (8%) npotu

He 7/7 roMo3uroTHux) i Kipeacom SN-38.
)
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Busenenns. Exckpeuis OHIBAVJI® nermiboBasuii JinocoManbHui i HEMMOCOMATBHUX dbopMm
ipuHOTEKaHy y JIOJMHH 10 KiHIls He BUBYEeHA. EKCKpellis HelinocoManbHuX ¢dbopM ipuHOTEKaHy
i3 ceuero cTamoBUTH 11% — 20%; SN-38 < 1%, a rmokypoHigy SN-38 — 3%. 3aranbha 6iniapHa
Ta HHpPKOBA €KCKpellis ipuHOTekaHy Ta Moro merabomitis (SN-38 Ta rimokypoHigy SN-38)
nporsrom 48 rofWH micis BBEACHHS HENMOCOMAIBHUX (HOPM IpMHOTEKAHY y IBOX MALliEHTIB
CTaHOBMIA IPUGIH3HO Bif 25% (100 Mr/M2) 1o 50% (300 mr/m?).

opymenns dyHKmil aupok. CremiaibHuX (apMakKOKiHETHYHAX [OCIIDKEHb y MalieHTiB 3
mopyineHHsM OyHKIiI HMpOK He mnpoBomumm. Kiipene KpeaTHHiHy He OyB 3HAYYIIHM
KoBapiaToM kiipency SN-38. HemocTarHRO JaHMX JUIS OLIHKM BIUIMBY IIODPYIICHHS bysKIil
HUpoK TsbKKoro cTymens (CLer <30 m/xB) Ha (apMakOKiHETHKY (IMB. posain «Crocib
3aCTOCYBaHHS Ta JIO3U»).

[opyinenns byukmii meginku, CrenjalbHEX (GapMaKOKiHETHUHMX HOCITIPKEHb y MAIli€HTIB 3
IIOPYIIEHHSAM (QyHKIIii IEIiHKY He IPOBOAMIIA. Y MOMyJIiHHOMY dapMaKoKiHETHYHOMY aHATI3i
nigBrIeHHs piBHA Giipy6iny 6yio MOB’s3aHe 3 HIDKIAM KiipeHcom SN-38. PiBens Ginipy0iHy
1,14 mr/mwi1 (95-# OPONEHTHIH 3aTaNbHOl NOIyJuil) Ipu3BomuB Jo 36inbmenHs AUC SN-38 Ha
32% mopiBHAHO 3 cepenHimM piBHeM 6inipy6iny 0,44 mr/mn (3 1055 NAI[iEHTIB, OI[HEHUX Y
mozeri, y 54 pisens Ginipy6iny craHoBuB > 1,14 mr/m). ani moxo mauieHTiB 3 6utipy6GiHOM
>2 8 mr/m1 BicytHi. BBy minsumenoro Bmicty AJIT/ACT Ha KOHIEHTpANilo 3aralbHOIO
SN-38 me crnocrepiranocs. J{ami ans mamieHTiB i3 piBHeM 3aragpHOrO Ginipy6iHy OlmpIn HiX
ynsiyi Bunwm 3a BMH BiacyTHi.

Iami ocobauBi KaTeropii NamieHTis

Bix i cmamy. Tlonyimifiauit papMakoKiHETHIHMI aHaII3 NalieHTiB BikoM Bix 20 1o 87 POKiB, 3
akux 11% 3 momepeamix aocmimkeHs Ta 6,9% 3 NAPOLI-3 Gymu >75 pokis, 103BOJIAE
IPUICTHTH, IO BiK HEe Mae KIiHi9HO 3HAYyINOTO BILUIMBY HAa KOHIEHTPAL(IO IPHHOTEKAHY T2
SN-38.

Crars GyIia BHsIBIEHA 5K CYTTEBA KoBapiara B HOMYJINiiHOMY (papMaKOKIHETHYHOMY aHaisi 3i
36imsmennsmM AUC ipunoTekany Ha 28% i kiiHiunO 3Hagymuym 36insmennsm AUC SN-38 ma
32% y xiHOK 6e3 KOpUryBaHHs Ha OyIb-fKi iHIIi KoBapiaTH.

Paca. 3a mauMu momyJsniiHOro (apmakokineruunoro aHanizy AUC ipuHOTekaHy Ha 32%
HYK9a, O € KIHIYHO 3HAYYIIMM, Y a3iiChbKMX NalieHTiB, HDK y TAIli€HTIB iHIMX CTHIYHAX
IpyIL.

38’5130k Mixk hapMaKOKiHETHKOO Ta (apMaKOIHHAMIKOK).

NAPOLI-3: 3a JaHdMH aHATi3y KOHIEHTpanis-0e3neka 360 namicHTiB nmociimkenus NAPOLI-3,
ki oTpumyBai 50 Mr/m? OHIBAM/I® nerunsopanuit ninocomanpHuit y kombinanii 3 5-OV, JIB
Ta OKCAIIIATHHOM, HMOBIpHIiCTS miapei > 3 crymeHs abo HEHTpOIeEHii > 3 CTyNeHs BUABHIIACK
BUIIOIO HpH 36inelieHHi koHmeHTpauii sk ipHHOTeKaHy, Tak i SN-38. 3B'A30K KOHIIEHTpAaIis-
e(QeKTHBHICTh HE OYB CTATHCTHYHO 3HAYY M.

NAPOLI-1: B anami3i cykymuux fnamux 353 mauienTiB Bumui piBeHb Cmax SN-38 y mIa3mi
ACOMIOBABCS 3 MiJBMINEHOKO HMOBIPHICTIO BHHMKHEHHs HeTpomeHii, a BHIMA PiBEHb Crmax
3araJIbHOTO IpMHOTEKaHy — Jiapei.

V NAPOLI-1 Bumi KoHIeHTpaiii 3araisHOro ipuHOTeKaHy Ta SN-38 y mrasmi y Hali€HTiB
IpyIH JIiKyBaHHS IIpernapaTamu OHIBAM/I® nerunsoBanuit ninocomanshuit + 5-OVY/JIB O6ynn
0B’ s13aHi 3 noBmM 1epiogom 3B ta BBIL, a Takox 6insmoro YOB.

KniHiyHi XapaKTepHCTHKH.

Ilokasauns.

OHIBAM/I® merunpoBanmii JiMoCOMaIbHuUNA TOKA3aHUIL:

= y mepiuiif mimil Tepamii B KoMOGiHaI{i 3 OKCAIIIATHHOM, 5-(TOPYpAIlAIOM (5-®Y) Ta
nefikopopurOoM (JIB) /uist JiKyBaHHs JOPOCIMX MALIEHTIB 3 METACTATHIHOIO aIEHOKAPIHOMOIO
I ILTY HKOBO1 3aJ103H,



- B koMmbGimamii 3 5-®Y Ta JIB ana ikyBaHHS METaCTaTMYHOl aJCHOKapIMHOMM
MiITYHKOBOI 3aJI031 AOPOCIHX NAIi€HTIB 13 MPOTpecyBaHHAM 3aXBOPIOBAHHS micis Teparii Ha
OCHOBI reMiuTadiHy.

IIpomunoka3annua.
TspKKa Tilepay TIMBiCTh B aHaMHE3i 0 ipuHOTeKaHy a60 10 6y /1b-1K0i NONOMDKHOI peJOBHHH.
ToxyBanHs TpyasMu (muB. po3dil «3aCTOCYBaHHS y Hepion BariTHOCTI abo TrojyBaHHA

TPYJUTION).

Oco6ugi 3acmepescenia ma 3anobixchi 3axo0u npu 3aCMoCy6aHHi.

OHIBAUJI® nernmnsoBaHuii JMOCOMAIBHHN € LUTOTOKCHYHHM JKapChKUM 3aC000M i mpu
IOBOJDKEHHI 3 HAM CIiJf DOTPHMYBaTucsa obGepexHocTi. IIpy TOBOKEHHI 3 IMpenaparoM
OHIBAM/I® nerwnpoBammit JimocomanbHHi a6o IpW #HOro BBENCHHI PEKOMEHIOBAHO
3aCTOCOBYBAaTH 3aXHCHI DyKaBHUKH, 3aXMCHI OKyJlspH Ta 3axucHudl omir. Ilpu HOTpAIUISHH]
mucHepcii Ha MKipy, WIKIpY CIIiJ HEraHO Ta peTeNbHO NMPOMHTH BOJOIO 3 MHIIOM. VY pasi
MOTpPAIUISHHS JUCTIEPCii Ha CIU30Bi 0GOIOHKH, CIiJl PETENBHO IIPOMHTH iX BOJOO. BpaxoByroun
IIUTOTOKCHYHY IIPUPOLY JIKapChKOro 3acoly OHIBAV/I® nermnsoBanuil JNiMOCOMAIBHHIA,
BariTHI MEAWYHI CIIEI[iallicTH HE TIOBMHHI 3 HUM KOHTaKTyBaTH.

B3aemooin 3 inwumu nikapcoKumu 3acobamu ma inuii 6uou 63acmodiil.

[adpopmanis mpo Iikapceki B3aemomii 3 OHIBAM/I® mneruncoBanwii HIOCOMAIBHUH
IPYHTY€ETHCS Ha JJAHAX HAYKOBOI JITepaTypH MO0 HETIOCOMATBHEX (POPM ipHHOTEKaHY.
Biaemomii, 1[0 BINIMBAIOTH HA 34CTOCYBaHHfA Ipemapary OHIBAMI® nerunsoBaHui
JHIIOCOMANbHUAM

Inoyxmopu CYP3A4 cunenoi Oii. Y Talli€HTIB, fXi OJHOYAaCHO OTPUMYIOTH HEJIIIOCOMAILHY
dbopMy ipHHOTEKaHy Ta MPOTHCYAOMHI 3acO6H, MO iHAYKYIOTb (epMeHT CYP3A4 (dewniroin,
deHoGapbitan abo kapGamasemiH), CIOCTEPIracTbCst 3HAYHE 3HIDKEHHS KOHIIEHTpaIii
ipusoTeKany (3EmkenHs nokasuuka AUC Ha 12% Tipu 3aCTOCYBaHHI 3Bipo6oro, Ha 57%—79%
mpu 3acTocyBaHHI (Qenitoiny, ¢eHoGapbiramy abo kapGamasemiHy) Ta SN-38 (3HUXKCHHS
nokasamka AUC Ha 42% mnpu 3acrocysanHi 3BipoGoro, Ha 36%-92% mpu 3acToCyBaHHI
deniToiny, penobapbitary abo kapbamaszeniny). Tomy, ofHOJACHE 3aCTOCYBAHHS OHIBAUT®
IermIboBanMii mimocomansHmit 3 immykropamu CYP3A4 Moxke 3HU3MTH HOrO CHCTEMHY
KOHIIEHTPALILIO.

Inzi6imopu CYP3A4 ma inzi6imopu UGTIAI cunenoi 0ii. Y mTaui€HTB, AKi OJHOYACHO
OTPUMYIOTH HETINOCOMaIbHY (OpMY IPHHOTEKaHy Ta KETOKOHA3OIl, inrioitopu CYP3A4 Ta
UGT1Al, coocrepiraeTsess minsuinena koHuentpamis SN-38 nma 109%. Tomy, ommouacue
3aCTOCYBaHHsI IIpenapary OHIBAM/I® nmermnnoBarmit jinmocomanbHuii 3 iHmuMK 1HriGiTOpaMu
CYP3A4 (manpuxian rpeindpyTosuii Cik, KIapATPOMILHH, iHUHABID, ITPaKOHA30I, JIOMiHABID,
neasonoH, HesdiHaBip, pUTOHABIp, CaKBiHABIp, TENANpPEBip, BOPUKOHA3OM) MOXKE IIi IBUIIATH
}#OT0 CHCTEMHY KOHIEHTPAN{iO. 3 OTJISAY Ha JIKAapchKy B3aEMOJIIIO HENINOCOMAIBHOI (OpMH
IpUHOTEKaHy Ta KEeTOKOHA301ly, OJHOYACHEe 3acTOCYBaHHS OHIBAM/® nermnsoBanuit
nimocoManbHui 3 immmMmuy imriGiropamz UGT1Al (wanpuxiap aszaraHasip, rem¢iOposui,
innuHaBip, peropadenit) TakoxK MOXeE IiABUIYBATH HOT0 CUCTEMHY KOHIICHTPAIIIO.
[pyHTyIO4MCh HAa Ppe3yIbTaTax MOMyJHIifiHOro (apMakOKiHETHYHOIO aHamli3y, OJiHOYacHe
3aCTOCYBaHHS IpenapaTiB OHIBAMT® nerunsoBanmii ninocomaneruii + 5-OV/JIB He 3MiHtoe
(apMaKOKiHETHKH [Ipenapary OHIBAN/I® nernnsoBanmii JIIOCOMATBHUH.

Anmuneonnacmuuni 3acobu (BKmodarodn GuynuTosuH sk noxigae 5-@V). Iobiumi peaxuii
ipHHOTEKaHy, TaKi SK MI€NOCYLpecis, MOXyTh NOCHIIOBATHCH IHIIMMH AHTHHEOILIACTHIHIMU
3acobamMy, W0 MAlTh NOAIOHmE mpodins noGiuHMxX peakuilh. Bzaemoxil OHIBAWT®
IerMILOBAHMH JIIOCOMATBHI} 3 {HIIMMH JTiKapCHKAMHE 32c00aMy HE BCTAHOBJICHI.




Ocobausocmi 3acmocy8anHs.

3arameri. OHIBAM/I® nerwipopanmii imocoMansHuii — L€ JiMocoManbHa Gpopma IpHHOTEKaHy
3 iHmMMH (GapMaKOKiHETHIHAMH BIACTHBOCTSMHE NOPIBHAHO 3 HENIIIOCOMABHOIO dopmoro
ipunorexany. KonnenTpais /1034 Ta cria il BiApi3HAIOTHCS MOPIBHSIHO 3 HENINOCOMATEHUMH
¢dbopMaMu ipHHOTEKAHY.

OHIBAII® mermnpopanmii JinmocOMalbHHA HE € €KBIBAICHTHHM iHIIHM HEJIIIOCOMATIEHAM
¢dopMaM ippHOTEKaHY i HE IOBUHEH 3aMiHIOBATHCh.

B 06MexeHoi KiTbKOCTI TIAEHTIB, Y SKMX MONEPEeIHb0 3aCTOCOBYBAIY HENIOCOMabHI GopMu
ipuHOTEeKaHy, HE OyJIO IIPOJEMOHCTPOBAHO IepeBar IMpenapary OHIBAM/I® nerunsosanmii
JIITOCOMAaTIBHUH.

Mienocynpecis/meiitponenis. ITix gac nixysanms OHIBAWJI® nerunsosanmii JinmocoMansHui
PEKOMEH/IOBAHO TIPOBOJMTH MOHITODHMHI PO3TOPHYTOTO aHAN3y KpOBI. [MamnienTiB cuix
IIOIIEPEUTH TIPO PU3WK HEHUTPOICHIl Ta CEepHO3HICTH NMXOMaHKH. DeOpHIBHY HEUTPOTICHIIO
(temmeparypa Tima >38°C Ta Kinmbkocti HeiiTpodinie < 1 TucC. KriTHH/MM’) CiJT HeraHo
JNiKyBaTH B yMOBaX CTalliOHApy 3a JIOMOMOTOIO BHYTPIIIHHOBEHHUX aHTHOIOTHKIB IHIPOKOTO
crekTpa fii. V MAmieHTIiB i3 METACTATHYHOI aJCHOKAPHMHOMOK Mi/JILTYHKOBOI 3aJI03H, AK1
OTPHMYBAJIH TEPAMiI0 MPENapaTOM OHIBAW/T® nerunpoBagumii JMOCOMAIBHIHN, CIOCTEPiraucs
BUNA/KH CENCHCY 3 HENTPONCHIYHOI JMXOMAHKOK Ta HACTYIHMM CENTHYHAM MIOKOM i3
JIETAJTBHAM HaCIiIKOM.

I[TamieHTaM, y SKHX BHHHKAJIM TSOKKI FeMaToNIOTiuHI SBHINA, PEKOMCH/IOBAHO 3HM3UTH J03y YU
NPUIHHATA JiKyBaHHs (2uB. po3ain «Croci6 3acTocyBaHHs Ta [03W»). [MamieHTam i3 TSIKKOIO
HEJOCTATHICTIO KICTKOBOrO MO3KYy HE CIiff 3acTOCOBYBATH OHIBAM/I® mnerumsoBanumii
JTMOCOMaTbHUA.

OmpoMiHEHHs dYepeBHOi NOPOXHMHM B aHAMHe3i HiJBMIIYE DH3UK TDKKOI Ta (ebpuibHOl
He#TponeHii mHpHM JiKyBaHHI IIpernaparoMm OHIBAV/T® nermipoBaHuil IiMOCOMAIBHUM.
PeKOMEH/IOBAHO [POBECTH PETENBHHN MOHITOPHHI @HANi3y KPOBi Ta PO3IJISHYTH MOMXIMBICTD
3aCTOCYBaHHS MIi€IOTTHUX (GaKTOpiB POCTY y MALIEHTIB 3 ONIPOMiHEHHSM YCPEBHOI OPOXKHUHU B
aHampe3i. Y Iali€HTIB, SKi IPOXOIATH KypC OIPOMIHEHHA 3 OJHOYACHUM 3aCTOCYBAHHIM
mperapary OHIBAMI® mnernnnoBaHWil JiMOCOMATBHHUHN, HEOOXimHO —NOTPAMYBATHCH
06EpEXKHOCTI.

[lamicHTE 3 HEJOCTATHHOIO TIIIOKypOHijamicro OuripyGiHy, HANpuKiag, i3 CHHIPOMOM
KunsGepa, MOXKyTh 3HAXOMUTACH B IPYIli BUIOTO PH3UKY Mi€JIOCYTpPeCii M| 9ac 3aCTOCYBaHHS
mpenapary OHIBAM/I® nerunsoBanmit TiMoCOMaNbHHI.

[MyHOCYIpecuBHuH ebekT i BakIMHA. 3aCTOCYBaHHS KHBHX a00 JKHBHX OC/IA0NICHUX BaKUWH Y
NAli€HTiB 3 IMyHOZe(INUTOM BHACTIZOK 3aCTOCYBAaHHS XiMiOTEpAmEeBTHYHHX JIKAPCHKHX
3ac00iB, BKIIIOYHO 3 OHIBAMI® nerunpoBanuii TinocoMaibHuM, MOXE IIPU3BECTH 10 PO3BATKY
cepiio3HEX abo NeTanbHUX iH(eKuil; oTXe, BaKIMHALIl XHUBHMH BaKIIMHAMH CJi YHHUKAaTH.
J103BOJIEHO BBOJWTH «BOKTI» 260 iIHAKTUBOBAHI BAKIWHH, OHAK BiIIOBiAE HA TaKi 3acobu MOXE
OyTH mocnabneHa.

Bzaemois 3 ingykropamu CYP3A4 cuibHOT il OHIBAM/T® nerunsoBanuil JTinocoManbHui He
CIiZl 3acTOCOBYBaTH OfHOYAcHO 3 iHmyktopamu ¢epmenTy CYP3A4 cuibHOI /i, TAKMMH 5K
IpOTHCYIOMHi Tipenapatu ((eniToiH, heHobapGiran abo kapbamaseni), pudamiid, pupabyTHa
Ta 3BipoOiif, 33 BHHATKOM Bi/ICyTHOCTi TepaleBTHYHHMX ATHTEPHATHB. BiNOBiAHY MOYATKOBY
JO3y U TAIi€HTiB, AKi MpUAMAIOTH Taki IPOTHCYAOMHI mpemapary aGo iHIN iHZYKTOpH
cHIbHOI mii, He BCTaHOBJICHO. HeobXiMHO pO3IIISHYTH MOXUIMBICTH 3aMiHM IMX JIKApCHKHUX
3aco6iB Ha Taki, U0 He iHAYKYOTh GEepMEHT, MOHAKMEHIIE 3a [Ba TIDKHI [0 MOYaTKy Tepartii
OHIBAMI® nermnsoBanumii jrinocoManbruil (auB. po3ain «B3aemosis 3 iHIMMY JTiKapCHKAMH
3acobaMu Ta iHII BHAM B3aEMOII).

Bzaemonisi 3 inriGitopamu CYP3A4 cuibHoi fii uwm imri6itopamm UGTIAl cuibHOL jii.
OHIBAM/I® nermnsoBanmii TIIOcOMalbHUI HE CIIijl 3aCTOCOBYBATH OJHOYACHO 3 iHribiTopamu
depmenty CYP3A4 cunpHoOi ali (Hanpukian rpeindpyTosui CiK, KJIApUTPOMILIVH, {HIWHABID,
iTpakoHason, JomiHaBip, Hebaszonou, HendiHaBip, PHTOHaBIp, CaKBiHaBip, TeJIaIpeBip,




BOpPHKOHA3071). Bukopuctanus inri6itopis CYP3A4  cuisHOI il HOTpiOHO NPHUITMHUTH
[OHAWMEHIIE 3a OJAUH THXIEHb O IIOYATKy Tepamii IpernapaTtoM OHIBAMT® nermnsoBasmit
JITOCOMAIbHUM.

OHIBAUWI® nerunsopanmii ninocoManbHAR HE CIIil 32CTOCOBYBATH OTHOYACHO 3 imribiTopamu
UGTIA cumeHOi fii (Hanmpukian arazaHasip, rem¢ibposmwi, iHAMHaBIp), 3a BHHIATKOM
Bi/ICYTHOCTI TepaneBTUIHHX ATbTEPHATHB.

Jliapes. OHIBAW/I® merunsoBaHuii JIHOCOMAIBHAN MOKE CIPHUIMHHUTH BAXKY Ta Hebeaneuny
JUTS KUTTA Aiapero. [Ipemapar HeE peKOMEHIOBAHO 3aCTOCOBYBATH Y MAI€HTIB i3 HEMPOXIAHICTIO
KULICYHHKA Ta XPOHIYHAM 3alla/IbHAM 3aXBOPIOBAHHAM KUINEYHUKA.

Ipu 3acTocyBaHH1 OHIBAWT® nermisoBanmii JHMOCOMAIbLHUH MOXE BUHHUKATH PAHHS (gepe3
< 24 roJMHE TicNA MOYaTKy BHKOpHCTaHHS) abo BizcTpodeHa miapes (> 24 roiuH) (ouB. po3ain
«[lo6iuni peaxmii»). SKmo BHHHKAae paHHS fiapes abo XOJTIiHEpriudi CHMITOMH, CIi[
PO3TIISAHYTH MOMJIMBICTH HPOQINTaKTHYHOTO ab0 TEPaneBTHHIHOIO 3aCTOCYBAHHI aTpomiHy 3a
Bi/ICyTHOCTI mpoTHIOKa3aHs. IlanieHTiB CIIi/{ TIOTIEpEUTH NP0 PH3HK BiICTPOYEHOI niapei, sxa
MOXe OyTH BHCHAXIMBOIO T4, B PIAKICHHMX BHI/IKax, HEOE3NEUHOK A JKHUTTH, OCKLJIbKH
HOCTiifHI PiAKI Y BOASHHCTI BHIIOPOXKHEHHS MOXYTh IPU3BECTH 110 Jerigparartii, MOpyIICHHS
€IeKTPOJITHOTrO OanaHcy, KOJiTy, BUPa30K HUTYHKOBO-KHIIKOBOTO TPaKTy (ILIKT), indexmii ya
CETICHCY .

[1l0HHO BMHHKAIOTH TIEPIIi Pi/iKi BUIOPOXKHEHHS, MALIEHTY CIiJ{ IOYaTH HTH BEIUKY KUIBKICTh
DiAMHM, IO MIiCTHTH enekTponiTd. Ilari€eHTH NOBUHHI MaTH B HasgBHOCTI Jonepamin (abo
aHANOriyHMil mpemapar) /IS T[OYATKy JIKyBaHHS BifcTpodeHoi Jiapei. 3acTocyBaHHs
JOmepaMify CIifil PO3MOYAHATH IPH TEpPIIidl TOsBi HEAOCTATHHO cpOpMOBAHUX YU PIIKHX
BUIIOPOXKHEHF a60 3 YacTilIMX BHIIOPOXHEHb, HIX 3a3BHUaH (MaxcumyM 16 Mr/no0y).
Jlomepamin crin 3acTocoBYBaTH JOKH y MalienTa Oyze BiACYTHA Jiapest IPOTATOM LIOHAWMEHIIIE
12 rogun. Jlns  3anobirands Baxkol Jiapei, NPUIMHATA BHKOPUCTAHHS Oy nb-SIKHUX
JTAKTO30BMICHMX IMPOIYKTiB, IIiATPAMYBAaTH rigpaTamnito Ta JOTPHMYBATUChH I€ETH 3 HU3BKUM
BMICTOM JKHpiB. SIKIIIO TIPH 3aCTOCYBaHHI JIONEpaMify [iapes TPHBAE MOHAL 24 rogudHu, CIif
PO3IIISHYTH MOXUIMBICTh 3aCTOCYBAaHHS JOAATKOBOTO IEPOPATBHOTO agTHbioTHKA (HAIIpHKIaX
dropxinonony nporsroM 7 AHiB). Jlomepamis He CIiJ 3aCTOCOBYBATH IIOHAN 48 roauH MOCHiIb
yepes PH3WK MAPATITHYHOI HEMPOXiJHOCTI KuumedHnka. Skimo miapes TpuBae Oinbm HiK
48 rojuH, HEOOXiAHO NPHIMHUTH 3aCTOCYBAHHS JIONEPAMily, KOHTPOIIOBATH H HiATPUMYBaTH
piBeHb €NEKTPOJITIB 32 IONOMOTOIO PiJIMHU Ta MPOJOBXYBAaTH 3aCTOCYBaHHA aHTHOIOTHKA 10
3HAKHEHHS CyMyTHIX CUMIITOMIB.

He MOYMHATA HOBWI IMKJI Tepamii A0 3MEHIIEHHS TSDKKOCTI miapei mo < 1-ro cryneHsa (Ha
2-3 BUIIOPOIKHEHHS 3a 00y Ginblue, HiX JIo modaTKy Tepamii). IIpu nosiBi miapei 3-ro abo 4-ro
CTYIEHs TSDKKOCTI, HAcTYIIHY J03y Ipenapary OHIBAMI® merunboBanuil JiIOCOMATBHHH
HeoOXiqHO 3MeHmHTH (IUB. po3alt «CrociO 3acTOCyBaHHS Ta IO3M»).

Xoninepriugi peakii. PaHHs Jiapes MOXe CYIPOBOMKYBATHCA XOJNIHEPITIHUMHU CHMIITOMAMH,
TAKUMM $K PHHIT, NiJBUIIEHE CIMHOBHIUICHHS, IPUIMBH, MifiBUIEHE IIOTOBU/ILJIEHHS,
6pauKapis, Mio3 i TieprepHCTaTBTHKA. Y pasi BUHUKHCHHS XOTiHEPriYHUX CHMITOMIB CIiJ
3aCTOCOBYBATH aTPOIIiH.

Peakmii rinepuyTiMBOCTI BKIIOYAIOYM TOCTPI peakiii NOB’g3aHi 3 indysiero. YV mamieHTiB, sKi
sacrocopysamu OHIBAWI® nerunboBaHmit JNOCOMAIbHHUI, noBigoMisiocs mpo iHbY3ilHi
peaxiii, mepeBaXHO Taki SK BHUCHIIAHHS, KPOIMB’SHKA, nepiopbitansHuil HaOpsK abo cBEPOIXK.
Brepmre BusiBieHi ssuma (Bci 1-ro abo 2-ro CTyneHs) BHHHKAIM MEPEBAKHO HA TMOHYATKY
MiKyBaHHS TIPernapaTroMm OHIBAUW/I® nernmpopanmii inocomanbHuif, Ipd mpomy auie 2 3 10
NAl[i€HTiB MOBIIOM/IUIM NPO TaKi sBMINA Hicims m'sitoi jgo3n. MOXKyTh BHHHKATA peakil
riepyyTIMBOCTI, BKIIOYAIOUM ToCTpy iHQy3iiHy peakuiro, aHadinaxruuHi/aHadinaKTOiLHI
peaknii Ta aHrioHEeBpOTHYHME Habpsk. Y BHIAAKY TDKKHX peakuiii rinepdyTIMBOCTI
3aCTOCYBaHHsA IIpenapary OHIBAM/I® mermnpoBaHuil JHIOCOMATBHME HEOOXINHO MPUIMHHUTH
(muB. po3ain «Croci6 3acToCyBaHHS Ta O3K»).
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[lonepenns omepaunis Binmura. [lauientn 3 onepauiero Binmia B aHaMHe3i MalOTh ITi IBAIIICHAH
PU3MK DO3BHTKY CepHO3HMX iH(eKuidl micis 3acToCyBaHHS OHIBAM/® nerumsosanmit
nimocoMansauil y Kombinanii 3 5-®V ta JIB. INamieHTiB il KOHTPOMIOBATH HA HASBHICTH O3HAK
iHGexii.

Topymenss 3 6oky cymad. 3actocyBanus OHIBAW/® nermnboBanmit jinocomansHui Gyiio
OB’ SI3aHO 3 TPOMOOEMOOTITHUMH €IIi30/]aMH, TAKUMH SIK JICTCHEBA em6071is1, BeHO3HUI TpoMO03
Ta aprepiambHa TpomGoemGouis. Cnifi peTenpHO 3i6parn MEAUYHME aHAMHE3 A7 BUSBIICHHS
oci6 i3 aucieHHMME (aKTOpaMH PH3HKY Ha JOJATOK 10 OCHOBHOI IyXJuHy. [lanienTis noTpibHo
OLepeUTH TNPO O3HAKA # CHMITOMH TpomGoeMGoyiii Ta NOpPEKOMEHIYBATH HETAHHO
3BEPHYTHCS JI0 JIKapsi Y MEJICECTPH TIPH IOABi TAKKX O3HAK 200 CHMIITOMIB.

JlereneBa TOKCHUHICTL. Y TAII€HTIB, AKi OTPUMYBalH HeNimocoMaibHI (opMH ipHHOTEKaHy,
BHHHKAIH emizomyd, NOMiOHI [0 iHTepCTHIanbHOTO 3axBoproBaHHS Jerens (I3JI), 1o
NPW3BOMMIA 10 JeTanpHEX HachinkiB. ¥ NAPOLI-3 MHEBMOHIT crocTepirases y 0,3%
[AIi€HTIB, SKi OTPHUMYBaU OHIBAVI® nmermmsoBanmii mnimocoManbHMil y koMOiHaiii 3
okcammiatuaoM Ta S5-OVY/JIB. Jlo daxTopiB pH3UKY HajeXaTh 3aXBOPIOBAHHS JIETCHB B
aHaMHe31, BAKOPHUCTAHHS THEBMOTOKCHYIHHX JIIKapChKUX 3ac001B, KOJIOHIECTHMYTIOF041 pakTopu
a6o momepeaHs pasioTepamis. Y XBOpHX i3 (aKTOpaMM PH3MKY CIiJj PETEIbHO MHJIbHYBATH
HAasBHICTH PECIIipaTOPHMX CHMIITOMIB A0 Ta I dYac Tepamii IpenapaToM OHIBAW®
erAIbOBAHMH JHMOCOMATGHAN. PeTHKYIOHOMYJISpHA KapTUHA HA PEHTTeHOrpami IpyIHO]
KIHTKM CIIOCTepiranacsd y HEBEIMKOTO BifCOTKA Mali€HTiB, ki Opand y4acTsb y KIiHI9HOMY
IOCTi/DKeHHI 3 ipMHOTeKaHOM. Biepme BusBiaeHa a00 Oporpecyiodya 3ajiMika, Kamenb Ta
JIMXOMAHKA [TOBHHHI CTaTH IiJICTABOIO [UIA TIEPEpPHBAHHS JIIKYBaHHs [pENapaTroM OHIBAMI®
[erMIbOBAHME TMOCOMATHHUA [0 OTPHMAHHSA iarHOCTHYHOI OWIHKH. Y MAIleHTiB 3
miaTBep/KeHAM  jiarHozoM I3JI  HEOOXimHO MPUIMHATH  3aCTOCYBAHHS OHIBAMT®
IIerMILOBAHMIA JinocoMaIbHu (uB. po3ain «Croci6 3acTocyBaHHS Ta JI03M»).

[opymenns bynkuil neuinku. Y mnamieHTis i3 rinepbinmipy6Ginemiero crocrepirajgocst OLIbII
BHCOKI KOHIEHTpamii 3arampHoro SN-38 (muB. po3min «®apmakokiHeTHKa») Ta, OTKE,
MiJBUINEHUH pH3WK HEHTpomeHii. Y Tali€HTiB i3 MOKAa3HUKOM 3aralbHOro Oinipy6iny
1,0-2,0 Mr/mt chix 3fificHIOBaTH peryJsIpHHH KOHTPOIb DPE3YJBTATIB PO3TOPHYTOTO aHaJizy
xpoBi. HeobximHo joTpuMyBaTucsi 0OEPEeKHOCT] y MAIIEHTIB i3 HOPYIICHHAM GbyHKuii MediHKA
(piBeHs Gimipy6iny B > 2 pasu Buime 3a BMH; pipens Tpancaminas y > 5 pasis Buiue 3a BMH).
OHIBAM/I® mermmpoBaHMi JHmocoMansHUN y KoMOiHallii 3 IHIOMME TIeaTOTOKCHIHUMHU
MKapChKUME  3ac00aME, OCOGNHBO 32 HAsSBHOCTI NOpPYINEHHs QyHKUil HEYiHKM, CIIJ
3aCTOCOBYBATH IIiJ] MAIBHOIO YBAarow.

[laiicHTH 3 HEOCTATHROIO Macoro Tina (imjgekc macu Tima < 18.5 kr/m?). Y NAPOLI-1y 538
AI[EHTIB 3 HEAOCTATHROK MACOI0 Tilla crocTepiranucs nobidni peaknii 3-ro abo 4-ro CTymeHs,
[epeBakHO Miesocynpecis, Tofi sk y 7 i3 8 Bunajkis 6yno noTpibHe KOPHUIyBaHH: 103U, TAKe SIK
Bi[ICTPOYEHHS, 3MCHIICHHA [03H 9M [PUIMHEHHS 3aCTOCYBaHHA Iperapary. OHIBAWT®
[TerHNLOBAHMI  JIMOCOMATbHHME Yy mNamieHTiB 3 iHgekcoM Mack Tima < 18,5 Kr/M>  ciif
3aCTOCOBYBAaTH 3 00EPEKHICTIO.

Jlonomixai pedosurn. B oHOMy (IaKkoHi HaHOTO JiKapchKOro 3acoby MicTHTBCe 33,1 Mr
HaTpilo, mo ekBiBanenTHo 1,65% pexomennosanoi BOO3 MAaKCHMMAaJIbHOI J10060BOI HOpPMH
CIIOXXHMBAHHSA 2 T HATPiio Y JOPOCIHX.

3acmocysanna y nepiod sazimnocmi abo 200y8anHA zpyooro.

YKiHKH DPenpOIYKTHBHOTO BiKY/KOHTPALEITis [Ulsl XKIHOK Ta 40JI0BiKiB. XXiHKU PeTPOAYKTHBHOTO
BiKy TIOBHHHI 3aCTOCOBYBaTH e(eKTHBHI METOMM KOHTpalemnuii mix Jac JIiKyBaHHS IpelapaToM
OHIBAMI® merunsoBanmii JIMOCOMAIBHAN Ta IPOTATOM 7 MIiCSILiB MiC/s HOTO 3aBEPIICHHS.
YonoBiKM MAIOTh KOPHCTYBATHCS IIpe3epBaTHBAMHU Iijl 4ac Teparii mpermaparoM OHIBAW/I®
HErHIHOBAHKIH JIIITOCOMATBHUIA Ta BIPOIOBK 4 MICSIIIB ITiC/IA il 3aBEpIICHHS.

BaritaicTs. J[aHUX MO0 3aCTOCY BAHHSA OHIBAM/I® nermiboBanuil JIMOCOMATBHUN y BariTHAX
XIHOK HEJOCTAaTHhO. B  [JOCHIIKEHHSX Ha TBapUHax IPHHOTEKAH [POJAEMOHCTPYBAB
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eMOpIOTOKCHYHICTE i TEpaTOTEHHICTh, TOMY MOXKHA MPUIlYCTHTH, IIO TIpH 3aCTOCYBaHHI
mpetiapary OHIBAMI® nermnboBaHuii JIIOCOMATBHUM I1i]] 4ac BariTHOCTI HMOBipHA IIKi/UIABA
mig ma mmig. OTXKe, 3 OMIAAy Ha PE3yJbTaTH AOCII/UKEHb Ha TBapHHAX Ta mexamizmy il
ipuHOTEKAHY, OHIBAMJI® nermnsoBaHuil JIIOCOMANBHUH HE CIII 3aCTOCOBYBATH miJ; 4Jac
BAriTHOCTi, 3@ BHHATKOM BHIAJKIiB KpaitHoi Heobximmocti. Ilpm 3aCTOCYBaHHI OHIBAW/I®
HermIbOBAHME JTIIOCOMATLHMM I dYac BariTHOCTI abo SKIIO HAalli€HTKa 3aBariTHLIA I 9ac
Teparii, il ctif mpoindopMyBaTH MPO MOTEHUIAHMM PU3HK JUIst IUI0/A.

ComyBanus rpyunio. Hesimomo, 4M MPOHUKAE OHIBAM/I® nermnsoBanuil TinocoMatbHui 260
#0ro MeTaGOJITH Y TpyJdHE MOJNOKO JFOAMHM. Hepes MOTCHIIHHMA PH3UK POIBHTKY Cepiio3HUX
MOOIYHMX peaKiliii y HEMOBIAT, AKi mepeOyBaioTh Ha TPyAHOMY BUI'0JIOBYBaHHI, JiKyBaHHS
IpenapaToM OHIBAMJI® mermmnoBaHMi JHIOCOMAIBHME IiX 4Hac TOJyBaHHS TPYLLIO
nporunokasane (muB. posain «[Iporunoxazanisy). Ilamientkam He CliZl TOJAyBaTH TPYIUIHO
IIPOTATOM OJJHOTO MiCSLs ICIIA 3aCTOCYBaHHS OCTAHHBOT JIO3H.

®eprunpHicTh. Hemae [aHMX IMOAO BIUIMBY Iperapatry OHIBAM/® mernnsoBauuii
MTIOCOMATBHUI Ha (epTHIBHICT HOAUHHM. JIoCipkeHHS Ha TBApHHAX NPOACMOHCTPOBAIIA, 11O
HeyimocoManbHi (OpMM  ipHHOTEKaHy CIPHYMHSIM aTpodiro YOJIOBIYMX Ta JKIHOYMX
PENMpOAyKTUBHUX OpraHiB ICisA 3aCTOCYBaHHS GaraTokpaTHEX JOOOBHX 03 IPHHOTCKaHY.
Ilepen modYaTKOM 3aCTOCYBaHHS IIpenapary OHIBAUJI® mnerunboBaHmit JIHOCOMAIbHAR
JOLLTBHO HAATH MOPaM MAIi€HTy MOXO0 30epeXxEHHS raMeT.

30amuicmy enaueamu Ha WGUOKIcmb peakuyii npu Kepysanni aemompaHcnopmom abo
IHWUMU MEXAHIZMaMU.

OHIBAV/I® nermmbopanuil MIocoMansHui Ma€ MOMIPHUH BIVIMB Ha MIBHJKICTh peakiii Ipu
KepyBaHHi aBTOTPAaHCHOPTOM 260 iHIMMME MeXaHi3MaMH. [lig gac niKkyBaHHS HAIlieHTH MAOTh
JOTPUMYBATHCS 0OGEPEXKHOCTI IIPH KEPyBaHH] aBTOTPaHCIOPTOM abo IHIIMMH MEXaHI3MaMH.

Cnoci6 3acmocyéanna ma 003u.

[Ipu3HadeHHs] Ta BBEJCHHS MAIli€HTaM JIKapPCHKOro 3acoly OHIBANI® mnerunboBanHuit
TTIOCOMAIBLHMM HOBMHHO 3IiMCHIOBATHCS BUKIIIOYHO MCAUIHHME creriaiicramMy, ski MarOTh
JOCBIiJi TPOBEIEHHS IPOTHITY XJIMHHOT Tepartii.

OHIBAM/I® nerunsosanmii JIOCOManbHUN HE € €KBIBAICHTHHM HeninocoMalnbHuM (opmam
ipuHOTEKAHY 1 HE TOBUHEH 3aMiHIOBATUCE.

JlozyBaHHS

OHIBAM® mnerunwoBanuii JIOCOMAIbHUNA HE 3aCTOCOBYETHCH SIK MoHOTepamis i #Horo
3aCTOCYBAHHS CJHA OPOJOBXKYBAaTH 1O IIPOTPECYBAHHS  3aXBOPIOBAHHA abo BTpaTH
NIEPEHOCHUMOCTI.

OHIBAHJI® necunvosanuii ninocomanvruii 6 KoMOiHayii 3 OKCANINAAMUHOM, 5-®@Y ma JIB:
OHIBAM/T® mnermnsoBanuit JHIOCOMATBHHM, okcamimiatug, JIB T1a 5-®Y BBOJATHCA
MMOCITiIOBHO. PexoMeH0BaHa [03a Ipernapary OHIBAP'II[® [MEerWILOBAHUN JIIIOCOMANBHUM
CTaHOBHUTh S50 Mr/m? BHYTPIlIHBOBEHHO BIPOZOBXK 90 XBWIMH 13 HACTYHHHM BBCACHHAM
okcamimiatuHy B g031 60 MI/M> BHYTPIIIHLOBEHHO BIpojoBX 120 XBHIMH, i3 HACTYIIHUM
pResennaM JIB B 103 400 Mr/m? BHyTpilIHBOBEHHO mpoTsrom 30 XBHIMH Ta 5-0Y B 1031
2 400 mMr/mM?> BHYTPIIIHBOBEHHO BIIPOJOBX 46 rojut. Takui pexnM 3aCTOCYBaHH:A HEeoOXiHO
IIPOBOIUTH KOXHi 2 TIKHA. 3a yMOBH IOraHOl [IEPEHOCHMOCT] 3aCTOCYBAHHS OKCAIIUIATHHY
MOJKJTMBO [PUIMHHTH Ta I[IPOJOBXKMTH JIKYBaHHS IpernapaToM OHIBAWM/I® nerunsosanmit
ninocomansuui + S-OV/JIB.

PexoMenoBaHa IOYaTKOBa J03a IIpenapary OHIBAWM/I® merwisoBaHUi TiHOCOMANbHUH Y
narienTis romo3urotHux 3a anemsmu UGT1A1 *28 anumaeThCA 6€3 3MiH i craHoBUTH 50 MI/M?
BHYTpIIIHEOBEHHO BHpofoBX 90 xBmimH  (aHB. posmimn  «DapMaKoMHAMIKa»  Ta
«DapMaKOKiHETHKa»).

OHIBAMI® nezunvosanuii ninocomanvruii 6 komOinayii 3 5-®Y ma JIB:

OHIBAVI® mnermnsoBanuii Jimocomaipuui, JIB i 5-®Y BBOmATHCA IIOCIiZOBHO.

PexomenmoBaHa [03a Ta CXeMa 3acTOCyBaHHs TIpeniapaty OHIBAVT® nerumsopanuif
Y el

o
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inocoManpHuii: 70 Mr/M? BHYTpIlIHEOBEHHO BIPOAOBXK 90 XBHIIMH i3 HACTY[HHMM BBEJCHHIM
JIB B mosi 400 mr/m? BHYTpiHBOBEHHO nporsaroM 30 xswmuH Ta 5-OY mo 2400 mr/m?
BHYTPIIIHEOBEHHO BIPOJOBNK 46 TOMMH — CXeMa IPH3HAIAETHCS KOMKHI 2 THIKHI.

V namienTiB, romosuroTHuX 3a anemsmd UGTIA1*28, cnig posnouuHaTH JNiKyBaHHA 3i
3IHMKEHO] 1109aTKOBOI [I03H IIperapary OHIBAMJT® nermsoBanuii inocomManbaui 10 50 Mr/m?
(mB. posgimu «[loGiuni peaxnii» Ta «®PapMakoAuHAMIKa») 3 MONIIABEM HACTYTIHUM
MiBHEIIEHHSM ZI037 10 70 MI/M%, 32 YMOBH A00pOi IIEPEHOCHMOCT] JIIKYBaHHS.

IIpemeduxayis. lonaliMenme 3a 30 XxBAiIMH 70 TovaTky iHQy3ii mpenapary OHIBAMT®
erd/IbOBAHMH JHIOCOMANBHMI IAIi€HTAM pEKOMEH/OBaHAa IPEMENMKAlls CTaHIapTHAMA
J03aMH JIEKCaMeTa30Hy (ab0 €KBIBAIEHTHOTO KOPTHKOCTEPOiTy) PasoM 3 anraronicroM 5-HT3
(a60 iHIIMM HPOTHOITFOBOTHAM 3aCO000M).

Kopexyis do3u. Bci KopuryBauHs JO3H CHifl 3[IHCHIOBATH 3 OIJIATY HA nonepeaHiil HalBHIIWH
cryninb TokcuunocTi. Jo3a JIB He moTpeby€e KOPUTyBaHHS.

OHIBAHI® nezunvosanuii ninocomanvhuii 6 Kombinayii 3 OKCaNnIamunom, 5-®@Y ma JIB:

Ta6auns 4: Pexomenaanii moao Kopekmii 103H npenaparis OHIBAN/I® nerunnoBaHmii
JginocoMabHU# + oxcaninatun/5-OY/JIB
Cmynins moxcusnocmi | Kopurysanns nosn npenapartis OHIBATI® nerninosannii

(3nauenns) AimocoManbHmii/oKkcaTimIaTn/5-OY
3a NCI CTCAE!
I'emaToJIOriuHa TOKCHYHICTH
Heitrponenis He noumHaT HOBUH LUK Teparnii 40 JOCATHEHHS abcomroTHOL
KipKocTi HerTpodinis > 2 000 wititua/MM> (2x10°/1)
Cmynins 3 abo 4 3HU3HUTH 103y OHIBAWI® nerunpoBanmi
(< 1 000 xnimun/mm?) . ninocomManbHUM 10 80% MOYaTKOBOI JO3M
Ilepuiuii 6unaook .
abo gpebpunvna 3HHU3UTH 03y OKCAmaTuHy Ta 5-OY Ha
HeumponeHis 20%
3ausaa 103y OHIBANWI® nerwisoBanmii
= JpinocoMaIpHAN 10 65% MOYaTKOBO1 JO3H
/Jpyzuit gunadox A
3HU3UTH [03y OKcaimiatuay 1a 5-OV e
Ha 15%
3umsuty no3y OHIBAW]I® nernnpoBanmit
.. nimocoMaabHMIE 10 50% I049aTKOBOI 03K
Tpemiii 6unaoox i
3HHU3UTH 703y OKCATIUIATHHY Ta 5-OV me
Ha 15%
Yemeepmuii ITpunvHUTY JIIKyBAHHA
6UNAOOK
TpomGouuTomnenis He moYMHATH HOBHH LMK Tepamii HO JOCSTHEHHs KiJIbKOCTI
TpomGouuTia > 100 Tre./mm® (100x10%/m).
JleiikoneHis KopuryBaHHs 1034 0OpH JieHKomeHii Ta TpOMOOIUTOIEHIT

Gasyrorbcs Ha knacmdixanii Toxcmunocti NCI CTCAE  Ta
QHAJIOTIYHi PEKOMEH/IOBAHAM BHUIIE IPH HeHTpomeHii

Heremarosioriayia TOKCHYHICTL

Hiapes He moYMHaTH HOBHiA LK TEPATTii 10 3MEHILEHHS TSHKKOCTI Jiapel
710 < 1-ro crymeHs (Ha 2-3 BHIOPOXHEHHS 3a 100y GinbLie, HiX 10
IOYATKY JIIKYBaHHA)

Cmynino 2 He mouMHATH HOBHI LMK TEPATIil IO 3MEHIICHHS TSDKKOCTI Jriapei
10 < 1-ro crynens (Ha 2—3 BHIIOPOXHEHHS 3a 100y OuibIme, HIX JI0
HOYATKY JIIKYBaHHS)
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Cmyninb moxcuunocmi
(3HaueHHA)
3a NCI CTCAE!

KopHuryBaHH# 031 Npenaparis OHIBAU/I® neruiiboaHmii
JinocoMaabamnil/okcamimiaTaH/5-OY

Cmyninw 3 abo 4

Ilepuiuii 6unaook

3HU3UTH 103y OHIBAU/T* nerunsoBanmii
ninocoManeHui 10 80% mOYaTKOBOL 103K
3HH3UTH 03y OKcammaTiHy Ta 5-®VY Ha
20%

/Jlpyzuii éunaook

3uusnta no3y OHIBAW/I® nerunsosanuit
JirocoMaubHEHA 10 65% T0YaTKOBOI TO3H
3HH3UTH A03Y OKCATMIAaTHHY Ta 5-DVY e
Ha 15%

Tpemiii eunaook

3umsuty 103y OHIBAMI® nermnbopanmit
jgimocoMansHuU 10 50% mo4aTKoOBO1 103U
3HU3NUTH 03y OKCATIIUIATHHY Ta 5-DVY me
Ha 15%

Yemeepmuii
8UNAOOK

[TpHUITUHATH JIKyBaHHS

Bei iHmii npossy
TOKCHYHOCTI*

Cmynins 3 abo 4

IHepuiuii 6unadok

3umsuty fo3y OHIBAWJI® nermnboBaHuit
ninocoMaibHui 10 80% moYaTKoOBOI A03H
3HU3ATH 03y OKcAiIaTuHy Ta 5-PY Ha
20%

/Jlpyzuii eunaook

3uusuta 03y OHI BAUI® nerunnoBanuii
JinocoMaabHuH 10 65% MOYaTKOBOI 103U

3HHU3NUTH 03y OKCATIaTuHy Ta 5-OY e
Ha 15%

Tpemiii unadox

3HU3UTH 103y OHIBAW/T® nerunsosanmit
ninocomansauit 10 50% mo4aTKoOBOI HO3H

3HH3UTH 103y OKCaiLUIaTHHy Ta 5-OY me
Ha 15%

Yemeepmuii
8UNAOOK

ITpUITHHATY JTIKyBaHHS

Hyooma ma 6a106anns
Cmynins > 3

3HHU3UTH 103y, TUIBKA

HA ONTHMAILHY Tepaniio IpoTHOMOBOTHUM TIPENnapaToM

AKIO0 CUMIITOMHA 36epira10TI>c;1 HE3BaXar0o4u

J{onoHHO-1 IOIIOBHAN

CHHJIPOM:
Crvaius 3 abo 4

Ilepusuii eunadok

[TpUIUHUTH TIKyBaHHS

Heiliponepebemisapaa
TOKCHYHICTE OV/Ib-SKOTO
cryneHs abo cepresa
TOKCHYHICTB > 2 CTYIIEHS

Ilepuiuii eunadok

[TpunuHATY TIKyBaHHS

AnadirakTiHuHa peakiis

Ilepuiuii 6unadox

[IpUAHATY JTiKyBaHHS

[HTepeTULIATIEHE
3aXBOPIOBAHHS JIET€Hb

Iepuiuii 6unadok

ITpUIMHATH JTIKyBaHHS

* 33 BUHATKOM acTeHii Ta aHopexcii

I NCI CTCAE = 3aransHi Tepmionoriusi kpurepii He6axauux ssui HarioHanHOro iHCTHTYTY paky CIIA, noto4Ha peAakuis

PexoMengoBaHa Mo4aTKoBa [03a INperapary OHIBAW/I® nermnsoBaduii JimOCOMaIBHHMI Ta
peKkoMeBalii IMOAO 3HIDKEHHS JO3M y MAlli€HTIB OMO3HMIOTHHX 3a aJeisiMA UGT1A1*28

3QIHIIAIOTHECA 0€3 3MiH.
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OHIBAHJI® nezunvosanuii ninocomansruti 6 kombinayii 3 5-@Y ma JIB:

HauleHTaM AKi TOYMHAIOTEH JIKYBaHHS 13 1034 OHIBAM/I® nermnpoBanmii I1imocoManbHHIA
50 Mr/mM? Ta He MABMINYIOTR OO0 70 MI/M?, DPeKOMEHIOBAaHE IEpINEe 3HIKEHHS JO3H IO
43 mr/mM?ta npyre — mo 35 mr/m%. Tlanientam, siki HOTpeGYIOTh HACTYNIHOIO 3HIKCHHA H03H,
PEKOMEHIOBAHO IPUIHHUTH JIKYBaHHSL.

[arieaTam romosuroTauM 3a aneimsmu UGT1A1*28, B akux IPOTSATOM MEPLIOro MHKIY Teparii
BiJICyTHI TOKCH4YHI TIPOSIBH, IIOB’S3aHi 3 OHIBAI/I,[[® HEerMIBOBaHMH JIMOCOMANBHUH (3HIKEHA
mo3a — 50 Mr/M?), MOKIIEBe 30LIbIIEHHS J03H A0 3araipHoi 70 MI/M? y HACTYIIHHMX IHKIIax
3aI€XXHO Bijl IHIMBIAYIBHOI IEPEHOCHMOCTI.

Ta6muns 5: Pexomenganii moxo xopeknii 703U npenaparis OHIBAM/I® nerninoBanmit
dimocomansuuit + 5-OY/JIB gas 3 — 4-r0 cTymeHsi TOKCHYHOCTI y HErOMO3HIOTHHX
namicuTis 3a adesem UGT1A1*28

Cmyninb mokcuuHocmi KopuryBaHHs 103 NpenapaTis OHIBAMI® nerniiopanmii

(3HaueHHA) JinocoManbHuii /5-®Y
3a NCI CTCAE! (1151 HErOMO3UrOTHAX ManicHTIB 3a anenem UGT1A1%28)
I'emaToJiorivHa TOKCHYHICTH
HeiTponenis He mounHAaTH HOBHIA MK TEPAIIIi 0 JOCATHEHHS aOCOMOTHOL
KiNbKOCTi HedTpodimiB > 1 500 wriTan/mMm’

Cmynine 3 abo 4 3HU3UTH AO3Y OHIBANI® nermipoBanmit
(< 1 000 krimun/mm’) Ilepwiuit eunadok ninocoMansHuUit 10 50 Mr/m?

abo debpuianua 3um3uTH A03y 5-@V Ha 25% (1 800 MT/M?)
HeHTpOoNeHin 3uuzuy 103y OHIBAW]I® nermnsoBaHmit

JinocoMaIbHHM 10 43 Mr/m>
3um3uTH 03y 5-OY monarkoBo Ha 25%
(1 350 mr/m?).

/Jpyzuii éunadox

Tpemiii eunaook [TpunHUTH JTiKyBaHHS
TpomGounTOoNeHis He mo4mHATH HOBH IMKJI TEpariii 10 JOCATHEHHS KiJIBKOCTI
TpomGomuTie > 100 THC./MM>
Jleiikonenisi KopuryBasHs 1034 [IPH JIEAKOIIEHIi Ta TPOMOOIMTONEH]T

6asyroTecs Ha Kiacudikarii Toxcrunocti NCI CTCAE Ta
AHAJIOTiYHI pEeKOMEHJOBAHUM BHIIE IIPH HERTPONIEHIi

HeremaTo/10riuda TOKCHIHICTD?

diapes He nounHaTy HOBHE MUK TEPAITil 10 3MEHIICHHS TSXKKOCTI miapei
110 < 1-ro cTynens (Ha 2-3 BUIIOPOXXHEHHS 3a J00y Giibiue, HiX 10
[IOYATKY JIIKYBaHHS)

Cmynins 2 He mounHaTH HOBUH IMKJI TEpArii 40 3MEHIICHHS TSHKKOCTI aiapet
110 < 1-ro cTymnens (Ha 2—3 BUIIOPOXKHEHHA 3a 700y Gibiue, HIX 10
[IOYATKY JIIKyBaHHS)

Cmynins 3 abo 4 3zt no3y OHIBAW/I® merwisoBanuit

Ilepwuii sunadox JocoMabHuUiA 10 50 MI/M?
3uu3uTH 103y 5-®Y Ha 25% (1 800 mr/m?)

Bumsuy 103y OHIBAW/I® nermisosanmuit
nimocoManbHmi 10 43 Mr/m?

3un3uTy 03y 5-PV moxatkoBo Ha 25%

(1 350 mr/m?)

/JIpyzuii eunadox

Tpemiit eunadok [TpunuHATH JTIKyBaHHS]

HynoTa/6nioBannsa He mounHaTH HOBHil IMKJI TEpAil 1O 3MEHITEHHS THKKOCTI
HyROTH/6moBanas 10 < 1-ro cryneHs abo 0 BUXIIHOTO
TOKa3HHKA
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Cmyninbe moxcuyrnocmi

Kopurysanns X034 npenaparis OHIBAM/I® nernanoBanmii

(3HaueHHR) JinocomanbHmii /5-@Y
3a NCI CTCAE! (nJ191 HeroMo3UroTHUX mauienTis 32 ajgeaem UGT1A1%*28)

Cmynins 3 abo 4 OnTuMi3yBaTy Tepariio IpOTHOIOBOTHAM
(He3eadicaroyu Ha y mpernapaTom

. Ilepwuii 6unadox ~ o ® "
mepanito 3uamsutu g03y OHIBAU/[® nerunsoBanmii
npOMUbIO8OMHUM JAIOCOMATBHHMM 10 50 Mr/M?
npenapamom) OnTuMi3yBaTd Tepariio IpoTHOIOBOTHAM

Jpyzuii eunaoox

IIpernapaTomM
3HHU3UTH 103y OHIBAI/IZ[® HEernIbOBaHUH
MIOCOMATBHUHR 710 43 Mr/M>

Tpemiii eunadox

TTpMOHMHKUTH JTIKy BAaHHS

Toxenuni HPOSBH 3
00Ky NeYiHKH, HUPOK,
opramiB Auxanus aéo

inmux opraumis?
cmynenn 3 abo 4

He mousmnaTyt HOBHit UK TEpAIlii 0 3MEHIIEHHS TKKOCTI
moOiuHMX peakiiit 1o < 1-ro cTyneHs

Ileputuii sunadok

3HU3UTH J03y OHIBAMT® nermnsoBanuii
NimocoManbHui 10 50 Mr/M>
3umsut 103y 5-OY Ha 25% (1 800 mMr/m?)

/Jpyzuii éunadox

3HHU3NTH 703y OHIBAPT,[[® NErILOBAHMM
ninmocoManbHuUi 710 43 Mr/m>

3uHn3UTH 103y 5-®Y noparkoso Ha 25%
(1 350 mr/m?)

Tpemiii eunadok

ITpuUHENTH TIKyBaHHS

AHagimakTauHa
peakuis

Iepwuii sunaook

[IpunuHUTH JTIKYBaHHS

InTeperunianbHe
3aXBOPIOBAHHS JIEr€Hb

Ilepwiuit sunaoox

[TpunuaATH TiKyBaHHIL

1 NCI CTCAE = 3aranshi TepMionoriuni xputepii Hebakanux asuuy Hauionansroro inctutyty paky CIIA, notoyna

penaxuis.

B 3a BHHSTKOM acTeHil Ta aHOPEKCii; aCTeHis Ta 3-T0 CTYIeHs aHOPEKCis He MOTPEOYIOTL KOPUTYBaHHS JO3H.

Ta6auns 6: Pexomenganii moao xopexuii K03u Npenaparis OHIBAM/® nernanoBanmii
JinocoMaabuuii + 5-@Y/JIB pst 3 — 4-T0 cTyHeHsl TOKCHYHOCTi Y FOMO3HIOTHHX NALiCHTIB

3a aJgeseM UGT1A1*28

Cmyninb moxcuunocmi
(3HaA4eHHA)
3a NCI CTCAE!

KopuryBanus no3u OHIBAMI® nernanoBanuii
JimocoManbHui/5-@®Y
(311 rOMO3MroTHHX nanicHTiB 3a aneaem UGT1A1%28 Ge3
nonepeIHbOro 36ipmenHs Ko3u> 10 70 Mr/m?)

Ho6iuni peaknii’
cmynena 3 abo 4

He movnHATH HOBHIA LIMKJI TEpAITii 10 3MEHIICHHS THKKOCTI HeOKaHUX

U1 70 < 1-ro cTymnens

Iepuiuii eunaook

3HU3UTH NO3Y OHIBAP'III® MErmwIbOBaHUI
nimocoMansHuit 10 43 mr/m?
Kopurysauns no3u 5-®Y 3rigxo 3 tabn. 5

/Jlpyzuii eunadok

3uunzut oy OHIBA M® nermwsoBasuit
ninocoMansHMi 10 35 Mr/m?
Kopurysanns ao3u 5-®V 3riguo 3 tabin. 5

Tpemiii éunadok

IIpurMHUTY JTiKyBaHHA

AHadinakTHIHA
peaKuis

Ilepuwiuii 6unadok

[IpunuHATH JTiKyBaHHS

InTepecTHLiajIbLHE
3aXBOPIOBAHHS JICT€Hb

Ilepwuii gunadox

[TpunuHUTH JiKyBaHHS

—_—}
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' NCI CTCAE = 3araibi TepMinonoriuni kpurepii Hebaxanux sy HarlioHansHOro iHCTHTYTY paxy CHIA, noTo4Ha
peAakuis.
3a BUHATKOM acTeHii Ta aHOpEKCii; acTeHis Ta 3-ro CTyNeHS aHOPEKCis HE NOTPEOYIOTh KOPUTYBAHHS A03H.

E VY pasi migBUILIEHHA 103K OHIBAUI® nernnsoanuii ninocoMansauit jo 70 Mr/m2 Ta xopouoi HeperocuMocTi y
HACTYIHUX UMKJIAX JiKyBaHHS, PEKOMCHIOBAHE KOPUI'YBAHHs [03H 3TiHO 3 TabJL. 5. ¥

ra

Ocobausi kamezopii nayicnmie
Hopywenns ynxyii newinxy. CrelliaibHi TOCTIKEHHS 3 OLIHKH OHIBANM/I® nermnsoBanwmit
MMOCOMantsHUH TpH MOpymieHHi GyHKUil MediHKH He NPOBOJMIM. 3aCTOCYBAHHA JIAHOTO
JKapehbKoro 3acoby CJij| yHHKAaTH y IallieHTiB i3 piBHem Oinipy6iny > 2,0 Mr/mi, abo piBHEM
acnapraraminorpancoepasu (ACT) ta ananinaminorpancdepasu (AJIT) y > 2,5 pasn pummM 32
BMH a6o y > 5 pasip Bumum BMH y pa3i HasBHOCTI IEYiHKOBHX' MeTacTas (muB. po3nin
«Oco6IHMBOCTI 3aCTOCYBaHHS»).

Hopywennus ynxyii nupox. CrenianbHi JOCTIIKEHHS 3 OLIHKH OHIBAW® nermnsoBanwmii
MMOCOMANbHUN NPH MOPYIIeHH GYHKil HUPOK He HPOBOMMIH. Y MAIUEHTIB 13 MOPYIICHHAM
dyHKIil HEPOK Bij JETKOro 4O IMOMIPHOTO CTYNEHS TSDKKOCTI KOPUI'YBaHH: NI03M HE noTpioHe
(nuB. posmin  «®apmakokiHeTuka»). He pekOMEHIOBaHO 3aCTOCOBYBATH OHIBAWI®
HErMILOBAHMH JIMOCOMAIBHHUI Y MALiEHTIB i3 MOpYIICHHAM (GYHKIII HUPOK TSHKKOrO CTYNCHS
(CLcr < 30 muv/xB).

Iayienmu nimuvozo eixy. 49,6% nauientis y NAPOLI-3 Ta 41% y NAPOLI-1, AKi OTpHUMYBaII
OHIBAN/I® nermnpopanuii ninocomanbHuii, Oynm > 65 pokis. KopuryaHHS 03 HE
PEKOMEH/IOBAHE.

Crocib 3acTocyBaHHS

OHIBAMI® mnerunsoBamuii JilOCOMAlbHUM INpPH3HAYECHAN IS BHYTPiITHBOBEHHOTO
3acTocyBaHHs. KOHIIEHTpaT Tepes BBEACHHSAM CIJ PO3BECTH TA BUKOPHCTOBYBATH Y BUTJISAI
OXHOKpATHOI BHYTPIIIHROBEHHOI iHOY3ii BIpoaoBxk 90 XBHIHH. Binbie indopmarii HaBeeHO B
miapo3ini «[IpuroTyBaHHs Ta BBEJCHHS JUCTIEPCIi».

Ilpucomyeanns ma 66e0eHHs  Ouchepcii. OHIBAM/I® nerunsopanmii ninmocoManbHmit
IOCTA4aeThes Y BUTISI CTEPHUILHOT JTIMOCOMANBHOT JUCNEPCil B KOHIEHTpari 4,3 Mr/Mi i #oro
HEOOXiZIHO PO3BOJMTH IEpE] BBEIECHHAM 3a JIOTIOMOIOKO TOJIKH Kaniopom He Oirprme 21.
IIpenapaT po3BOJATE 5%-UM PO3YMHOM TIIIIOKO3M JUI iH’€KLiH ab0 pO3UHHOM HATPIIO XJIOpULY
9 mr/ma (0,9%) mns iH’€KIiif U1 [PUIOTYyBaHHS JMcIepcii BIAMOBIHOI 103M Mperapary
OHIBAﬁI[® NErMIBLOBAHMM JTIIOCOMATBHHUM, PO3BENEHOrO IO KiHIEBOro 00’eMy 500 M.
Po3BezeHy AHCIEPCiio MepeMinTyoTh, 00epexHO NepeBepTarody ¢uakoH. Pozsenena JHCIIepCis
IOBMHHA OyTH BiJl Ipo30poro 10 3ierka 6iloro konpopy, abo 3jerka ONANECHEHTHOX Ta He
MICTHTH BHIMMHMX 4acTOK. B sKocTi Tepamii nepuoi il ZOPOCINX NALi€HTIB 3 METaCTaTHYHOKO
aJICHOKapIMHOMOIO IIIIIIYHKOBOI 3aJ103H, OHIBAMI® mermmpoBanuil JimocoManbHMil CIij
BBOJMTH Tepe] BBEJCHHAM OKCAIIUIATHHY, Iicas doro Beojsth JIB, a motiMm 5-OY. i
JiKyBaHHS METACTATHYHO! aJCHOKAPIMHOMH MiIIUTYHKOBOI 3a703H J0OpOCIHX NariedTiB i3
IPOrpecyBaHHAM 3aXBODIOBAHHS IHicls Tepamil Ha OCHOBI remimTabiny, OHIBAUI®
erAIbOBaHMH TiIOCOMATBLHIUIA 3aCTOCOBYIOTh Iepe ] BBeeHHsM JIB, micis 4oro BBOAATH S-DY.
OHIBAVIJI® [erMILOBAHUH NTIMOCOMANBLHMI He CIIiJl BBOAUTH y BHIJIsL GoyrocHO! iH €Kil uu
HEPO3BEICHOI AUcIepcii.

ITix gac npurotyBaHHs iHOY3ii HEOOXITHO JOTPHMYBATHCS ACCIITHIHHMX METOJUK. OHIBAWT®
OErMILOBAHMH JITOCOMANIBHMM IPH3HAYSHHUH TUIBKH JUIsS OJHOPAa30BOr0 3aCTOCY BAHHS.

Cuig moTpuMyBaTHCS 06€peKHOCT] sl YHUKHEHHS €KCTpaBasallil Ta [epeBIpsTH Micue im’exiii
HA HASBHICTH O3HAK 3amajicHHA. Y BHIIAAKY €KCTpaBasallii peKOMEHIYEThCS IPOMUTH yPAKEHE
MicIte po34MHOM HaTpito xtopuay 9 mr/mi (0,9%) mns in’exuil 1a/abo CTEPUIBHOIO BOJIOKO Ta
IPUKJIACTH JIiJI.

Jiist 03HAMOMIIEHHS 3 YMOBaMH 30epiraHHs IiCIA PO3BEACHHS JTiKapChKOTO 3aco0y JUB. pO3ZLT
«TepMin mpUAATHOCTI.

HeBHKOpPHCTaHMH JNiKapchKMH 3aci6 abo BHTpaTHI MaTepiany HEOOXiIHO YTHII3yBaTH
BIZIITOBITHO JI0 MiCIIEBOTO 3aKOHOJIABCTBA.
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3anobizcri 3ax00u npu nOE0ONCEHHI 3 NiKAPCOKUM 3ac0b0M abo npu 020 3aCMOCY6AHHI
OHIBAM/I® mnermnsoBaHuii JiNOCOMATbHHE — IHTOTOKCHYHHUMA nikapcekuii  3aci6. IIpu
[IOBOJUKEHHI 3 IpemapatoM abo NpH HOro 3aCTOCYBaHHI PEKOMEHIOBAHO BHKOPHUCTOBYBATH
PYKaBHUKH, 3aXHCHI OKYJISIPM Ta 3aXMCHHU omsr. Bariri MEIUYHI CHeIiaJicTH He HTOBHHHI
PO3BOJIATH YX BBOJHTH OHIBAWI® nernnsoBanmii JTimocoMaIbHHIA.

Himu.
Besnexa Ta epeKTHBHICTb Ipenapary OHIBAM/I® merunpoBanmii JimocoManbHuii y Jutel Ta
miUTiTKiB BikoM < 18 pokiB Hapasi He BcTaHOBIEeHO. J{aHi BifCyTHI.

Iepeoosysann.

V wiigiuamx pocmimkenasx OHIBAMI® nermnpoBanmii nimocoManbHUN 3aCTOCOBYBAaBCA B
no3ax 70 210 Mr/M? y TALi€HTIB i3 Pi3HUME BHAAMH 3IOSKICHUX IIyXJIMH. MMo6iuni peaxmii y
TaKWX TAI€HTiB OymM aHajgoridei TuM, OpO SAKi MOBIAOMILLIOCK —IIPH 3acTOCyBaHHI
PEKOMEHIOBAHUX JI03 T PEXXHMIB JI03yBaHHSL.

TToBioMIsUIOCS TPO Hepeqo3yBaHHs HeMnocoManbHuMK GopMaMu IPHHOTEKaHy B 103aX, K1
OpuOIM3HO BABiYI MEPEBUINYIOTH PEKOMEHIOBAHY TEPalCBTUYHY NO3Y ipuHOTEKaHy, IO MOXe
MATH JeTanpHi Hacmiaky. HaitGinsm 3Hauni no6iuni peakuii, Ipo AKi MOBIIOMISUIOCS, BKIFOYAIH
TSDKKY HEMTpOIIEHIIO Ta TSDKKY Jiapero.

He icHye BimomMoro aHTHAOTY Ha BHUIAJOK IEPEAO3YBaHHA IperapaToM OHIBAMT®
HerwiboBagmii imocoManbamii. HeoGXiIHO po3modaTH MAKCHMAIBHO eeKTHBHY MiATPHMYIOUY
Tepariio [ MONepe/DKEHHs AeTifpaTalii yepes Aiapeio Ta po3modarH JiKyBaHHS OyIb-IKHX
indexniiHux ycKIaHEHb.,

Io6iuni peaxyii.

Pesrome mpodimo He3nexn

OHIBAHII® nezunvosanuii ninocomanvhuti 6 Kombinayii 3 OKCANNIGAMUHOM, 5-®Y ma JIB
(NALIRIFOX):

Hacrynmri noGiwni peaxmii ImoB’s3aHi i3 3aCTOCyBaHHAM OHIBAWI® mnerunpoBanHuii
MiTIOCOMaIBHYH, KK 3aCTOCOBYBaBCs y KomGinanii 3 oxcanimiarun/5-OVY/JIB, crocTepiraiucs
y 370 nariedTiB, ki MONEPEIHBO HE OTPUMYBAIH xiMioTepariio 3 IIPMBOLY METACTATUYHOL
aJleHOKAPIMHOMM TAUUIyHKOBoi 3amo3u. Ha#binbpm —gacTuMm NOGIUHHMH — peaKIisMu
(mommpesricts > 20%) Oynu Aiapes, HynoTa, OMOBaHHS, 3HUIKCHHS alleTHTY, BTOMA, acTeHid,
HeMTpoIeHis, 3HIKEHHs Kinbkocti HeifTpodiniB Ta aHeMis. Haii6inein yacTUMH TSDKKUMH
noGiyauME peakiismu (> 5% crymens 3 abo 4) Oynm niapest, HyAoTa, OJIFOBAHHS, 3HIKCHHS
aleTATy, BTOMA, ACTeHis, HEHTPONEHIs, 3HIKCHHS KiJbKOCcTi He#TpodiniB, aHeMmia Ta
rimoxamemis. Haf6iibn gacTMH CepHO3HMME TIOGiUHMME peakilismm (> 2%) Oymm niaped,
Hy/0Ta, 6moBarHs Ta ferigparamis. [ToGiuni peakmil, sKi CIIOCTEpiranmcs NpH 3acTOCYBaHHI
OHIBAM® nermnpoBanmii ninocoMaubHUH i IPU3BENM 10 OCTATOYHOIO MPHUIMHEHHS ioro
3aCTOCYBaHHS, crocTepiramues y 9,5% mNauieHTiB; Ha#YACTIIIOK HOGIYHOIO peakIii€lo, o
IpHU3BeNa 0 TPUIMHEHHS Ky BaHHs, Oyia HelTponeHis.

Uacrora 3mmxenns 1o3u OHIBAW/I® mermisoBammii NimocoMalbHu# depes moGiuHi peaxuii
(He3aJIeXHO BiJ OLIHKA NPUYHHHO-HACIIIKOBOTO 3B'I3KY) crioctepiranacs y 52,4% mami€eHTiB;
HaifuacTiMEMH MOGIYHAME PeaKI[isMHE, 110 MOTpeOyBaId 3HIDKEHHS 1034 (>5%), Oym jiapest,
HyOTa, HEHTPOTEHis Ta 3HMKCHHA KiIBKOCTI HEHTpoQLIiB. 3acTOCYBaHHS OHIBANT®
IerHMIHOBAHHH JHIOCOMATBHAI Yepes mobiuni peakuii Gys0 BifKIafeHo (HE3ANEKHO Bil OLIIHKHA
IIPHYMHHO-HACITIIKOBOTO 3B'13Ky) ¥ 1,9% marienTiB; Haf4acTIIMMH NOOIYHAMM PEaKI[isaMH, AKi
NOTpeOyBaTy HepepuBaHHs, OyJIM Peakilil rinepdyTaMBOCTI Ta peakuii, mos’s3aHi 3 iHdy3iero,
aKi crioctepiranuch y 0,5% marieHTis.

OHIBAHIT® nezunvoéanuii ninocomanvuti 6 kombinayii 3 5-®@Y ma JIB:

Hapeneni Hwxue IoGiYHI peakmii, [OB’s3aHi 13 3aCTOCYBaHHIM OHIBAM/I® nermmsoBaHmii
JIMOCOMAaNTBHMI, crocTepiramvcs y 264 mallieHTiB 3 METacTaTHYHOKO0 a[CHOKAPIMHOMOIO

s
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MiAIUTYHKOBOI 381034, AKi OTPUMYBAJIX JIKyBaHHS ITiC/isl IPOTPeCyBaHHA 3aXBOPIOBAHHS Ha 6asi
Teparmii reMuuTabiHy.

Hait6inen uyacTAMH NOGIYHEMH peakuiamu (dactota >20%) mpu Teparmii OHIBAW®
HermIboBanmii JimocoMansHui + 5-®Y/JIB Oyna: miapes, HynoTa, OmOBaHHS, 3HIDKCHHA
AIleTUTy, HEHTPONeHis, BTOMA, ACTEHis, aHEMis, CTOMATUT i IIPCKCis. Haii6inpm vacTUMU
cepifo3HEMM TOGiYHMMH peakmismMu (> 2%) @Opu Tepamii MpenapaTrom OHIBAMT®
HerwIbOBAHMH JMOCOMANbHHMI Oynu: miapes, OmosaHHs, ¢eGpunbHa HelTponeHis, HyAOTa,
mipeKcis, cercuc, Aerifparanis, CENTHIHMUI IIOK, THEBMOHIs, FOCTPa HUPKOBA HENOCTATHICTD i
TPOMOOIUTOIIEHIS.

[lo6iuni peaxiii, Axi NMpU3BEIM 10 BiAMiHM JiKyBaHHA, cKiagamu 11% npu 3aCTOCOBYBaHHI
OHIBAW/I® nerunsoBanuii nimocomansuuii + 5-QY/JIB.

HaifuacTile MOBIZOMISUIOCS [PO HACTYNHI MOGidHI peaxuii, sKi CHPHYMHATA BiMIHY
NiKyBaHHS: iHQEKIis Ta giapes — IPH 3aCTOCY BaHHi OHIBAMI® nermmmoBanmii rimocoManbHHuA
+ 5-OV/JIB.

I[lepenik moGiuamx peaxiii

ITo6iuli peakiii Ha OCHOBI JaHWX HOCIIIKEHB Ta JOCBiLY IMOCTMAPKETHHIOBOTO 3aCTOCY BAHHA.
[lo6iuni peakmii, fKki MOXyTh BHHHKATH Il 4Yac JIKyBaHHs IpenapaToM OHIBAWI®
[IerHIBOBAHMH JITOCOMABHI, HABEACHO HIDKYE Ta KIacu(BikoBaHO 32 KJIacaM¥ CHCTEM OPraHiB
i yacTOTOMO TX BUHMKHEHHS. B MeXax KOXHOTO KJIacy CHCTEM OpraHiB Ta YaCTOTH BUHHKHEHHA
1oGigHi peakuii IpeicTaBIeH] B IOPSAKY 3HIKEHHS cepio3HOCTI. YacToTa BU3HAYAETHCA TAKAM
umHOM: JyKe gacto (> 1/10); wacro (8in > 1/100 xo < 1/10); medacto (8ix > 1/1 000 go < 1/100),
piaxo (Big > 1/10 000 mo < 1/1 000)* Ta gacToTa HeBifOMa (HE MOXKHA BU3HAIATH 33 HAsIBHUMU
JaHUMH ).

IoGiuni peaxnii, mMpo #Ki NOBiXOMJNIOCA NHPH 3aCTOCYBaHHI Tepamii npemapaTrom
OHIBAMI® nernanoBaumii JJinocoMaabHMi

B xombinanii 3 5-®Y/JIB (y
NAPOLI-1 Ta
NMOCTMAPKETHHIOBHIi T0CBiX
3aCTOCYBAHHA )

Knac cucremu B xomOinanmii 3
opraHiB, yactora* okcaaimiaruaom/5-OY/JIB (y
NAPOLI-3)

Indexuii Ta iHBa3ii

Yacto cerncuc, iH(eKITist CEYOBUBITHUX | CENTHYHUH HIOK, CEIICUC,
NUISIXiB, KaHAKUA03HA iHDeKIid, IMHEBMOHIs, hedpuibHa
Ha30GapuHTIT HEHTPOIIEHis, TaCTPOCHTEPHT,
OpajIbHHUH KaHIH/103
Heuacto JUBEPTHKYJIT, THEBMOHIS, GinmiapHUiA cencuc

aHaILHMH abcnec, hebpuibHa
indexiis, racTpOCHTEPHUT,
indexuis cmu3oBoi 060JIOHKH,
rpubKoBa iHdeKIis poToBoi
IOPOXHUHHM, KIOCTPUAIATbHA
indexist, KOH IOHKTHBIT,
¢bypyHKIL, IpoCTHil reprec,
JIAPVMHTIT, TApOJOHTHT,
IyCTYJILO3HMI BHCHII, CHHYCHT,
indexuis 3y6is,
BYJIbBOBariHaJIbHUAHA MIKO3

HoBOYTBOpeHHSI N0OPOAKiCHi, 3JI05IKicHi Ta HeBH3HAYEH] (BK/IIOYAI0YH KiCTH T2 [OJIiH)

HeuacTo | HepUTyMOpalibHIH HabpsK [

3 oKy CHCTEeMH KPOBi Ta JiM(paTHYHOI CHCTEMH

HEHTPOIIEHS, JIeHKONEHis, aHeMis,
TpoMOOLUTONEHIS

Jy>xe gacTo aHeMis, HEHTPOIIEHiS,
TpoMOOIMTONEHIs

Flernobr £ 7-
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Yacto (eOpuIbHa HEUTPOIIEHIS, nimponeHis
niefikoreHis, giMmporneHis
Heuacto NaHIATOIEHIs, TEMOJIITHIHA
aHeMist
3 Goky iMmyHHOI CHCTEeMH
Heuacto rimep4yTIUBICTh rifnepyyTInBICTE

YacToTa HEBigOMA

anadinakTauni/anadinaxToinyi
peaxilii, anrioHeBpoTHIHIN HaOpsK

3 6oky MeTaboi3My Ta 00MiHY pe40BHH

Jlyxe JacTto

rimoKajieMis, 3SHHKCHHS allETUTY

rioKaNieMid, rioMartieMis,
Jlerijiparaiis, 3HUKCHH aleTHTY

Yacto

JeTifpararisi, TiOHaTpieMis,
rinodocdaremis, rimomarsiemis,
rimoass0yMiHeMis,
rMOKaIbI[EMIs

rimorikeMis, riloHATPiEMIs,
rimodocharemis

Heuacto

HOPYIICHHS eICKTPOIIITHOTO
OanaHcy, rinepKaJbIieMis,
3arubenp KITHH, TiIoXJIopeMis,
[oJarpa, rimepririkemis,
rinepkaiemis, gedinuT 3aisa,
MOpYyUIICHHS Xap4yyBaHHs

3 6oKy ICHXIKH

YacTto

Oe3COHHSA

Heuacto

6e3COHHSI, CIUTyTaHICTh
CBLIOMOCTI, ZIenpecis, HEBPO3

3 Goxky HepBOBOT CHCTEMH

Jly>xe yacto

nepudepudHa Heifponaris,
JUCTEB3is, mapecTesis

3anmaMoOpoOYCHHSA

Yacto

TpEMOp, HEMPOTOKCHYHICTE,
IM3eCcTe3is, XOMHepridYHul
CHHIPOM, TOJIOBHUH 6111k,
3araMOpOYCHHS

XOJTiHEPTiUHMI CHHIPOM, JTUCTEB3is

Heuacto

KOHBYJILCil, KPOBOBUJIUB Y MO30K,
riepebpasipHas inemis,
inremMivHwuif iHCYJIBT, BTpaTa
HIOXY, areB3is, IOPYIICHHS
piBHOBAry, rinepcoMHis,
rirmoecTesist, iHTeneKTy anbH1
HOpYLICHHS, JIeTapris,
HOpYIIEHHS [1aM'ATi, IPECIHKOIIE,
ciHKOIIE, TPaH3UTOPHA ilmeMidHa
aTaka

3 Goky oprasis 30py

Yacto

HEYITKICTH 30pY

Heuacto

NOApa3HEHHS 0Yeil, 3HIKCHHS
TOCTPOTH 30pY

3 Goky oprasiB ciIiyxy Ta BecTHOY/JISPHOIC anaparty

HeuacTo | BepTHTO
3 Goky cepus
Yacro Taxikapmis rinoTeHsis
Heuacto CTEHOKapIis, rocTpuil iHdapKT
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| Miokap/a, DaJBIITAIiS |

3 OoKy CyAHHHOI CHCTEMH

Yacto apTepianbHa rilnoTeH3is, nereLeBa eMOOIIid,
TpoMO0eMOOJTiuH BUIaKH tpoMO0oemMO0ITiYHI BUIIAJIKH
Heuacto aprepiaibHa TilepTensis,

nepudepuIHUIA X0JIO,
remaroma, gebiT

3 Goky pecmipaTopHOT CHCTEMH, OPTaHiB IPYJHOT KJIITKH T2 CepeaoCcTiHHs

YacTto jereHeBa eMOOJIis, THKaBKa, 3aauIIKa, TuChOHIs
3aJIAINKA, HOCOBA KpPOBOTEYA
Heuacto Ol Y HOCOTJIOTL, KaIIelb, rifoKcis, iHTepCTUIIIANBHE
rilepoKcis, 3anajeHHs CM30BOi | 3aXBOPIOBAHHS JIETCHb (BKIIIOYAI0UH
000JIOHKH HOCA, aTeJIeKTas, ITHEBMOHIT)

1chOHis, THEBMOHIT

3 00Ky NLIYHKOBO-KHIIKOBOI'O TPAKTY

Jlyxe 4acTo Iiapesi, Hy1oTa, OIIOBaHHS, Jiapesi, GIOBaHHSA, HyZ0Ta, O11b B
01/ muckoMopT B a0oMiHANBHIN IIJISHIN, CTOMATHT
aboMiHAMBHIN JITAHIT,

CTOMATHUT
Yacto KOJIT, EHTEPOKOIIIT, 3aII0p, KOJIIT, TEMOPOH

CYXIiCTb B pOTi, METEOPH3M,

37y TTS )KHBOTA, TUCIIENCIs,
racrpoe3odareansHa pedIrokcHa
xBopo0Oa, reMopoii, gucdaris

Hewacto [IUTY HKOBO-KHIIIKOBa e3odarit, IpOKTUT
TOKCHYHICTh, HEMPOXIiTHICTh
JIBAHAJNATHIIANIO KUAIIKH,
aHaJIbHE HETpUMaHHs, adTo3Ha
BHpa3Ka, OpaibHa TU3eCcTesis,
O1JIb B POTOBIi# OPOXKHUHI,
ypakeHHS A3UKa, aHabHA
TpIiIIAHA, aHTYJISPHANR XeHRIIiT,
JUCXe3is, mapecTesis poTOBOI
IIOPOXXHHHM, Kapiec 3y0iB,
BiJpHOKKa, IUTYHKOBHH pO3JIal,
TaCTpPHT, ypaXKeHHs sceH, O11b y
SICHaX, FeMaToXe3is, rinepecre3is
3y0iB, mapaTiTH4IHA KMIIKOBA
HENPOXiHICTE, HAOPsK I'y0H,
BHpPa3Ka POTOBOI IOPOKHUHH,
e3o¢arealbHIH casM,
3aXBOPIOBaHHS NAPOJIOHTY,
PEKTaIbHUH KPOBOBHIIMB

3 Goky renarobilIiapHoi cHCTEMH

Yacto rinepOinipybinemis rinoansOymMiHeMis

Heuacto XOJIAHTIT, TOKCUYHUI renaTur,
XOJIECTa3, IEYiHKOBHUH IATOI3

3 foxky mKipu Ta miIMKIPHOT KJITKOBHHA

Jly»xe gacTo anonenis asronenis

Yacto CyXiCTh MIKipH, CHHAPOM cBepOLK
JTIOJIOHHO-ITI IOIIOBHOT
epuTpoau3ecTe3ii, BUCHITAHHS.
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rineprirMeHTallis MKipH

Heuacto

cBepOiX, rinepriapos, Oy IL03HHH
J€pMAaTUT, TeHepali30BaHUu’
excoiaTuBHUM JEpMATHT,
epuTeMa, TOKCHYHICTh HIFThOBOI
ILIACTYMHH, IaIlyJa, IETEXis,
1copias, 4y TIMBICTh HIKIPH,
excdormiaris MmKipy, ypaxeHHs
LIKipH, TelleaHrioeKTasis,
KpPOIIMB’ SHKa

KpPOIIUB’ SHK&, BUCUIIAHHS, 3MiHa
3abapBIICHHS HII'TIB

YacToTa HEBiOMAa

epuremMa

3 0Ky ONOPHO-PYXOBOI CHCTEMH Ta CHOIYYHOT TKAHHHHI

Yacto M’5130Ba CJIa0KicTh, Miajris,
M’sI30Bi ClIa3MHU
Heuacto aprpairis, Oi1s y cimHi, 6116 Y

KicTkax, 6inb y KiHIIBKAX,
MOJIiAPTPUT

3 oKy HHPOK Ta Ce4OBHBITHHX MLIAXIB

YacTto

rocTpe ypaKeHHsI HHPpOK

rocTpa HIPKOBa HEIOCTATHICTh

Heuacto

nopymeHHs GyHKIIT HEPOK,
HHUPKOBA HEIOCTATHICTD, M3y Pis,
IPOTETHY Pist

3 GoKy penpoaAyKTHBHOI CHCTEMH Ta MOJIOYHHX 32J103

Heuacto

BYJIbBOBariHalbHA CYXiCTh

|

3araabHi po3jiaau Ta peakuii B Micui BBeIeHHA

Hyxe 4acto aCTEHis, 3aTaJICHHs CIIU30BUX mipekcis, nepudepudaauil HabpsIK,
000IIOHOK 3amjaJeHHs CJIN30BUX 000JIOHOK,
acTeHis
Yacro mipexcist, HabpsK, 03HOO peaxilis, OB’ si3aHa 3 iHdy3iero,
HAOPSIK
Heuacto He3/Ty)KaHHS, 3arajbHE

HOripIIEeHHS CTaHy 310POB’ 4,
3alajeHHs, IOJIIopraHHa
HEJOCTATHICTh, IPUIIONOAI0HE
3aXBOPIOBAHHS, HEKapAlanbHUH
611b y IpyAsX, HaXBOBUIi O11Ib,
6ib y IpyAsx, rinorepMis, 61,
HaOpAK 00aMTds, TEMIIEpaTypHa
1HTOJIEPAHTHICTE, KCEPO3

Pe3yabTaTH J1a00pATOPHHX JOCTI/KEHb

Jlyxe dacto 3HIDKEHHS MacH Tijia 3HHMKCHHS MacH Tila
Yacro Ii{BALICHHS PiBHS TpaHCAMiHA3 | LIABHINCHHS piBHA Oilipy6iHy,
(AJIT ta ACT), miABUILICHHS HiBHINEHHS piBHS TpaHCaMiHAa3
piBHst yxHOI pocdaTazu B (AJIT ta ACT), 361nbIIEeHHS
KPOBI, IIiIBUIIICHHS T'aMMa- MiXXHApPOJAHOTO HOPMAJII30BAHOTO
riryTaminTpancdepasu, KoedilieHTa
[IiABHIIECHHS PiBHS KpECaTHHIHY B
KpOBi
Hegacto 301JIbIIIEHHS MIXXHAPOIHOIO

HOPMaJIi30BaHOr0 KOe(illi€HTa,
3HU KEHHS PIBHA 3aTaJILHOTO
| 6iTKa, 3HWKEHHS] HUPKOBOTO
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KIIipeHCYy KpeaTHHiHY,
nojosxenus QT-iHTepBay Ha
EKT', 361ibIeHHs KiTbKOCT1
MOHOIIWTIB, iJIBUIICHHS PiBHS
TpoHoHiHy I

Tpasmu, OTPYEHHS TA NPOLEXYPHI YCKIAMHEHHS

Yacro peaxilii, mos’si3aHi 3 iHdy3iero

& V nocnimxenai NAPOLI-1 pixi Bunanxu He MOXyTb Gy Ti BU3HAHUEHI Hepe3 HEBE/IUKMH po3mip BHGIpKH

Onwuc jiesskux N0OIYHUX peakifii

Mienocynpecis.

OHIBAH® nezunvoeanuii ninocomanvhuii 6 kombinayii 3 oKCaniniamunom, 5-@Y ma JIB:
NeTaTbHEMY BANAAKaMu Oynu (ebpuneHa HEWTpOIeHis ab0 MAHIUTONEHIS, KOXHA 3 AKAX
BuHuKIA Y 0,3% nauienris, ski orpumysamn NALIRIFOX.

OHIBAHJI® nezunvoeanuii ninocomanehuii 6 xombinayii 3 5-@Y ma JIB: wienocympecis
(meifTponenis/efiKoneHis, TPOMOOIMTONEHs Ta aHeMist) Oyira GLIBIN YaCTOKO B IPYIIi MAIi€HTIB,
sKi 3aCTOCOBYBaIa OHIBAM/I® nermnbopanmit ninocomansHuii + 5-@V/JIB mopiBHsHO 3
KOHTPOJILHOKO IPYIIOI0, 10 oTpuMyBana 5-OVY/JIB.

HeiimponeHis/ieiKonenis.

OHIBAHJI® nezunvosanuti ninocomanvHuii 6 KOMOIHAyil 3 OKCANINIGMUHOM, 5-®@Y ma JIB:
Jeiikomenis 3 a6o 4 cTymens cnocTepiranacs y 0,8% mnanienTis, ski orpumysamu NALIRIFOX.
V NAPOLI-3, B KoMy IODiBHIOBAIN OHIBAV/I® mermnpoBaHuil NiIIOCOMAIBHMN ILTIOC
okcamimnatus/5-®Y/JIB (NALIRIFOX) 3 remuuTaGiHOM INTIOC HA6-TIAKITiTAKCEN (Gem+NabP),
BHIIA YACTOTA HeHTponeHil crocTepiranacs B rpymi Gem+NabP. Heiitponenis 3 abo 4 crynens,
SHWKEHHS KiTbKOCTI HEeHTpodiniB i pebpunsua Helitponeris crnoctepiramcs y 14,1%, 9,7% 1
1,9% mnarienTis, ski orpumyBai NALIRIFOX.

OHIBAHUT®  nezunvosanuti  ninocomanvhuii 6  xombinayii 3 5-0Y  ma JIB:
HelTponeHis/nelikonenis Oyna HafGiNBII MOMITHUM BaXIHBHM HPOSBOM reMaToJIOriuHOl
tokcuurocTi. HefiTponeHis > 3-ro cTymeHs TSKKOCTI 4acTille criocTepiranacs y Malj€HTIB, K1
OTPUMYBAIH OHIBAMI® neruwisopanmii mimocomanshuil + 5-OV/JIB (27,4%), TOPIBHAHO 3
TumH, sxi sikyBamcs S5-®Y/JIB (1,5%). HeiiTponeniuna mmxomaHKa/CeNCHC gacTiie
CIIOCTEpIraucs y XBOPHX, SKi 3aCTOCOBYBaJX OHIBAM/I® nermnsopanmii JTinOCOMaIbHUN +
5-0V/JIB (y 4 mamientis; 3,4%), HODIBHSHO 3 KOHTPOJBHOK IPYIO0, IO 3aCTOCOBYBAsd
5-®V/JIB (y 1 mauienta; 0,7%). Cepeaniii yac MakCHMaNbHOTO 3HWKEHHS PiBHA HeWTpoQiniB
s > 3-To crymeHs HefiTponenii cramosuth 23 mHi (miamasom — Bix 8 1o 104) micns
3aCTOCYBaHHS IIEPIIOL J03HU OHIBAVT® nermipoBanuii TinocoMaibHHH.

Tpomboyumonenis.

OHIBAHJI® nezunvosanuii ninocomanvuuii 6 Kombinayii 3 OKCANINIAMUHOM, 5-@Y ma JIB:
TpoMGonuTonenis 3 aGo 4 crymems cmoctepiranacs y 0,5% [aIi€HTiB, AKi OTPUMYBAIA
NALIRIFOX.

OHIBAHT® nezunvosanuii ninocomansnuii 6 xombinayii 3 5-OYV ma JIB: TpoMOOLIUTONEHis
>3-r0 CTymeHs TSXKOCTI BHHHKama y 2,6% TalieHTis, SKi OTpHUMYBaJX OHIBAUI®
erIHOBaHMAH JTinocoMansauii + 5-®VY/JIB, Ta 0% tux, wo jxikysamcs 5-OVY/JIB.

Anemis.

OHIBAHI® nezunvosanuii ninocomanvhuii 6 Kombinayii 3 OKCANINNAmuHoMm, 5-®@Y ma JIB:
areMis 3 a6o 4 crymeHs croctepiranacs y 7,3% IDalli€HTiB, ki OTpUMYBaIH NALIRIFOX.
OHIBAHI® nezunvosanuii ninocomanvhuii 6 kombinayii 3 5-OY ma JIB: aHeMig > 3-To CTyIeHs
TsokKocTi BuHHEKAIA y 10,3% marmieHTiB rpynu OHIBAM/T® nerunnoBaHuil JIIOCOMANIBHMHN +
5-®V/JIB, Ta y 6,7% NalicHTiB, SKi OTpUMyBaIH TiKyBanus S-OV/JIB.

Tocmpa nuprosa nedocmammuicme.

OHIBAHI® nezunvosanuii ninocomanvhuti 6 KOMOiHAYii 3 OKCANINAAMUROM, 5-®@Y ma JIB: B
NAPOLI-3 nopymerns (yHKIii HApok cmocrepiranock y 0,3% mauieHTis i 6yno 3 abo 4
CTYIICHS, HMPKOBA HENOCTATHICTE 1-4 cTymens cnoctepiranacs y 0,5% NAnicHTIR, cepesl HMX
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0,3% - 3 abo 4 cTymeHs, rocTpe ypaXeHHA HUPOK 1-4 CTymeH croctepiraiocs y 1,1%
narienTis, cepen HuX 0,8% - 3 aGo 4 CTymeHs y TAUi€HTIB, axi orpumyBamx NALIRIFOX.
TligBuIeHHs PiBHS KpeaTHHiHy B KpoBi 1-4 CTymeHs crioctepiranach y 1,4% malienTiB, cepen
mux 0,3% - 3 abo 4 CTyIeHs, 3HIKCHHS HHPKOBOTO KIIPEHCY KpearuHiny 1 abo 2 crymens
cnoctepiranochk y 0,3% HaIfienTis, sKi OTPHEMYBAIHA NALIRIFOX. Bys omun eunajox (0,3%)
HHPKOBOI HEIOCTATHOCTI 3 JIETATEHAM HACIIKOM Y rpymi NALIRIFOX.

OHIBAHI® nezunvosanuti ninocomanvhuii 6 KomoOiHayil 3 5-®Y ma JIB: B NAPOLI-1
nopymeHns (YHKIii HAPOK Ta TOCTPa HHPKOBA HENOCTATHICTH 3a3BUYail crocrepiraamcs y
IAIiEHTIB 31 3MEHIIEHHAM O00’€My MIKKIITHHHOI DiIMHM dYepe3 HyHOTY/OMOBAHHS ta/abo
miapero. I'ocTpa HMpKOBa HEIOCTAaTHICTH Mana MicCle Yy 6 31 117 namienriB (5,1%) rpymnu
OHIBAW/I® nermnsosanmii ninocomanpuuit + 5-OV/JIB.

Jliapes ma nog’si3ani 3 neio nobiuni peaxyii.

OHIBAHJI® nezunvosanusi ninocomanvhuii 6 KomOinayii 3 OKCANINAGMUHOM, 5-@Y ma JIB: B
NAPOLI-3 y rpyni NALIRIFOX crocTepiraiack BHIIa 9acTOTa miapei BCiX CTYIEHIB, a TAaKOX 3
abo 4 crymens. Jliapes 1-4 crymenst cmoctepiranach y 64,3% mamieHTiB, a miapes 3 abo 4
crynens - y 19,5% nauienTis, siki orpumysama NALIRIFOX. Y narienriB rpynu NALIRIFOX,
crocTepiramucs Taki xONiHepriuni peakiii, Ak PUHIT, pUHOPES, rimepcexpertis CIMHU, IPAIUBH,
OPHJIMBK JKapy Ta IiIBUIIEHA CIb030TeYa.

OHIBAHI® nezunvoeanuii rinocomanshuii 6 kombinayii 3 5-@Y ma JIB: y NAPOLI-1 niapes 3
a6o 4 cTynens crioctepiranacs y 12,8% mnarieHTiB, sKi OTpUMyBaIK OHIBAM/T® nermisosauuit
ninocomanbHmi + 5-®VY/JIB. Jlna nauieHTis, y SKuX BUHMKAIA BiICTpOYeHa jlapes, cepenHii
yac n0 il MOWATKy CKIagaB 8 HiB 3 MOMEHTY 3aCTOCYBaHHS IOLEpe/HBOI J03W Npernapary
OHIBAM/I® nermnsoBanuii inocoManbHu#. Panns niapest po3BHBaiacs MEPEBAXKHO HPOTATOM
< 24 roauH MicIs BBEICHHS JO03M Ta 3a3BU4ail MHHaTA. PaHHs Aiapes MOXe CyNMpPOBOJUKYBAaTHCA
XOJiHEPriYHAMHM CHMIITOMaMH, fKi MOXYTh BKJIIOYATH PHHIT, MiABHIICHE CIIMHOBUIIJICHHS,
IIPAIMBHY, TifBUIIEHe [OTOBU/LNCHHS, GpajmKapairo, Mio3 i rimepHepUCTAIbLTHKY, IO MOXE
crprumHuTY ab0MiHaTBHI cria3Mu. Panus Aiapest BUHUKaNA y 29.9% mamieHTiB, a XONiHepridHi
noxmii — y 3,4% namieHTiB, SKi OTPUMYBAIH OHIBAUI® mermnboBanuil JmocoManbHU# +
5-dVY/JIB.

Peaxyis, nos 'szana 3 ingysicio.

OHIBAHI® nezunvosanuii ninocomanvruii 6 KomoOinayii 3 OKCANiNIAMUHOM, 5-®@Y ma JIB: B
NAPOLI-3 peaxuisi, moB’si3ana 3 indysiero, crocrepiranacs y 1,4% [ALi€HTIB, SKi OTPUMY Bl
NALIRIFOX i i peakuii 6ymm serki aGo momipsi (1 a6o 2 cryness).

OHIBAHII® nezunvosanuti ninocomanehuii 6 xomOiHayii 3 5-®@YV ma JIB: 8 NAPOLI-1 npo
rocTpi indysikiHi peaxuii moBizomsiocs y 6,8% MAIIEHTIBIPYIIH OHIBANI® merunpoBanuii
ginocoMansHuit + 5-OVY/JIB.

[ ocobauBl Py NALICHTIB

Hayicumu 1imne020 6IKY.

3arajoM He IMOBIJOMISIOCS PO 3HAYYLI KIiHiuHI BiMigHOCTI 3 6€3leKH MiX Iali€HTaMu
BiKOM > 65 poKiB Ta < 65 POKiB.

OHIBAHI® nezunvosanuii ninocomanshuii 6 KOMOIHAYIi 3 OKCANINIAMUHOM, 5-@Y ma JIB: y
NAPOLI-3 cepenniif Bik cTaHOBEB 65 pokis (miamasoH Bix 20 z0 85), 50,1% narieHTiB Oymu
BikoM IMOHaliMeHIIe 65 pokis, a 6,9% — > 75 pokis. Jlani 3 Oesmexu 3a BIKOBHMH T'pyIllaM{
pimmoBinanmu nanum rpynu NALIRIFOX y 3aranbHil DOy JIsii.

OHIBAHJ[® nezunvosanuii ninocomanshuii 6 Kombinayii 3 5-@V ma JIB: y NAPOLI-1
crocTepiranacs Giblia 9acToTa IPUIUHEHHS TiKyBaHHS Y MaIi€eHTiB MiX > 65 Ta < 65 pokamy,
SIKi OTpUMYBaIH OHIBAM® nermnsoBammii minocomanpuuii + 5-®V/JIB (14,8% Ta 7,9%
BIZIOBiHO), i B JEAKMX BUMaaKax MOOIUHi peakuii He MUHAIH. ITo6Giuni peakii 3-ro CTymeHs
a6o BuIIe Ta Cepiio3Hi MoGiuHi peakuii, IOB’s3aHi 3 JTiKyBaHHAM, OyH YaCTIIMMH y TAI€EHTIB
BiKoM < 65 pokiB (84,1% Ta 50,8%) NOpIBHAHO 3 MAll€HTaAMH BikOM > 65 pokiB (68,5% Ta
44.4%). | HaBnaky, y JOCIIDKEHH] aJleHOKapIIHHOMHU IiAILTYHKOBOT 3aI03H, Y TAIli€HTiB BIKOM
>75 pokie (n=12) wactime crocrepiramcs CepHo3Hi no6iuni peakmii, BIACTPOYEHHS

\

ooty 2/
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3aCTOCYBaHHS, 3MEHIICHHS I03H Ta PATTHHEHHS JIIKY BAHHS HOPiBHSHO 3 MallieHTaMH BikKoM < 75
pokiB (n=105) mij 9ac TiKyBaHH OHIBAM/I® nermnpoBanmit inocoManpamit + 5-OY/JIB.
Asziamcwka nonyasyis. B NAPOLI-1 nopiBHAHO 3 MallieHTaMH €BPONEOIHOI pacH, y HaIieHTiB
a3iCHKOro OXOIKEHHS CrIocTepirazocs Menme Bunanxis aiapei [y 14 (19,2%) i3 73 IAIli€HTIB
eBporneoinHoi pacu Ta y 1 3 33 (3,3%) nauienTis a31HCHKOro HOXOKEHHS CIiocTepiranacs aiapes
> 3-ro CTymeHd|, ane Ginblue BHMAJKIB Ta OLIbLI TSKKHMA CTYIiHb TsXKOCTI HefrponeHii. ¥
MAIi€HTIB, SKi OTPHUMYBAIH OHIBAM® nermnsoBanumii minmocomanpauii + 5-®V/JIB, yactoTa
HeiTpomneHii > 3 cryneHs Oyja BHINOIO Cepea namienTiB asificbkoro moxomkensas (18 i3 33;
55%) mopiBHAHO 3 mauieHTaM# eBponeoinnoi pack (13 iz 73; 18%). Heiitponeniuna
JIMXOMAaHKa/HeHTPOIEHIYHIH: Cencuce croctepiramucs y 6% MAIi€HTIB a31MCHKOTO MOXOKEHHSA
nopiHsHO 3 1% TAKMX €BPONEOINHOI pPacH. Ile y3roMxyeTbcs 3 HONMYNAiHHAM
¢bapMaKkOKiHETUIHUM aHAII30M, SIKUH IPOJEMOHCTPYBAB HIDKIY KOHIIEHTPAI{II0 IpHHOTEKAHY Ta
BHUIIy KOHIIEHTpAIir0 HOro akTUBHOTO MeTabonity SN-38 y MamieHTiB a31iiCBEKOT0 IIOXOKCHH,
HiX y [AIi€HTiB €BPOIEOiHOI PACH.

Hayicumu 3 nopvuennsm @ynxyii newinku. B xoxi KINHIYHIX AOCHi/DKEHb II0 BUBYEHHIO
HeJinocoMansHUX GOpM ipHHOTEKaHy IPH 3aCTOCYBaHHI 32 THIXHEBOIO CXEMOIO 3aCTOCYBAHHA, ¥
Iari€eHTiB i3 OMipHO MiIBMINEHHM BHXiJHHM PIiBHEM 3arajbHOTO 6inmipy6iHy CHpPOBaTKH KPOBi
(1,0 — 2,0 Mr/mu1) #iMOBIpHICTS BHHHKHEHHS HEHTPOIEHIT EPIIOro UKKITY 3-ro abo 4-ro CTyImeHs
TSOKKOCTI ByITa 3Ha4HO GLIBINOO TOPIBHAHO 3 MALIEHTaMH, Y AKHX BUXi/(HUI piBeHb OiMipyOiHy
oyB menre 1,0 M/

Hayienmu _2omosueomni_3a_anenem UGTIAI. Ocobn 3 romosurotHictio 7/7 3a aneneMm
UGT1A1*28 MaoTh MiIBHIICHHH PpH3HK PpO3BHTKY HEHTPONEHII Yepe3 3aCTOCYBAaHHS
HemmocoMatbEUX QopM ipunorekany. B NAPOLI-1 wacroTa HeHTpomneHii > 3-ro CTymeHs
TsKKOCTI y Takux manienTiB (2 i3 7; 28,6%) Gyna aHaIOr4HOIO IOKa3HUKY y HETOMO3HIOTHHX
namienTiB 3a aneneM UGT1A1*28, axi oTpUMyBald MOYaTKOBY A03y Mpenapary OHIBAMT®
MermboBaHmil inocoMampEui 70 mr/M? (30 31 110; 27,3%) (aus. posnin «PapMaKoAMHAMIKa»).
Ile cnocrepexenHs He oniHoBanocs B NAPOLI-3.

Iayienmu 3i 3nuxcenolo macoio mira (indexc macu mina < 18,5 me/m?). Y NAPOLI-1y 538
NaIieHTiB 31 3HIDKEHOIO Barol crocTepiramucs moGiumi peakmii 3-ro abo 4-ro CTyneHs,
epeBaXHO Mienocynpecis. ¥V 7 i3 8 Bumankis Gyna norpibHa KOpEKIlis No3H (BIACTPOYCHHS,
3MCHINEHHS [03d YH IPHUIMHEHHS 3acTOCYBaHHS Npemapary (IuB. posmin «OcobauBocTi
3acTocyBaHHs»)). Lle crocTepexeHHs He OLiHIOBATIOCS B NAPOLI-3.

TloBigoMIeHHS. TIPO Iizo3pioBaHi nobiuni peakuii. IlopimoMieHHs mpo no6iuni peakriii micis
peecTpanii TiKapchkoro 3acoby Mae BaXIMBE 3Ha4CHHS. Lle fae 3MOTy NPOBOAUTH MOHITOPHHT
CIIIBBi/[HOIICHHS KOPHCTE/PH3HK MPH 3aCTOCYBaHHI IBOrO JIKapCHKOTO 3aco0y. MenuunuM Ta
(apMarleBTHYHIM TIpaliBHAKAM, @ TAKOX HalfieHTam ado iXHiM 3aKOHHHM IpEACTaBHUKAM CJIiJ
TIOBiOMIIATH IIPO YCi BETIATKH MiJI03PIOBAHKX NMOGIYHMX PeaKIiA Ta BificyTHOCTI eeKTUBHOCTI
JiKapchKoro 3acoby depe3 aBTOMATH30BaHy iH(QOpMaliiiHy CHCTEMY 3 bapMakoHarjsiay 3a
mocunanusamM: https://aisf.dec.gov.ua.

Tepmin npudamnocmi.

HeginkynopeHuii (haakoH. 3 pOKH.

[licis pospeenns. XimMiuHy Ta disuaHy cTabiIbHICTE PO3BENEHOT AucHepeii Ml indys3iit 6yno
IpoJeMOHCTpoBano Ipu Temmeparypi 15°C — 25°C mpotsrom nepiogy no 6 romuH abo B
xonommIsHAKY (2°C — 8°C) BIpofoBx He Ginbie Hix 24 rojguH. I3 MiKpoG6i0IOTi9HOr0 MOTJIARY
Ipemapar CiIiJ BHKOpUCTAaTH HeraiiHo. SIKmo mpenapar He 0yJo 3acTOCOBAHO HeraiHo,
Bi/IMOBiAAJIGHICTD 32 YMOBH Ta TPHBATICTH 30€piraHHs Hece KOpUCTyBad.

YmoBH 30epiranns.

36epiratu B xonoxuiapHuKy (2°C — 8°C). He 3aMopoxyBaT. 36epirat ¢rakoH y 30BHIiIIHIA
KapTOHHi# YIIaKOBIi 11 3aXMCTy Bif cBiT/Ia. 30epiraTu y HEIOCTYTHOMY U JiTeH Mici.
YMoBH 36epiranus npenapary [icisi pPO3BeJIeHHS UB. PO3ALI «TepMiH npUAATHOCTI.
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HecymicHicTb.
OHIBAI/II[® HerwibOBaHMM JIMOCOMAIbHMIA HE CIIijJ 3MillyBaTH OJHOYAcHO 3 IHUIMMHA
JKapCbKAMHM 3ac00aMM, OKpIM THX IO 3a3Ha4YCHO y «IIpurotryBaHHs Ta BBEACHHS qucmepcii».

Ynakoska.

ITo 10 mn y ¢rakoni; mo 1 drakoHy B KopoOlli 3 KapTOHY;

mo 10 mu y ¢uakoni; mo 1 ¢rakoHy B CTaHAAapTHO-EKCTIOPTHiK yIakoBIi, sKa MICTUTBCA Y
KapTOHHIM KOpoOIi 3 MapKyBaHHAM YKpaiHCBKOIO MOBOKO 3 iHCTpYKIli€t0 [UII MEIUYHOTO
3aCTOCYBaHHS;

o 10 M y draxomi; mo 1 dpakoHy y KapTOHEHiH KopoOili 31 CTiKepoM YKpaiHCHKOKO MOBOIO.

Kareropis Bigmycky.
3a penenTom.

Bupob6Huk.
JIa6oparopii Ceps’e Ingactpi/Les Laboratoires Servier Industrie.

Micue3HaXo/KeHHS BHPOGHEKA Ta agpeca Micls NPoBaLKeHHs HOro MisLJILHOCTI.
905 pyTt xe Capan, 45520 XKini, ®pannis/905 route de Saran, 45520 Gidy, France.

Bupoouuk.
Incen ®apma Biotex/ Ipsen Pharma Biotech.

Mice3HaxoMKeHHs BHPOGHHKA Ta afpeca MicHs HPOBa/KEHHS HOro JisaLHOCTI.
Iapx n'axriBite aro ILnato ne Cins, Illemin nenapremeHTanb Ne 402, CIHb, 83870, ®panmis/
Parc d'Activites du Plateau de Signes, Chemin departemental N° 402, SIGNES, 83870, France.

3asBHHK.
JIe JIa6oparyap Ceps’e/Les Laboratoires Servier.

Micue3HaxoXKeHHsI 3aiBHUKA.
50, pro Kapno, 92284 Cropen Cenexc, ®panmist/50, rue Camnot, 92284 Suresnes Cedex, France.

Il oTpuMaHHs Oynb-Koi iHpOpMaril OO JHKApChKOIro 3aco0y IIPOCHMO 3BEPTATHCH 10
TOB «Cepp’e Ykpaina» 3a tei. (044) 490 3441.

)_IaTa OCTAHHBOI'O HEPETIHAAY.
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