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IHCTPYKIIA
JJIsl MEHYHOI0 3aCTOCYBAHHS JIKAPCHKOro 3aco0y

OHIBAMI® nerunnoBanuii JinocomMasunHuil
(ONIVYDE® pegylated liposomal)

Cknao:

Oitoui peyosunu. ipuHOTEKaH (irinotecan);

OmuH IaKOH KOHIEHTpaTy eMHicTio 10 M MicTuTh 43 Mr ipuHOTEeKaHy 6e3BOAHOTO (y BUIJIA
IETHIBOBAHOI IIOCOMANEHOI POPMHU IpHHOTEKAHY COJi Caxapo3u-OKTacyIbdary).

1 MO KOHIEHTpaTy MicTuTh 4,3 Mr ipuHOTeKaHy Oe3BOmHOTO (y BHIVIAAI IETHILOBAHOI
ninocoManbHOl GOPMH IpHHOTEKAHY COi caXapo3h-OKTacyIbdary);

OONOMisIcHi  peuoeéunu: caxapo3d okracyinsdar, 1,2-gicteapoin-sn-riinepo-3-pocdoxomrin
(DSPC), xonectepuH,  N-(kapOoOHiN-MeTOKCHIONIETHIEHTNiK0IE-2000)-1,2-nicTeapoin-sn-
rinepo-3-pochoeranonamin  (MPEG-2000-DSPE),  2-[4-(2-riapoxcuerwm)ninepasun-1-in]
erancynbhonosa kuciora (6ydep HEPES), HaTpiro XJ0pu/, Bojia IS il €KIiH.

Jlikapcbka ¢popma. Konrenrpar s gucnepceil it iHGy31i.
Ocnoeni hizuxo-ximiuni enacmueocmi: Henpo3opa i30TOHIYHA JiImocoManbHa JHMCIEPCIA Bil
6ioro 10 31IerKa XoBToro konsopy. Konnenrtpar mae pH 7,2 i ocMosIpHICTE 295 MOCMOIB/KT.

dapmakoTepaneBTHYHA rpymna.
Iuri6itopu Tomoizomepasu 1 (TOP1). Kog ATX: LO1CEOQ2.

dapmaxonoziuni enacmueocmi,

Dapmaxoounamika.

Mexanizm fii. Jif09or0 peuOBUHOIO OHIBAM/T® nerunboBanmii JIHOCOMAILHAM € ipHHOTEKAH
(imribiTop Tomoizomepasu I), iHKancynsOBaHHH y JINiAHOMY JBOIIAPOBOMY IyXHpIi abo
Jinocomi.

IpuBOTEKaH SABNIAE COOOKO MOXiAHe KamnToTenuHy. KamnToTenuH aie sx cnerudidnmii inribitop
depmenty JIHK-tomoizomepasu 1. IpuHoTexkan Ta Horo aktuHmE MerabomiT SN 38 o6opotHo
3B’sa3yeThead 3 Komiuiekcom JIHK-tomoizomepasu I Ta iHAYKYIOTH MOIIKOKEHHS OIHOIO
marmora JIHK, mo 6nokye pemnikaniiiny suiky JHK Ta 00yMOBIIOE IMTOTOKCHYHICTB.
IpunoTexan MeTabouisyeThes KapOokcuiectepasoo no crorykd SN 38. SN 38 mpubnusHo B
1 000 pasiB aKTUBHIIIMI 32 ipHHOTEKAH 5K iHTiOiTOP TomoizoMepasu I, BUALIEHOT 3 Iy XIMHHIX
KIITHHHYX JiHIH JTIOJUHHA Ta TPU3YHIB.

@apMakouHaMiunl  edexkTH. B eKCIEepUMEHTAIBHUX MOJENISX Ha TBapwHax OHIBAFI)I[®
HerIFOBAHUH JITIOCOMATIBHHMIA II0Ka3aB TPUBALY KOHIIEHTPALIIO ipHHOTEKaHy B IIJIa3Mi KpoBl Ta
SN 38 B micIli TyXJIHHH.




Kuiniuna edextuBmicth i Gesmeka. Besmeka Ta edextusricts OHIBAMJI® mermnpopanmit
JIOCOMATIBHHN BUBYAIKMCS Y MIXKHAPOIHOMY PaHAOMI30BAHOMY BiIKPHTOMY KOHTPOJIBOBAaHOMY
KinigHoMy focinimkenHi (NAPOLI-1), B sKOMY JOCHIDKyBaIH Ba PEXXUMHU Teparlii Talli€HTiB
3 METacTaTMYHOIO aJCHOKApIUHOMOIO MiJUUIyHKOBOI 3aJ03M 13  3aJI0KyMEHTOBaHHM
IPOrpECYBaHHSM 3aXBOPIOBAHHS IICIsS [pPOBEINEeHHs Tepamii remmurabinom abo Ha 0asi
remMuntabiny. J[OCHiKEHHS MPOBOAMIA 3 METOK OMIHKHM KIHIYHOI ePEeKTHBHOCTI Ta OE3IEKH
MoHoTepamii mnpemapatoMm OHIBAMJI® merunsoBammit JimocomMansHHi a6o KoMGiHamii
OHIBAM/I® nerunsoBanmii minocomansEuii + 5-®V/JIB HOpiBHAHO 3 IPYNOI0 AKTHBHOIO
KOHTpOIMIO, 1o 3acrocoByBaga 5-OV/JIB. OCHOBHMMH KpUTEpisSMH BiZOOpy mNamieHTIiB i3
METAaCTaTHYHOIO aJeHOKAPIIMHOMOIO IIiIULTYHKOBOI 3ayi03u B gociuimkerHi NAPOLI-1 6ynu
OLIIHKA 3araJbHOrO CTaHy mamnieHTa 3a mkanow Kaproscekoro (KPS) > 70, HopManbHUI piBEHb
Oinipy6iny, BMicT TpaHcaminaz B <2,5 pa3su Buile 3a BepxHIO Mexy Hopmu (BMH) abo
y <5 pazis Bumuit 32 BMH m1s maumiesTis 3 me4iHKOBUME METacTa3aMé Ta PiBEHb allbLOyMiHY
> 3,0 r/m1. 3aranom 417 magientis Oysi0 paHAOMi30BaHO A0 TPyN 3aCTOCYBaHHS IIpenapaTis
OHIBAM® nerunsoBanmii ninocomansuuii + 5-®Y/JIB (n = 117), Monotepamii OHIBAM®
IETUILOBaHMI TinocoManbHuit (n=151) ta 5-OVY/JIB (n=149). Jlemorpadiyni faHi nmamieHTIB Ta
BHXIJHI XapaKTEpUCTHKH 3aXBOPIOBaHHS OYyJIH 30aJlaHCOBaHI MiX JOCTiIKYyBaHUMH I'DyIaMH.
[lamieHTH OTPHUMYBaIM JIKyBaHHS JIO NPOTpecyBaHHS 3aXBOPIOBaHHA ab0 PpO3BHUTKY
HETIPUAHATHOI TOKCHMYHOCTI. IIepBHHHMM KpuTepieM epeKTUBHOCTI OyJia 3arajbHa BUXXHUBaHICTh
(3B), muB. puc 1. JlomatkoBi kpuTepii edeKTHMBHOCTI BKIIOYATH BIKHBAHICTh 0e3
nporpecyBanns 3axBopioBanus (BBII) ta wacroty 06’extuBHOI Bianosiai (HOB). Pesynsratn
HaBeseHi B Tab. 1.

Tabmauus 1: PesyabraTn kiainiunoro gochaimxenas NAPOLI-1

= 5
QHIBAHI[ mimnbosaﬂnn 5-®Y/JIB
JinocoMansHui + 5-®Y/JIB (n=119)

(n=117)

3arajgpHa BIOKHBAHICTB!

KinbkicTh JieTaJIbHAX BHNIAAKIB,

n (%) 75 (64) 80 (67)

Meniana 3B (Mics11iB) 6,1 4,2

(95% 1) (4,8; 8,9) (3,3; 5,3)

BigsocHuit pusuk (95% JI)3 0,67 (0,49-0,92)

p-3aueHHs? 0,0122

BuxupanicTs 6€3 nporpecyBaHHs 3aXBopoBanHs '

CwmepTs abo nporpecyBanus, n (%) 83 (71) 92 (77)

Meniana BBIT (micsiiB) 3,1 1,5

(95% JII) (2,7;4,2) (1.4; 1,8)

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

p-3HaueHHs’ 0,0001

YactoTa 06’ cKTHBHOT Bignmosiai?

n 19 1

YOB (%) 16,2 0,8

95% JI wactoT®’ 9,6; 22,9 0,0; 2,5

Pizumms gactotu (95% JI)° 15,4 (8,5; 22,3)

p-3HadYeHHs® < 0,0001




! Meniana — oniHKa cepesHpOro yacy BIKHBAHOCTI 32 MeTonoM Kannaxna-Metiepa.

2 3rigmo 3 HacranoBamu Kpurepiis ouinku Bianosiai npu conixunx myxiuHax (RECIST) B pen. 1.1.
3 Ananiz mogeni Kokca.

4 HecrparudikoBaHuii IOrpaHrosuii KpUTepiit.

5 Ha 0CHOBI HOpM&ILHOT anpOKCHMAaLil,

¢ Tounuit kpurepiti @imepa.

Ckopouenns: 5-OV/JIB = 5-¢propypauwwt/eiikoBopu; /[l = nopipunit inTepBa.

Pucynok 1: 3araibHa BRXKMBaHICTD

e OHIBAIL - 5-OV:IB

JaranbHa BIKNBIHICTE

5 ’ 12 I
Yac 4 MOMCHTY paHIoMiauii (MicALis)
7 phIn:
OLIMARL - S0V 211 117 97 51 20
SN0 9 A

V He3Ha4yHOi KifBKOCTI MAIliEHTIB, SKi IOINEPEIHBO 3aCTOCOBYBAIM HENINIOCOMaIBHI (HOpMH
ipuHOTEKaHy, He Oylo IpOAEMOHCTPOBAHO IIEpeBar Ipenapary OHIBAM/T® nerunpopanuit
JITIOCOMANBHHUIA.

Dapmaxokinemuxa.

AGcop6itis. JlimocomanbHa IHKAICYJSI(iss ipMHOTEKaHy IOJOBXYeE HOTro LHPKYJIAIII0 Ta
o0MeXye pO3NOALI TMOpIBHAHO 3 HemimocoMaisbHUMH ¢GopMaMu ipuHOTeKaHy. IlmasmoBy
(hapMaKOKIHETHKY 3arajlbHOr0O ipHHOTEKaHy Ta 3arajJbHOro SN-38 omiHIOBaIM y XBOPUX Ha pak,
saxi orpumyeamn OHIBAMJI® nmermnsosanuit TimocoManpHUM SK MOHOTEPAIiio abo AK YacTHHY
koMOiHOBaHOI XiMmioTepamii, B go3ax Big 50 mo 155 MI/M2. dapMaKoKiHETUYHI TapaMeTpu
3aragpHOro ipuHoTexkany Ta SN-38 micis 3acTocyBaHHA OHIBAMJI® mnerunsoBanuit
nimocoManbHuH y 1031 70 Mr/mM* mpencTasieHi B Tab1. 2.

Tabauus 2: 3BenenHi cepeaHi 3Ha4YeHHS (+ CTAHJAPTHE BiIXHJICHHS) 3araJIbHOI0
ipuHoTeKkany Ta 3aranbHoro SN-38

Ilokaznuk | PK napamerpn Omuanus I'eomeTpuyune Cepeane
BumipioBanns | cepeqne OHIBAM/I® | meminocomasnHoi
MeruJiL0BaHHHi dhopmu
JinocomMabHUi ipuHOTEKARY
(95% AI)* (CB)
70 mr/m? (n=353)b 125 mr/m? (n=99)°
3araneHUR AUC TOJXHI/MI 919 228 10 529
ipuHOTEKaH (845 653999 204) (3 786)
Crnax HI/MJT 28 353 1492
(27 761-28 958) (452)
Kipenc (CL) n/ron/m? 0,087 13,0
(0,080-0,094) (5,6)
06’em (V) n/m? 2,6 138
(2,6-2,7) (60,9)
112 edexrupnmit rong 20,8 6,07
(19,4-22,3) (1,19)




Ioxkasuuk | PK napamerpu Omnunus I'eomeTpu4yne Cepenne
BHMIpDIOBAHHA | CEPEIHE OHIBAIt/'II[® HeJIIoCOMAJILHOT
MerdjibOBaHuMi dopmu
JinocomMa/bHuii ipuHOTEKAHY
(95% JHAD)? (CB)
70 mr/m? (n=353)° 125 mr/m? (n=99)¢
3arapHAMA AUC TOJTXHI/MI 341 267
SN-38 (326-358) (115)
Cmax HI/MII 3,0 27,8
(2,9-3,1) (11,6)
1172 cpexrupruit roxg 40,9 1 1,7
(39,8-42,0) (4,29)

CB = crangapTHe BiIXWICHHS.

AUC = miola mii KpHBOIO KOHIEHTpauii B m1a3Mi (€KCTpamnonsosaHa /10 Gesxineunocti st OHIBAMI® nernssosanuit
ninocomanbamit Ta AUC24ron U181 HENITOCOMAIBHOT GOPMH ipHHOTEKAHY ).

Cmax = MaKCHMaJIbHA KOHLEHTPALIiS B TUTA3Mi.

t1/2 eqexrunnnii = CPEKTUBHHIA IEPiOJ HATIiBBUBECHHS.

2 3HaueHHs PO3paxoBaHi 3 romysuiiinoro OK ananizy.

b 1 = 353 cTOCYETHCA BCIX Cy6’€KTiB, BKIIOUSHIX Yy romytsmikunit OK ananis.

¢ 3HaucHHS OTPUMaHi 3 ony6nikoBanux AaHuX [Schaaf LJ et al. Clin Cancer Res. 2006 Jun 15; 12:3782-91]

Posmogiy. IIpsMe BEUMiproBaHHS JIIIOCOMAIBLHOIO IpMHOTEKAHY ITOKAa3ye, IO 95% ipuHOTEKaHY
3AIMITACTHC {HKANCY/IBOBAHHM y JHIOCOMH THA dYac mwmpkysmii. HemimocomansHa gopma
ipuHOTEKAHY JIEMOHCTPYE BeNuKmii 06’eM posmoziny (138 /M%), O6’em posnominy OHIBAMT®
HernibOBaHMi JinmocoManpuuit y mosi 70 Mr/M? cTaHOBHB 2,6 /M, IO BKasye Ha T€, IO
OHIBAMI® nerumsoBanuif NinocoMaibHUMA B OCHOBHOMY 0OMEXKEHMH Cy/IHHHOIO piauHOMO.
3B’sa3yBaHHs Ipenapary OHIBAM/T® merunsoBanuii mimocoManbauii 3 Oinkamu ImmasMu €
HesHaunAM (< 0,44% 3arampbHOrO IPMHOTEKAHYy B JaHoMy Ipenapari). 3B’s13yBaHHs
HeninocoMansHoi (hopME ipuHOTeKaHy 3 Olnkamu IasMu € TomipamM (Big 30% mo 68%), a
SN-38 Ma€c BUCOKHiT CTYIIiHb 3B’A3yBaHHs 3 GiIKaMU ITa3MH JIOIUHH (IIPUOIH3HO 95%).
Biotpancdopmaris. [pAHOTeKaH, BUBiTBHEHHH i3 IiMOCOMANBHOI iHKANCYJSUii, MPOXOMUTH
mUsx  MeTaGoi3My, AHANOTiUHME TOMy, SKHMM ONMCAHO JUIS HENIIOCOMAalbHOL dbopmu
ipuroTEKaHy. MertaGoiidHe NEPETBOPEHHS IPUHOTCKAHY JIO AKTHBHOTO meTaboiity SN-38
3ificHIoEThCS M Ai€ro depMenTy KapGokcuiectepasa. JIOCHIDKEHHS in vifro TOKa3ad, [0
ipunoTexan, SN-38 Ta mie ogMH METabONIT — amigonesTankapbonoBa kuciora (AIIK) — me
inribyrors i3odepmentu muroxpomy P-450. Hanani SN-38 KOH'YOTYETBCS TEPEBAXHO 3a
nomomorol0  (pepmenty Y ®-rmokypoHosunrpanchepasa 1Al (UGT1Al1) Ta yTBOpIOE
rIOKypoHigauii  Mertabomit. AktupHicT UGT1Al 3MeHITyeTbCA B 0ci0 i3 TEeHETHYHUM
moyiMop(pisMOM, MO NPU3BOAUTH 1O 3MEHINEHHS (GEPMEHTHOI AaKTMBHOCTI, HaIlpUKIaK,
noniMopdism UGT1A1%28. 3a gaHMMH IIOMYJALIHHOTO papMaKoOKiHETHYHOIO aHai3y ¥y
MAI[iEATIB, SKI 3aCTOCOBYBAIM OHIBAMJI® mermnnoBanuii JTioCOMaNbHAM (M DiArpynd 3
reporumiyauM TecTyBanHsM UGT1A1*28 amami3 Oysio aJanToBaHO UL HIDKYOL JIO3H, SKYy
BBOJMIM TOMO3WIOTHHM malieHtam 3a ameneM UGTI1A1*28), cepenns piBHOBaXKHA
KOHIEHTpanis 3arameHoro SN-38 Gyma 1,06 Tta 0,95 ar/mn BiAMOBIAHO y TOMO3UIOTHHX
nauienTiB (n = 14) Ta HEroMo3UroTHHX (n=244) 3a UM aleneM NAIEHTIB.

Busepenns. Exckpenis OHIBAM/I® neruipoBanuit NinocoMalbHUi 1 HEMIIOCOMATEHAX HOPM
ipHHOTEKAHY y JIIOMHM 1O KiHIS HE BUBUEHA. EKCKpELis HeINoCOMabHHX ¢dopM ipUHOTEKAHY
i3 ceuero cTaHoBUTH 11% — 20%; SN-38 < 1%, a rmroxypoHixy SN-38 — 3%. 3aransHa GliiapHa
Ta HUPKOBA EKCKpEIlisl ipuHOTekaHy Ta #oro merabouiti (SN-38 Ta rnrokyponigy SN-38)
IpoTAroM 48 ro;WH Ticns BBEICHHS HENINOCOMaTbHUX (OpM IpUHOTEKaHy y ABOX HaIieHTiB
CTaHOBIIIA MPAGIH3HO Bix 25% (100 Mr/M2) 1o 50% (300 Mr/m?).

[Topymenns dyukuii mupok. CremianbHux (GapMakoKiHETHUHHX IOCIIKEHD Y Malli€HTIB 3
HOpYILISHHM (QYHKIT HEPOK HE IPOBOAMIM. 32 JaHMMH TOIYJISIIAHOTO (bapMaKOKiHETUIHOTO
aHai3y, MopymIeHHEs GYHKI{i HUPOK Bill JTETKOTO O MOMIPHOTO CTYIEHS TSHKKOCTI HE BILIMBAIO
Ha KOHIEHTpalio 3aragsHoro SN-38 micis KOpUTyBaHHS Ha ILIONTY nosepxHi Tima (BSA).
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HenocTaTHEO MaHUX IS OLIHKYM BIUIMBY MOPYLICHHS GYHKUII HHPOK TSDKKOIO CTYIIEHS
(CLer <30 mn/xB) wa ¢apmakokiHetuky (muB. posaimu  «Cmoci6  3acTocyBaHHS —Ta
no3u» Ta «OcobIUBOCTI 3aCTOCYBAaHHS»).

[Topymennas ¢yskmii neginku. CnenialsHux (HapMaKOKIHETHYHUX TOCIHIKECHb Y IALUEHTIB 3
HopyIleHHAM QyHKIil Ie9iHKy He NPOBOAWIM. Y MOMYIBIiHHOMY GapMaKOKiHETHYHOMY aHaTi3i
IaniesTH 3 BHXIAHMM piBHEM 3arajsHoro OumipyOiny 1-2 mr/an (n=19) mpoaeMOHCTpyBalu
I IBUILEHHS CEPEAHbLOI PiBHOBaXHOI KoHIeHTpalii 3aranbHoro SN-38 Ha 37% (0,98 [95% JI:
0,94-1,02] Ta 1,29 [95% MI: 1,11-1,5] Hr/Mx BiAIOBiAHO) OPIBHAHO 3 THMM, B KOTO BHXITHHH
HOKasHMK Oimipy6iny cramoBus < 1 mr/mn (n=329); ojHak, BIUIUBY IIiJABHIIEHOIO BMiCTy
AJIT/ACT na xoHnerTpauilo 3aransHoro SN-38 He cmoctepiranocs. Jlani Ui marieHTiB i3
piBHEM 3aranbHoro 6iaipy6iny Ginsim Hix yaBiui Bumum 3a BMH sigcyTHi.

[HIni 0CO6MBI KAaTEropii NallieHTiB

Bix i cmamw. Tonynaniiiauii GapMakoKiHeTHYHHIA aHATI3 y TaieHTiB BikoM Bix 28 1o 87 pokis,
11% 3 saxux Oymu >75 POKiB, [03BOJISE MPHUITYCTHTH, IO BiK HE Ma€ KIIiHIYHO 3HAYyIOTO BIUIUBY
Ha KOHUEHTpalito ipuHoTekany Ta SN-38.

IMomynsauitinuii GpapmMaxoxineTwuHuil aHaniz y 196 marienTiB Jonosidoi crari ta 157 — xiHo4oi
JI03BOJISIE TIPUITyCTHTH, IO CTaTh HE Ma€ KIHIYHO 3HAYyNIOro BIUIMBY Ha KOHIIEHTPAIIO
ipunoTexany Ta SN-38 micns kopuryBaHHs Ha BSA.

Paca. Tlonynamiiiamii ¢GapMakOKiHETHYHWMM aHami3 JJO3BONISE IPHUILYCTHUTH, INO a3iaTChKi
HALiEHTA MalOTh Ha 56% HIXKUY CEPENHIO PIBHOBAXHY KOHIICHTPAL{IIO 3araJIbHOTO IpUHOTEKAHY
(3,93 [95% MI: 3,68-4,2] ta 1,74 [95% JI: 1,58-1,93] mr/n BiznosizHo) Ta Ha 8% BHIILY
CEepeHIO piBHOBaXKHY KOHIIEHTpario 3arambHoro SN-38 (0,97 [95% [I: 0,92-1,03] Ta 1,05
[95% MI: 0,98—1,11] Hr/mMII BiAMOBiAHO), HIX MAIIEHTH €BPOIEOIAHOI PAaCH.

3p’a30k Mix (dapmakokineTukow Ta (hapmakonwHamikow. B anamisi cykynmmamx manmx 353
naniedTis BUmud piBeHb Cmax SN-38 y mmasmi acomioBaBcst 3 HiJBHIIEHOIO HMOBIPHICTIO
BUHHKHEHHS HEHTponenil, a BUuid piBeHb Cmax 3aTIBHOIO ipHHOTEKaHy — Aiapei.

V xiigigyHOMy IOCTIKEeHHI 1040 €peKTUBHOCTI OHIBAI?'II[® NErUIBORAHNHN JTIIOCOMATILHHI
BUINI KOHIIEHTpAIlil 3araabHoro ipuHorekany ta SN-38 y mma3Mi y Halli€eHTiB IpyIH JIIKYBaHHS
npenaparamun OHIBAWJI® nermnsoammit nimocomanshmit + 5-OV/JIB Oynm noB’s3ani 3
nosiaM mepiojom 3B Ta BBII, a Takox 6inpmoro HOB.

KaiHivHI XapaKTepHCTHKH.

Iloka3zanna.

JlikyBaHHS METACTATUYHOI aIE€HOKapIMHOMH MiAIIIyHKOBOI 3ajlo3d B KoMOiHamii 3 5-
dropypanmnom (5-OY) ra neitkopopunom (JIB) y mopociux Haimi€HTiB i3 IporpecyBaHHAM
3aXBOPIOBAHHS IICIS Tepalrii Ha OCHOBI TeMIUTa0iHy .

Ilpomunoxaszanna.
Tsxka rinepuyTauBicTs B aHaMHe31 10 ipuHOTekaHy abo /10 Oyb-aK0i JOMOMIXKHOI PEYOBHHH.
Tonysanus rpyasMu (AuMB. po3ain «3acTocyBaHHsS y IEpioJ BariTHOCTI abo0 TOJyBaHHS

TPy AIIO»).

Ocobnuei 3acmepernceHHA ma 3ano0ixncHi 3ax00u npu 3aCMOCY6anHI.

OHIBAM/I® merunpoBaHmii JTiNOCOMANBHHN € MUTOTOKCHYHMM JIKApCHKHM 3ac000M i mmpu
IOBO/DKEHHI 3 HHM CIIJ JoTpuMmyBatucs oOepexxHocti. IIpu MOBO[KEHHI 3 IpEmapaToM
OHIBAMII® mnermnpoBammii mimocoMaibHHE a60 TIpM HOTrO BBEINEHHI PEKOMEH/IOBAHO
3aCTOCOBYBATH 3aXHCHI PyKaBMYKH, 3aXHCHI OKyJsipu Ta 3axucHuil omsar. [Ipum noTparuisHai
aMcnepcii Ha WIKipy, MKIipy CIiJ HETalHO Ta PETeNHHO IPOMHUTH BOJOK 3 MHIIOM. Y pasi
TIOTPAILIAHHSA AUCIIEPCii Ha CIM30Bi 0O0JIOHKY, CIIiI pEeTEeIbHO MPOMUTH iX BOJIO0. Bpaxosyrouu
IUTOTOKCUYHY IPHUPOJY JHKApCHKOro 3acoly OHIBAM® mermnnoBammii JimocoManbHHu,
BariTHi MEAWYHI creniagicTH He MOBHUHHI 3 HUM KOHTaKTYBaTH.




B3aemodia 3 inuumu aiKapcoKumu 3acobamu ma inuii 6uou 63acmooii.

Iadopmanis Tpo JHkapceki B3aemoAil 3 OHIBAM/I® mnernnboBanuil JiNOCOMAIbHHAH
IPYHTYEThCS HA IAHUX HAYKOBOI JTiTepaTypy MO0 HEMIOCOMATbHUX ¢dbopM IpUHOTEKAHY .
B3aemozil, 10 BIUIMBAIOTH _HA 3aCTOCYBAHHS MpENapary OHIBAN/I® nermnsoBanmii
JinocoMalbHUAM

Indykmopu CYP3A4 cuneroi 0ii. V Nalli€HTIB, SIKi OZHOYACHO OTPHMYIOTH HEJTIMOCOMAIBHY
dopMy ipuHOTeKaHy Ta IPOTHCYIOMHI 3ac00H, IO ingyxytors ¢pepment CYP3A4 (deniroiy,
dbenobapbitan abo xapbamaseliH), CIOCTEPIraeThCs 3HAYHE  SHIKCHHS KOHIEHTparii
ipunOTeKany (3HxenHs moxasHuka AUC na 12% npu 3acToCyBaHHI 3Bipo6oto, Ha 57%—79%
mpu 3acTocyBaHHi (eniToiny, Qenobapbitany abo kapbamasemigy) Ta SN-38 (3HHKCHHS
mokasauka AUC ma 42% npm 3actocyBaHHi 3Bipo6oro, Ha 36%-92% mnpu 3aCTOCYBaHHI
deniToiny, dpenobapbiramy abo kapbamaseriny). ToMy, oflHO4acHE 3aCTOCYBaHH OHIBAK®
merIboBaHMi JimocoMateHmit 3 iHgykTtopamu CYP3A4 Moxe 3HM3UTH HOro CHCTEMHY
KOHIICHTPAIiIO.

Inzi6imopu CYP3A4 ma in2ibimopu UGTIA]l cunvnoi 0ii. Y mnaniedTiB, fAKi OJHOYACHO
OTPHMYIOTh HENINMOCOMaNbHy (OpMy ipHHOTEKaHYy Ta KETOKOHA3OlL, inri6itopu CYP3A4 Ta
UGTI1A1l, cmocrepiraerbes IMiJBHINEHA xonnentparis SN-38 ma 109%. Towmy, ojaHOYacHE
3aCTOCYBaHHS Ipenapary OHIBAMJI® nerwisoBanmii minocomanbHui 3 iHIIMMA iHriGiTOpaMH
CYP3A4 (manpukiaz rpedndpyToBrit Cik, KITAPHTPOMIllUH, iHAXHABID, iTpaKoHa301, JIOMHABID,
He(a3oz0H, HendiHaBip, PUTOHABIp, CaKBiHABID, TeNanpeBip, BOPUKOHA30JI) MOXKE IIiBHUIIHTH
HOro CHCTEMHY KOHIEHTpALiio. 3 OrIAxy Ha JKapchKy B3aEMOJIIO HEJiocoManbHol GopMu
ipUHOTEKAaHYy Ta KETOKOHA30Jly, OJHOYaCHE 3aCTOCYBAHHSI OHIBAVI® mnerunsoBaHuit
minocomansHuit 3 immmMu iariGitopam# UGT1A1 (saupukiaj asaTaHasip, remgioposmi,
iHIMHABIP) TAKOX MOXE IT1ABHILYBATH HOTO CUCTEMHY KOHIIEHTPAIIiO.

[pyHTyiounCch HA pe3yJbTarax MONYJISIiHHOTO (HapMaKOKIHETHIHOTO aHaizy, OJHOYAacHE
3aCTOCYBAHHS [penapaTiB OHIBAMJI® nermmbopanumit tinocomMansauit + 5-OY/JIB He 3MiHIOE
(apMaKOKiHETHKH IIpemapary OHIBAMI® nerunboBanuii IinOCOMaTBHUM].

Anmuneonnacmuuni 3acobu (BKIOUaouM (QIyUUTO3HH K HoxigHe 5-OV). [ToGiuni peaxuii
ipuHOTEKAHY, TaKi SK Mi€JIOCYNpECisd, MOXYTh IMOCHIIFOBATHCH {HIIMMH AHTUHEOIIACTHYHUMHA
3ac06amu, 10 MarOTh HOAIOHHM MPOoiib MOGIIHIX peaKIii.

Baemonii OHIBAMI® nermnpoBanuil TinocoMaubHuil 3 iHIMMMYA JIKApCEKHMH 3acobamu He
BCTAHOBJICHI.

Ocobausocmi 3acmocyéanHa.

3arameri. OHIBAM/I® nerunpoBanmii TinocoMansHui — e JlinocoMalbHa Gopma ipHHOTEKaHy
3 iHmMMM (apMAKOKIHETHYHUMHE BIIACTHBOCTAMH [OPIBHSHO 3 HEJIIOCOMANILHOIO  (GOPMOIO
ipusoTexany. KoHIeHTpalis 034 Ta CUJIA il BiAPI3HAIOTECA HOPIBHAHO 3 HEMIMOCOMAIEHUMHU
bopmamu ipuHOTEKAHY.

OHIBAM/I® nerunpoBanmii TiOCOMaNbHHN HE € €KBIBAJICHTHHM IHIIMM HETIIOCOMAJIbHIM
dopMam ipuHOTEKaHY i HE HOBHHEH 3aMIHIOBATHCE.

B o6Mexenol KUTHKOCTI MAIi€HTIB, ¥ SKAX ITOIEPEIHbO 3aCTOCOBYBAIN HelrimocoManbHi GopMu
ipuHOTEKaHy, He OyJIO IPOAEMOHCTPOBAHO IlepeBar Mpernapary OHIBAMJI® mermnboBaumuit
JIIOCOMAIbHHH.

Mienocynpecis/aeittponenis. Ilix gac nikyBaHHs OHIBAVM/I® nermisoBanuii JinocCOManbHHH
PEKOMEH/IOBAHO MPOBOAUTH MOHITOPHHI PO3TOPHYTOTO aHamizy kposi. [lamieHTiB cirix
TIOTIEPEUTH [P0 PU3UK HEHTPOIIEHiT Ta CEPHO3HICTD JIIXOMAHKH. Cepenuiit 9ac MaKCUMaIbHOTO
3HIDKEHHS piBHS HeUTpodiniB HEUTPOIEHii > 3-r0 CTyNEeHs CTAHOBHUTD 23 aui (miamazos — BiA 8
no 104) micns 3acTocyBaHHSA MEPINOL JO3H OHIBAM/I® mnermisoBanmii JinocoMaabHUM.
®cGpuibHy —HeWTpomewito (remmeparypa Tima >38°C  Ta KinpkocTi  HeHTpodiiiB
<1 tmc. knitHE/MM®)  crmig HeradiHo JriKkyBaTH B yMOBax CTallioHapy 3a JIOIIOMOTrOIO
BHYTPIiIIHHOBEHHUX aHTHOIOTHKIB HIMPOKOrO CIEKTpa aii. IToTpiGHO BiAKIACTH 3aCTOCYBAHHSA
OHIBAW/I® nermnpoBanuil JTiNOCOMAIBHUN NPH BHHUKHEHHI HEHTPOIEHIYHOI JINXOMAHKHA 1
3MeHIIeHHI abcomoTHOT Kinmekocti HedTpodimia < 1500 wrtua/mMv®. Y namientiB i3




METACTATHYHOIO aJEHOKAPIHHOMOIO IIILIyHKOBOI 3a103H, AKi OTPHMYBAIM TEpallilo
penaparom OHIBAM/I® nerwiboBanuil NinmocOMATBEHAM, CIOCTEPITATUCS BUMAIKA CEIICHCY 3
HEHTPOIEHIYHOIO IAXOMAHKOIO Ta HACTYITHUM CENTUYHHM IIIOKOM i3 JIeTaJIbHAM HACII1IKOM.
[NamienTam, y SIKAX BHHHKAU TSDKKI T€MATOJIOTIUHI SIBHUINA, PEKOMEHIOBAHO 3HM3UTH 103y YH
TIPUITUHATH JIleBaHHiI (nmB. posain «Croci6 3acrocyBaHHS Ta 03mM»). IlalieHTaM i3 TSKKOO
HEJIOCTATHICTIO KICTKOBOTO MO3Ky HE CIii 3aCTOCOBYBAaTH OHIBAM/® mnerunsosanmuii
TITOCOMATHHMH.

OnpoMiHeHHsT 9epEBHOI IOPOXHUHH B aHaMHe3l MiABHINY€ DPH3MK TKKOI Ta (eOpribHol
HEWTporeHii Impu JiKyBaHHI IpernaparoM OHIBAWM/I® mnerunpoBammii JHNOCOMATBHUMA.
PeKOMEHIOBAHO IIPOBECTH PETENBHUM MOHITOPHHI KiNBKOCTI KIITHH KPOBI Ta PO3IJIIHYTH
MO>XJIUBICT 3aCTOCYBAHHS MI€JIOIAHUX (HAKTOPIB pOCTY y HAIli€HTIB 3 OIMPOMIHEHHAM YEPEBHOL
IOPOXXHHHH B aHaMde3i. Y TalieHTiB, fKi HPOXOIATH KypC ONPOMIHEHHS 3 OJHOYAaCHUM
sacrocyBaHHsM npemapary OHIBAWJI® merunboBanmii  mimocomalbHuM, —HEOOXiZHO
JIOTPUMYBATHCS OOEPEIKHOCTI.

[TamieHTH 3 HEJOCTAaTHBROIO NIIOKYpOHijamiero OimipyOiHy, HaIpUKIaZ, i3 CHHIPOMOM
Xunp6epa, MOKYTh 3HAXOAUTHCH B TPYII BHILIOrO PU3MKY Mi€JoCcyIpecii M 9ac 3aCTOCyBaHHA
npenapary OHIBAM/I® neruisoBanuii TmocoMaTbHHA.

A3iaTchKi DALi€HTH, IOPIBHAHO 3 MAI[iEHTAMH €BPOICOIAHOI PacH, MaroTh IN(BHINECHHH PU3HK
TSAKKOI Ta heOpHIBHOT HEHTPOIIeHIT Iicas NKyBaHHA npenapaTamu OHIBAMJI® nerunnoBanuii
ninmocomansHuit + 5-OV/JIB (quB. posaima «Ilo6iumi peakuii» ta «®apMakoKiHETHKa»).
ImyHOCYIpecuBHuil edeKT i BakMHU. 3aCTOCYBaHHS XHBHX 200 JXUBUX OCJIA0ICHUX BaKIUH Y
HaiiesTiB 3 iMyHOAE(IUMTOM BHACNIJOK 3aCTOCYBaHHS XiMiOTEPaleBTHYHUX JIKApCHKUX
3aco6iB, Brmouno 3 OHIBAV/T® nerunboBanuil TinocoMansHU, MOXKE MPH3BECTH 0 PO3BUTKY
cepiiosHux abo yeTanbHMX iHQEKUid; OTXe, BaKIKHAMIl XABAMH BAaKIMHAMH CIIJ YHHKATH.
J103BOJIEHO BBOJHUTH «BOMTI» ab0 iHAKTUBOBaHI BaKIMHU, OJHAK BiJIIOBIb HA TaKl 3aCO0M MOXeE
OyTtu mocyiabiena.

Bsaemoyiis 3 ingyxropamu CYP3A4 crusroi aii. OHIBAW/I® mermnsoBanuit TinocoMansauit e
CIiI 3acTocoByBaTH ogHOYacHo 3 iHaykrTopamu (epmenty CYP3A4 cmmbsHOi Oii, TakMMH K
IPOTHCYAOMHI npenaparty (enitoin, peHobGapbiTan abo kapbamasenin), pudammin, pudabyTuH
Ta 3BipoOil, 32 BUHATKOM BiJICYTHOCTi TepaleBTUYHHUX ATbTEPHATHB. BilNOBIAHY IOYAaTKOBY
703y Ul TIAI€HTIB, SKi NPHHAMAIOTH Taki MPOTHCYZOMHI HpemapaTd abo iHII iHJXyKTOpH
cuiabHOI Aii, He BcTaHOBIEeHO. HeoOXiMHO PO3MIAHYTH MOXIHBICTH 3aMiHH IMX JKapChKUX
3aco6iB Ha Taki, IO HE iHAYKYIOTb QEPMEHT, IIOHAMMEHINE 3a /[BA TIDKHI 0 MOYAaTKy Tepartii
OHIBAI® nerwiboBanuil TimocoManbauii (IuB. po3ail «B3aemonis 3 IHIIUMY JHKapCEKAME
3aco0aMM Ta 1HII BHIU B3aEMOJII»).

Bzaemonis 3 inri6itopamu CYP3A4 cuibnoi jii um inribitopamu UGTIA1 cuneHOi il
OHIBAP'II[® HErUILOBAHUN JTIITOCOMAIBHMI HE CIIiJI 3aCTOCOBYBATH OJHOYACHO 3 iHTiOiTOpaMu
depmenty CYP3A4 cunbHOl i (Hanpukian rpeindpyToBuil Cik, KIapUTPOMILIUH, 1HIHHABID,
iTpakoHa3zon, JjomiHapip, HedazomoH, HendiHaBip, PpHTOHaBip, CaKBiHaBip, TeNalpesip,
BOpHKOHa30)). Bukopucrauus iuribitropis CYP3A4 cunpHOi nii NOTPiOHO IPUITMHHTH
IIOHaMMeHINne 3a OJUH THXXAEHb IO MOYaTKy Tepamii npenapaTtoM OHIBAWM/® nermmpopanuit
TIOCOMABHUH.

OHIBAM/I® nerunsoBanuii JiIOCOMANBHMI HE CIIiJi 3aCTOCOBYBATH O/{HOYACHO 3 iHTiGiTopaMu
UGT1A cwibHOi nii (mampukian arazaHaBip, remdibposmn, iHAWHABIp), 3a BHHATKOM
BIJICYTHOCTI TE€paIlleBTHUHUX AJTbTEPHATHB.

Jliapes. IIpu 3acTocyBaHH1 OHIBAW/I® nerunsoBaHui JiHOCOMATLHUM MOXE BAHHKATH PAHHS
(4epe3 <24 ropuH micig IOYATKy BMKOPHCTaHHS) abo BigcTpodeHa miapest (> 24 roauH) (IuB.
posain «Ilob6iumi peakiii»). SIKIO BWHHKAE paHHsS Jiapes, CIiJl PO3MITHYTH MOXIHBICTH
TEpPAEBTUYHOTO Ta MPOQiIaKTUYHOTO 3aCTOCYBaHHs aTPOIIHY 3a BIICYTHOCTI IIPOTHUIIOKA3aHb.
ITamieHTiB CIij HOIEPEIUTH PO PU3UK BiACTPOYEHOI Aiapei, sika MOXKe OyTH BHCHAXIIHBOIO Ta,
B DiAKiCHMX BMIamKax, HeGE3NEYHOW s JKUTTS, OCKUIBKA HOCTiMHI pifiki YM BOAAHKCTI
BHUIIOPOXKHEHHS. MOXYTh IIPU3BECTH A0 AETiAparanii, IOpYINEHHs EJEKTPOiTHOro 6Ganancy,
KOJITY, BUPa30K LTy HKoBO-KuikoBoro Tpakty (LLIKT), indekuii 4u cencucy. o




[IIo#HO BUHUKAIOTH MEPIN PiaKi BUIIOPOXKHEHHS, MAIEHTY CIiJ] II0YaTH IIATH BENHUKY KUIBKICTH
PiIWHHA, IO MICTUTH eJeKTpoliTd. IlamieHTw TOBMHHI MaTH B HAasBHOCTI Jsomepamin (abo
aHaJoOTiuHMi Tpemapar) JUif [OYaTKy JIKyBaHHS BifcTpodeHol niapei. 3acTocyBaHHS
JIoTIEpaMifly CJIiJl pO3MOYMHATH NpW TEpHniil MOosABi HEZOCTATHBO CHOPMOBAHMX YH PLIKHX
BHOOPOXHEHb 200 X YaCTIIMMX BUIIOPOXXKHEHb, HiX 3a3BHuail. Jlonepamin ciia 3acTocoByBaTH
JIOKY Y TamieHTa Oyje BiACYTHS Aiapes MpoTAroM InoHaiMeHme 12 roguH. SKINO OpH 3acTocy-
BaHHI JIolEpaminy miapest TpuBa€ MoHaJ] 24 rOIMHH, CIiJ{ PO3MVISHYTH MOXIHMBICTE 3aCTOCY-
BaHHS JOJaTKOBOTO IIEPOPATILHOTO aHTUOIOTHKA (Hampukia GTOpXiHOJIOHY IPOTAroM 7 JHIB).
Jlomepamin He ciijg 3acTocoByBaTH MOHaA 48 roguH MOCHUI Yepe3 PH3MK IapaliTH9HOL
HEMPOXiAHOCTI KumeyHuKa. SIKIo Aiapest TpuBae OiNbII Hix 48 roanH, HEOOXIHO MPUNMHHTA
3aCTOCYBaHHS JIOTIEPaMily, KOHTPOJIIOBATH ¥ MiATPUMYBaTH PiBEHD €JIEKTPOJIITIB 3a JOMOMOI0I0
PIJIMHY Ta IPOJOBKYBATH 3aCTOCYBAHHS aHTHO10THKA 0 3HUKHEHHS CYIyTHIX CHMIITOMIB.
JlikyBaHHs mpenmapaToM OHIBAM/I® mermnsoBaHmil JHOOCOMANBHMH CIIJ BifkIacTd 10
3MEHIIEHHS THKKOCTI Aiapei 1o < 1-ro crynens (Ha 2-3 BUIOPOXHEHHs 3a 100y Oinblne, HIX 10
mouarky Tepamii). OHIBAMI® nerunpoBamuif NimocoManpHME HE  PEKOMEHIOBAHO
3aCTOCOBYBAaTH Y TAINIEHTIB 13 HENPOXiAHICTIO KHUINEYHWKA Ta XPOHIYHHM 3alalbHHM
3aXBOPIOBAHHAM KHUIIIEYHHKA, IOKA BOHK He OyyTh BuiikyBaHi. [Ipu nossi aiapei 3-ro abo 4-ro
CTYIeHS TSDKKOCTI HacTymHy no3y npemapary OHIBAWJ® merwnbopaHuii JnmocoMaibHAMR
HEOOXiaHO 3MeHITUTH (AUB. po3ain «Crocib 3acTocyBaHHS Ta JO3U»).

XosiHepriuni peakuii. Pagus miapes MoXe CyIpPOBOKYBAaTHCS XOJIHEPTi4YHUMH CHMITOMAMH,
TaKMMHU SK pHHIT, MiJIBUIIEHE CIIAHOBHU/IICHHS, IPHIVBH, IiJBHUIICHE IOTOBH/LICHHS,
OpanuKapis, Mio3 i rimeprepucTansTaka. Y pa3i BAHUKHEHHS XOJIHEPriYHUX CHMIITOMIB CIILZ
3aCTOCOBYBATH aTPOIIiH.

Toctpi indy3ifini Ta moB’s3aHi  peakmii. Y MaIli€HTiB, fAKi 3aCTOCOBYBAIN OHIBAPUI®
NErHILOBAHUM JIINOCOMANBbHUM, MOBigoMILIOCS Ipo iH(QY3iiHI peakmii, mepeBaXxHO Taki fK
BUCHUIIaHHSA, KPOIIUB SIHKA, NepiopOiTansuuiit Habpsik abo ceepbixk. Brepme BusiBieHi sBuia (Bl
1-ro a6o 2-ro cTyneHs) BUHUKAIM [IEPEBAXHO HA TIOYATKY JIIKyBaHHS IperaparoM OHIBAMI®
[ETHILOBAHUM JIIOCOMANBHUM, TpU IboMy Jume 2 3 10 mamieHTiB MOBIIOMIISUIM IIPO Taki
SBHIIA Icas m’aTol No3d. MOXYTh BHHHMKATH peakiii TinepdyTIHBOCTI, BKIIOYAIOYH TOCTPY
indysiiiny peakiito, anadinakruuni/anadinakroinHi peakuii Ta aHriOHeBpPOTHUHMHM HaOpsK. Y
BANAAKY TSOKKMX  peakiiif rifnepuyyTiauBOCTI  3aCTOCYBaHHA  IIpeNapary OHIBAMT®
METUIHOBAHHUH JIITOCOMATBHINA HEOOXIHO IPUITHHUTH.

[Tonepenus onepauisi Bimmia. Iamientn 3 omepauicro Bimmia B anHaMHE31 MaiOTh IiIBUICHHUN
PU3UK PO3BUTKY CEpHO3HMX iHQeKuilt micis 3acTocyBaHHS OHIBAM/I® nerumboBanmit
nimocoManbHui y KomOinaiii 3 5-®V Ta JIB (muB. posnin «Ilobiuni peakmii»). IlanienTis cmin
KOHTPOJTIOBATH Ha HasIBHICTH O3HAK iH(eKii.

[Topyiienus 3 60Ky CyauH. 3acTOCyBaHHS OHIBAM/I® mermnpoBanumii ninmocoManbHuit 6yIio
0B’ 43aHO 3 TPOMOOEMOOJIYHIMH €eITi30/JaMH, TAKUMH SIK JIereHeBa eMOO0IIis, BEHO3HIH TpoMO03
Ta aprepianbHa TpomOoem6bois. Cril peTesnbHO 316paTH MeAWYHUI aHaMHE3 Ul BHSABJICHHS
ocib i3 yncneHEuMYU GaKTOpaMM PU3UKY HA JOAATOK IO OCHOBHOI IyX/IuHH. IlamieHTiB mOTpiOHO
NONEPENATA MPO O3HAKM ¥ CHMIOTOMH TpomMOoeMOomii Ta IOpPEKOMEHIYBaTH HETaiHO
3BEPHYTHUCA JIO JIKAPS YM MEICECTPH IIPH MOSIBI TAKUX 03HAK 200 CUMIITOMIB.

JlereHeBa TOKCHYHICTh. Y MAIEHTIB, sKi OTPUMYyBaIM HEJIIOCOMATBbHI (HOpMHU ipHHOTEKaHY,
BUHMKAIA €I30/d, MOMIOHI 0 IHTEpCTHHiaNlbHOTO 3axBoproBaHHA Jjereds (I3JI), mo
NPU3BOMWIN [0 JETAIbHHX Hacmiaki, Ilix uyac KIHIYHUX HOCITIDKEHh IPH 3aCTOCyBaHHI
OHIBAUV/I® mermnposanuil JimocOManbHHH HE MOBIJOMIIANOCS HpO XomHi Bumaakh [3JI-
nonibuux emizoxmis. JIo (akropiB pPU3MKY HAIEXKaTh 3aXBOPIOBAHHS JIET€Hb B AaHaMHe3i,
BUKOPHCTAHHS NHEBMOTOKCHYHMX JIKapchbKHX 3aco0iB, KOJOHIECTHMYIOIOUi (akTopu abo
momepeaHs paaioreparis. Y XBOpHUX i3 (akTopaMd PHU3HKY CIi] PETelbHO IMIbHYBAaTH
HASBHICTh pECIIpaTOPHMX CHMIOTOMIB A0 Ta MiX dYac Tepamii NpemnapaToMm OHIBAMT®
IETMILOBAHUM JimocoManbhuil. PeTHkynoHOOy/sipHAa KapTHHA Ha pPEHTTeHOrpaMl IpyIHOI
KJITKH CcIocTepiraiacs y HEBEIMKOTO BiJICOTKA Mali€HTiB, SKi Opaad ydacTh y KIiHIJHOMY
JIOCTi/KeHHI 3 ipWHOTeKaHoM. Bmepiie BusBlcHa abo IMporpecyroda 3alWINKa, Kallelb Ta




JIMXOMAaHKa ITOBHHHI CTaTH IiJCTABOXO JUIS MEpPEpUBAHHS JIIKyBaHHS IperapaToM OHIBAMI®
NETWILOBAHUM JHIIOCOMANBHMA O OTPUMAHHS JIarHOCTHYHOI OINHKH. Y IaIli€HTIB 3
migTBep/keHMM  aiarHo3oM  [3J1  HeoOXiHO NPHUNMHHTH  3aCTOCYBaHHS OHIBAﬁH®
MErIOBaHU# JIITOCOMATEHUN.

IMopymienns bynknii mewinku. Y mamieHTiB i3 rimepOinmipyOiHemiero crocrepiranocss OLIBII
BUCOKi KOHIeHTparil 3araupHoro SN-38 (muB. po3amin «®PapMakoKiHETHKa») Ta, OTKE,
NiJBUINEHHH PHM3MK HeWTpomeHii. Y [amieHTiB i3 [OOKA3HWUKOM 3arajibHOro OulipybiHy
1,0-2,0 Mr/an cmip 3ailicHIOBaTH peryaspHUil KOHTPOJIb pPe3yJIbTAaTiB PO3TOPHYTOrO aHali3y
kpoBi. HeobxinHo noTpumyBatucsi 06epexHOCTI y HauieHTiB i3 mopymeHHIM (QyHKHI TediHKK
(piBenp 6inipy0Oiny B > 2 pasu Buiie 3a BMH; piBens Tpancaminas y > 5 pa3is Buuie 3a BMH).
OHIBAPTZ[® IETMILOBAHMM JTIIOCOMANbHHM y KOMOIHAIil 3 IHIIMMH TIellaTOTOKCHYHMMMU
JTiKapCHKUMM  3ac00aMu, OCOONMBO 3a HAsBHOCTI INOpYIICHHS G(YHKIIl MNEediHKH, CIif
3aCTOCOBYBATH I/ MAIBHOIO YBarolo.

Iopymenns Gyukuii mupok. 3acrocysanns OHIBAM/I® mermimsoBanmii NinocoManbHUE y
IAIICHTIB i3 MOpymIEHHAM (QYHKIH] HAPOK TSXKKOLO CTYICHS HE BHBYANM (AUB. DPO3JLI
«DapMaKoOKiHETHKA»).

[lanicHTH 3 HEHOCTATHBOIO MAacor Tila (immexc Mach Tina < 18,5 kr/m?). YV xiiniuHOMY
HocIioKeHHi 3 orfiuky npenapatis OHIBAMI® mernnpoBammit ninocomansauit + 5-OV/JIB y 5
3 8 nalieHTiB 3 HEJNOCTATHBOIO MAcOK0 Tijla croctepiramucs nobiyni peakuii 3-ro abo 4-ro
CTyIIEHs, TIEpeBAXHO Miejocynpecis, Toai gk y 7 i3 8 BumajxiB O6yno moTpibHE KOPUTyYBaHHS
703U, TaKe SK BiJICTPOYCHHS, 3MEHINCHHS NO3W Y IPUIMHEHHA 3aCTOCYBaHHsS Ipenapary.
OHIBAI?'II[® HETMIILOBAHMM JIIOCOMATBHUM Y MAali€HTiB 3 iHAeKcoM Macy Tina < 18,5 Kr/M? ctis
3aCTOCOBYBATH 3 00EPEKHICTIO.

Ionomikui pedoBuHH. B oxHoMy (iakoHi JaHOTo Jikapchkoro 3acoby mictutbes 33,1 mr
HaTpio, 1o ekBiBaneHTHO 1,65% pexomenmoBanoi BOO3 maxcumanpHOI A0O60BOI HOPMH
CTIOXHMBAHHSA 2 T HATPIIO Y JOPOCIHUX.

3acmocysanna y nepioo eazimnocmi abo 200ysanHA Zpyooio.

KiHKM penpoayKTHBHOTO BiKy/KOHTpALEIIlis Jijist XKiHOK Ta 400BikiB. JKiHKH pelpoyKTHBHOTO
BiKy ITOBHMHHI 3aCTOCOBYBaTd €hEeKTHBHI METOAM KOHTpaUeNuii mix yac JiKyBaHHS IPENapaToM
OHIBAW/I® mermnpoBaHuil TiMOCOMANGHMIE Ta MPOTATOM 7 MiCALiB TIicis HOrO 3aBepLICHHS.
YoroBiKH MarOTh KOPHCTYBATHCS Ipe3epBaTUBAMH IIiJ] 4ac Teparnii ImpernapaTroM OHIBAWT®
[ETMILOBAHMM TINOCOMAIbHUI Ta BIPOAOBK 4 MICAIIIB micid ii 3aBepIIeHHS.

BaritHicTe. JlaHuX moa0 3aCTOCYBaHHS OHIBAVI}I® IIErMIBOBAHMH JIIIIOCOMATBHUHN Y BariTHUX
XIHOK HEJOCTAaTHRO. B  JOCHKEHHSX Ha TBapHWHAX IpPUHOTEKAaH IIPOJAEMOHCTPYBaB
eMOPIOTOKCHYHICTh 1 TEPATOr€HHICTh, TOMY MOXHa IPHIYCTHTH, WO IIPH 3aCTOCYBaHHI
npenapary OHIBAW/I® mernnsoBaHumii TinmocoManpHui Mifl yac BariTHOCTI WMOBipHa MIKiuMBa
Jig Ha mrig. OTKe, 3 OISy Ha Pe3yidbTaTH AOCHIIKCHb Ha TBApUHAX Ta MEXaHi3My Ail
ipunotexany, OHIBAW/I® nermnpoBammit mimocoMaibHHM HE CIifl 3aCTOCOBYBATH IHI dYac
BariTHOCTI, 38 BHHSTKOM BHIIQIKIB KpaiHbol HeobximHocrti. Ilpm 3acTocyBaHHi OHIBAMJI®
NErMILOBAHKY TIIOCOMANBHHUM I 9ac BariTHOCTI abo SKINO Mali€HTKa 3aBariTHiNA Iif dac
Teparii, ii crig mpoiHgopMyBaTH IIpo NOTSHIIHHUN PU3MK UL IUIOJA.

[lomysauns rpymno. Hepitomo, 4 IpoHHKaE OHIBAM/I® nerunpoBanuii inmocoManbHui a6o
Horo MeTaboNiTH y rpyaHe MOJOKO TIOAWHH. Yepe3 MOTCHIINHNNA PU3HK PO3BUTKY CEPHO3HHX
noOiYHAX peakmili y HEeMOBJAT, sKi mepebyBarOTh Ha TPYAHOMY BHIOJOBYBAHHI, JIKyBaHHS
npenaparom OHIBAWJI® mermnpoBamuii JHNOCOMANBHMN Mi Yac TOZYBAaHHA IO
nporunokasane (muB. posmin «[Ipotunokazanss»). IlamieHTkaM He cifl romyBaTd TpPyIAIO
TMPOTATOM OIHOIO MICSIIS IMicIsA 3aCTOCYBaHHS OCTaHHBOI JO3H.

®eprunabHicTh. Hemae nmaHux MO0 BIUIMBY IIpernapary OHIBAMI® nermnsoBanmii
JinmocoManpHMil Ha GEepTUNBHICTS IIOAUHA. J[oCTIKEHHS Ha TBapUHAX IIPOJEMOHCTPOBAIIH, 11O
HemimocoManpHi (QopMM  IpHHOTEKaHy CHOPUYMHSUIA arpodio dYONOBIYMX Ta KIHOYMX
PENPOAYKTUBHUX OpraHiB IIiCIs 3acTOCyBaHHS OaraToKkpaTHMX AOOOBHX [03 ipHHOTEKaHy.




Ilepen mouaTkoMm 3acrocyBamns mpemapary OHIBAUJI® nermnsosammii nimocoMaisHUM
JOLTBHO HaJaTH MOPaJX MANIEHTY 00 30€peXeHHs raMeT.

30amuicmy ennueamu na WEUOKICMb peakyii npu KepyeamHi asmompanchopmom abo
iHMuUMU Mexanizmamu.

OHIBAW/I® nermmpoBanuii JiDOCOMAaNTBHAN Ma€e MOMIpHMH BIUIMB Ha IIBHUAKICTH PeaxIiii IpH
KEpYBaHHi aBTOTpaHcmopToM abo iHmmmu Mexadizmamu. Ilix gac JlikyBaHHS NaIli€EHTH MarOTh
JOTPUMYBATHCS 00EPEXKHOCT] HPH KEPYBAHHI aBTOTpaHCHOPTOM a0 iHIIMMHK MEXaHI3MaMH.

Cnocib 3acmocysanna ma 0o3u.
[lpusnaueHHs Ta BBEJEHHS IIAIi€HTaM JIIKapCchKOTO 3acoly OHIBAUI® nerunsoBanuit
TITOCOMAIBHHUI TIOBHHHO 3/iHCHIOBATHCS BHUKIIOYHO MEAWYHHMMH CIIEIaicTaMu, SIKi MaroTh
JIOCBi/l IpOBEOECHHS MPOTHITY XJIMHHOI Teparii.
OHIBAMI® nerunboBaHuil JIIMOCOMATBHUN HE € €KBIBAJIEHTHHM HEJIIOCOManbHUM (opMam
ipHHOTEKaHy 1 HE IIOBUHEH 3aMiHIOBATHCh.

03YBaHHS
OHIBAMII® nermmsoBaHmii mimocoManbHHM, NedkoBOpEH 1 S-(GTOpypamuin BBOSTHCA
nocuiioBHO. PekomeHpoBaHa Ji03a Ta CXeMa 3aCTOCYBaHHA IIpenapary OHIBAM/T®
IerwIbOBaHMH JIHOcOMaNbHMM: 70 Mr/M> BHYTPIIIHBOBEHHO BOPONOBXK 90 XBHIMH i3
HACTYIIHHUM BBEJCHHSIM JIEHKOBOPHHY B 103i 400 MI/M? BHYTpilIHBOBEHHO MPOTAroM 30 XBHIHH
ta 5-®V no 2400 Mr/M?> BHYTPIIIHHOBEHHO BIIPOJOBXK 46 TOMMH — 4Yepe3 KOXHI 2 THXKHI.
OHIBAWJI® nermnbsoBanmii JIOCOMATBHUM He 3aCTOCOBYETBCS SIK MOHOTEpAIIis.
V mamieHTiB, romo3uroTHMX 3a amensmu UGTI1A1*28, ciijg po3moduHATH JKyBaHHA 31
3HMKEHOI ITOYATKOBOI JIO3H IIpenapary OHIBAM/I® nermipoBanmii ninmocoManbamii 10 50 Mr/m>
(muB. posmimu «Ilobiuni peakmii» Ta «®DapmakoAuHaMiKa») 3 MOXIHMBUM HACTYIHUM
i ABAIIEHHAM 037 10 70 MI/M2, 33 yMOBH JJ06pOi EPEHOCHMOCT] JTiKyBaHHSL.
Ipemedurayis. 1llonaiimenme 3a 30 xBuMH A0 mouyaTKy iHQY31 Ipenapary OHIBAMT®
HETUILOBAHUM JHIOCOMANBHMM TAIli€eHTaM pPEKOMEHIOBaHA HPEMEAMKaIlil CTaHIApTHUMH
JI03aMH JieKcaMeTa3ody (abo eKBIBATEHTHOrO KOPTHKOCTEPOiAy) pa3oM 3 aHTaroictom 5-HT3
(abo iHUMM TIPOTHOTIOBOTHUM 3aCO00M).
Kopexyis 0o3u. Bei KopuryBanHs 03¢ CIijJ 34iMCHIOBATH 3 OISy Ha IoNepeAHid HalBuuIui
CTyIiHb TOKCUYHOCTI. Jl03a neiikoBopuHy He noTpedye kopuryBanHs. s 1-ro Ta 2-ro cTyneHs
TOKCHYHOCTI KOPUI'YBaHHS 03U HE peKOMEHIyeThes. PexoMenaaril moo kopexmii 1o3u s 3-
ro Ta 4-ro CTymeHs TOKCHYHOCTI, IIOB’S3aHOTO i3 OHIBAMT® merunpoBaHuil NiMOCOMATbHUA,
HaseneHi y Tabm. 3 i 4. [Tauientam, sKi TOYMHAIOTH JIKYBaHHS 13 TO3H OHIBAMI® nerunpona-
Huit minocoMansHuit 50 MI/M? Ta He HiBHIIYIOTH 10 70 MIr/M?, PEKOMEHIOBAHE IepLIe 3HH-
EHHS O3 10 43 Mr/M>Ta apyre — 10 35 mr/m?. XBopuM, ki OTpeOyIOTh HACTYIIHOTO 3HH-
JKEHHS JI03M, PEKOMEHIOBAHO MPHUITUHUTH JiKyBaHHA. llami€eHTaM IOMO3HUTOTHHM 3a &lEJAMHA
UGT1A1#28, B SKuX IPOTATOM IEPIIOrO LUKITY Teparril BiCyTHI TOKCHYHI IPOsBH, OB’ 43aH] 3
OHIBAM/I® merminboBaHuit TiMOCOMANBHMIA (3HIKEHA 11032 — 50 MI/M?), MOMUTHBE 30UIBIICHHS
JO3H J10 3araibHoi 70 MI/m? y HACTYITHHX IUKJIAX 3AIEKHO Bijl iHIMBiyanbHOl IEPEHOCHMOCTI.

Ta6auns 3: Pexomenzanii mogo Kopexmii g03u npenapatis OHIBANI® nerunnosanmii
ginocomanpuuit + 5-®V/JIB gna 3 — 4-ro cTymeHsi TOKCHYHOCTI Y HErOMO3HIOTHHX
nanicaTis 3a anegem UGT1A1*28

Cmynens moxcuunocmi | Kopurysanns nosu npenapatie OHIBARJ® nernasoBanuii
(3Hauennn) JinocomanbHuii /5-OY
3a NCI CTCAE peo. 4.0! (n1s1 HeromMo3uroTHUX nanieHTiB 3a anenem UGT1A1*28)

I'emMaTo0TIYHI CHMIITOMH TOKCHYHOCTI

HeiliTponenin He mourHaTH HOBHH LMKII TEpamii 10 JOCATHEHHS abCOMFOTHOL
KiTbKOCTi HelTpodinis > 1 500 kriTur/MM>
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Cmynenb mokcuuHocmi
(3Ha4ueHHA)
3a NCI CTCAE peo. 4.0/

Kopurysanus no3u npenapatis OHIBAW/I® neruisosannii
JinmocoMaabHui /5-®Y
(nxs Heromo3uroTHux manieHris 3a anenem UGT1A1*28)

Cmynine 3 abo 4
(< 1 000 knimun/mm’)

abo ¢peOpuaLHA
HeHTPOIeHist

3umsuru 103y OHIBAU/I® nermmsoanmit

NinocoMansHHU 10 50 Mr/m?
3um3uTd 103y 5-OV Ha 25% (1 800 Mr/™?)

Ilepuiuii 6unaook

3umzura nosy OHIBAW/I® nerunnoBanmit
ninocoMansHmiA 10 43 Mr/m?

3uusutu 103y 5-OV nogatkoso Ha 25%
(1 350 mMr/m?).

/Jlpyzuii sunadox

Tpemiti éunadox [IpunuHUTH JTiIKyBaHHS

TpombGounuToneHist He noumHaTé HOBHM UK Tepartii 10 JOCATHEHHS KUTBKOCTL
TpoMGormTiB > 100 Tuc./MM>
JlelikoneHis KopuryBanHus 03¢ pH JeHKOIEHil Ta TPOMOOIUTOIe il
6asyroThes Ha knacudixanii Tokcngnocti NCI CTCAE Ta
AHAJIOTTYHI pEKOMEHIOBAHUM BHILE IIPH HEHTPONEHIT
HeremMaToJI0Ti9Hi CHMIITOMH TOKCHIHOCTI?
Hdiapes He mounHaTy HOBHIA 1K TEPAIIil 10 3MEHIIEHHS TSDKKOCTI Aiapel
10 < 1-ro crynens (Ha 2—3 BUIIOPOXHEHHS 3a 100y Oijble, HiX A0
HOYaTKY JIiKyBaHHS)
Cmynius 2 He moyMHATH HOBHI UK Teparil 1O 3MEHIIICHHS TSDKKOCTI Alapei
10 < 1-ro cTynens (Ha 2—3 BUMIOPOXKHEHHS 3a 100y Oiible, HiX 10
IOYATKY JIIKYBaHHSI)
Cmynins 3 abo 4 3umsuru go3y OHIBAWI® nerunsoBanuit
Ilepwiuii éunadox ninocoManbHmH 10 50 MI/M2
3umury 103y 5-OV Ha 25% (1 800 mr/m?)
3umsutu 103y OHIBAW/I® nerunsosanuit
Npyeuii sunadox nimocoManbEuMit 10 43 Mr/m>
3uusutu 103y 5-OY gomarkoso Ha 25%
(1 350 mr/m?)
Tpemiii 6unadok [IpunuHUTH JTIKyBaHHS
Hyjpora/baoBanns He nouyvHaTH HOBHI UK Tepamii 0 3MEHIIECHHS TSHKKOCTI
HyoTH/6r0BanHs 10 < 1-ro cTyneHs abo 10 BUXIAHOIO
IOKa3HMKA
Cmynine 3 abo 4 OnTuMizyBaTH Tepamnito IPOTHOIOBOTHUM
(He3sadicaiouu Ha . IpernapaToM
. IHepwuii eunadox & ® .,
mepaniio 3Suusutu 103y OHIBAM/I® nerunboBanuii
NPOMUOIIO8OMHUM inmocoManbHmi 10 50 Mr/m>
npenapamom,) OnTuMi3yBaTH Tepario IpOTUOIIOBOTHUM

/Jlpyzuii eunadox

TIpenapaTom
3umsuta 1oy OHIBANJI® nerunsosanuii
ninocomMansHMiA 10 43 Mr/m>

Tpemiii sunaoox

[TpunuHATY NIKyBaHHS

ToxcnyHi NPOABH 3
DOKY MeYiHKH, HHPOK,
OprafiB AuXaHH# 200
iHmux opranis?
cmynensn 3 abo 4

He no4rHaTy HOBUHM MUKII Teparii 0 3MEHIIEHHS TSDKKOCTI
moOiYHMX peakuiit 1o < 1-ro cTyneHs

Ilepwiuii 6unadox

Bumsuta 103y OHIBAV/T® nerunsosanuit
ninocoManbHMi 10 50 Mr/m>
3uu3uTH 103y 5-PVY Ha 25% (1 800 Mr/m?)




Cmynenb moxcuunocmi Kopurysanssi 1034 npenaparis OHIBAI/I® nernnboBanuii
(3HayeHHA) Jginocomanbuuii /5-®Y
3a NCI CTCAE peo. 4.0} (AJI51 HEroMO3MIOTHHX MANicHTIB 32 aneaem UGT1A1*28)

3uusuta nosy OHIBAWJI® nerunsosanuit
ninocoMansHMi 10 43 Mr/m?

3um3uTH 103y 5-®Y nogarkoso Ha 25%
(1 350 mr/m?)

[TpUNMHEUTH JTiKyBaHHSA

/Jpyzuit eunaook

Tpemiii eunaoox

AHadinakTuaHa

SEa i Ilepwiuii 6unaook IIpUnUHUTH JTiKyBaHHSA

} NCI CTCAE pex. 4.0 = 3aransni TepMiHonoriui kpurepii HeOaxaHuX ABHI Hauionanszoro iHcturyTy paky CIIA B
pexaxuii 4.0.
2 3a BHHATKOM aCTEHil Ta aHOPEKCIl; acTeHis Ta 3-TO CTYNEHs aHOPEKCist He NOTPeCyIOTh KOPUTYBAHHS NO3M.

Ta6auusn 4: Pexomennanii moxo Kopexuii 1034 npenaparis OHIBAMNI® nermiboBanuii
ninocomanbuuii + 5-®Y/JIB aas 3 — 4-ro CTyNeHs TOKCHYHOCTi Y TOMO3HIOTHHUX HALI€HTIB

3a ajgeaem UGT1A1%28
Cmyninb mokcuiHocmi KopuryBaHus 103u OHIBAMI® nerninoBanuii
(3HauenHs) JinocoMaJabHuii/5-®Y
3a NCI CTCAE (n1st TOMO3MTOTHUX NALIEHTIB 32 ajtejieM UGT1A1*28 Ge3
ped. 4.0 nonepeaHBOro 36iibmenns 103w’ 40 70 mr/m’)

He mouyrHATH HOBMIt LMK/ TEPAaTTii O 3MEHILCHHS THXKKOCTI HeOKaHIX
sy 10 < 1-ro cTyneHs

3umsuta nosy OHIBAMJI® nerunsosarmii

ITepuiuii eunadok ninocoManeHui 10 43 Mr/m?
IoGiuni peaxuii” Kopurysanus 031 5-@Y 3rifHo 3 Tabn. 3
cmynen 3 abo 4 3HU3UTH 03y OHIBAW/I® nernnsosanuii
Jpyzuii unadox nimocoManeHui 10 35 Mr/m?
Kopurysanns 1o3u 5-®V 3rinHo 3 Taba. 3
Tpemiii eunadox [puUnyHUTH JTiKyBaHHSA
4 NCI CTCAE pen. 4.0 = 3aransHi TepMiHonoriusi kputepii HeOaxaHux sSBHII Hauionansroro iacruryty paky CIIA B
pex. 4.0.
g 3a BUHATKOM acTeHii Ta aHopeKcil; acTeHis Ta 3-ro CTyNeHs aHOPeKCis He OTPeGYIOTh KOPUIy BaHHS JO3H.
3 V pasi mixBuINeHHS O03M OHIBANI® nerunsopaumii ninocomanbuit jo 70 Mr/mM? Ta XOpowoi MEpeHOCHMOCTi Y

HACTYIHUX IUKIIaX JIiKyBaHH}I, PCKOMEHI0BaHE KOPUI'y BAHHA J03H 3riHO 3 Tabm. 3.

Ocobausi kame20pil nayicHmie

Iopywenns @ynxyii newinku. CHemianpHi JOCTIUKESHHS 3 ominkn OHIBAMJI® nmerunsosanmit
MimocoManbHMA TIpH HOpymleHHi GYHKI{i HeJiHKM He MPOBOAMIM. 3acTOCYBaHHI HAaHOIO
JKapchKOro 3acoby CIliji yHHKATH y TAII€HTIB 13 piBHEM 6inipy6iny > 2,0 Mr/an, abo piBHEM
acapratamigoTpancdepasu (ACT) Ta amaHiHamMiHOTpaHChepasy (AJIT) y > 2,5 pa3u BUIIKM 32
BMH a6o y > 5 pasip Bummum BMH y pa3si HasBHOCTI MEYiHKOBHX METAcTa3 (muB. po3xin
«Ocob6aMBOCTI 32CTOCYBaHHS»).

Hopywenna @ynkyii nupok. Cremianphi JTOCTIDKCHHS 3 ominka OHIBAVWJI® nermnpoBanmit
JimocoMalbHui Hpu HopymmenHi GyHKI[I HEPOK HE MPOBOIMIA. Y [AIi€HTIB 13 TOPYIICHHAM
(yHKIIT HAPOK BiJl JETKOTO JI0 MOMIPHOTO CTYICHS TSKKOCTI KOPUTYBAHHSI JIO3M HE HOTpPiOHE
(nuB. posmimu «OCOOIHBOCTI 3aCTOCYBaHHS» Ta «®apmakokineTnka»). He pexomenmoBaHo
3aCTOCOBYBATH OHIBAM/I® mnermmpoBaumit JiOCOMANTBHUN y TMAIEHTIB i3 MOPYIICHHAM
dbynxnii aupok Tshxkoro cryners (CLer < 30 Mi/xB).




Iayienmu nimnvozo @iky. TlporpaMa KIIHIYHHX JOCTIJDKEHb 3 OLIHKH OHIBAW/I® mermmsopa-
HU# minocoMansHuii BKIroYana 41% MallieHTiB JITHBOTO BiKy > 65 pokiB. KopuryBaHHs 1031 He
PEKOMEH/IOBaHE.

Crocif 3acTocyBaHHs

OHIBAVI® nerwnhoBaHmit JIMOCOMAaNbHME NpH3HAYEHME JUIL  BHYTPIIIHBOBEHHOTO
3acTtocyBaHHA. KOHIIGHTpAT Iepe]] BBEJECHHSM CIiZl PO3BECTH Ta BUKOPHCTOBYBATH y BHITLAAI
OJTHOKPATHOI BHYTPiMIHKEOBEHHOT iH(Y3iT BipoxoBx 90 xBuivH. binbine iHpopMallii HaBEIEHO B
nigposain «[IpurotyBasHs Ta BBEIEHHS JUCIIEPCIi».

Ilpuzomyeannss ma 66e0eHHA Oucnepcii. OHIBAM/I® mermnpoBanuit NimocoMaTbHMIA
HOCTAYa€ThCs Y BUMVIA/ CTEPHIIBHOL JIIIIOCOMATBHOT Jpiciiepeii B KOHIEHTparil 4,3 Mr/mi i #oro
HEOOXi/IHO PO3BOAMTH IEpe] BBEACHHSM 3a JOIOMOrOI0 ToJKd KalibpoMm He Oimpme 21.
IIpenapar po3BOAsATE 5%-UM PO3UMHOM [IIFOKO3M JUISL iH’€KIIiH a60 po3uMHOM HATpio Xnopuay 9
mr/min (0,9%) s iH’€Kmid JUIA OpUTOTYBaHHS Juciepcii BiANOBIAHOI J03M Ipemapary
OHIBAMI® mnermnpoBaHmit NiIOCOMANbHHH, PO3BEACHOr0 0 KiHneBoro o6’emy 500 ML
Po3BesieHy qucnepeilo mepeMilyroTh, 00epexHo nepeBepraodd ¢iakoH. Po3BeneHa aucnepcis
OBUHHA OYyTH BiIl MPO30pOro M0 37erka OiLToro Koibopy, abo 3lerka ONaJIECIEHTHOK Ta HE
mictate Bmmux dactok. OHIBAW® merunpoBaHuil JTiIOCOMabHHE 3aCTOCOBYIOTH MEPE
BBesieHHsM JIB, micns goro BBoasTh 5-OV. OHIBANI® nernisoBanuif imocoManbHu He CITi
BBOJIMTH y BUTJIS/I GOMIOCHOI 1H’ €KIIIT UM HEpO3BeIeHOI AUCIIepCii.

[lix gac npurotyBanns iHdy3ii HEOOXiZHO NOTPUMYBATHCS aCENTHYHUX METOIUK. OHIBA®
[ETHILOBAHUM TITOCOMATBLHUHM IPU3HAYCHIH TUIBKH I OJTHOPA30BOI0O 3aCTOCYBAHHS.

Crig moTpuMyBaTHCH 00EPEKHOCTI IS YHUKHEHHS eKCTpaBasallii Ta HepeBipATH Miclle iH’ €Ki
Ha HAsBHICTL O3HAK 3allaJeHHsA. Y BHIAJKy CKCTpaBa3allii peKOMEHIYETbCS POMUTH yPaKeHE
micue pozunHoM HaTpiro xmopuny 9 mr/mi (0,9%) mns iH’exuiil Ta/abo CTEPUIBHOKO BOIOIO Ta
MIPUKJIACTH JIi.

Jlns o3HalloMIIEHHS 3 yMOBaMM 30€piraHHs IMicis pO3BEICHHS JIIKAPCHKOTO 3aco0y AUB. PO3JILI
«TepmiH npuUIaTHOCTIY.

HesukopucTanuii JiKapchkuii 3aci0 abo BuTpaTHI MaTepiayi HEOOXiIHO yTMII3yBaTH
BIIOBIHO 10 MICUEBOTO 3aKOHO/1aBCTBA.

3anobixcri 3ax00u npu NOBOONCEHHT 3 TIKAPCLKUM 3ac000M ab0 npu 1020 3aCMOCYEAHHI
OHIBAM/I® merunboBaHmil JimOCOManbHME — IMTOTOKCMYHME JiKapchkuil 3aci6. [lpu
IIOBOJDKEHHI 3 mpemapaTtoM abo mpH HOro 3acTOCYBaHHI PEKOMEHIOBAaHO BHKOPHUCTOBYBATH
PyKaBMYKH, 3aXHCHI OKYJISpM Ta 3aXMCHHWH Ofsr. BariTHi MequuHi cremiagicTé He ITOBHHHI
posBozuty un BBoauTH OHIBAV/I® mermisoBanmit TimocoMaibHHH.

Himu.
Besmexa Ta edextuHicTs mpemapaty OHIBAWI® nermnboBanmit nimocomansHuit y aiteit ta
miamTKiB BikoM < 18 pokiB Hapasi He BcTaHOBJIEHO. J{aHi BifCyTHI.

Ilepedosysanna.

V kniniuaux pocmimxennsx OHIBAVMI® nermmsoBammii JmocoManbHHE 3aCTOCOBYBaBCHA B
no3ax 1o 210 Mr/m? y Hali€HTIiB i3 pisHAME BHaMH 3JI0sKicHuMX myximH. [ToGiuni peakmil y
TAKMX TAli€HTIB OyJd aHaJIOriyHI THM, NPO sIKi HOBIIOMILSIIOCS IIPH 3aCTOCYBaHHI
PEKOMEHIOBAHUX JI03 Ta PEXHUMIB JI03YBaHHS.

[ToBigoMIIsIOCS PO TEPENO3YBAHHS HENNMOCOMaTbHUME (OpMaMK ipHHOTEKaHy B J03aX, SIKi
npUOIKH3HO BABIYI MEPEBHUINYIOTh PEKOMEH/IOBAaHY TEPANlEBTUYHY 103y IpUHOTEKaHy, IO MOXE
MaTH JieTainbHi Hacmiaxy. HaiGinem 3uauHi moOiyHI peakii, mpo sSKi MOBiJOMIIANOCS, BKIIOYAIN
TSKKY HEHTPOTIEHIO Ta TSDKKY Aiapero.

He icHye BimoMoro aHTHAOTY Ha BHUNAJ0K IICPENO3yBaHHs IIPENApaTOM OHIBAWI®
HETUIROBAHUH JinocoMansauii. HeoOximHo posmoyaT MakCUMaIbHO €dEKTUBHY HIATPHUMYIOTY
TEpaIio Ul MONEPEeKCHHS JeriapaTtanii yepe3 Aiapero Ta po3NodaTH JIKyBaHHS Oyab-iKuX
iH(peKUiiHNX yCKIaAHEHb.

)
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Ilo6iuni peakuii.

PestoMe npodimo Ge3nexu

IIpodins 6esmexu 3a AaHuMH KiiHiHOro mociimkenns NAPOLI-1. Haseneni Hmxde moGivHi
peaknii, ski MOXyTh OyTH IIOB’M3aHHMH i3 3aCTOCYBaHHAM OHIBAM/I® mnermnsoBanmit
JMIOCOMANBHMM, crocrepiranucs y 264 INalieHTiB 3 METacTaTUYHOIO aJCHOKapIIMHOMOIO
MiANUTYHKOBOI 3851034, 147 3 IKMX OTpUMYBald MOHOTEPaIilo JaHuM npenaparom (100 Mr/M?), a
117 — OHIBAMJI® nerunsopanuii ninocomansruit (70 Mr/m?) y kombinanii 3 5-OVY/JIB.
Haii6inein uacTAMH moGidHMME peakiismu (dactora >20%) mpH 3acTocyBaHHI KomOiHamii
npenapatie. OHIBAWUI® merunnboBanuii jinocomansHuil + 5-OV/JIB Gymu: miapes, Hynora,
GIIOBaHHS, 3HMKEHHS aleTHTy, HEHTpPOIIEHidA, BTOMA, ACTEHis, aHeMis, CTOMATHT i HipeKcis.
Hait6inpm yacTUMH CEpHO3HMMM NOOIYHAMH peakuisMu (>2%) npu Teparmii IpenaparoMm
OHIBAW/T® nerunsoBanuit ninmocoMansamit 6ynm: fiapes, Grosanus, GpeGprIbHA HEHTPONEHis,
HyJOTa, MWipeKcis, cemcuc, Nerifiparaiis, CCNTHYHMH INOK, ITHEBMOHif, OCTpa HHUPKOBA
HEJOCTATHICTE 1 TPOMOOITNTOIICHIS.

[To6iuni peakmii, ki Tmpu3Beny A0 BiAMiHM JiKyBaHHs, ckiagany 11% IpH 3aCTOCOBYBaHHI
xoMmGinanii sikapeskux 3aco6is OHIBAM/I® nerwnsosanmii ninocomansuuii + 5-OV/JIB 1a
12% — monoTepanii npenaparom OHIBAU/T® nerunsosanmil minocoManbHuil.

HajiqacTime moBioMiIsiiocsi Ipo HacTynHi moGidni peakiii, #AKi CHPAYMHHIN BiAMIHY
nikyBaHHs: iHekuis Ta Jiapes — IIpH 3aCTOCYBaHHI Tpernaparis OHIBAWJT® nerunsopanuit
ninocomanbauit + 5-®V/JIB Ta GrmroBanHs i Hiapes — IIPH MOHOTEpanii nmpernapaToM OHIBAMJ®
HETHIOBAHUH JIIMOCOMATBHHUIA.

[Tepesik mobivAMX peakiiii

IMo6iuni peakilii Ha OCHOBI JaHUX JOCTI/PKEHb Ta JOCBiJy HOCTMApKETHHTOBOIO 3aCTOCYBAHHS.
[To6iuni peakiii, ki MOXyThb BHHHKATH IIiJl d4ac JIKYBaHHs [penaparoM OHIBANT®
IernIbOBAHMI JIIOCOMABHHITH, HaBeEHO HIDKYE Ta KIacu(pikoBaHO 3a KJIacaMy CHCTEM OpTraHiB
3rigao 3 MedDRA i 9acToTOIO IX BHHHKHEHHS*. B MeXax KOXKHOTO KJlacy CHCTEM OpraHiB Ta
YacTOTH BUHUKHEHHS NOOIYHI peaKuii mpecTaBieni B MOPSAKY 3HIKEHHs cepiosHocti. YactoTa
BU3HAYAETHCSA TAKMM YHHOM: Ayke wacto (> 1/10); gacto (Big > 1/100 mo < 1/10); HeyacTo (Bin
> 1/1 000 mo < 1/100), piaxo (Bim > 1/10 000 mo < 1/1 000)* Ta yacTtoTa HEBimOMa (HE MOXKHA
BU3HAYMTH 33 HASBHIUMHU JaHUMH).

IMo6iuni peakuii, mpo sKi NoBixoMJsIocH NPH 3acTOCYyBaHHI Tepamii mpemapaTroM
OHIBAM/I® nernipoBaHMil JinocoManbHuii

Inbexiii Ta iuBasil: vacmo: cCenTHYHMI IOK, CEIICHC, IIHEBMOHISL, (eOpuiibHa HEHTpomeHid,
racCTPOEHTEPHT, OPAIbLHMI KaHIUI03; Heyacmo: OisliapHui CETICHC.

3 Goky cucTeMH KpoBi Ta JiMbaTHuHOI cHCTeMM: Oydce Yacmo: HEHTPOIIeHis, JeHKONeHis,
aHeMis, TPOMOOUUTONIEH N, vacmo: niMdoneHis.

3  Goky iMyHHOI  CHCTEMM: Hewacmo: TiNEepUyTIHMBICTB;,  uacmoma  Hegiooma.
anaginakrayni/anadinakToigHi peaxuil, aHrIOHEBPOTHYHHN HAOPAK.

3 Goky MerabomisMy Ta OOMiIHY DEUOBHH: O)yoice wdcmo: Timokajiemis, rinomardiemisi,
JerifipaTaris, 3HIKEHHS all€TUTY; Yacmo: TiIoTIIiKeMis, TioHaTpieMid, rimogocdaremis.

3 GoKy ICUXIKU: yacmo.: O€3COHHS.

3 GoKy HEpBOBOI CHUCTEMH: OYyJice YAcmo. 3alaMOPOYEHHS; Yacmo: XONIHEPTIYHUH CHHIPOM,
IIUCTEB3id.

3 GOKY ceplis: ¥acmo. TINOTeH31s.

3 GOKY CYAMHHOI CHCTEMH: Yacmo:. JereHeBa emOojis, embouis, Tpom003 IIMOOKHX BEH;
Heyacmo: Tpomb0o3.

3 GoKy peclipaTopHOi CHCTEMH, OPraHiB rPYHOI KIITKH Ta CEPEeOCTIHHA: Yacmo: 3aJMIIKa,
nchOHis; Hewacmo: TIOKCiA.

3 GOKY NUIYHKOBO-KHIIKOBOTO TPaKTy: Oydce uacmo: piapes, ONIoBaHHs, HyJIoTa, Oilb B
abmoMiHATBHIN AUSHIN, CTOMATUT; ¥acmo: KOJIIT, FeMOpPOit; Hewacmo: e3odarit, IPOKTHT.

3 60Ky renarobigiapHOl CHCTEMHM: ¥acmo. Tinoans0yMiHeMis.




3 Goky IIKipH Ta DiAMKIpHOT KIITKOBHHH: OYXCe Yacmo. aJIoNelis; yacmo: CBEpOLX; Hevacmo:
KPOIIUB’SHKA, BUCHIIAHHS, MaKyJIONAIlyI-03HHA BHUCHI, 3MiHa 3a0apBJICHHA HIITIB; Yacmoma
HegioomMa: epuTEMA.

3 BOKY HHDOK Ta CEYOBUBIAHMX [UIAXIB: YACMO: TOCTPa HUPKOBA HEOCTATHICTb.

3aranbHi po3jIajy Ta peakilii B MiCIli BBE/ICHHS: Oyxce Yacmo: Hipekcis, nepudepnunnii HaOpsK,
3amajleHHs CJIM30BMX OOOJIOHOK, BTOMA, acTEHis, yacmo: peaxilis, HoB’sM3aHa 3 iHYys3i€ro,
HaOPsIK.

PesyapraTy 1a00paTOPHUX Ta IHCTPYMEHTAIBHHUX IOCHTI/DKEHb: OyJice Yacmo: 3HUXKEHHS Macu
TiNA;, yacmo: TiABUINEHHA piBHA OinipyOiHy, MigBHINEHHS DiBHS anaHiHaMmiHOTpaHChepasy,
HiIBUINEHHS PIBHA acrmapraramiHoTpancdepasy, 30iIbINeHH MiXHApPOIHOTO HOPMAaTi30BaHOIO

KoedirieHra.
* V nocnimkenni NAPOLI-1 piaki Buranku He MoxyTh OyTH BU3HAUCHI depes HEBEIMKHit po3Mip BUOIpKU

Onwuc meskux mobiYHMX peakiii

IMo6iuni peaxuii, sxi crocTepiranucs y Kiiniggomy pocnimxerHi NAPOLI-1, HaBeeH] HIKUE.
Mienocynpecis. Mienocynipecis (HedTporneHis/neikonenis, TpoMOOLUTONEHIS Ta aHeMis)) Oyna
OUTBII YacTO® B TIPyNi IAlieHTiB, $Ki 3aCTOCOBYBaja OHIBAN/I® mnerunsoBanuii
ninocomansamii + 5-OVY/JIB nopiBHAHO 3 KOHTPOJIBHOIO IPYIOIO, o oTpuMyBaia 5-OV/JIB.
Heumponenis/netixonenis. Heiitponenis/nelikonenis Oyna HaWOinbll IIOMITHUM BaXJIMBHM
IPOSABOM TI'eMaToJIOTiuHOI TokcWuHOCTi. HeifTpomeniss > 3-ro CTymeHS TSDKKOCTI dYacTimme
crocrepiranacst y mamientis, ki orpumysam OHIBAWJI® nerunpoBanuit ninocomanbamii + 5-
®V/JIB (27,4%), nopisHsHO 3 THMH, ski jikyBamucs S5-OV/JIB (1,5%). Helitponeniuna
JMXOMAHKa/CEIICHC YACTIIIE CIIOCTEPIralMcs y XBOPHUX, SKi 3aCTOCOBYBAJIM KOMOIHAIIIO
npenaparis. OHIBAW/I® nerunsopanmii mimocomanshmit + 5-OY/JIB (y 4 nanientis; 3,4%),
HOPIBHSAHO 3 KOHTPOJILHOIO TPYIIOIO, L0 3acTocoByBaia 5-OV/JIB (y 1 manienTa; 0,7%).
Tpomboyumonenis. TpomGouuToreHis > 3-ro cTymneHs TSDKKOCTI BUHEKana y 2,6% NallieHTiB,
ki orpumysamn OHIBAMI® nermmpopammit mimocomanshmit + 5-OV/JIB, ta 0% THX, L0
nikyBamucs 5-OVY/JIB.

Anemin. Auemis > 3-ro crymeHs TsDKKOCTi BuHWKaida y 10,3% mariieHTiB, sKi 3aCTOCOBYBAJIH
OHIBAM/I® nerwnboBanuit ninocomansamii + 5-@Y/JIB, Ta y 6,7% HalieHTiB, SKi OTpHMYBAJIHA
nikyBanHs 5-OVY/JIB.

Tocmpa nupkxosa nedocmamuicms. Ilopymenns ¢yHKIIT HHUPOK Ta TIOCTpa HHMPKOBA
HEJOCTATHICTL 3a3BUYAM CIOCTEPIirajmMcs y MAI(€HTIB 3i 3MEHIIEHHSIM 00’eMy MiKKIITHHHOI
pinuHE Yepes HynoTy/OmoBanHs Ta/abo iapero. ['ocTpa HEPKOBA HENOCTATHICTH Majia Micue y 6
3i 117 nauienti (5,1%), sxi 3acrocoyann OHIBAMI® mermisoanuit TinocoMansami + 5-
OV/JIB, y 10 31 147 (6,8%) Ha MOHOTEpamii IpenapaToM OHIBAI/I® nermmsoBanmit
nainocomansHuit Ta 'y 6 31 134 (4,5%) y rpymi 5-OY/JIB.

Hiapes ma noe’azani 3 neio nobiuni peakyii. Jliapes — 1ie OyXe dacTa moOiyHa peaxilis, IIo
[PU3BOAUTE [0 PO3BUTKY KONITy, HENPOXiTHOCTI KHUIIECYHUKA, TIACTPOCHTEPUTY, BTOMH,
Jerifparariii, BTpaTi MacH Tija, HehpOTOKCHYHOCTI, rimoHaTpieMii Ta rinokaniemii. [lopymenns
GyHKIIT HEAPOK 1 rOCTPy HMpPKOBY HEJOCTATHICTh 3a3BH4Yail CIOCTEpiramy y MAali€HTiB 3i
3MEHIIEHHIM 00’€My MIKKIITHHHOI PIJUHH 4Yepe3 HyJOTY/OIIIOBaHHA Ta/abo Miapero TIXKKOro
cTynens. Y KIiHIYHOMY JOCIiKeHH] giapest 3-10 a60 4-ro CTYIEHs TSDKKOCTI Majta Micue y 15 31
117 nanientie (12,8%) siki orpumysana OHIBAMJI® mermisosammit mimocomanbHuil + 5-
®VY/JIB. Jlns namieHTiB, y SKMX BHHHKAJA BicTpodeHa Jaiapes, cepeanii 4ac mo il mouatky
CKnamaB 8 AHIB 3 MOMEHTY 3aCTOCYBaHHS IIOTIEPEIHBOI JO3M Ipernapary OHIBAMT®
HETHIHOBAHMM JHiocoMaTbHUA. PaHHs giapes po3BuBanacs MEPEBAXKHO NPOTAroM < 24 roauH
IiCJIE BBEJCHHS [JO3M Ta 3a3BM4ail MuHaTa. PaHHA [iapes MOXe CyNpPOBOJKYBaTHCS
XOJIIHEPTiYHAMM CHMIITOMAMH, SIKI MOXXYTh BKJIFOYATH DPHHIT, MiJABUILEHE CIMHOBHILICHHS,
[PUIKBY, TiJBUIIEHE MOTOBUALICHHS, OpaiuKapiio, Mio3 1 TiIEpIEepHCTAIBTHKY, IO MOXKE
CIpHYMHATA abaoMiHaNBHI crmasMu. Y KIHIYHOMY NOCHI/DKEHHI paHHA Hiapes BHHHUKala Y

35 nanientis (29,9%), a xoninepriygi momii — y 4 mamientiB (3,4%), SKi OTpHUMyBaIH
OHIBAN/I® nermnsoBanuii inocomansauit + 5-OV/JIB. B e |
A7)



[Ipu miapei 2-4-TO CTYMEHS TSXKKOCTI CNiJl BIAKIACTH 3aCTOCYBaHHS IIpeIapaTy OHIBAWI®
NEerMILOBAHUN JHIIOCOMAaIBHMH Ta MovaTy JiKyBaHHs giapel. [licns 3MeHmeHHs TSHKKOCTI Aiapei
Jo 1l-ro cTymeHs 3acTOCYBaHHS IIpenapary OHIBAM/I® merunsoBaHmii JTiMmocoManbHuH
BiJJHOBIIIOIOTE Y 3HMDKEHIM 1031 (AuB. po3ain «Crnocib 3acTocyBaHHS Ta O3W»).

Peaxyis, nos'szana 3 inghyzicio. Tlpo roctpi indysiiiai peakmii mosimomsocs y 8 3i
117 nanjentis (6,8%), sxi 3acTocoysany OHIBAMJI® mermmsopamuit ninocomanermii + 5-
OV/JIB, v 3 3i 147 (2,0%) Ha MoHOTepamii mpemaparoM OHIBAM/I® merunsoBanuit
ninocomanbHui Ta y 8 3i 134 (6,0%) y rpymi 5-@V/JIB.

[Hmi ocobikBI rpyny MALEHTIB

Hayienmu nimuvo20 _ixy. 3arajjoM HE MOBIJOMIIUIOCS IIPO 3HAYYI KIIiHIYHI BiAMIHHOCTI
Oesnexkn Ta e(EeKTHBHOCTI MiX MalieHTaMH BiKoM > 65 pokiB T1a <65 pokiB. IIpore y
nocmimxenni NAPOLI-1 coocrepiranacs Oinpliia wacToTa npunuHeHHs JikyBaHHS (14,8% Ta
7,9% BinmoBinHo) B rpymi, ska orpuMysara OHIBAM/I® nermisosanuii timocoManbhuit + 5-
®V/JIB, i B nesAxkux BUIankax modiuni peaknii He munanu. [To6iuni peakuii 3-ro cryneHs abo
BHIIE Ta Cepio3Hi MoGiuHi peakiii, MOB’s3aHi 3 JIiIKyBaHHAM, OYJIM JacTiIINMH y MaNi€eHTiB BiKOM
< 65 pokis (84,1% ta 50,8% BinNOBiZHO) MOPIBHAHO 3 NaLlieHTaMH BiKOM > 65 poxkiB (68,5 % 1a
44.,4% sBignosiguo). | HaBmaky, y AOCTIDKEHHI aAeHOKAPIMHOMH MiJIUIyHKOBOI 3a/I03H, Y
naniesTiB BikoM > 75 pokis (n=12) wactimme cmocrepiranucs cepio3Hi moGiuHi peaxii,
BiZICTPOYEHHS 3aCTOCYBaHHs, 3MCHIICHHS JO3M Ta NPUNMUHEHHS JIIKyBaHHSA IIOPIBHSHO 3
marienramu  BikoM <75 pokiB (n=105) mig wac JiKyBaHHS IpelapaTamH OHIBAN]T®
NETWILOBAaHU JlitocoManbHmi + 5-OVY/JIB.

Asziamcerka nonyasyis. TTopiBHAHO 3 TaIlieHTaMH €BPOIIEOIAHOI pacH, y MAli€HTIB a3ifCBKOro
HOXOJDKEHHS CIIocTepiragocs MeHwe sumnaaxis giapei [y 14 (19,2%) i3 73 mamienTis
eBporeointoi pacu Tay 1 3 33 (3,3%) narieHTiB a3iiichbKOro MOXO/UKEHHS CIocTepiranacs aiapes
> 3-ro cTymeHs], ajye Oliblle BHNMAAKIB Ta OLIBIN TSHKKHM CTYMiHb TSDKKOCTI HEHTpomeHii. VY
namieHTi, ski orpuMmyBamd mpenapatd OHIBAMI® mermnpopamuit mimocoMamsHu# + 5-
®V/JIB, uyacToTa HEHTpPONEHii > 3-ro CTymeHs TsHKKOCTI Oyna BHINOIO cepen MallieHTiB
asilicekoro noxomxenns (18 i3 33; 55%) mopiBHAHO 3 malieHTamu eBporneoinHoi pacu (13 i3 73;
18%). Helitponeniuna IuMxXoMaHKa/HEHTPONEHIYHMM cercuc crmocTepirammcs y 6% mNalieHTiB
a3ifiCHKOr0 ITOXO/KEHHS MOpiBHSAHO 3 1% Takux e€BpomeoigHoi pacu. lle ysromkyerscs 3
HONYJIALiMHAM GapMaKOKIHETHYHHAM aHATI30M, KU IPOAEMOHCTPYBAB HIXKUY KOHIIGHTPAIIO
ipuHOTEKaHy Ta BHINYy KOHUEHTpalilo Horo aktuBHoro wmerabonity SN-38 y marieHTiB
a3ifCHKOro MOXOMKEHHS, Hi)XK y MAIlIEHTIB €BPOIEOiIHOI pacH.

Hayiecnmu 3 nopywennusam dyuxyii neyinku. B xoal KIHIYHMX JOCIIPKEHH II0 BHBYCHHIO
HETIMOCOMAITBHUX GOPM ipHHOTEKaHY IIPH 3aCTOCYBaHHI 3a TUKHEBOIO CXEMOIO 3aCTOCYBaHHA, Y
NAi€HTIB i3 MOMIPHO MiJBHMINEHHM BUXiIHUM piBHEM 3araipHOrO OiMipyGiHy CHpOBAaTKM KpOBI
(1,0 — 2,0 Mr/pm) ¥MOBIpHICTH BUHUKHEHHS HEATPONEHIT IepIIoro nukiy 3-ro abo 4-ro cTyneHs
TSOKKOCTI OyJia 3HaYHO GLIBIIONI MOPIBHAHO 3 MalliEHTaMHU, Y SKUX BHUXiJHHUH piBeHb O1nipyOiHy
OyB menine 1,0 mMr/a.

Hayienmu 3 onepayicio Binnna 6 anamuesi. Y KIHIYHOMY JOCTIPKEHHI 3 OIIHKY 3aCTOCYBaHHA
npenaparis OHIBAWI® nerunsoBanuii ninocomansauit + 5-OY/JIB y namientis 3 onepaiieio
Binmra B amamuesi 6yB BUmUM pH3MK BHHAKHEHHS cepHo3HMX iHGEKIiN micis JIiKyBaHHS
manoro kombimamiero [9 3 29 (30%)] mopiBasHO 3 11 i3 88 (12,5%) mnauieHTamu, SKAM
[IoTepeTHLO He IMPOBOWIH onepariro Binmia.

Hayicumu _zomoszucomui 3a_anenem UGTIAI. Ocobm 3 TOMO3UIOTHICTIO 7/7 3a aneneMm
UGT1A1*28 wMarTh IIiIBUINECHANA PHU3UK PpO3BHTKY HEHTpPOMeHil depe3 3acTOCyBaHHS
HelimocoManbHUX (GOpM IpMHOTeKaHy. B kiimiusomy gocmimkensi omimku OHIBAWI®
IETUIBOBAHMUH JlinocoMansuuii + 5-OV/JIB, yacTota HeUTpomeHil > 3-ro CTymeHs TSDKKOCTI y
TakuX namieuTis (2 i3 7; 28,6%) Oyia aHAIOr YHOKO MOKa3HUKY Y HETOMO3HI'OTHHUX IANlI€HTIB 32
aneneM UGT1A1*28, saxi oTpuMyBaiy OYaTKOBY A03Y IIpenapary OHIBANJI® nerunsopanmit
ninocomansHuit 70 Mr/m2 (30 31 110; 27,3%) (nuB. posain «DapMakoguHAMIKaY).

Iayienmu 3i 3nuoicenoio macoro mina (indexe macu mina < 18,5 mz/a’). Y xinidiuHOMY
nocrimkensi oninky OHIBAMI® nernnboBanmit mimocomansauit + 5-OV/JIB y 5 3 8 mauienTis




3i 3HIKEHOIO BArol crocrepiramucs mnoGiudi peakimii 3-ro abo 4-ro CTyNeHd, NEPEBAXHO
mienocynpecia. ¥ 7 i3 8 Bumajkis Gysia moTpiOHa KOPEKIIisl T03U (BLACTPOYEHHS, 3MCHIICHHA
71031 4K NPUIIMHEHHS 3aCTOCYBaHHS Ipenapary (AHB. po31in «Oco6IMBOCTI 3aCTOCY BAHHSIY)).
[ToBigoMIeHHS] NP0 Mifo3pioBani mobiuHi peakiii. [ToBiOMJIATH PO IiJO3PIOBaH1 moOiuHi
peakii micis peecTpamii JiKapchkoro 3acoby BaxuikBO. Lle JacTe 3MOry NPOAOBXKYBATH
MOHITODHHT CIIiBBi/[HOIUEHHS KOPHCTH/PH3UK IiKapChKOTO 3acoby. CreniamicT y Taiysi
OXOPOHH 3/I0POB’sl 3000B’A3aHi MOBIAOMIISTH PO 6y Ib-SKi BUNAAKYA ITiJO3PIOBAHAX MOOIUHMX
peakiiit yepe3 HalliOHAIBHY CHCTEMY [IOBIIOMIICHD.

Tepmin npuoamnocmi.

Hegiakynopennii (rakon. 3 poku.

TTicist po3Beennst. XiMigay Ta Qisuary cTaGiIbHICTH PO3BEACHOI mucnepcii s iHQys3ii 6yno
IIPOJEMOHCTPOBaHo Ipu Temmeparypi 15°C — 25°C ppoTaroMm mepiofy 10 6 rogmu abo B
xosoambHuKy (2°C — 8°C) BIpogOBXK He 6ibime Hix 24 romuH. I3 MikpoG6i0NOTi4HOrO MOTIIALY
Ipenapar CIiJ BHUKOPUCTAaTH HeraidHo. SIKmo mpemapar He OyJl0 3aCTOCOBAHO HETaNHO,
BiAMOBiATBHICTH 32 YMOBH Ta TPHBATICTh 30€piraHHs Hece KOPUCTYBA.

YmoBH 30epiranns.

36epiraru B xonommwiskuKy (2°C — 8°C). He 3amopoixyBaTH. 36epiratu GIaKoH y 30BHILIHINA
KAPTOHHi} yIIaKoBIIi AU 3aXKCTY BiJ| CBITTIA. 36epiraTé y HEIOCTYIIHOMY UL JIiTEH MicI.
VMOBH 36epiraHHs Ipenapary micis PO3BEISHHS UB. PO3ALI «TepMiH NPUAATHOCTI».

HecymicHicTb.
OHIBAWI® mnerminoBaHwil JilocoMalbHUM HE CIIiJ{ 3MiIIyBaTH OAHOYACHO 3 1HIIMMHA
NTiKapchKMMHM 3ac00aMu, OKpIM THX IO 3a3HAYCHO y «[TpuroTyBaHHS Ta BBEIECHHS JUCTIEPCii».

Ynakoska.

Ilo 10 M1 y draxoni; mo 1 duraxoHy B KopoOui 3 KapTOHY;

no 10 mu y duaxoni; mo 1 ¢uakony B CTaH/aPTHO-EKCIIOPTHIM yIaKoBIli, K& MICTHTBCA Yy
KapTOHHi# KopoOui 3 MapKyBaHHAM YKpaiHCBKOIO MOBOIO 3 iHCTpyKIi€o 11 MEIHIHOIO
3aCTOCYBAaHHS,

1o 10 M1 y ¢axosi; o 1 durakoHy y KapToHHi# Kopobi 31 CTiKEPOM YKpalHCBKOIO MOBOIO.

Kareropist Bigmycky.
3a penenToM.

Bupo6suk.
JlaGoparopii Ceps’e Innactpi/Les Laboratoires Servier Industrie.

Micue3HaX0KeHHsI BHPOGHMKA Ta aapeca Miclsi IPOoBa/KeHH HOro MiSLABHOCTI.
905 pyt ae Capan, 45520 Xini, ®panuis/905 route de Saran, 45520 Gidy, France.

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

Micue3Haxo/’KeHHs 3asiBHHKA.
50, pro Kapno, 92284 Cropen Cerexkc, ®pannis/50, rue Carnot, 92284 Suresnes Cedex, France.

Jlnst oTpuMaHHs Oynb-sKoi indopmanii 1moxo JikapchKoro 3ac00y [POCHMO 3BEPTATHCS IO
TOB «Cepp’e Yxpaina» 3a Ten. (044) 490 3441, daxc: (044) 490 3440.

JlaTa 0CTAaHHBOT'O IIEperJisiay.
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