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3ATBEP/IKEHO
Hakas Minicreperpa OXOpPOHH
310poB’s1 YKpainu
18.08.2025 No 1305
Peecrpaniiine nocBiguenns
Ne UA/18148/01/01

IHCTPYKIIISI
AT MEAMYHOTO 32CTOCY BAHHA JIIKAPCRKOTO 3acnhy
3IPABEB
(ZIRABEYV)

Cxkaan:

Airova pedoBHHa: bevacizumab;

1 M1 KoHUEHTpaTy mIs PO3UUHY 1i1s iHQYy3iit MicTUTE 25 Mr OeBarmzymaby;

1 dmakon (4 mn KOHIEHTPATY) MicTUTE 100 mr BeBanmzymaby a6o

1 dnaxon (16 M KOHIIEHTpaTy) MicTuTh 400 Mr OeBannzymaty:;

MONMOMDKHI PEYOBHHH: caxaposa, OypIITHHOBa KHCIOTa, JMHATPIIO €NeTaT IMriapar, HaTpiro
TiIpoKcHa, moficop6ar 80, BOJA IS iH’ €XIIiif.

Jlikapcebka gopma. Konuenrpar as posuuny s 1H}y3iit.
OcHoBHi dizuko-xiMiuni BracTHBOCTI: IIpo3opa abo 311erka onajgecieHTHa pimuHa, Ge36apBHa aGo
611i10-KOpPHYHEBOrO KOMEOPY.

®apmakoTepaneBTHYHA rpyna

AHTHHEOIUIACTHYHI Ta IMYHOMOYTIOIOYi 3acO6H. AHTMHEOMIaCTHYHi 3aco0M. MoHOKJIOHANBHI
aHTUTINIA Ta KOH’IOraTH aHTHTINA 3 JIKapCEKUM 3acO00M. [uriGiTopu daxropa pocry enmorenito
CYIHH / peuenTopis GakTopis pocTy eHnoTeNito CYIMH.

Kom ATX LO1F GO1.

Dapmakonoziuni enacmuecocmi
dapmakoauHaMika

MexaHi3M mii
3ipabeB € momiGHMM GiomoridamM TKapCEKUM  3ac060M (Giocuminspom). bepanmzyma6 —

PEKOMOIHaHTHE I'yMaHi30BaHe MOHOK/IOHAJILHE aHTHTIJIO, OTPUMAaHE 3a JOTIOMOT' 00 HJHK-texnomnorii
Y KIITHHAX S€YHUKIB KHTafiCbKOTO XOM’SuKa. Besauusymal 38 asyetncs 3 (axTopom pocty
enjorenito cymus (VEGF), xmodoruM takropom BACKYJIOTCHE3Y Ta aHrioreHe3y, i THM caMUM
npurHivye 38’s3ysanns VEGF 3 iioro peuentopamu Flt-1 (VEGFR-1) Ta KDR (VEGFR-2) na
TIOBEPXHi EHJIOTEMANBHAX KIIITHH. Hetitpanizanis  Gionorianoi aktueHOCT daxropa pocry
CHIIOTENIIO0 CYUH MPH3BOJUTE 0 3HIKEHHS BaCKyJIApU3allil MyXJIMH, HOpMANizye He ypaxKkeHi
MYXJIUHOIO Cy IMHH, TIPUTHIy€e YTBOPEHHS HOBUX CYIUH Y TyXJIMHi, TAKUM YHHOM NPUTHIYYIOYHM picT
ITyXJTHHH.

@apmakonuHaMiyHa g

Beenenns 6eBauusymaby a6o iforo BUXI/THOTO MHIIAY0OT0 aHTHTIA B MOJIEN] KCEHOTPAHCILIAHTATIB
3JIOSIKICHUX MTYXJIMH Y OE3TUMYCHUX MHMIIIEit TPU3BOAUIIO 10 aKTHBHOI NMPOTHITYXJIMHHOI ii Ha
IMyXJIHHA y JTFOMHMU, B TOMY YHMCJI HA MYXJIUHH 06070BO] KHIOKH, MOJIOYHOT 3aJI03H, i AUUTYHKOBOT
34J1031 Ta Nepe/MiXypoBoi 3anosu. [IporpecyBanus MeTacTaTHIHOro 3aXBOPIOBAHHS raJbMyBajocs,
a TaKOK 3HWXKYBANACs MPOHUKHICTB MIKpOCY IMHHOTO pyciia.

Kniniyna ebektusHicTs Ta Gesnexa
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1

Kninigne nocmimkenns

I'pynu nopisuanns

3araibHa
BMDKUBAHICTE,

MicsmiB (Memiana)

BuxuaHicTs 6e3
IPOrPECYBaHHS,
MicsuiB (Meniana)

bTopmipuminuny

Meracrartiunnit KonopekTansHuit pax (MKPP), B xoM0inauii 3

Ximiorepamieto (XT) Ha OCHOBI OXiTHUX

Iepwa ninis nikyBanus
MKPP*

Besaunszyma6 5 mr/kr 1 pas na
2 twxHi + IFL, n = 402

20,3 (BP 0,660; p-
3Ha4yeHHs = 0,00004)

10,6 (BP 0,54; p-
3HadeHHq < 0,0001)

[Imane6o + IFL, n =411

15,6

6,2

Hpyra niHis nikyBaHHsA
MKPP*

Beparmsymat6 10 mr/kr 1 pas Ha
2 TwxHi + FOLFOX-4, n =293

13,0 (BP 0,751; p-
3HaueHHd = 0,0012)

7,5 (BP 0,518; p-
3Ha"eHHd < 0,0001)

FOLFOX-4, n=292

10,8

4,5

IIponosxenns
JKyBaHHI
OeBau3yMaboM micius
NEPIIOTO

Bepamizyma6 + XT Ha ocHOBI
dropmipuminumy +
ipUHOTEKaH/OKCaTi [TaTHH,
n= 409

11,2 (BP 0,81; p-
3HageHHs = 0,0062)

5,7 (BP 0,68; p-
3HaveHHs < 0,0001)

nporpecyBanas MKPP*

XT Ha ocHOBi GropmipuminuHy
+ ipuHOTeKaH/OKcaTiIaTHH,
n=410

9,8

4,1

Ilepia stiHist JlikyBaHHS MeTacTaTHIHOTO PaKy MOIIOYHOi 3a1031 (MPM3)

B xoM6inauii 3
HakJiTakceaom™* *

Bepauusyma6 10 mr/kr 1 pas Ha
2 THXHI + makiiTakcen, n = 368

26,5 (BP 0,869; p-
3HaueHHs = 0,1374)

11,4 (BP 0,421; p-
3HaveHHd < 0,0001)

[TakniTakcen, n = 354

24,8

5,8

B xom6inaii 3

Besamsyma6 15 mr/kr 1 pas Ha
3 THXHI + KaneuuTa6is, n = 409

KarenuTadinom™* *

ITnane6o + xanenurabin, n = 206

BP 0,88; p-
3Ha4eHHs = 0,33

8,6 (BP 0,69; p-
3HageHHs = 0,0002)

S5

JlikyBaHHS HepesekTabeIbHOrO, PO3MOBCIOIDKEHOTO, METACTATHYHOTO YH PELMANBYIOUO
HETUTOCKOKJIITHHHOTO HeJIpi OHOKITITHHHOTO paxy neress (HIKPJI) y xom6iarii 3 XT Ha ocHOBI MoXimHuIx

ro

HETUIOCKOKJIITHHHOTO HepiOHOKIIITHHHOrO paky neress (HJIKPJI) 3 EGFR-
(EGFR — penenrrop eninepmansHoro ¢axropa pocry)

TUTATHHU
ITepma minis Besammsyma6 15 mr/kr 1 pas Ha 12,3 (BP 0,80; p- 6,4 (BP 0,65; p-
JiKyBaHHS* 3 THXHI + 3HaueHHs = 0,003) 3HageHnd < 0,0001)
KapOoIUIaTHH/TaKIiTaKkce,
n =434
KapOonnarun/makmnirakcern, 10,3 4.8
n=444
JlikyBanHs  HepesekTabelbHOTO, POSIOBCIO/KEHOrO,  METAaCTATHYHOIO YU  PeNUIUBYIOYOro

AKTUBYIOYHUMH MyTalliAMA

Iepma niwis nikyBaHHs
y KoM0OiHarii 3
epIIoTHHIOOM* *

Bepammzyma6b 15 mr/kr
BHYTPIIIHBOBEHHO KOXHi 3 THKHI
+ eprotuni6 150 Mr/no6y
TepopaJIbHO, n = 75

47,0 (BP 0,81; p-
3HaveHHd = 0,3267)

16,0 (BP 0,54; p-
3HageHHd = 0,0015)

Epnotuni6 (150 mMr/noby
[IEpOpabHo), n = 77

474

9.7

JliKyBaHHA PO3MOBCIO/IKEHOr0 Ta/a60 METACTATHIHOrO HUPKOBO-KJIiITHHHOTO paky (MHKP)

[epma ninist nikypanmHsa
y KoMmOiHamii 3
iHTepdepoHoM anbha-

Besauusyma6 10 mr/kr 1 pas Ha
2 ki + iHTepdepon ambda-2a,
n =327

23,3 (BP 0,91; p-
3HaveHHd = 0,3360)

10,2 (BP 0,63; p-
3HaYeHHs < 0,0001)

2a*

[Inane6o + inTeppepon ampda-2a,
=322

21,3

54

OYePEeBHHI

JIikyBaHHS PO3MOBCIOIKEHOr0 eMiTeTianbHOro Paxy S€YHUKIB,

tannonieroi Tpy6u i nepruHHOrO paky

Heprma ninist nikysanus
y KoMOiHami1 3
KapOommaTuHoM i
TaKjiTaKcemom* *

Kap6onnarun/naknitakcen

6 UKIIB + GeBauuzyMat 15 Mr/kr
1 pas nwa 3 Twxui no 15 micsuis/
TIPOTPECYBaHHS, n = 623

43,8 (BP 0,88; p-
3Ha4deHHsa = 0,0641)

14,7 (BP 0,70; p-
3HaveHHsd < 0,0001)

]
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6 UUKIIIB: 40,6 10,6
KapOonnaTiH/makiiTakcen +
manedo 1o 15 Micauig, n = 625

Kapbomnarun/makiitakcen 57,4 (BP 0,99; p- 19,3 (BP 0,86; p-
Ilepma ninis nikyBanus | 6 uKITiB + 6eparuzymab 3HavenHd = 0,8910) | smauenns = 0,0185)
y KoMbiHaii 3 7,5 mr/kr 1 pa3 Ha 3 TXHI 10
KapOOIIaTHHOM i 12 micsamis/ nporpecysans,
nakJiTakcenom** n =764

Kapbomnarun/maxiirakcen 58,0 16,9

6 uKIIiB, n = 764
JlixyBanHs neprioro IemiuraGin/kap6omnatia 33,6 (BP 0,952; p- 12,4 (BP 0,52; p-
peLuauBy, 3a YMOB 610 mukiB + GeBanMzymat 3HaveHHsd = 0,6479) | 3HadeHHs < 0,0001)
9y TIMBOCTI 110 15 Mr/kr 1 pas Ha 3 TxHi 10
JiKyBaHH: IpenapaTaMu IPOrpecyBaHHs, n = 242
TUTATHHIT** [emuuraGin/kap6ormiaTiy 32,9 8.4

6-10 wukiis + rutane6o 10
TIPOTPECYBAHHA, N = 242

TonotekaH a6o nerinpoBanmii 16,6 (BP 0,870; p- 6,7 (BP 0,379; p-
TIIOCOMAaBHUM 3HauenHs = 0,2711) | 3mauenns < 0,0001)
JOKCOpyOinuH + GeBarusymab
JlikyBaHHs pelumuRy, 10 mr/kr 1 pa3 Ha 2 TkHi (a6o
332 YMOB HEIYTIUBOCTI Gesamusyma6 15 mr/kr 1 pas Ha

JI0 JIiKyBaHHs 3 THXHI IpU KOMOGiHAMT 3
IpenapaTamu TONOTEKAHOM B alIbTEPHATHBHOMY
IUTATHHA* * J103yBaHHi), n = 179
Tonorekan abo nerinpoBaHmii 13,3 3,4
JITOCOMATBHUI NOKCOpyGilHH,
n=182
JlikyBaHHS epcucTy090ro, PELUHIUBYIOIOr0 260 METACTATHIHOTO PAaKy KA MATKH
V xomOiHanii 3 [Takmitakcen i nucnatiy a6o 16,8 (BP 0,74; p- 8,3 (BP 0,66; p-
MaKJITaKCENIoM i ITaKJIiTaKces i TonoTekaH + 3HaveHHd = 0,0132) | 3Havenns < 0,0001)
LUCIUIaTAHOM, a0, 6eBarmzymab 15 mr/kr 1 pa3 Ha
aNbTePHATHBHO, 3 3 THXKHI 10 IpOrpecyBaHHs,
TIaKJI{TaKCEJIOM i n =227
TOIIOTEKaHOM AOPOCIUM | TakimiTakcel i MUCIUIATHH 260 12,9 6,0
NalieHTaMm, ki He IaKJIiTaKkcen i Tororekan, n = 225
MOJXYTh OTPUMYBAaTH
Tepariio npenapaTamMmu
IJTATUHT*

* IleppunHa KiHIeBa TOYKa — 3araibHa BHKHBAHICTD,

** IleppuHHA KiHIUEBA TOYKA — BUKUBAHICTD Oe3 IIPOrpecyBaHHS.
BP — BigHOCHWMI pusnk.

IFL — ipunorekan, 5-dropyparmn, JEHKOBOPHH.

FOLFOX-4 — neiikoopum, 5-bTopyparmn, okcaimaTuy.

N — KIJIBKICTB MalieHTIB.

DapmakokineTrnka

DapMakoKiHEeTHYHI FaHI 1010 OeBanm3ymaby otpumani B 10 KIiHiTHIX JOCIIDKEHHAX Y Talli€HTiB
13 comiHuMu myxnmHamMu. B ycix KmiHiqHmx JOCIIKEHHAX GeBanu3yMab npu3HavaBcs Y BUTJISIII
BHYTPIHEOBEHHOT iHdy3il. IIBumkicTs indy3ii OasyBamaca Ha IEPEHOCHMOCTI, TPH IBEOMY
NI09aTKOBA TPUBAIICTh iH(DY3ii cTaHOBMIa 90 XBUIMH. ®apmakokinetnka Gepauuzymady Oyna
NiHIHHOIO B fianasoHi 103 eix 1 1o 10 Mr/xr.

Pozmonin

Turiose 3Havenus nentpassHOrO o6’emy (Vc) cranoButs 2,73 1 i 3,28 11 Y JKIHOK 1 YOJOBIKiB
BIZMOBI/IHO, WO BiAmOBimae pisHro, ormucanoMy s IgG Ta iHIMKMX MOHOKJIOHANBEHUX AHTHTIL
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Hepudepuanuit 06’em posnoniny (Vp) cTaHoBHTS 1,69 111 2,35 iy xiHOK i 9onoBikiB BifnosigHo
TIpH 3acTocyBaHHi OeBauu3ymMaby 3 IHIIMMH aHTMHEOIUIACTHIHIME 3aco6ami. [Tics KOperyBaHHS
A03H 3 ypaxyBaHHAM MacCH Tilla y 4oJoBikiB Ve Ha 20 % GinbLinii, Hixk y KIHOK.

biorpanchopmartis

[Ticia 0HOPA3OBOrO BHY TPIIIHEOBEHHOTO BBEICHHS 1251-6@132111143y1\/1r:16y KposgM Horo Metabomivni
XapaKTepUCTUKH OyJIu aHaTOT14HI XapaKTepHCTHKAM npuponHol IgG-Monexkynm, mo He 38’ 43yeThes
3 VEGF. Mera6onisM i BuBemeHHs Geanusymaly aHaoridHuil MeTaGoNi3My i BHBEIEHHIO
eHyioreHHoro IgG, To6To B 0CHOBHOMY 3ifICHIOETHCH LIUTSXOM IPOTEONTHYIHOrO KaTaboIi3My B ycix
KJIITHHAX OpPTaHi3My, BKIIOYHO 3 KIIiTHHAMH CHJIOTEIIIIO, a He JIIIE JISXOM BUBEIEHHS HUPKaMU Ta
"iepes neTinky. 3s’asynanis IgG 3 FcRn penenrropamu saxumac Horo BiJl IJTITHITHOTO MCTa6oisMy
13a0e3nedye TpUBaIMIA Mepiol HaMiBBUBEICHHA.

Busenenus

Kunipenc 6eBanusymaly cTaHOBUTL B cepeaupoMy 0,188 n/moby y xinox Ta 0,220 /106y 'y
40NIOBIKIB. [Ticia KoperyBaHHs 031 3 ypaxXyBaHHIM MacH Tila KIlipeHc GeBani3ymMaly y 4oJI0BIKiB
Ha 17 % Bummii, HiX y XiHok. BigmoBigHO 10 JROKOMIIOHEHTHOT MOJIeJIi, THIIOBHIA Tepiox
HaIliBBUBE/ICHHS CTaHOBUTE 18 muin ¥ KiHOK Ta 20 IHiB y 4ONOBIKIB.

Huzbkuit piBeHb aneGyMiHy i BHCOKe IyXJTMHHE HABAHTAKEHHS 3araioM CBiZ4aTh MPO TSKKICTH
3axpoproBanHA. Kiipenc Gepanusymaby npu6ausHo Ha 30 % syt Y Mali€eHTIB 3 HU3LKUM
piBHEM ambOyMiHY B cHpoBatii KpoBi i Ha 7% mWBHAMMUIA B 0Ci6 3 BHCOKHUM Ty XJIMHHUM
HABaHTKCHHAM IIPH NOPIBHAHHI 3 THIIOBHM TALiEHTOM i3 cepenHiM piBHEM aNBEOYMiHY i cepemHim
3HAYCHHAM ITyXJIMHHOTO HaBaHTaKEHHS.

Oco0uBi rpynu mariexTis

ByB BiKOHaHmit a3 momyauiiinoi hapMaKOKIHETHKH 3 MeTOr0 OWIHKM BIUIUBY JeMorpadiyHux
XapaKTCPUCTUK y NOPOCIMX Ta TEMaTPUYHMX TallieHTiB. Y NOpOCTHX pe3yasTaTd MOKa3aiu
BIZCYTHICTb CYTTEBHX BiIMiHHOCTEH y (apmakokineTuui Gepauuzymaby 3anexHo Bix BIKy Malli€HTa.
Hopywenns gpynxyii nupox

dapmakoKiHeTHKa GeBaunsymaby He BHBYATacs B KIIHIGHHX JOCIIDKEHHSIX y MallieHTiB 3
TIOPYIIEHHSIM (YHKUIT HUPOK, OCKLIbKHM HUPKH HE € OCHOBHUM OpraHoM MeTaboIli3My Ta BUBEJCHHS
OeBanuzymaby.

Hopywenns dyuxuii nevinxu

®apmakokineTHka OeBaunsymaby He BHBYAZaci B KIIHIGHHX JOCTI[UKEHHSAX Yy MAalli€HTiB 3
TOPYIICHHSM (QYHKII IEYiHKH, OCKiNBKH IeYiHKA He € OCHOBHUM opraHomM MetaboiisMy Ta
BUBCJICHHA GeBaru3ymaty.

Limu

dapmakoKiHeTHKY GeBalu3yMaby OmiHIOBAIM y 152 pireit, mimniTkiB Ta [opocmux Monomgoro BiKYy
(Bizr 7 micauiB no 21 poky, Big 5,9 no 125kr) B 4 kiiniunux JOCIIDKEHHSX 3a IONOMOTOIO
NOMyYJANIAHOT  papMaKOKiHETHYHOT MoJelti. PesynbTatn  apMakokiHETHUHHX — HOCTiIKEHD
TOKa3aJiM, WO KIipeHc Ta 00°eM po3nofimy GeBauusymMaly € MOPIBHAHHUMH y MefiaTpUIHUX Ta
MOJIOZIUX NOPOC/HX NMAli€eHTIB Mics HopMalisauii 3a Macoio Tila i3 TeHIeHIiero J0 3MEHIIEeHHS
CKCIO3HIIi 31 3MEHINEHHAM MacH Tina. J{aHi cBigJaTh PO BIICYTHICTH BIUIMBY BiKy Mal{i€eHTa Ha
(hapmakokiHeTHKy GeBalmsymMaby 3 ypaxyBaHHSIM MacH Tia.

DapMakoKiHeTHKY GeBanusymady Oyno no6pe BuBYEHO 3a momomoro ®K Momeri nexiaTpuIHOT
oy ALl s 70 manienTis y gocnimkenni BO20924 (Bin 1,4 10 17,6 poky; Big 11,6 no 77,5 KT) Ta
59 nauienTiB y KiiHidHOMY mocmimkenni BO25041 (Bim 1 mo 17 pokis; Bix 11,2 no 82,3 Kr). ¥V
KIHIYHOMY pocmiukenni B020924  ekcriosuiis OeBamusymaly Oyina 34e6iBIIOr0 HHKYOK
TOPIBHAHO 3 TaKOK y TUIOBOrO JOPOCIOrO MAllieHTa Iiciis 3aCTOCYBaHHA Takoi X J03H. Y
KIIHI9HOMY Jociimkenni BO20924 ekcrmosmis beBanusymaby Gyma aHATOri9HOI EKCTIO3HIT
THIIOBOTO ZI0POCTIOrO Malli€HTa ICHIs 3aCTOCYyBaHHA Takoi X 103M. B 06ox JOCITIJUKEHHIX
CIocTepiranacs TeHAEHIIs 10 3HUKEHHS eKCIO3ULT 31 3MEHINEHHAM MACH TiNa.

Kuiniuni xapakrepucrnkn

Hokazanus

JlikyBaHHS MeTacTaTHIHOrO KOJIOPEKTATLHOrO  paKy y MAOPOCHUX TIali€eHTIB y KoMmOGinaiii 3
XiIMIOTepaIi€ero Ha OCHOBI MOXiIHUX ropripumimuny.
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JlikyBaHHS METAaCTAaTHYHOrO paKy MOJIOUHOT 321031 Y JOPOCIHX MAalli€HTiB:
® Tepura JIiHig TiKyBaHHs y KOMOiHANIT 3 MaKTiTakcenom;
® Tiepiia JIiHIA JiKyBaHHA Y KOoMOiHAILIT 3 KanenuTaGiHoM (Kommu NiKyBaHHS 3a IHIIUMH CXeMaMu
XIMioTeparii, BKIIOYatoud TakcaHu a6o aHTPALMKITIHNA, BBAKAETHCS HeponiteHuM). IamieHTam,
SKi OTPUMYBAII CXEMH JIIKYBaHHS HAa OCHOBI TaKCAHIB i AHTPALMKIIIHIB B PEKUMI a1 FOBAaHTHOT
Teparii TPOTArOM OCTaHHIX 12 Micamis, He ciix npusHavatd 3ipabeB y KoMmOiHamii 3
KarnenuTabinoMm.
JlikyBaHHA y NOpPOCIMX TALi€HTIB HEpe3eKTabeTbHOro PO3IIOBCIO/PKEHOI0, METACTATHYHOIO YU
PEIHAMBYIOUOr0 HEAPiOHOKIIITHHHOTO paKy JereHb, 3a BHHATKOM MEPEBAKHO IUTOCKOKIIITUHHOT
LICTONULTYHOT KapIuHu:
* TMepua JliHis NiKyBaHHA y KOMGIHaLil 3 XiMioTepamielo Ha OCHORI MOXIHIX IL1aTHIIM.
JlikyBaHHS Yy JOpOCTHX mMAIli€HTIB Hepe3eKTabebHOIO PO3MOBCIOPKEHOTO METACTATHYHOTO YW
PCIHAMBYIOHOTO HEITOCKOKIITHHHOTO HEPIGHOKIITHHHOrO PaKy JereHb 3 EGFR-aktHBYyI0unMH
myTtanismMu (EGFR — peuenrop enifgepmansHoro ¢akTopa pocry):
® IIeplla JiHisd JiKyBaHH:A y KOMOiHaii 3 epIOTHHIGOM.
JIikyBaHHS PO3MOBCIOKEHOTO Ta/abo MeTacTaTHYHOTO HHUPKOBO-KJIITHHHOTO pPaKy y JOPOCIHX
NalieHTIB:
® IepIia JMiHid NiKyBaHHs y KOMGiHawii 3 inTepheporom anba-2a.
JlikyBanus posnoecromkenoro (craxii Il B, II1 C i IV 3a Kiracudikaniero Mixxaponsoi denepanii
aKymepctea Ta rinekonorii (FIGO)) eniTemiambHOro paky S€4HUKIB, damtonieBoi Tpy6m i
NEPBUHHOIO PaKy OYEPEBUHHU Y JOPOCIMX HALiEHTIB:
® TIeplla JIiHis NIKYBaHHA y KOMOIHALIT 3 KapOGOMIATHHOM i AKITITaKCEIOM.
JIikyBaHHS IIEpIIOro PElUIMBY eMiTealbHOro PaKy S€4HHKIB, paiionieBoi TpyOH i MEpPBHHHOrO
PaKy 0YepeBUHH, 1yTIMBOTrO JIO NiKyBaHHS IpeNapaTaMy IJIaTHHK Yy KoMGiHaiT 3 KapOoIIaTHHOM
Ta reMuuTabinoM abo y KoMGiHawii 3 KapGOITATHHOM Ta MaKTiTAKCeIOM Y IOpOCINX MAIli€HTIB, AKi
HE OTPUMYBAIIM IIONEPENHIO Tepamilo OeBanu3ymMaboM abo iHIIMMU inri6itopamu VEGF a6o
3acobamu, s AKUX HarpaeieHa Ha penentop VEGF.
JlixyBaHHS PELMANBYIOUOTO EMiTeNiaTbHOro paKy s€qHUKIB, pamonieBoi TpyOH i IEPBUHHOTO paKy
OYEPEBHHHA, PE3UCTEHTHOTO JI0 JIKYBaHHA IpenapaTaMyi IUIATHHH Y KOMGIHAMiT 3 HaKJIiTaKCeNoM,
TOMOTEKaHOM ab0 MErilbOBaHUM JiMOCOMAIbHUM JOKCOPYOIUMHOM y MOPOCIMX MAlli€HTIB, SKi
OTpUMAJi He OUTbIUe JBOX TONEPEHIX PeKUMIB XiMioTepamii i ki He OTPHUMYBAJIU TOMEPEIHEOT
Tepanii 6eBaru3ymabom abo iHIMMH inri6iropamu VEGF uu npenapatamu, fis sxux HaripaBJieHa
Ha peuentop VEGF.
JlikyBaHHS IEpPCHCTYI0MOr0, pEUANBYIOYOro a60 METACTATHIHOTO paKy IIHIAKK MaTKU Y KOMOiHaIii
3 MaKJIITAKCEJIOM i IMCIUIATUHOM a6o, ATETEPHATUBHO, MaKIITAKCEIOM 1 TOMMOTEKAHOM Y Jopociux
TALi€HTIB, AKi He MOXYTh OTPUMYBATH TEpariro NnperapaTaMy IJIATHHH.

Ilpomunokaszanns

ITigBumena wyTmuBicTs 10O beauzymaby a6o 10 6ymb-GKOro iHIIOrO KOMIIOHEHTA npenapary.
IligBuiena Yy TIMBICTE 10 MpenapatiB Ha OCHOBI KIITHH S€YHUKIB KHTAHCHKOIO XoM’sgka abo mo
IHIIMX PeKOMOGIHAHTHUX JTFOACHKHUX YU ryMaHi30BaHUX aHTHTII.

Barithicts (quB. po3ain «3actocypanus Yy mepiox BaritHocTi abo romyBaHHs TPYIJIIO» ).

Bsaemodia 3 inwumu nikapcokumu 3acobamu ma inwi eudu e3acmodiii

Bruive aHTHHEONIACTHYHMX IIpenapaTiB Ha hapMaKoOKiHeTHKY Oearsymady

3a pesynpTaTaMd TMOMYIALiHHOTO (hapMakokiHeTHYHOrO aHamizy He CIOCTEpIraiocs KIiHIYHO
3HAYYIOT B3a€MOJIi IIPH OJIHOYACHOMY 3acTOCYBaHHi XiMioTepartii Ta BILTUBY Ha (hapMaKOKiHETHKY
OeBanmsymaby. He croctepiramocst cratuctuuno aGo KiiHidHO 3HAYYIIOl PI3HUII Yy KiipeHci
OeBanusymaby y MamieHTiB, SKi OTpUMYyBaIHN npenapar 3ipaGeB SK MOHOTEpAIio, Y TOPiBHAHHI 3
nalienTamu, AKi oTpuMyBamu 3ipaber y KomMGiHamii 3 inTepdepoHoM anba-2a, eproTuHiIGOM abo
IHIMMMH XiMiomnpenapatamu (ipHHOTEKaH, 5-(hTopypartui, 1eiikoBOpHH; 5-bTopypanun/neiikoBopuH;
KapOoIuIaTHH/MakJIi Takce; KarmeuTasin; JIOKCOPYOilMH ab0 HHCIUTATHH/TeMIUTabiH).

Brums 6cpanusymaby Ha (GapMakoKiHETHKY IHIIMX aHTHHEOMTACTHYHUX npenaparin
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He cnoctepiranocst kiiniuno 3nagymoro BILIMBY OeBanusymady Ha GpapMakoKiHETHKY OXHOYACHO
3aCTOCOBYBaHMX iHTephepony ambha-2a, epnoTHHiOy (i Oro akKTHBHOTO meradoutity OSI-420) a6o
XIMIOTEpANeBTHYHOrO  Mpenapary ipuHoTeKany (i #Oro aKkTHBHOrO Metabonity SN38),
KarenuTabiny, OKCATiIUIaTHHy (BH3HAYCHHS NPOBOJIUIOCA 32 BUILHMM Ta 3arajlbHUM DiBHEM
MIATHHK) | uucIiaTHHY. HeMOXIMBO 3poGUTH BHCHOBKM MO0 BIUIMBY OeBanu3zymaly Ha
(apmaxokiHeTHKY reMuuTabiny.

KombGinanis GeBaruzymaby Ta cyHiTHHIOY Manary

Y IBOX KIiHIYHMX JOCHI[UKEHHSIX MeTacTaTHYHOI HUPKOBO-KJIITHHHOT ~KapUMHOMM TIPO
MIKPOAHTiONaTHYHY TeMOJIITHYHY aHEMIK0 TTOBiOMIIIOCS y 7 13 19 nauienris, ski oTpuMyBamm
JiKypamt Geparsymacom (10 Mr/xr KoxHi 2 TIKHI) B KOMOiHaNii 3 cyHiTHHIOY ManaToM (50 Mr Ha
JIEHB).

MikpoaHrionaTuyHa TreMOoNiTUYHA aHeMis — TeMOTiTHYHE NOPYIIEHHS, IO MPOSBIIAETLCS
(hparmeHTalliero epUTPOLMTIB, aHEMIEIO i TPOMGOIUTONEHIEI0. Kpim Toro, y meskux 3 nux narienris
crocTepirasnacs rineprensis (y ToMy 4ucii TIEPTEH3MBHI KPHU3H), [iIBUINEHHS PiBHS KpeaTuHiHy i
HEBPOJIOTIYHI cUMNTOMH. VCi Ui cuMnToMH Gyiu OGOPOTHUMH TiCIIS IPUIMHEHHSA JTiKYBaHHS
GeBauusymaboM Ta CyHiTUHIGY ManaToM (IuE. po3ain «Oco6IuBOCTi 3aCTOCYBaHHA» ).

KomGinanis 3 Tepamieio Ha OCHOBi IIaTHHHM 260 TakcaHiB (JuB. po3nimi «Oco6IMBOCTI
3acToCYBaHHA» Ta «I106iuHi peakitii)

30LTBIIEHHS 9aCTOTH TSKKO HeHTpomeHil, eOprTbHOT HeifTponenii Ta iHdeKIii 3 THKKOIO
HEUTporeHiero un Ge3 Hel (y TOMY WHMCTi NeTaubHi BUIAJKH) B OCHOBHOMY CIIOCTepiranocs y
NAli€HTiB, fKi OTPUMYBANM Tepamilo HAa OCHOBi IUIATHHH a6o TaKCaHiB IpU JKyBaHHi
HE/IPIGHOKIIITHHHOTO PaKy JIEreHb i METACTATHYHOTO paxKy MOJIOYHOT 3aJI03H.

IIpomeHeBa Teparis

besnexa Ta edexTHBHiCTE 0HOYACHOTO 3aCTOCYBaHH:A IPOMEHEBOI Tepallii i mpenapaty 3ipabes He
BCTAHOBJICHI.

Monoxsonaneni antuTina mo peuentopis EGFR v komGinanii 3 XiMioTepanier, 0 cKIamy sSKoi
BXOJIUTH OeBanuzymat

JlociiukeHHs B3aeMoiil He TpoBoMIIHCsS. MOHOKITOHANBH] aHTHTLIA no penenropie EGFR He ciig
TIpU3HAYaTH JUTA JIKYBAHHS METACTATHYHOTO KOJIOPEKTATBHOTO PaKy y KOMOIHAIIIT 3 XiMioTepartieto,
A0 CKIIafy sKoi BXOANTH Gesauusymat. Pesynsratu panoMizoBanmx nocimkens 11 ¢azu PACCE i
CAIRO-2 cBigyarh, M0 y MaIli€HTIB i3 MeTaCTATHIHUM KOJIOPEKTAILHUM pPaKOM 3acTOCYBaHHS
MOHOKIIOHANIbHUX aHTHTIT [0 penentopiB EGFR manitymyma6y i HeTykcumaly BiIMOBigHO Y
KomOiHanii 3 6GeBamm3ymabom i XiMioTepamiclo acoIiOETBCH 31 3HVIKEHHSM BIDKUBaHHA 0e3
TPOrpECyBaHHS Ta/abo 3araTbHOr0 BHKMBAHHSA, a TAKOXK 31 361IBIIEHHIM TOKCHYHOCTI Y HOpiBHAHHI
3 TaKMMH [IPH 3aCTOCYBaHHI GeBauu3ymaby IITFOC XiMioTeparis okpemo.

Ocoonusocmi 3acmocyeanna

IIpocTexyBanus

3au1s NOKpaNIeHH s IPOCTEKYBAHHSA MEJUYHUX 6i0TOTI9HUX TNpenaparis TOpropebHa Ha3Ba i HoMep
cepii BBENEHOTo JKapChKOro 3acoby MOBHHHI Oyt wiTKO 3agOKyMeHTOBaHiI (abo 3a3HadeHi) B
MEIUYHIN TOKYMEHTallii MalieHTa.

Hepopanii muryrkoBo-kuikosoro tpakty (LLIKT) Ta Hopwi (us. posnin «IToGiuHi peakiriin)

Y mauientis, ki OTPUMYIOTh TiKyBaHHS npenaparoM 3ipales, iCHye MiBMIEHUIT PU3HK PO3BUTKY
nepdopaii UTyHKOBO-KUIIKOBOIO TPAKTY i KOBIHOIO Mixypa. BHyTpimHb04epeBHuMil 3anaisHuii
nponec Moxe OyTu ¢axkropom pusuky meppoparii KT y TMAallieHTiB 3 MeTacTaTHYHUM
KONOPEKTAILHUM PAaKOM, TOMY HEOOXiZHO IIPOSBIIATH 0GEPEeXKHICTL MPH JiKyBaHHI TAKUX MAI[iCHTIB.
Homnepeane onpomixeHHs € dakTopoMm pusuky mepdopauii KT y manientis, axi oTpuMyroTs
NiKyBaHHA NperapatoM 3ipaGes 3 HIPUBOJTY TIEPCUCTYIOYOI0, PELUIUBYIOUOr0 abo METaCTATHIHOrO
PaKy MMAKA MaTKu; BCi matieHTy 3 nepdopaniero IIKT manu ONPOMIHEHHA B aHamHe3i. JIikyBaHHs
CIIJ MOBHICTIO NPUIMHUTH TAIEHTaM, y AKX PO3BHHYTAcA Tepdopalist MIIYHKOBO-KHITKOBOIO
TPaKTYy.

lacTpoiHTecTHHANBHO-BariHATBHI HOpHILI B nocTimkenni GOG-0240

[Mauientn, ski orpumyrots mikyBaHHS npenaparom 3ipaGer 3 HPUBOAY IMEPCHCTYIOMOTrO,
PEIHHBYIOYOro abo METacTaTHYHOTO PaKy MIMAKM MaTKW, MAlOTh IMiBHINCHMI PH3UK PO3BHUTKY
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HOpHUIIb MK HIXBOK 1 Oyab-skuM Bimmimom IIKT (racTpoiHTeCTHHAILHO-BaTiHATbHI HOPHITI).
Honepenne onpomiHeHHs € OCHOBHUM (hakTOpOM PU3UKY PO3BUTKY TacTPOIHTECTHHAIBHO-
BarlHaIbHAX HOPHIG; BCi NALi€HTH 3 TacTpOiHTECTHHANLHO-BAriHATLHAMH HOPULAMM  Mau
ONMPOMIHEHHA B aHaMHe3i. Pelumue paky B AiTsHi, e NIPOBOJUIIOCS MOIEPETHE OMPOMIHEHHS, €
AOATKOBHM BaXJTMBHUM (haKTOPOM PU3HKY PO3BHTKY TacTPOiHTECTHHAILHO-BATIHATHHIX HOPUIb.
Hopuui, e moB’43aHi 31 mUIyHKOBO-KHIIKOBUM TPAaKTOM (IuB. po3ia «[1o6iumi pEeaxiIriin)

YV nauienTiB, AKi OTpUMYIOTH IiKyBaHHS npenapatoM 3ipaGeB, iCHye MNiIBUUIEHUI pH3HUK
BUHHKHEHHA Hopunp. JlikyBaHHa mpemaparoM 3ipa6eB cmin BigMiEWTH manieHtam 3
Tpaxeoe3obarealbHOK HOPHIEIO a60 HOPHIIEK 6yb-IKOT JIoKaTisanii 4 crynensd. [adopmanis momo
TTPOTIOBKEHHA 3aCTOCYBAHHA Npenaparty 3ipaber marlieHTaM 2 iHITAMU HOPUTIIMI nHMeKeHa.

Ipu mosBi BHYTPIMHEOT HOPHUII, KA He TIPOHMUKAE B UUTYHKOBO-KHUIIKOBUH TPaKT, CIILA PO3IIISAHYTH
TIUTaHHS NPO BiAMiHY Ipenapaty 3ipa6es.

YckiaHeHHs mpolecy 3aroeHns pad (uB. poszin «[lo6iuni peakiiiy)

3ipabeB MOXXEe HEraTUBHO BIUIMBATH HA 3arO€HHA pan. [loBigoMismocs mpo cepifosni ycKIagHeHHs
TIPOIECY 3arO€HHA paH, BKIIOYAOYM CBMII aHACTOMO3Y, 3 JIETAILHUMH HaCTiIKaMu. JlikyBanus
OeBarsymabom He clifi po3MOYMHATH MeHINe HiX dYepes 28 MHIB MICHT BETHKOro XipypriuHoro
BTPYHaHHA a00 10 NOBHOTO 3aroeHHs Xipypriuxoi pamu. Ilpu BUHMKHEHHi mmin wac JIKyBaHHS
YCKJIaJHEHb, TI0B’ A3aHMX i3 3arOEHHAM PaHH, JiKyBaHHS IPENapaToM 3ipabeB HEOOXiTHO TUMYACOBO
BIIMIHUTH JI0 TOBHOTO 3aroeHHs paHd. JIiKYBaHHA HeOOXimHO TIPUIMHATH Y pa3i MpOBENEHHS
TUTAaHOBOT'O XipypridyHOro BTPyYaHHS.

Pigxo moBimoMnsiocs mpo BUHHKHEHHs HEKPOTH3YI04Ooro (acuuity, y TOMY YHCTi 3 JeTalbHUM
HACII/IKOM, y MallieHTiB, 5SKi OTPUMYBANH JiKyBaHHS npenaparom 3ipabes. Lleit cran 3BHuaiiHO €
BTOPMHHHMM JI0 yCKIaJHEHHA 3arO€HHs paH, ULTyHKOBO-KHMIIKOBOI mepdoparii aGo YTBOpPEHHS
Hopuni. Takum guHOM, 3ipabes ciig BigMiHHTH mamieHTaM, Y AKUX PO3BUHYBCS HEKPOTU3YIOYHMil
(bacumiT, Ta HEBiAKIaMHO NPU3HAYNTH IM BixMOBiHE JIKyBaHHS.

Aprepianbna rineprensis (mus. poszin «IIo6iuni peakiii)

Y nmauienTiB, SIKi OTPUMYBAITH JiKyBaHHS TIPEapaToM 3ipabeB, criocTepiranacs migBHINEHa YacTOTa
BUHHKHEHHS apTepianbHol rineprensii. Kiiniuni qaHi momo 6e3mneku qaroTh 3MOT'y IPUITYCTUTH, [0
4acToTa BUMAJKIB apTepialbHOI TiMepTeH3il 3aleXuTh Bil H03H Oepanmsymaby. 3ipaGeB MoxkHa
TIpU3HAYaTH JIMIIE XBOPHUM 3 TONEPeHHO KOMIIEHCOBAHOKO apTepiaibHO TimepreHsicro. Hemae
AaHHX INONO BIUIMBY Npenapary 3ipabeB y NalieHTiB 3 HEKOHTPONLOBAHOKO riepTeH3ier0 Ha Yac
II0YaTKy JiKyBaHHS.

Ilix 4ac Tepanii mpemaparom 3ipaGeB peKOMeHIYETHCS NPOBOJIMTH MOHITOPHHT apTepialbHOro
THUCKY.

V' Ginbmocti BumajkiB HopMamizamis apTepiaasHOro THCKY JOCSTA€TBCA IIPH 3aCTOCYBaHHI
CTaH/@pTHOTO aHTUTIEPTCH3UBHOTO JIIKyBaHHS 3aI€XHO Bill KOHKPETHOI KIiHiYHOT cutyanii. He
PCKOMCHAIYETHCSA NMPU3HAYATH [AlypPeTHKM MHallieHTaM, AKi OTpPHUMYIOThH XiMioTepario Ha OCHOBi
LMCIUIATHHY. 3ipabeB CIiAl BiMiHUTH, SKINO apTepialbHa rinepTensis, BHPaXEHA 3 METUYHOT TOYKH
30pY, BIANOBITHAM YMHOM HE KOHTPOJIOETHCS 38 IONIOMOI OO aHTUTIIEPTEH3UBHOI Tepartii a6o y pasi
PO3BUTKY TilIEPTOHIYHOTO KPHU3Y UM rilepTEeH3UBHOT eHuedanonarii.

AHEBPU3MH Ta po3civueHHs apTepii

3acrocysanns iHriditopie VEGF y manienTis 3 rineprensiero aGo 6e3 Hel MOXKe CIPUITH YTBOPEHHIO
aHEBPU3MIB Ta/abo po3cideHHs aprepiii. [lepur Hix posmodaru TKyBaHHA Ipernapartom 3ipabes, meit
PU3HK CIIJ PETENBHO PO3TIAHYTH y MAI€HTIB 3 TAKUMU dakTopamu pu3uKy, K apTepiaabHa
rinepTen3is abo aHeBPU3M B aHAMHE3I.

CHMHIPOM 3BOPOTHOT 3aHE0i eHuedanonatii (C33E) (mumB. po3ain «[To6iuHi peaxuiin)

Y nauienTis, axi oTpuMmyBanu 3ipabes, pigko CHoCTepiraiy CUMITOMH, IO CBi4aTh TIPO CHH/IpOM
3BOPOTHOT 3a/1HBOI eHuedaonatii. C33E € HeBpOIOriuHOIO MaToNOTier0, 1Ka piZKo 3ycTpivaeThed i
pOABJIAETLCA, 30KpEMaA, TAKUMH CUMIITOMaMU: CYJOMH, TOJOBHHMIH Gilb, HOPYIIEHHS TICHXIYHOIO
CTaHy, HOPYIIEHHS 30py, KIPKOBa CIIiNOTa 3 aCONIOBAHOIO apTepialbHOI0 rineprexsieto abo 6e3 Hel.
Higreepmutu piarnos C33E MoxHa 3a JOMOMOrOI0 METOMIR Bi3yastizalii roJIOBHOrO MO3KY, Mpu
[EOMY IHe€peBara HaJlacThCs MAarHiTHO-pe30HaHCHI Tomorpadii (MPT).
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IIpu poseutky C33E crin mpoBomuTH NIKYBaHHA CrIeUH(IYHAX CUMIITOMIB, BKIIOYAIOYH KOHTPOJIb
apTepiallbHOI TiNepTeHsil, Ta IPUIHHUTH TeParTio npenapatom 3ipaGes. Beaneka moBTOpHOTO Kypey
Tepartii npenaparoM 3ipaGeB 1Uid TAKHX MALiEHTIB He BCTAHOBJIEHA.

UpoTeinypis (auB. posain «IToGidui peakiiin)

Pusuk po3euTKy mpoTeiHypii migBumeHHiT y MALI€HTIB 3 apTepialbHOO TMEepTEeH3iel0 B aHAMHe3].
HastBui pami ceimyarte, 1o upoteinypis ycix CTYINEHIB (3aralbHi KpuTepii HeGakaHUX SBUII
Hauionansnoro incruryty paxy CIIIA, Bepeis 3.0 [NCI-CTCAE v.3]) moxe 6yTH moB’s3ana 3
J103010 Mpenapaty. Jlo mouatky i 1ix wac Tepanii npenaparom 3ipalber pekOMeH Ty e ThCS MOHITOPHHT
mono nporeinypii. IIpoteilHypito 4 cTymens (HeppoTuuHMt CHHIPOM) crocTepiraiu y Maibxe
1,4 % nauicnTis, Axi oTpuMyBami mikyBaHHS mpenapatoM 3ipabes. IIpu pussuiky HedporUdHOro
cuHApoMy 3ipabeB HEOOXiAHO BiAMIHHTH.,

Aprepiansna TpoMGoeMbois (uB. po3in «ITo6iumi peaxitiin)

VY KIHIYHIX JOCHIIKEHHAX YacToTa PO3BUTKY apTepianbHOI TpoMGoeM60ITiil, BKIFOYaroun IHCYIIBT,
TPaH3UTOPHY IIIEMi4Hy aTaKy Ta iH(apkT Miokapia, Gyna BUIIOK y TalieHTiB, SKi oTpuMyBamM
3ipabeB y komGiHanii 3 ximiotepariero, Hix y MAIi€HTIB, SKi OTPUMYBAIIM JIMIIE XiMiOTeparIifo.
AptepianbHa TpomGoemGonis B aHamHe3i, miaGeT a6o Bik IOHAJ 65 pPOKiB acoliloIThCA 3
HiJBUIIEHUM PU3MKOM BUHHUKHEHHS apTepiaibHOi TpoMGoemGouii mix wac JikyBaHHS rpenapaTrom
3ipaGer mmoc ximioteparis. [Tpu TiKyBaHHI TaKuX TalieHTiB HEOOXiTHO BUSABIISITH 06EPEXHICTB.
IIpu po3BUTKY apTepianbHOi TpoMGoeMGoTil 3ipabeB HEOOXiqHO BiAMIHUTH.

BenosHa tpom6oem6onis (muB. poszin «[loGiumi peakitiiy)

Iix wac mikyBawHs mnpenapatoM 3ipaGes CIOCTEPIracThCs IMiIABHIIEHWH PU3UK BEHO3HOT
TPOoMGOoeMOOITiT, y TOMY 9HCHIi JiereHeBoi eMGOIi.

ITavienTn, sKi OTPUMYIOTH NiKyBaHHS npenaparoM 3ipabeB y koMmGiHamii 3 makiiTakceaoM i
HUCIUIATHHOM 3 MPUBOAY MEPCHUCTYIOYOTO, PEHAUBYIOYOr0 abo METaCTATHYHOIO paKy IUHKu
MATKH, MOXYTb MaTH ITi ABUIICHHUH PH3MK PO3BUTKY BEHO3HHX TPOMGOEMBOTITHIX SIBHII.
JlikyBanns mpenapatom 3ipaGeB Heo6XiaHO NPUITMHUTH TP BMHMKHEHHI TpomGoemGomii, o
3arpoXye XUTTIO (4 CTyIEHs), Y TOMY YHCTi JereHeBoi TpoMboemGonii (NCI-CTCAE v.3). V pasi
TpoMOoeMOoIiT cTymeHs < 3 citiff IpOROUTH peTenbHAI MOHITOPUHT cTaHy manienta (NCI-CTCAE
v.3).

Kpopoteui

V mauienris, axi oTpumyroTs 3ipabes, iCHY€E MifABUIIEHUI PUSHK BUHHKHEHHS KpOBOTEY, 0COOJIUBO
TIOB’ S[3aHUX 3 MyXJIMHOKO. [IpyH BHHUKHEHH] KpoBoteui 3 abo 4 crymnens (NCI-CTCAE v.3) 3ipabes
CITiJ{ BIAMIHMTH (IuB. po3in «[To6iuni peakiiiy).

IlauienTiB i3 O3HAKAMM Ta CUMIITOMAMH HENIKOBAHHX METACTa3 B UCHTpaNbHIM HEpPBOBiil cucTeMi
(IHC) me BKmoWamu y KiIiHIYHI JOCTiIKEHHS npenapaty 3ipabeB Ha OCHOBi pe3ymibTaTie
AOCIiKeHb Bisyanisanii. ToMy pusuk KpoBoTeui B [HC y Takux mnauwieHTiB He BUBYABCA
IIPOCIEKTUBHO B PaH/IOMi30BaHUX KIHIYHUX JOCIIDKEHHSX. Pexomennyerscss  MoHiTOpuHT
MAi€HTIB MO0 BUHUKHEHHS CHMITTOMIB kpoBoredi y ITHC. TIpu mossi BHYTPILIHbOYEPETHOT
KpOBOTEUI JIiKyBaHHS MpernapatoM 3ipabes ciif HNPUITUHUTH.

Hemae inpopmanii moxo mpodimo Gesmexu 3aCTOCYBaHHs mpenapary 3ipaGeB marieHTaM 3
BPOJUKEHUM reMOpariYHuM JiaTe3oM, HabyTOrO KOaryomnaTieio Ta TNali€HTaM, IKi OTPUMYIOTh OBHY
7103y aHTHKOAryJIsHTIB 3 IPUBOAY TpoMboeMbomii 1o TI0YaTKy JIKyBaHHs HperapatoM 3ipaGes,
OCKIJIbKM TakKi NalieHTH GyaM BHKIIOYEHI 3 KIIHITHEX nociijpkenb. TakuMm 9uMHOM, CIif
AOTPUMYBATHCST 0OEPEeXKHOCTI ¥ pasi Mpu3HAYCHHS npenapary 3ipabeB Takum mamientam. OqHak
Y HALli€HTIB 3 BEHOZHUM TPOoMGO30M, SKi oTpumyBanu 3ipaGeB Ta Bap(hapHH OJHOYACHO y MOBHiil
1031 y 3B’M3Ky 3 BUHMKHEHHSM BEHO3HOTO TPOMOO3y, HE CHOCTepiramocs MiIBHINEHHS TaCTOTH
PO3BUTKY KPOBOTEY CTYNEHS TSXKKOCTI 3 Ta BHIIE.

Jlerenera xpoBoTeya / KpoBOXapKaHHS

Iauientu 3 HePiGHOKTITUHHEM PAKOM JereHb, AKi OTpUMYBasIH 3ipabeB, MArOTh i ABUILEHHIT PU3HK
CEpHO3HHX, a B IEAKHX BUINAAKAX NETATHHUX JIETEHEBHX KpOBOTeU/KpoBoxapKkans. [larieHtam, sxi
MaJI HEIOAaBHO KPOBOTEYI/KpoBOXapKaHHs (6ibIne 2,5 Mt KpOBI), He clIijt Mpu3Hayath 3ipabes.
3acriiiHa ceplieBa HeI0CTaTHICTh (AUB. po3in «I1o6iuHi peaKIiin)

V KIHIYHAX TOCHiHKEeHHSX MOBIJOMIISITOCS po peakuil, IO BiJMOBIAAIOTH BU3HAYEHHIO 3acTiliHa
CepIeBa HENOCTATHICTh. CMOCTEpiraluch K GEe3CUMITOMHE 3HIKEHHS dpakuii Bukumy miBoro
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LITyHOYKa, TaK i 3acTiliHa cepleBa HEXOCTATHICTh, MO MOTpeGyBaa Tepanii abo rocmiranizarmii.
Heob6xiano 3 06epekHicTio npusHavaty 3ipabeB manieHTam 3 KJIiHIYHO 3HAYHUM CepLIEBO-CY THHHUM
3aXBOPIOBAHHAM, TaKMM 4K IimleMiyHa XBopoOa cepud aGo 3acTiiiHa cepliesa HEZOCTaTHICTb, B
aHaMHe3l.

Y GinburocTi BUIMAzKIE 3acTiliHa cepleBa HeOCTATHICTD BHHUKANA y TALI€HTIB 3 MeTaCTaTUYHUM
PaKOM MOJIOHHOI 3aJI03H, SKi MOMEPEHEO OTPUMYBATH JTIKYBAHHS aHTPAUHUKIIHAMH, IPOMEHEBY
Teparlio Ha JIiBY CTOPOHY I'PYAHOT KITITKH, a TAKOX 3 iHIITHMHU (axTopamu puzHKy po3BHTKY 3acTilfHOT
CepIIEBOI HEOCTAaTHOCTI.

Y nocniwkenni AVF3694¢ y nauienris, siki oTpuMyBatu aHTPAUMKIIIHY, i y Tal[ieHTIB, AKi paHime
HC OTpUMYBAM AHTPALMKIIIHY, HE CIIOCTEPIranocs MiABMILEHHN Y4CIUIH BUHUKHEHHY 3acTilHOl
CEpUEBOI HENOCTATHOCTI YCIiX CTYMEHiR TAKKOCTI B rpymi MKYRAHHS 32 CXEMOIK AHTPALMKIIH +
6eanusymab y MopiBHAHHI 3 MOHOTepari€to aHTPalMKIIIHaMH. 3acTiifHa cepleBa HEJOCTATHICTD
3 cryneHns a6o BHIIE Jemo yacTiue criocrepiranacs y HauieHTiB, 1Ki OTpUMyBaIH GeBarzymab y
KoMOlIHaNii 3 XiMioTepariero, y IIOpiBHSHHI 3 TaKoo y MAalli€HTIiB, SKi OTPUMYBAIM JIHIIE
XimioTepamito. Taki >k pe3ynbTaTH BigsHaYamucs B iHIIHX HOCTI/DKEHHAX METaCTaTHYHOTO PaKy
MOJIOYHOI 3aJI034 y MAlli€HTIiB, SKi HE OTPUMYBAIH CYNYTHE JIiKyBaHHS aHTpauukiinamu (NCI-
CICAEv.3).

Heitrponenis Ta indekuii (qme. pozgin «[lo6iuni peaxrtiin)

Hpu rtepanii npemapatom 3ipaGes y koMmGiHauii 3 NeSKHMH Mi€TOTOKCHYUHHMIE pexuMaMu
XiMioTepanii y nmopiBHSIHHI TwIIe 3 XiMioTepani€lo CrocTepiranocs MigBUIIeHHsS 9aCTOTH PO3BUTKY
TKKOI HeHTporenii, GpebpuipHoi HeliTpomneHii abo iHdeKuii 3 TOKKOI HelTponeriero abo Ges Hei
(BKIIFOYAKOYM BUINIAJIKHU 3 JICTAIBHUM HacligkoM). Bkasani seuma B OCHOBHOMY CIIOCTepirauucs npu
3aCTOCYBaHHi npenapary 3ipa6es y koMGiHauii 3 XiMioTepami€elo Ha OCHOBi TIaTHHH 260 TaKCAHIB
JULL JIKYBaHHS HeIPiGHOKIITHHHOTO pPaKy JIereHb, MeTaCTATHIHOIO paKy MOJIOYHOI 3all03d i y
KOMOIHAIIT 3 MaKIiTaKCceNnoM i TOMOTEKaHOM [T JIIKYBaHHs TIEPCHCTYIOYOTO, PEUINBYIOUOr0 a60
METAaCTaTUYHOrO PaKy MIMHMKHA MAaTKH.

Peakuii rinepayTimsocti (BkimouHo 3 anadimakruaaum mokom)/ indyaiiimi peakIii (MUB. po3in
«ITo6iuHi peakiriin)

IIpu Tepanii npemapatom 3ipaGer CTIOCTEPIraeThesl MMiIBUIECHHH DPH3MK PO3BHUTKY iHy3iitHIX
peaxuii/ peakuii rinepuyTIMBOCTI (BKIIOUHO 3 aHadimaKTHIHIM mwokom). Sk i mpu 3actocyBanHi
OyAb-SKUX TYMaHi30BaHHX MOHOKJIOHATBHMX AHTHTIN, IJ 4ac NiKyBaHHSA HpenapaToM 3ipaGes
PCKOMCHIYETHCS PETENBHUNA MOHITOPHHT CTaHy Mauienta. [Ipy BHHUKHEHH] peakuiif indysito ciin
NPUITAHATA Ta NPU3HAYUTH BIIMOBiJHE JiKyBaHHsS. 3aCTOCYBaHHS CHCTEMHOL npeMeaukanii €
HEOOI'PYHTOBAHUM.

Ocreonekpos menermu (OHII) (muB. po3nin «ITo6iuwi DEeaKItiin)

Bunagku OHII] 3apeectpoBani y mnarmienris 3 paKoM, sIKi OTPUMYBANM JiKyBaHHsS NpenapaToM
3ipaGes. binbumicTs BUMa/KiB BUHKMKATH y MALi€HTiB, SKi TIOMEPeTHBO a60 OIHOYACHO 3 IIPENapaToM
3ipabeB OTPUMYBalU BHYTPIlIHEOBEHHO bichocdonarn, and AKHX BCTAHOBIEHO PH3MK PO3BUTKY
OHII. HeobximHo 6yt o6epexHUME NpyU TPU3HAYCHHI Mpemapary 3ipabeB OXHOYACHO 3
BHYTPIIIHBOBEHHUM  3aCTOCYBAaHHAM  6icochoHariB  abo IPH TOCHIJOBHOMY 3aCTOCYBaHHi
npemnapary 3ipabes ta Gichochonaris.

[HBa3MBHI CTOMATONOrIYHI BTPYYaHHS € BiTOMHM thakTropom pusuky BunukHeHHs OHILL. [To MOYaTKy
JMKYBaHHA Tpenapatom 3ipaGeB MawicHTaM HEOBXiTHO IIPOBECTH CTOMATOJIOTIYHE OOCTEXKEHHS
POTOBOT IOPOXXHUHM Ta Y pa3i HEOGXIAHOCTI POBECTH NpOdIIaKTHIHE CTOMATOJIOTi9HE BTPYYaHHS.
SIKII0 MOXIMBO, CITiZl YHUKATH MPOBEICHHS iHBA3HMBHHX CTOMATOJIONYHIX BTpy4YaHb Yy MaIli€HTIB,
SIKI paHilie oTpUMyBaitu a60 OTPUMYIOTE Oicoconat BHYTPiMIHBOBEHHO.

[aTpapiTpeansHe 3acTocyBaHHs

3ipaGeB He MoKa3aHMil A IHTPaBITPeaTBHOrO 3aCTOCYBAHHSI.

IopymeHnHs 3 60Ky opraHis 30py

[oBigoMusocs mpo iHAMBIyaTbHI BUNAKY i KJIACTEPH CEPHO3HUX MOPYIIEHb 3 60Ky OpraHiB 30py
[IpH HE3apeECTPOBAHOMY IHTPABITPEAlIbHOMY 3aCTOCYBaHHi GeBanu3yMasy, OTPUMAaHOrO 3 (hI1akoHiB,
NPU3HAYCHUX TSI BHYTPINIHBOBEHHOTO BBENEHHS, TMAIIEHTAM 31 370SKiCHUMHU nyxiauHaMu. Li
peakuii BKIrovanu indekuiiinmii enodransmir; BHYTPILIHBOOMHE 3allaJIeHHsI, 30KpeMa CTEPUITBHUI
CHAO(TANBLMIT, YBEIT i 3amaNeHHs CKIHCTOrO TiNa; Bi[IIapYBaHHsA CITKIBKM; PO3PHB MIrMEHTHOIrO
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CIITENIFO CITKIBKM; TMiJBUINEHHS BHYTPIIIHLOOYHOIO THCKY; BHYTPIlIHLOOYHHMIA KPOBOBHIIHB,
30KpeMa KPOBOBUJIUB y CKIJIUCTE TiJIO, KPOBOBUIIMB Yy CITKiBKY; KPOBOBHIIUB y KOH TOHKTHRY. JlesKi 3
MopyWeHsb 3 GOKY OpraHip 30py NPU3BENH IO BTPATH 30pY Pi3HOrO CTYNEHs TSKKOCTI, BKIIFOYAIOUM
MIOCTIMHY CIIOTY.

CucreMHi eeKTH Ticis iHTpaBiTpeaTbHOro 3aCTOCYBaHHS

3HMXKEHHs KOHLEHTpalii WHpKy/roro4oro ¢akropa pocty enpotenito cyuud (VEGF) 6Gyio
NPOJEMOHCTPOBAHO ITiCHs iHTpaBiTpealbHOrO BBeAeHHs iHri6itopis VEGF. Ilicns in’exii
inribitopie. VEGF y ckmmcte Tino moBiIOMISIOcs MPO CHCTEMHI peakiii, y TOMy 9ucii mpo
KPOBOTEYi 11032 OpraHaMH 30Dy i Mpo apTepiainbHi TpoM6oeMOoTii.

HenpoctarHicTh hyHKIUT seqHuKiR / hepTUTRHICTR

beparusymab Moxe nopyuryBatu GepTHIBHICTS Y XKIHOK (IMB. PO3/IiiM «3acTOCyBaHHA y Mepion
BariTHOCTI abo roxyBanHs rpymmo», «Ilobiuni peakuiin). ToMy Tmepem TOYaTKOM JTKyBaHHS
nperniapatoM 3ipaGeB HeOOXiTHO OOGrOBOPHTHM 3 Mal[ieHTKAMH PENpOAYKTHBHOIO BiKy CTparerii
36epexxeHHs PepTHIILHOCTI.

Indopmanis mMoxo TOMOMI>XHUX PeYOBUH

Harpiii

Ue# nikapcekuit 3aci6 MicTuth 3,0 Mr HaTpito Ha (JakoH 3 4 MI KOHIIEHTpATY, IO EKBIBAIEHTHO
0,15 % pexomennoanoi BOO3 makcuManbHOI 1060BOT 031 CHOXUBAHHA 2 T HATPIIO IS JOPOCTIOL
TIOIMHH.

Ieit nikapcekuii 3aci6 MicTHTE 12,1 Mr Hatpifo Ha (akoH 3 16 MJT KOHIIEHTpATY, IO eKBiBaJIEHTHO
0,61 % pexomennosanoi BOO3 MakcuManbHOI 1060BOT 1031 CHOKUBAHHSA 2 T HATPIIO JUIS JOPOCIIOL
TFOIMHH.

Honicopbat 80

et nmikapcekuit 3aci6 MicTuTh 0,8 Mr monicop6ary 80 B koxHOMY ¢akoni 100 Mr/4 M Ta 3,2 MTr B
KOXHOMY (akoHi 400 mr/16 m, mo expiBanenTHO 0,2 Mr/mit. Tomicop6aTé MOXKYTE CIPHHHHSTH
aJIeprivHi peakii.

3acmocyeanna y nepioo eazimnocmi aoo 200yeanus zpyoorw

KiHKH penpoAyKTUBHOTO BiKY

JKiHKaM penpoAyKTMBHOTO BiKy MiJ 4ac JIKyBaHHS Ta NPOTATOM 6 MiCAIIB Micis 3aBeplIeHHS
JIKYBaHHs CJIiJ 3aCTOCOBYBAaTH HalliiiHi METOIM KOHTpaLeLil.

BaritHicTh

Hemae nanux KIiHiYHEX NOCHiIKEHB IIOHO 3acTOCYBaHHSA OeBalu3yMaly BariTHHM KiHKaM.
JIoCIiUKEHHA Ha TBAapHMHAX TPONEMOHCTPYBANTH DENPOAYKTHBHY TOKCHYHICTB, y TOMY YHCII
MOJMUIMBICTE BUHHKHECHHS BPOJ/UKEHHX Bajl. Bimomo, mo IgG MpoHMKaioTs Yepes IUIalleHTapHHit
Gap’ep, i GeBalu3yMad MOXKe NPUrHiYyBaTH aHrioreHe3 IUIofa. ¥ 3B’s3Ky 3 MM € MiZO3pH, IO
OeBauusymab CIpUYMHAE CepHO3HI BaJu pPO3BHTKY IUIOJA INIpH 3acTOCYBAaHHI BATiTHHM.
V micnspeecTpaliiHuit epiof 3acTOCyBaHHS Ipenapary cIocTepiraJycs BUIaAKH aHOMATiH 1UI10/1a
Y JKIHOK, SKi OTpuMyBamu JliKyBaHHA GeBalu3ymMaboM sIK MoHOTepamilo a6o y KoMGiHarii 3
XIMiOTepaNeBTHYHUMH TIpENapaTaMy 3 BiJOMOK eMOpiOTOKCHUHOW Hiero (muB. po3min «[loGiumi
peakuii»). beBatusyma npoTuIoxasanuit 1| yac BaritHoCTi (uB. po3ain «[TpoTUmoKazaHHs»).
loayBanHs rpymmo

Hesinomo, uu npoHuKae (eKCKpeTyeThest) GeBanuzymab B rpyaHe MOTOKO MIOMUHHA. OCKITBEKH IgG
MaTepi eKCKPETYIOThCS 3 IPYJHHM MOJIOKOM, a OeBalu3ymab Moxe MOpYITyBaTH PicT i PO3BUTOK
HEMOBIIATH, JKIHKaM CIIiJI PEKOMENIYBATH NMPHITHIHTH TOXYBaHHS IPYJUTO TPOTITOM Teparii i SK
MIHIMYM TIPOTATOM 6 MiCALIB ITiC/I1 OTPUMAHHS OCTaHHBOT 103K GeBal3yMady.

DepTIIBLHICT

JOCIIIUKEHHA. TOKCMYHOCTI Ha TRapMHAX [I0Ka3aid, WO MPU 3acCTOCYBAaHHI TOBTOPHHX 03
Oeparu3ymab Moxe IIKIIIMBO BIMBATH Ha (epTuibHicTs y camok. Y mocmimxenni I dasn
aJU'FOBAHTHOTO JIIKYBaHHS Mali€HTIB 3 pakoM 0600BOT KUIIKHK y JKIHOK y MpeMeHOay3HII nepiof
crocTepiranocs 30UIbIIEHHS YacTOTH BHHWKHCHHA HOBHMX BHINA/IKiB HEIOCTATHOCTI (yHKIT
S€YHUKIB y Tpymi Gesanusymaly y MOpiBHAHHI 3 KOHTpoBHOW rpymoro. [Ticnd BigMinu TikyBaHHS
OepanuzymaboM (GYHKIS I€YHUKIB BiIHOBUIACT Y GUIBIIOCTI MAIi€HTIB. JloBroTpuBaIuii BIUIUB
MIKyBaHHA OeBaln3yMaboM Ha GepTHIILHICTE HEBIIOMUIL.
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30ammnicme ennueamu Ha WEUOKICMb pedKyii NPU KepyeaHHi a8MOMPAHCROPMOM A6 IHUMU
MexaHizmamu

besanusymab He BrumMBac a60 Mae HE3HAYHWIl BIUIMB Ha 3JaTHICTH KepyBaTH TPAHCIIOPTHUMHU
3acobaMy Ta NpalfoBaTH 3 IHIIMMHU MeXaHizMaMHu. Taki CHMITOMH, SK COHJIMBICTH Ta CHHKOIIE,
CIIOCTEPIrajiics Npy 3acTocyBaHHi OeBanusymaly (auB. posnin «Ilo6iuni peakuiiy). Ko namieHTy
BiYyBaIOTL CHMIITOMH, IO BIJTUBAIOTH Ha IXHiH 3ip, KOHIIEHTPAILIIIO YH 31aTHICTh pearyBarTy, He CIIij
KepyBaTH TPAHCIIOPTHUMM 3acobaMM Ta MpalOBaTH 3 IHIIMMH MEXaHi3MaMH, JOKM CUMITOMH HE
MUHYTb.

Cnoci6 3acmocy8anus ma 0o3u
JlikyBanHs mpenapatoM 3ipabeB MOXKHA IPOBOAMTH TLTBKH T/ CIIOCTEPEKEHHAM JIiKAps, IKHH Mae
JIOCB1JI 3aCTOCYBAaHHS MPOTUIYXJIMHHOI Teparii.

O3YBaHHA
Memacmamuynuu konopexmanvruii pax (MKPP)
PexomennoBana nosa mpemnapary 3ipabeB craHoBUTBH 5 Mr/kr a6o 10 mr/kr macu Tina 1 pas Ha
2 TioxHi yM 7,5 Mr/kr abo 15 Mr/kr Macu Tina 1 pa3 Ha 3 THOKHI y BUTII BHY TPIilIHEOBEHHOT iHPY3il.
JlikyBaHHA PEKOMEHIYEThCA TPOAOBKYBATH O NPOrPECYBaHHS OCHOBHOTO 3aXBOPIOBAHHS abo
PO3BUTKY HENPUHHATHOL TOKCHIHOCTI.
Memacmamuynuiil pax monoynoi sanosu (MPM3)
Pexomenmosana noza npemapary 3ipaGeB cranoBuTh 10 Mr/kr Macu Tina 1 pa3 Ha 2 TWXKHI uM
15 mr/kr Macu Tina 1 pa3 Ha 3 THXHI y BUTJIAAI BHY TPIIIHEOBEHHOT iHY3i1.
JlikyBaHHS DPEKOMEHIYETHCA NPOMOBKYBATH A0 IPOrpecyBaHHS OCHOBHOIO 3aXBOPIOBaHHS abo
PO3BUTKY HEMPUHHATHOT TOKCHUHOCTI.
Heopibnoxnimunnuii pak nezenv (HTKPJI)
Iepwa ninis nikysanna nennockoxnimunnozo HIKPJI y xombinayii 3 ximiomepanieio na ocHosi
NOXIOHUX NIAMUHU
3ipabeB 3acTOCOBYEThCA Y KOoMGiHaIlii 3 XiMioTepariero Ha OCHOBI MOXiHUX MIATHHHU JI0 6 KypciB
JIiKYBaHHSA 3 HACTYIIHUM 3aCTOCYBAHHSM IIpenapary sk MOHOTEPAIIii 10 TIOSBA 03HaK NPOrpecyBaHHs
OCHOBHOTI'O 3aXBOPIOBaHHS.
PexomenpioBana nosa mpenapary 3ipaGeB CTaHOBUTH 7,5 MI/kr uu 15 mr/kr Macu Tina | pa3 Ha
3 THOKHI y BUTJIAZ BHYTPIIIHBOBEHHOI iHDY 3.
Kuninivna kopucts y nanientis 3 HIKPJI npoaeMoHCTpOBaHa IPH 3acTOCYBaHHI 060X 103 — 7,5 MI/KT
115 mr/kr.
JlikyBaHHA PEKOMEHIYETECA IPOJOBXKYBATH IO MPOTPECYBAHHS OCHOBHOTO 3aXBOPIOBAHHA abo
PO3BUTKY HENPUHAHATHOT TOKCHYHOCTI.
Ilepwia ninis nixysanua wnennockoxnimunnozo HIIKPJI 3 EGFR-axmueytouumu mymayismu y
KOMOIHAYIT 3 epromuHioom
Hocnipkenns mono myrtaunii EGFR cmin npoBoadTi [0 moYaTKy KOMGIHOBAHOTO JIiKYBaHH
npenapaToM 3ipabes i eproTHHIOOM. BaIMBO 3acTOCOBYBATH BalifOBaHH i HamiHHMIA MeTOX 3
METOI0 YHUKHEHHS XMOHUX Pe3yJIbTaTiB.
PexomenioBana J103a Jikapchkoro 3aco6y 3ipaGes IpH 3acTocyBaHHI y KOMGiHAIIT 3 eploTHHIGOM
CTaHOBHTH 15 MI/KT MacH Tila O{vH pa3 KOXHi 3 THKHI y BUTIISII BHYTPIlIHEOBEHHOT iHDY3ii.
Pexomennosano nponoexysati KoMOiHOBaHe JIiKyBaHH IperiapatoM 3ipaber Ta eploTUHIGOM 10
IPOrpecyBaHHs 3aXBOPIOBAHHS.
3a indopmariero o0 N03yBaHH i CITOcO0Y 3aCTOCYBaHHs €PIOTUHIOY 3BEpTaliTecs 10 IHCTPYKILi
JUIS MEIJUMYHOTO 3aCTOCYBAHHS EPIOTHHIOY.
Posnoscrooocenust ma/abo memacmamuyHuii HUPKOGO-KimunHuil pax (MHKP)
PexomenioBana 103a npenapaty 3ipabes cranoBHTb 10 Mr/kr Macu Tina 1 pas Ha 2 THXHI y BHDIISAL
BHYTPILUHLOBEHHOT iHDY3il.
JlikyBaHHA DEKOMEHYEThCA TIPOJOBKYBATH O IMPOrPECYBaHHA OCHOBHOIO 3aXBOPIOBAHHS aG0
PO3BUTKY HENPUIHATHOT TOKCHYHOCTI.
Enimenianonuii pax seunuxis, panioniceoi mpyou i nepsunnuil pax ouepesunu
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Ilepwa ninia nikysanus. 3ipadeB 3aCTOCOBYIOTh Y KOMGiHAIii 3 KapOOIUTATHHOM i MAKIITAKCEIOM 10
6 KypciB JIKyBaHHA 3 HACTYIHHM 3aCTOCYBaHHAM [MperaparTy 3ipabeB fK MoHOTepamii 1o
NPOrpecyBaHHs OCHOBHOIO 3aXBOPIOBaHHA a00 MPOTArOM MakcuMalbHO 15 micauis, abo 10
PO3BHTKY HENIPUHHSITHOI TOKCHYHOCTI, 3aJIEXKHO BiJl TOro, IO HaCcTaHe paHille.

Pexomennosana 1o3a npenapaty 3ipabeB craHoBHTE 15 Mr/kr Mack Tina 1 pas Ha 3 THOKHI y BHTIIAI
BHYTPIITHLOBEHHOT iH}Y3ii.

Jlixysanna peyuousy saxeoproganns. 3ipaGeB 3acTOCOBYIOTh y KOMGiHamii 3 KapGOIIAaTHHOM Ta
remruTabinoM Bif 6 1o 10 Kypcie nikyBaHHs aG0 y KoMGiHANT 3 KapGOMIATHHOM i MAKIITaKCenoM
BiZt 6 10 8 KypCiB JiKyBaHHs 3 HACTYIHHM 3aCTOCYBaHHAM Ipenapaty 3ipaGeB JJOBFOCTPOKOBO SIK
MOHOTCpaMii JI0 TporpecyBaHHA 3aXBOPIOBAHHA. PekoMenpmoBana foza npenapary 3ipaGes
CTAHOBHTB 15 MI/kr MacH Tina 1 pa3 KoxkHi 3 THKHI y RUTTIST RHY TDITHRORERHOT 1HADYRT.
Jlixyeanns pesucmenmnozo 0o 0ii npenapamis niamunu peyudusyiouozo 3axeoprosants. 3ipades
3aCTOCOBYIOTE B IMOE€IHAHHI 3 OJHMM 3 TaKMX IpeNapaTiB: MaKJiTakcesl, ToMOTeKaH (HpH
3aCTOCYBaHHI IOTHXKHA) a00 IerilboBaHHM JinocoMansHuil JoKcopy6inuH. PekoMeHI0BaHa 103a
npernaparty 3ipabeB B TakMX BUIMaJKaX CTAHOBHTE 10 MI/KT MacH TiNa OfiuH pa3 Ha 2 TH3KHI Y BUTTA/]
BHYTpilIHBOBEeHHOT iHy3ii. Konu 3ipabes npusnavatots B KoM6iHauii 3 TomoTekaHoM (y mHi 1-5
KOXHI 3 THXHI), peKOMEH/I0BaHa J103a Nperapary CTaHOBMTH 15 MI/KT MacH Tifla OJMH pa3 Ha
3 THXHI Y BUITIII BHYTPIIHBOBEHHOI iHy3ii. JliKyBaHHS PEKOMEHIYEThCS MPOXOBKYBATH IO
IIpOrpecyBaHHSA OCHOBHOT'O 3aXBOPIOBaHHS a0 pO3BUTKY HEMPUHAHATHOT TOKCHYHOCTI.

Pax wutixu mamxu

3ipaGee 3acToCOBYIOTH y KOMOiHALIl 3 ONHMM 3 TaKMX peXMMIB XiMioTepamii: makmitakcen i
LUCIUIATUH 200 MaKJTaKCel i TOMoTeKaH.

Pexomennosana nosa npenapaty 3ipaGeB CTaHOBHTH 15 MI/KT Macu Tina, Ky BBOAATH ONMH pas
KOXHi 3 TIXHI y BUTIIIII BHYTPIIIHBOBEHHOT 1HY3ii.

JlikyBaHHS PEKOMEHYEThCA MPOXOBXKYBATH [0 HPOrPECYBaHHS OCHOBHOTO 3aXBODPIOBAHHS a60
PO3BUTKY HENPUIHHATHOT TOKCUYHOCTI.

Ocobnusi epynu nayicumis

Hayienmu nimuvozo eixy. IlanieaTaM BikoM Bix 65 pPOKiB KOpeKIis 103U He MOTPiGHa.

Hopywenna @ynxyii nupox. besneka Ta eeKTUBHICTH 3acToCyBaHHs GeBanu3yMaly MaI[ieHTaM 3
MOPYIIEHHSM (QYHKUIT HUPOK He BUBYATUCA (ITHB. po3in « DapMaKoJIOTivHi BIaCTHBOCTI»).
lopywenns gynxyii nevinxu. besneka Ta eeKTHBHICTL 3acTOCYBaHHS GeBalM3yMaby MalieHTaM 3
TOpYIIEHHAM QyHKIIIT NediHKN He BUBYAIHCS (IUB. po3in «DapMaKonoridui BIIACTUBOCTI»).
Cnocib6 3acmocysanns

3ipabeB Npu3HaYeHH JUls BHYTPIIIHBOBEHHOrO BBECHHA. [10MaTKOBY 03y Tpemapary BBONATH
nporiroM 90 XBHIMH y BHIISAAI BHYTPilIHBOBEHHOI iHQy3ii. Skmo mepma indy3is mobpe
NIEPEHOCUTECA, TO JApyre BBEACHHSA MOXHA MPOBOAMTH NpPOTAroM 60 xBuiuH. SIkmo iHdysis
npoTsAroM 60 XBHIMH T06pe MEPEHOCHTRCS, TO BCi HACTYIIHI BBEIEHHS MOXHA IPOBOIUTH MPOTATOM
30 xBuIHH.

Bsoautu npenapar 3ipaGeB BHYTPilIHLOBEHHO CTPYMHHHO 9H GOJIFOCHO He MOKHA!

He pexomennyerbes sunmkysati o3y Gepanusymaly depes MoGidHi peakitil. 3a moTpe6u Teparrito
HOTPiGHO TMOBHICTIO 200 THMYAcOBO HPUIIMHATH (UB. po3ain «OcobauBocTi 3aCTOCYBaHHY).
3acmepeocenns wooo 3acmocysanna ma esedenns npenapamy 3ipabes

He ctpymryparu dakon.

3ipabeB NMOBMHHI TOTyBaTH IO 3aCTOCYBaHHS MEJMYHI CIELIQTiCTH B aCeNTUYHUX YMOBax MAms
3abe3reveHHs CTepIBHOCTI IPUTOTOBAHOTO PO3UMHY. [l IPUTOTyBaHHS npemnapary 3ipabeB ciijx
BUKOPHCTOBYBATH CTEPHIILHY TOJIKY 1 IIIIPHII.

3ipaGes y BurmAi iHdys3iit He MOXHA BBOIUTH 260 PO3BOAUTH 3 PO3UHHAMH [TIOKO3H. Ilpenapat e
MO’KHa 3MIITYBATH 3 [HIUMMHU JIIKapCHKUMH 3aC00aMH, 33 BUHATKOM 0,9 % pO3uUMHY HaTpiio XJIOpUIY
JUTA 1H €KL,

Bingnosinny KimekicTs GeBarusymaGy cinif BiZiGpaTd Ta po3BECTH O HEOOXIAHOTO TS BBEICHHS
06’emy 9 mr/mi (0,9 %) po3urHOM HATPirO XJTOPUIY A iH’ EKILi. Konuenrpauis GeBaiuzymady y
TPUTOTOBAHOMY PO3YHHI NOBHHHA OyTH B Mexkax 1,4-16,5 Mr/mit. V Ginburocti Bunmankis HeoOXimmHy
KUTBKICTE MpernapaTy 3ipaGeB MoxHa possecTd 0,9 % po3dMHOM HaTpiio XJOPUAY O iH €Ki 10
3arajibHoro oo’emy 100 mir.
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Ilepen 3acTocyBaHHAM NapeHTEpalbHi JIIKapchKi 3ac00M HEOOXIMHO OTNSIATH IOJI0 HasBHOCTI
MEXaHIYHUX BKJIIOUYEHb Ta 3MIHU KOJIBODY.

He cnocrepiranocss HecymicHocTi mpenapaTy 3ipabeB i3 makeramu 3 NoJdiBiHUIXIOpHay abo
nojionediny, a TaKoX 13 cucteMaMu Ui iHDY3ii.

3ipaler 3 omHoro duiakoHa HpU3HAYEHWH TUTBKH I OJHOPA30BOTO 3aCTOCYBAaHHS, OCKITBKH
npenapaT He MICTUTh KOHcepBaHTa. HeBukopucTaHuii mpenapar abo BiXOMW CIiJ YTHI3yBaTH
3TITHO 3 MICIIEBUMH BUMOTAMH.

XiMivyHa Ta ¢izuyHa ctabiTbHICTh MPUroTOBICHOr0 po3uuHy (y 9 mr/mi (0,9 %) po3unHi HaTpiro
XJIOpUIY AN iH’€K1iif) 36epiraeThes micis po3BeJeHHs MpoTsroM 35 nHiB npu Temmepatypi 2—8 °C
Ta 48 roguH npu Temneparypi He Bume 30 °C. 3 MikpoOionoriyHOI TOUKM 30py Mpermapar Ciif
BUKOPHMCTATH HeraHo. SIKino npenapat He BUKOPUCTaHHUM Bigpasy, TO 3a 4ac Ta YMOBH 30epiranus
IPUTOTOBJIEHOTO PO3YHMHY BIIINOBila€ KOPHCTYBad. 30epiraTi rOTOBHIA pO3YHH MOXHA MIPOTATOM He
Oinbme 24 romuH npu TeMneparypi Bix 2 go 8°C, sKWO pPO3BENCHHS HE MPOBOJATH Yy
KOHTPOJIbOBaHMX Ta BaJIi/IOBAHUX ACENTHYHHUX YMOBaX.

Himu

besneka Ta eeKTUBHICTB 3aCTOCYBaHHS OeBarm3yMaly AiTsSM (BiKoM 10 18 pokiB) He BCTAHOBJIEHI.
Haspni nani HaBeneHo y posuinax «Ilo6iuni peakuii» Ta «DapMakonoriyHi BIaCTUBOCTIY, MPOTeE
BOHHM HE JAIOTh MOXJIUBOCTI Ha/laHHS OyIb-SIKHX peKOMEH/AIi# 010 T03yBaHHS.

Binmosinni gani mojo 3actocyBaHHsS GeBanu3yMady AiTAM IS JTiKyBaHHsS KOJNOPEKTAIBHOIO paKy,
paKy MOJIOYHOI 3ajI03d, PaKy JIEreHb, PaKy sS€YHMKIB, amaomnieBoi TpyOW i MEPBHHHOIO paKy
OYEPEBUHM, IMUIAKN MAaTKU Ta HUPOK, BiJICYTHi.

Ilepeoo3ysanns
Ilpn BBeneHHi mpemapaTy B MaKCHMaibHiil m03i 20 MI/Kr Macd Tilla BHYTPIIIHEOBEHHO KOXKHI
2 THKHI Y IEKIJIBKOX MauieHTiB Oyna 3apeecTpoBaHa MirpeHb TSOKKOTO CTYIIEHA.

Ilo6iuni pearxuii

Pesrome npodimo Oe3neku

3araneHuil npodine Oesnexu OeBaru3ymaOy 6a3yeThcs Ha JaHMX 3acTOCYBaHHS OUIbIIE HiX
5 700 nanieHTaM 3 pisHUMH 3/10AKiCHUMH IyXJIMHAMH, SKi Y KIIHIYHUX JOCHIUKEHHAX OTPUMYBAIN
NiKyBaHHs NepeBakHO OeBann3ymMaboM y KoMOiHallil 3 XiMioTeparmiero.

Haii6inbm cepiiosaumu moOidHUMHU peaknisMu Oynu: mepdopaii IUTYHKOBO-KMIIKOBOIO TPaKTy;
KPOBOBUJIMB, BKJIFOYAKOYM JIETEHEBI KPOBOTedi / KPOBOXAapKaHHSA, IO YacTillle CIIOCTepiraaucs y
MAlli€HTIB 3 HEAPiOHOKIITUHHUM paKoM JIereHb, apTepialbHa TpoMOoeMmOoiis (IUB. po3in
«OcobIMBOCTI 3aCTOCYBAHHA ).

B KIHIYHMX NOCTIDKEHHSAX Yy TAIL€HTIB, SKi OTpUMYBaIM OeBanm3ymad, HaWOiIBIN YacTo
CrocTepiranucs MiABUIIEHHS apTepialbHOTO TUCKY, CTa0KicTh UM acTeHis, aiapes Ta 6ilb y KUBOTI.
AHani3 NaHuX 3 KJIiHIYHOI O€3MeKH CBiUHTh, IO MiABHINEHHs apTepiabHOrO THCKY Ta PO3BHTOK
NpoTeiHypii py Tepanii 6eBanu3ymMaboM, iMOBIpHO, MAlOTh H0303aJICXKHHUI XapakTep.

[To6iuni peaxuii, nepenideHi y iboMy po3/ifi, JiNATHCS 3@ HaCTOTOIO Ha TaKi KATETopii: AyXKe 4acTo
(= 1/10); gacTo (Bim > 1/100 go < 1/10); Hewacto (Bix > 1/1000 go < 1/100); pigko (Bix > 1/10 000
o < 1/1000); myxe pigko (< 1/10 000); gactota HeBigoMa (HEMOXIIMBO OLHUTH 32 HASBHUMH
JaHUMU).

Hroxye HaBeneno mobivni peakiii, ki acoIilOIOTECA i3 3aCTOCYBaHHAM OeBanu3ymMady y KoMbiHanii
3 pI3HMMHM CXeMaMH XiMmioTepamii NMpU pi3HUX MMOKa3aHHAX JUIs 3acCTOCYBaHHS, 3a CHCTEMHO-
OpraHHUMHU KJIacaMU BiAMOBIHO 10 cioBHUKa MedDRA.

IMoGiuni peakuii, 3apeecTpoBaHi y MiCISIpecCTpalliiHiil MEPIOA CHOCTEPEKEHHS, BKIIOUEHO Y
Bimmosiani migposaimm «ITobidxi peakil 3a yactoToro» Ta « TsoKKi OOIYHI peakiii 3a 4acTOTOOY.
Hetanmeny imdopmanito 1mpo peaxiii, 3aJOKyMEHTOBaHi y michadpeecTpaliiamii  mepion
CIIOCTEPEIKEHHS, HABEIEHO HIDKYE Y BiAMOBimHOMY miapo3mini «[Tobiuni peakii, 3apeecTpoBaHi y
nicisgpeecTpaifaui mepiomy.
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Hapeneni Huskde nmoGiuni peakuii BiqHeceHi 10 BiAMOBiIHOT KaTeropii 9acTOTH 3TiHO 3 HA61IbINO0
4acTOTOIO, O crocTepiraiacs Uit 0y 1b-IKOro IMOKa3aHHs.

Y KOXHiH Tpyni 3a YacTOTOK HeGaXkaHi peakllil IpeCTaBICHO B NOPANKY 3MEHIIEHHS CEPHO3HOCTI.
Heaxi 3 HeOaxaHUX peakiliif € TAKUMH, sSKi 3a3BUYail CIIOCTEpIraroTh y 3B’53KY 3 XiMioTepamiero;
npote GeBanM3yma® Moxe TOCHIMTH I  peakuii mpu 3aCTOCYBaHHI B KoMOGimamii 3
XiMioTepaneBTHYHUMH Npernapatamu. [[pukiiany HeGaKaHHX Peakiliil BKIIOYAIOTh B ceOe CHHIPOM
JOJIOHHO-II/IOMOBHOT epPUTPOM3ECTe3il ¥ pasi 3acTOCYBaHHS 3 IETiTbOBAHHM JTMOCOMAIBHUM
JIoKcopyOiliHOM abo KarenuTabinoM, neprudepuuny ceHCOpHy HeliponaTiio y pasi 3aCTOCYBaHHA 3
TMaKJITaKCeNnoM abo OKCATIIIATHHOM, TIOPYIIEHHS 3 60Ky HIrTiB a60 alomnelito y pasi 3acTocyBaHHs
3 MAKJIITAKCENOM Ta TAPOHIXIi MPH 3acTOCY BaHHI 3 epilotuHiGom.

Io6iuHi peakiiii 3a 9acToTOMO

Huoxye 3a 4acTOTO0 BUHMKHEHHS MPe/ICTaBICHO BCi HebaxkaHi peaxlii, A7 SKuX 6yB BCTAHOBJIEHUIA
NPUYIHHHO-HACIIIKOBUH 3B’ 430K i3 3aCTOCYBaHHSM GeBausymaty:

. [PU NOPIBHAHHI YACTOTH HebaXKaHWX peakiliif, Ki Bif3HaYad B KIIHIYHUX JOCIIIDKEHHSX, ¥
rpynax JIiKyBaHHs (pisHulA He MeHie 10 % MOPIiBHAHO 3 KOHTPONBHOK IPYNOI0 NS peaxiiit
crynenst 1-5 3a NCI-CTCAE (xputepii OLIHKH CTYIEHS THKKOCTI HalOiMBII YacTHX HEOAKAHUX
ABUIN 3a JaHMMU HarionanbHoro inctutyTy oHkomorii CIIIA) abo He Menmme 2 % IOPIBHAHO 3
KOHTPOJILHOO TPYTIOI0 JUlsi peakiin cTynens 3—5 3a NCI-CTCAE);

. y TCIApeECTpaliitHIX JOCTIIKEHHIX OE3IeKH;

. 31 CIIOHTaHHUX I1OBIOMJICHE;

. B eMiJIeMiONIOTIIHIX OCIIiUKEHHSX/HEIHTePBERIIHHIX a60 obcepBamiifHmX JOCIIDKEHHSX;
. 4epe3 OLIHKY OKPEMMX KIIIHIYHUX BUMAIKIB.

Ingpexyii ma ineasii
Yacro: cerncuc, adenec?
IUIAXIB.

Pinxo: HexpoTuayroumit hacruit?.

3 boxy kposi ma nimpamuunoi cucmemu

Hysxe 9acto: ¢pebpunbHa HelTpoNeHis, IeKoNeHis, HelTpomeHis®, TpOMGOIUTONEHis.
Yacro: anemis, nimpomnenis.

3 boky imyHHOI cucmemu

YacTo: rinepayTimBicTs, indysiini peakmii>?d.

Pinxo: anadinaxtuanmit mox®<.

3 boky 06miny peyosun ma xapuyearnms.

Hye qacro: aHopeKcis, rimoMartiemis, rimoHaTpieMis.

YacTo: 3HEBOAHEHHS.

3 boky Hepeosoi cucmemu

Hyxe 4acro: nepudepudna ceHcopHa Heiiponatisa®, [u3apTpis, romoBHui Oi1b, AUCTEB3is.

HacTo: OpyIEHHA MO3KOBOrO KPOBOOGITY, HEMPUTOMHICTb, COHJIUBICTS.

Pizxo: cuapoM 3BopoTHOI 3a1HEOT enmedanonatii*®.

Hyxe pinko: rinepreHsuBHa eHuedanonatis®.

3 boxy opeanie 30py

Hy>e "9acTo: po3namu 3 60Ky odeif, MiBUIIEHA CIB030TeYa.

3 boky cepys

Hacto: 3acTiiina ceprieBa HegoctaTHicT>Y, HagIUTYHOYKOBA TaXikapis.

3 boxy cyoun

Hyxe 4acto: aprepianbHa rineprensis®?, rpomGoemGotis (Benozna)>d.

Yacro: TpomboemGonis (aprepiansha)®, kposoreua®d, TpoMG03 rIHGOKHX BeH.

YacroTa HeBijomMa: aHEBPH3MU Ta PO3CiYEHHS apTepiil, HHUPKOBa TPOMOOTHYHA MiKpoaHrionaTis™’.
3 boxy ouxanvroi cucmemu, opeanie 2pyoHoi Knimxu ma cepe0ocminns

Hyxke yacto: 3aguuiKa, puHiT, HOCOBA KPOBOTEYA, KAIIIEb.

Hacro: siereHeBa  KpoBoTeya/ KpoBoxapkaHHs™d, TpomMOoeMOoIis JlereHeBol apTepii, TiMmokcis
nucoHis®.

HacroTa HeBiloMa: erenera rinepTensis?, nepoparlist HOCOBOT MEPEropoaKu®.

4, samanenns migmKipHOT KIiTKOBMHH, indexuil, iHbekuil ceyoBUBiqHNX

3
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3 DOKY WYHKOB0-KUUKOBO20 MPAKNTY

Hysxe 9acTo: peKTaibHa KpOBOTE4a, CTOMATHT, 3a10p, Aiapes, HyXoTa, GIIFOBAHHSA, OLIb Y JKUBOTI.
Hacro: mepdopauis UUTYHKOBO-KMIIKOBOro  TpakTy™, mepdopanis — kumeunuky, ineyc,
HEIPOXI/IHICTE KHIIEYHUKY, PEKTOBAriHAbHA HOPUIAY®, IITyHKOBO-KHIIIKOB] po3Jagy, NPOKTaITid.
YacroTa HeBioMa: IUTYHKOBO-KUIIKOBI BUPa3Ku®,

3 6oy neuinKu ma Hcoe4o6UCIOHUX ULNAXIE

Hactora Hepiioma: nepdopalis xoBuHOTO Mixypa®.

3 boky wikipu ma niowKipHoi K1imKkoeunu

Jlyxe 4acTo: yCKIaJHEHHs 3aroeHHs paHu’d, ekcomiaTUBHUN NEPMATUT, CYXiCTh IIKIpH, 3MiHH
KOJBOPY MIKipH.

Yacro: cunrpoM TOTORHO-TiIOMoRHOT epUTpOaU3eCcTe3il.

3 boky cxenemHo-m 430801 cucmemu i CROTYYHUX MKAHUH

JyXe 4acTo: apTpanris, Miairis.

Yacro: HopHia™?, M’s130Ba cnaGKicTs, 616 Y CITHHI.

YactoTa HeBiZloMa: OCTEOHEKPO3 IIENeNH™®, OCTEOHEKpPO3 3 JOKAMI3aliclo 11032 HUKHBOIO
menenor®,

3 60Ky HUpPOK | ceuo8uUBIOHUX ULLAXIE

Iyxe 4acto: npoteinypis®d.

3 boky penpodykmugnoi cucmemu i MONOYHUX 37103

JIy>Ke 9acTo: HeOCTATHICTS (yHKIIT AeUHUKIB> 4.

Yacro: 6inb B OiNsAHII Ta3a.

Bpoooiceni, cimeiini ma 2enemuuni posnaou

Yacrota HeBifoma: anomaii miona®P.

3azanvui nopywenns ma peaxyii y micyi egedenns

Hy>e dacTo: acTeHis, cnabKicTh, TilepTepMis, 6iTb, 3amaleHHs CIM30BOT 060IOHKH.

Yacro: 3aranbMOBaHICTh.

Obcmedicenns

JIy>Ke 9acTo: 3HIKEHHSA MacH Tisa.

Koy mpotsrom KmiHiMHMX JOCTiKeHb dikcyBamn moGidumi peakiii Beix CTYIEHIB, BKJIFOYHO 3i

cTyneHem 3-5, Takox ¢ikcyBanacs HaiBHINa 9acToTa BHHHKHEHHS MMOGIYHHX peakmiit. [{ani He

CKOPHMIOBaHi IOJI0 Pi3HOrO Yacy JIiKyBaHHS.

* us. Takox migpo3nin «I1oGiuni peakuif, 3apeecTporani y nicaspeecTpaiifHuil nepioy HUXKYE.

® Tepminu BiI0OpaXatoTh rpyMy SBHIIL, sIKi ONMCYIOTH MEIMYHE IOHSATTS, a He OMH TiTbKM CTaH 260
TEPMiH MEPEBAXHOro BUKopUcTaHHs 32 MedDRA (MeIu4HHMii CIIOBHUK 171 HOPMAaTHBHO-IIPaBOBOL
misuibHOCTI). Il Tpyma MeOWYHHX TEpMiHiB MOXE MAaTH ONHAKORY 6az0By marodizionoriro
(Hanpukian aprepiameHi TpomGoemOoniuHi peakiii, y ToMmy 4ucii IOPYIIEHHS MO3KOBOIO
KpoBooOiry, indapkr Miokapa, TpaH3WTOpHa iIIeMidHa araka Ta  iHmi apTepiaibHi
TpoMOoeMOOTiYHI peakilii).

¢ Ha ocHOBI MmiaoCTi/UKeH S, SKe IPoBOMIH Y pamkax NSABP C-08 (HanionaneHoi nporpamu 3
aJl’IOBAaHTHOI Tepamil paKy MOJIOYHOI 3aJI031 i TOBCTOT KHIIKK) 33 y4acTio 295 Mali€eHTiB.

4 ITus. Takox migposain «Omuc OKPEMHUX CEepHO3HUX MOOIYHUX peaKI[iii».

¢ PexToBarinanbHi HopHIi € HAHGIITBIN TOMHMPEHUMH B KaTeropii «racTpoiHTeCTHHAILHO-BaTiHAIBHI

HOPHLI».

T Cnocrepirami mume y giteii.

Tsoxki mobivHi peakiii 3a 4acToTO0

Hroxve npencrasnero TsokKi oGivHI peakii 3a 4acTOToO BUHHKHEHHS. TSOKKi peaxiii BU3Ha4YaroTh
AK HebaaHi ABHIIA 3 PI3HUIEIO y YacToTi He MeHiue 2 % MOpPIBHAHO 3 KOHTPOJIBHOIO TPYIOI0 B
KIIHIYHHAX JOCTIDKEHHSX Ta i3 TSHKKICTIO CTYIEHS 3—5 3a Kiacupikaniero Haionansnoro incturyty
paky (NCI-CTCAE). Cromn Takox BKIIO4eHO HebaXkaHi peakiii, siKi PO3TIANAIOTHCS BJIACHHKOM
PEECTPALIHHOrO MOCBIMYEHHS AK TaKi, 10 € KJIiHIYHO 3HAYYIMHMHU a00 TSHKKUMH.

Ingpexyii ma ineazir

Yacro: cencuc, abenec®?, samancHus NAWKIPHOT KIITKOBUHM, iH(EKLT, iHpekil ceyoBUBITHUX
LUTSIXIB.
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YacToTa HeBiloMa: HEKPOTU3YIOUHi (hacuuiT®.

3 boky kposi ma nimgpamuyHol cucmemu

Jy>xe yacto: peOpribHa HERTpONEHIs, IEHKONEH 1, HEUTPOMeHis®, TPOMOOLIMTONEHIS.

Yacto: aHeMis, TiMQOTIeHis.

3 boky imynnoi cucmemu

YacTo: MifBHIIEHa Yy TIUBICTS, iH(y3iitHi peakmii®>S.

Pinxko: anadinakTiaHmii mok®*,

3 60xy 0OMIHY peuosun ma xapyyeanus

HacTo: 3HEBOTHEHHS, TIMIOHATPIEMIS.

3 boxy Hepeogoi cucmemu

Hy>xe yacro: nepudepruyHa ceHCopHa Hefiponatis®.

YacTto: nopymeHHs: MO3KOBOTO KpOBOOOITY, CHHKOIIE, COHITMBICTh, TOJOBHHM O1JTb.

YacToTa HeBiZloMa: CUHAPOM 3BOPOTHOI 3a/IHBOT eHIedanonarii*®S, rineprensuBHa eHIeharonaTis®.
3 boky cepys

YacTo: 3acTiliHa ceplieBa HeJOCTaTHICTHY, HaIIILTyHOUKOBA TaXiKapIis.

3 boky cyoun

Jlyxe gacto: Tineprensis®®.

Yacto: TpomboemGonis (aprepianbha)*®, kpoporeua>®, Tpomboembonia (BeHo3Ha)*®, Tpom603
[JIMOOKUX BEH.

YacToTa HEBifIoMa: aHEBPM3MHM Ta PO3CiYEHHS apTepiii, HUpPKOBa TPOMBOTHYHA MiKpoaHTionaTisa™®.
3 6oky ouxanvHoi cucmemu, opzarie 2pyOHOT KIIMKU MA ceped0CminHs

YacTo: JereHeBa KpoBoTeua / KpoBOXapKaHHA™P, TpoMGoeMBomis JlereHeBoi aprepii, KpoBoTeua 3
HOCa, 3a/INIIKa, TIMOKCis.

YacroTa HeBifioMa: JereHena rinepreHsisa’, mepdopariis HOCOBOI MEPETOPOIKH°.

3 60Ky WLTYHKOBO-KUULKOBO20 MPAKMY

Jyxe yacto: niapesi, HyJqoTta, OJr0BaHHS, O1JIb Y )KUBOTI.

Yacro: mepdopauis KUIIEUTHHKY, LI€yC, HEMPOXiAHICTh KUINEYHHKY, PEKTOBariHambHa HOpHIaSd,
IUTYHKOBO-KHMIIKOBI pO3J1a/[i, CTOMAaTUT, MPOKTAJITIA.

YactoTa HeBimoMa: Tepdopallis MUTyHKOBO-KHIIKOBOTO TPakTy>®, IITyHKOBO-KMIIKOBI BHpAa3KH®,
peKTallbHI KpOBOTEUI.

3 OOKy neuinKu ma Ho8406UGIOHUX UINAXI6

YacroTa HepifoMa: nepdoparlis AKOBIHOro Mixypa®~.

3 6oy wikipu ma niowKIpHOi KIIMKOSUHU

YacTo: yCKJIaHEHHS 3ar0eHHS PaHA™®, CHHIPOM JO0NOHHO-TIiJOMIOBHOI €pUTPOIH3ECTE3Il.

3 boky ckenemrno-m 30601 cucmemu i CROIYUHUX MKAHUH

YacTo: HopULs™®, Mianris, apTpaiiris, M’s130Ba ci1abKicTh, 6ib y CIIUHI.

YacToTa HEBiZIOMa: OCTEOHEKPO3 MENEMH’S.

3 60Ky HUPOK I CeuOBUBIOHUX ULIAXIE

Yacro: npoteinypis®P.

3 boxy penpooyxmuenoi cucmemu i MONOYHUX 307103

Yacto: 6116 B OiIAHII Ta3a.

YacToTa HeBiJoMa: HEIOCTATHICTE QYHKIIIT SETHUKIBYP.
Bpoooiceni, cimetini ma ecenemuuni posnaou

Yacrora HeBigoma: aHOMaUii mioma™’.

3azanvui nopywenns ma pearkyii y micyi 66edents npenapamy
Hyxe yacTo: acTeHis, cnabKicTh.

YacTo: 616, 3aralbMOBaHICTh, 3alAJIEHHS CIIM30BOI OO0J0HKH.

VY nmifpo3aini npejcTaBieHo TsKKI MOOIYHI peakuii 3a 4acTOTOK BHHHUKHEHHsA. TSsOKKI peakiii
BU3HAYAIOTh AK HeOa)kaHi sBUIIA 3 PI3HHULEIO Y YaCTOTi HE MEHIIE 2 % MOPIBHSAHO 3 KOHTPOJIBHOIO
IpyIoro B KIHIYHUX JOCII/DKEHHAX Ta i3 TKKICTIO cTyneHs 3—5 3a kiacudikamiero HamionansHoro
inctutyty paky (NCI-CTCAE). Crom TakoX BKIKOUYEHO HeOaxkaHi peakilii, sKi po3risagaloThes
BJIACHHKOM DEECTPALlifHOTO MOCBITYEHHS K TaKi, 1[0 € KIHIYHO 3HadymuMu abo Toxkumu. Li
KIHIYHO 3Havylli HeGaxkaHi peakilii 6yi 3apeecTpoBaHi y KIIHIYHUX JOCTIKEHHSX, ajle 4acToTa
peakuii crynens 3—5 He qocsrana pisHUL 2 Y% MOPIBHSIHO 3 KOHTPOJILHO rpynoto. Haseneni gani
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TaKOX BKITIOYAIOTh B cebe KIiHIMHO 3HauyIi HebaxkaHi peakiil, ki CriocTepiranu TilbKu y Hepion
TicIApeecTpaiifHoro 3acTocyBaHHs IpernapaTy, TOMY 4acToTa i cTymeHi peaiiit 3a NCI-CTCAE
HeBifoMi. OTKe, i KIiHIYHO 3HAYYINI peakuil 60 BKIOYEHO [0 TPYIH «4acTOTa HEBixoMay.

* Tepminu BioOpaXaroTh IPyIy ABMIL, AKi OIIUCYIOTH MEUYHE TTOHATTS, @ HE OJJUH TUILKA CTaH a60
TEPMiH TIepPEeBAKHOr0 BUKOpUCTaHHA 32 MedDRA (MeudHuii ClIOBHHK TS HOPMATHRHO-IPABOBOT
mismeHOCTI). Il rpyma meamuynmx TepMiHIB MoOxke Maru OjiHakoBy 6a3oBy maTodizionoriio
(HampukyIan apTepianbHi TpPOMOOEMOOIIYHI peakuil, IO BKIOYAIOTE B cebe MOPYIEHHI MO3KOBOIO
KpoBooOiry, iHQapkT MioKapma, TPaH3MTOPHY iuleMiyHy araKky Ta iHImIi apTepianbHi
TpoMOoeMOOITiYHI peaxilir).

b ITue. Takoxk mimpo3min « Omic okpeMux CEPHORHUX TIORTTHWX PeakTiiiy.

¢ lus. Taxkox miaposain «Ilo6iumi peakuii, 3apeecTpoBani y micnspeectpaniitauii mepiomy.

4 PexToBarinanbHi HOPHIi € HaHO1IBII TOIMPEHUMHI HOPHIIIMU B KATErOpii «racTpoiHTECTHHATBHO-

BariHaJbHi HOPHIIi».

Onuc oKpeMHUX cepHO3HUX MOOIUHIX PeaKIlii

Hopuyi winynxoso-kuuxoeozo mpaxmy (Ius. po3in « Oco6IMBOCTI 3aCTOCYBAHHS )

JlixyBanns OeauusymMaGoM acoliOBaliocs i3 TSKKAMM BHNAAKaMH Tephopanii IITyHKOBO-
KHUIIKOBOTO TPaKTy.

Y KIHIYHAX JOCTIPKEHHAX Tep¢opallii ILTyHKOBO-KHIIKOBOIO TPAKTy CIIOCTEPIiramics MEHIIe HiK
y 1 % mauieHTiB 3 HEMIOCKOKIITHHHAM HEAPiGHOKIIITHHHAM pakoM JiereHb, mpuémmsHo y 1,3 %
NAL€HTIB 3 METaCTaTHYHMM pAaKOM MOJOYHOI 3a103d, mpubmuzHo y 2,0 % mamieHTiB 3
METaCTaTHYHHM HUPKOBO-KIITHHHMM PaKoM a0 MAalieHTiB 3 PakoM S€YHUKIB, Ki OTPUMYBAITH
JMKYBaHHS NepWoi JiHii, Ta npudmusHo y 2,7 % NauieHTiB i3 METACTATHYHHM KOJOPEKTAIbHHM
pakoM (BKJIXOYarOuM racTpOiHTECTHHAIBHY HOPHINO Ta abeiec). Y Xomi KIHIYHOTO MOCTiDKEHHS 3a
YYacTIO TAL{i€HTIB 3 MEPCUCTYIOUMM, PELMINBYIOYHNM a0 METACTATMYHHM pPAKOM IIMIHKH MAaTKH
BUMA/KA Nepdopaniil mTyHKOBO-KUIIKOBOIO TPAaKTy (BCiX CTymeHiB) 6yiu 3apeecTpoBaHi y 3,2 %
Mali€eHTiB, TOOTO y BCiX MallieHTIB, IKi Mali B aHAMHE31 MOMEPEHE ONPOMiHEHHS B AUISHIN Ta3a.
BUHNKHEHHS UMX SBUI BapiloBano BiJ O3HaK BINBHOTO rasy npu peHTreHorpadii yepeBHOT
NIOPOXKHHUHH, KW 3HUKaB 0e3 NiKyBaHHA, 0 mepdoparmii KUIIEYHHKY 3 JIETATEHUM abCIecoM
YEPEBHOT MOPOXKHUHK. VY EIKHX BHIANKaX CIOCTepiragocs BHYTPIMIHbOYEPEBHE 3alaleHHs, K€
BUHUKAJIO B PE3YJIbTATI BUPA3KOBOI XBOPOOH IITYHKA, HEKPO3Y Iy XJIMHHU, TUBEPTUKYIIITY a60 KOJITY,
acolifoBaHOTrO 3 XiMioTeparriero.

JleranpHuMu Gyn TIPHOTU3HO TPETHHA Cepito3HUX Mepdopamiif MUTYHKOBO-KMIIKOBOTO TPAKTY,
106710 y 0,21 % YyCiX MamienTiB, sKi oTpuMyBanM GeBamuzymab.

Y KIIHIYHMX JOCHiDKEHHSX 3aCTOCYBaHHA OeBaun3ymaly BHIIAJKM NITYHKOBO-KHIIKOBOI HOPHII
(Bcix cTymeHiB) Oyno 3apeecTpoOBaHO 3 YacTOTOK M0 2% Yy NALi€HTIB 3 MeTacTaTHYHUM
KOJIOPEKTaJTbHUM PaKOM Ta paKOM S€YHMKIB; Ta 3 MEHIIOIO YaCTOTO Y MAI[iEHTIB 3 iHITMMHU THITAMH
paxy.

I'acmpoinmecmunanvno-eazinaneui nopuyi 6 docniosncenni GOG-0240

Y nocriuKeHHi 3a y9acTio MAieHTiB 3 HEPCHCTYIOUHM, PELUAMBYIOTAM a60 METaCTATHYHIM PAKOM
IXHKA MaTKA YaCTOTa BUHUKHEHHS aCTPOiHTECTMHAIBHO-BariHalbHIX HOPULb CTaHOBUNA 8,3 % y
Tali€eHTiB, IKi OTPUMyBaIM JiKyBaHHs GeBarusyMatoM, Ta 0,9 % y malieHTiB KOHTPOIBHOI IPyIIH,
TOOTO y BCIX MANi€eHTIB, AKi Maad B aHaMHE3i TOTIEpeNHE ONPOMiHEHHsS B AiUIHII Tasa. UacToTa
BUHUKHEHHS raCTPOiHTECTHHATLHO-BAriHATLHUX HOPUL B TPyYIIi, AKa OTpUMyBana OeBamzymat +
XiMioTepanito, Gy/la BUIIOK y TANi€HTIB 3 PELMIMBOM B AUIAHII TONEPEAHbOIO ONPOMIHEHHS
(16,7 %) nopieHAHO 3 maNi€eHTaMH, B AKAX PEUMMB CIIOCTEPiraBcs 3a MEXaMH IUISHKH
TOMEPEHBOTO  ONMPOMIHEHHA (3,6 %). BimoBimHi IOKa3HHKM 4YacTOTH B KOHTPOJBHIiHM Ipyli
MAliEeHTIB, SKi OTPUMYBaIK JMIIE XiMioTepartito, cTanoBrH 1,1 % mopirmsHo 3 0,8 %. [TamienTy, B
AKAX PO3BUHYIUCS TaCTPOIHTECTHHANLHO-BATiHAIBHI HOPHLI, MOXYTh TAKOX MaTH KUIIKOBY
HEMPOXi/IHICTH 1 MOTPeOYIOTH XipyprivHOro BTpYYaHHs HapsTy i3 BUBCICHHIM CTOM.

Hopuyi, ne noe’szani 31 wnynkoso-kuuikosum mpaxmom (auB. posmin  «OcoGauBoOCTi
3aCTOCYBAHHS» )

Jlikypanns GepamzymaGom Gysio MOB’sA3aHe 3 CepHO3HUMH BHITAJKAMU YTBOPEHHSI HOPHIUb,
BKJIFOYAIOYH JIETAJIbHI.
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Y X0l KIIHIYHOTO MOCIIDKEHHS 32 Y4YacTIO MAUi€HTIB 3 MEPCHCTYIOHHM, peuuIuByrOUYUM abo
MEeTacTaTHIHUM pakoM mHAKKH MaTku (GOG-0240) y 1,8 % nauienTiB, sKi OTpUMYBAIH NiKyBaHHA
Gesauusymabom, Ta y 1,4 % HallieHTiB KOHTPOIBHOI Py MOBIIOMIIAIOC MPO HOpHUI TiXBH,
CEYOBOr0o MiXypa abo KIHOYMX CTATEBUX IIISIXIB, HE ITOB’3aHi 31 ITYHKOBO-KUITKOBIM TPAKTOM.
Hewacro (in > 0,1 % 1o < 1 %) MOBiZOMIIIIOCS TIPO HOPHIT, PH AKUX Y IPOLIEC 3aJydaliucs iHImi
AUIAHKH TiNa (Hanpukiaj GpPOHXOIIEBpATBHI HOPULI Ta HOPHILI KOBYOBUBIIHUX IMUISXIB), MiX Yac
3aCTOCYBAaHHsS TMPM pPI3HMX MOKa3aHHAX. [Ipo yTBOpEHHS HOPULbL TaKOX MOBIMOMISIOCS B
nicisApeecTpaiiHuil nepio.

IIpo HOpHLi TOBIMOMIISUTH B Pi3HMIT Yac IIPOTAToM JIKyBaHHS: K uepe3 | THOKIEHS, TaK i gepes 1 pik
Ta Ti3HIe Micas MOMATKy JTiKybamms GeBanuayMa6oM, GiIbIICTL peakuiii BHHHKAIO TIPOTATOM
nepuux 6 MicsuiB Teparii.

3azoenns pan (mas. po3ain « Oco6IMBOCTI 3aCTOCYBaHHS»)

Ockinbku 6eBanu3ymMab Moske HEraTHBHO BILTMBATH Ha 3arO€HHA PaH, MAL[i€HTIB, SKUM IPOBOAMIIOCH
BCIIMKE OINEPATUBHE BTPYYaHHSA IPOTATOM OCTaHHIX 28 mHIB, Oy10 BUKIIOYEHO 3 KITIHIYHUX
nociimkens 11 pazn.

Y KIHIYHUX JIOCTI/DKEHHSAX METACTATHYHOrO KONOPEKTAIBHOrO paKy He criocTepiranocs
30UIBIICHHS PU3HKY MiCIISONEpaNiifiHiX KpOBOTeY a60 TOPYIIeHb 3arOEHHS paH y Tami€HTiB, SKUM
NPOBOJUIIOCH BETIUKE ONEPATUBHE BTPYYaHHS NPOTArOM OCTaHHIX 28—60 IHIB 10 mMOYaTKy JIiKyBaHHA
GeBauuzymaboM. 36iIbIEHHS YaCTOTH MiCAAONMEPAIiHITX KPOBOTEY a60 YCKIIaAHEHHS 3arOCHHS paH
nporsiroM 60 JHIB Micls BENMKOro ONEPATUBHOrO BTPYYaHHS CIIOCTEpIiranocs, SKIIO MAIlicHTH
OTPUMYBAIX JIiKyBaHHA OeBalu3yMaboM Iif Yac Xipypriunoro BTpydaHHS. UacToTa BKa3aHUX
CepHO3HKX MOOIYHUX ABUII BapiroBana Big 10 % (4 3 40) 10 20 % (3 3 15).

IToBigomnanocs Npo cepio3Hi YCKIAJHEHHS 3aroeHHSA paH, BKITOYAIOYH aHACTOMOTHYHI
YCKIIaIHEHHS, NeSKl 3 HUX MaJIH JICTalbHi HaCIiIKH.

Y IOCTiDKEHHSAX MiCIEBO PELMIMBYIOYOrO Ta METACTATHYHOTO PAKy MOJIOUHOT 3031 yCKIaqHEHHS
3-5 cTynens, NOB’s3aHi i3 3arOEHHAM paHH, criocTepiranuck y 1,1 % mamientis, ski oTpuMyBamy
Gesauusymab, y nopisnsmHi 3 0,9 % nauientie KoHTpoasHEX rpyn (NCI-CTCAE v.3).

VY KIIHIYHUX JIOCTIDKEHHAX PaKy SE€YHUKIB YCKIATHEHHS 3—5 CTYIEHs, MOB’A3aHi i3 3aroeHHAM
panu, croctepiramucs y 1,8 % nanientis B rpymi TikyBaHHs GeBauuzymaboM y mopiBHsHHI 3 0,1 %
B KoHTponbHiH rpyni (NCI-CTCAE v.3).

Apmepianena 2inepmensis (quB. po3ain «OcoGMMBOCTI 3aCTOCYBaHHS)

YV KIIHIYHHX TOCTiDKEHHSIX, 32 BUHATKOM Jociimkenns JO25567, 3aransua 4acToTa apTepianbHOT
rineprensii (ycix crymeniB) gocsrana 42,1 % y rpymax JiKyBaHHA 3a CXEMaMH, IO MICTHIIU
OcBauusymal, y mopiBHAHHI 3 14 % B KOHTPOJNBHMX TpymaX. 3arajbHa 4acToTa apTepianpHOl
rineptensii 3 i 4 cTynens 3a xiacudixauiero NCI-CTC y manienTis, ski OTpUMYyBaII OeBaruzymao,
BapitoBana Bix 0,4 % no 17,9 %. AprepianbHa rineprensin 4 cTymeHs (rimepreH3MBHMIA Kpu3)
crioctepiraiace y Maiixe 1 % manieHTis, ski oTpuMyBamu 6epanu3ymad i XiMiOTeparlito, MOpPiBHAHO
3 0,2 % nauienTip, SKi OTpUMYBaIH JIHIIE XiMiOTEpaITilo.

V' mocnimxenni JO25567 aprepianeHa rimepTemsis ycix cTymeHiB crmocrepiranacs y 77,3 %
Mali€eHTiB, Ki OTpUMyBany Geanu3yMab y KoMOIHALiT 3 epIOTHHIGOM SIK TIepIy JTiHif0 TKyBaHHS
HEMJIOCKOKIITUHHOTO HeJPIGHOKIITHHHOTO paKy JereHb 3 EGFR-akTuBytounMu Myrauismu, y
nopiBHsHHI 3 14,3 % mamieHTiB, sKi OTpUMyBamM IHMIIE EPIOTHHIO. AprepianpHa rinepTeHsis
3 crymens crnocrepiranacst y 60 % mNauieHTiB, AKi OTpUMyBaNH OeBamm3ymMad y koMGiHamii 3
eproTUHIOOM, y mopiBHAHHI 3 11,7 % mauieHTiB, SKi OTpUMYBAIH JIHIIE epioTuHi6. ApTtepianbHa
rineprensis 4 abo 5 cTymeHs He criocTepiranacs.

3aranoM aprepiankHa TiNepTeH3is aleKBaTHO KOHTPONIOBANACAd 3a HOIOMOTOIO HepopaNEHUX
aHTHTIIIEPTEH3MBHUX 3ac00iB, TakMX sK iHTiGiTOpH aHII0TEH3HHIIEPETBOPIOBATHLHOIO (DEPMEHTY,
niypeTvkd Ta GIOKAaTOpH KalbIli€BUX KaHaliB. ApTepianbHa riMepTeHsis piKo MPU3BOAMIA [0
BiJIMiHU TiKyBaHHs OeBalu3yMaboM M FOCIiTaNi3alii.

Hyxe pifKo MOBIZOMIIAIOCH MPO BHNAAKK TiNepTEeH3UBHOI eHleanonarii, meski 3 HUX Oynu
NeTaNbHUMU. PH3MK BUHMKHEHHs apTepialbHOi TimepTeHsii, acouiifoBanoi i3 3aCTOCYBAHHIM
OepanmsymaOy, HE KOpPETOBAaB 3 IOYATKOBHMH XapaKTEPUCTHKAMH IAL{€HTIB, OCHOBHHM
3aXBOPIOBAHHAM YH CYITyTHROIO Teparlicro.

Cundpom 360pommnoi 3a0nb0i enyepanonamii (nue. po3nin «OcobIUBOCTI 3aCTOCYBaHHSY )
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YV mauienris, Aki oTpumysanu Gepauuzymab, piako CIIOCTEpIranucs CHMITOMH. IO CBiA4aTh Mpo
CHHIPOM 3BOPOTHOI 3agnboi eHuedanonarii. C33E € HeBpOJIOTiYHOIO MATOJOTIEr0, SKa piaxo
3YCTPIYAETbCA | TPOABIAETBCA TAKUMM CHMITOMAMHM: CYIOMH, [OJOBHMIA 0inb, MOpYIIEHHS
TICUXIYHOrO CTaHy, TMOPYIIEHHs 30py, KipKOBa CIIMOTa, 1O MOXKYTE CYIIpOBOJKYBaTHCS abo He
CYIpPOBOJUKYBATHCA rineprensiero. KITiHiuHi MposiBi CHHAPOMY 3BOPOTHOI 3amHBOT eHuedanonarii
4acTo € HecrnenuidHUMM, TOMY NiITBEPANTH WeH MiarHo3 MOXHA 3a JOTOMOIOI METOIB
Bi3yaizaii rOIOBHOro MO3KY, TIpH 1[bOMY HepeRara HalaeThcs MarHiTHO-pe30HaHCHIN ToMorpadii.
Y pasi po3BUTKY CMHIPOMY 3BOPOTHOI 3aHLOL eHiedanonatii peKOMeHIyeTbC paHHE
PO3Mi3HABaHHA Ta IIBUAKE JIKYyBaHHA CHENHGIUHHX CHMIITOMIB, BKIIOYAIOYU KOHTPOJIb
apTepiaNLIOl rinepTensii (MpH NaABIOCTI TAKIOT HEKONTPONLOBAIIOT TiNcpTeHsil), i MPHITMHCHHA
Tepanii GepauusymMmaboM. CUMITOMM 3a3BHYail 3HUKAIOTH 260 3MEHIIYIOTHCA IIPOTATOM HaMOMKIMX
JHIB IiCA TIPMIIMHEHHS JIKYBaHHA, XO4a y JEIKHX MAIli€HTIB MOXYTh CIIOCTEpiraTtucs nesKi
HEBPOJIOTiYHI Haciliaku. bBesneka MOBTOpPHOro mpU3HAYEHHS OeBanm3ymaby mnamieHTam i3
CHHJIPOMOM 3BOPOTHOI 3a/IHBOI eHIedanonarii B aHaMHe31 HEBijoMa.

YV KIHIYHMX JOCII[DKCHHSX 3apeeCTPOBAHO 8 BHITAMKIB CHUHIPOMY 3BOPOTHOI  3aJHBOL
eHuedanonarii. ¥ 1Box i3 BOcbMH BUTazIKiB He GyI10 OTPUMaHO PEHTIE€HOJIOTIYHOTO i ITBEP KEHHS
METOIOM MarHiTHO-pe30HaHCHOT ToMorpadii.

IIpomeinypia (nuB. posain «OcobmuBoCT 3aCTOCYBAaHHS»)

Y KIHIYHHX JOCIiUKEHHSX TPO HpOTEiHypil0 IOBiZOMIIIOC y 0,7-54,7 % manienris, ski
OTpUMYBaIH OeBaIM3yMal.

3a cTymeHeM TXKKOCTI IPOTEiHypis BapiloBana Bif KIIHIYHO 6e3CHMITOMHONO TPaH3UTOPHOTO
BUABJICHHA CIiJiB Oika B cedi 0 HEPPOTHIHOTO CHHAPOMY, MpH IEOMY y OiNBIIOCTI BUIAAKiB
HOBIIOMIIATIOCS TIPO TIpoTeiHypito 1 cTymens. IIpoteinypis 3 cTymenst crocrepiramaca y 10,9 %
nauienTis. [TpoTeinypis 4 crynens (HedpoTudHmMil CHHJIpOM) ciocTepiranacs y 1,4 % mnalieHTiB, gki
OTPUMYBAJIH JIiKyBaHHS. Jlo modatKy Tepamii mpemapaToM 3ipaGes PEKOMEHAYETHCSA MPOBOAUTH
aHani3 cevi o0 BUABJICHHS POTEiHypii. B GiMbIIocTi KIIHIYHUX JOCTiIKEHD piBeHb Oinka B ceui
> 2 1/24 TOMHM TIPU3BOIKEB JIO NPUIIMHEHHS Tepartil GeBar3yMaboM /10 3HUKEHHS Gilka B cedi b1 (o)
piBHA < 2 1/24 ronuuu.

Kposomeui (nus. po3ztin «Oco61uBOCTI 3aCTOCYBAHHS»)

YV  KIHIYHMX JOCTIKEHHSX 3arajbHa 4YacToTa BUHUKHEHHS KpoBoTed 3-5 cTymeHs 3a
knacugikaniero NCI-CTCAE v.3 npu npuiiomi Oepanuszymaly 3a yciMa IOKa3aHHSAMH CTaHOBHIIA
0,4-6,9 % y nopiBasHHi 3 4,5 % nauieHTiB y KOHTPOJIBHIi IpyIi OTPUMaHHA XiMioTeparii.

Y xopi ximinidHoro gocmimkenns (GOG-0240) 3a YYacTiO MAalli€eHTiB 3 TEPCHCTYIOUUM,
PELMIMBYIOYMM 200 METaCTaTUYHAM PAaKOM IIMHKM MATKM BHIAIKH KPOBOTEYi 3—5 cTyneHs 6ynu
3apeecTpoBani y 8,3 % mamieHTiB, sSKi OTPUMyBaNM TiKyBaHHS OeBar3ymaboM y KoMOiHarii 3
MaKJITaKCeIOM | TOMOTEKaHOM, y HOpIiBHAHHI 3 4,6 % mauieHTis, ski OTPUMYBAJIU JIiIKyBaHHS
HaKJIITAaKCENIOM 1 TOITOTEKaHOM.

Haityactime kpoBoTedi, ski crocrepiramucs B KIiHi9HHX JOCHIIKEHHAX, OyaM NOB’s3aHi 3
TYXJIMHOIO 4K GyJIN HEBETMKUMH CITH30BO-INKIPHAMH (HATIPHKITa HOCOBA KpOBOTEYa).

Kposomeui, acoyiiiosani 3 nyxaunoto (mus. po3in «OcoGamBocTi 3aCTOCYBAaHHSI»)

3Hayni abo MacuBHI JercHeBi KpoBoredi / KPOBOXApKaHHSA Yy JOCTIUKEHHSAX CHOCTEpiramucs
TIEPEBAKHO y TAIEHTIB 3 HeAPiOHOKIITHHHAM PakoM JiereHb. MOXIMBAMU (dakTopaMu pu3HKY
JIETCHEBUX KPOBOTeY / KpPOBOXapKaHb € IUIOCKOKTITHHHA TiCTOJOTIS KIIITHH, JIiKyBaHHS
TPOTUPEBMATHIHMMHU/IPOTU3AIIATEHUMH NPENapaTaMi, aHTHKOATY ITHTaMH, IOIIepeHS TPOMEHEBa
Teparlis, Teparis GeBau3yMaboM, aTepocKiIepos B aHAMHE3, LUEHTPALHE PO3TALTYBAHHS ITYXIHHH,
YTBOPEHHS KaBEPHU MyXTHHW JI0 ab0 Tijl 9ac mikyranHs. TIpH 1hOMY CTAaTHCTHYHO JOCTOBIpHUH
3B’30K 3 KPOBOTEYEIO MPH 3aCTOCYBaHHI GeBalu3yMaly [OBeIeHMil JTHIIe OpU TUIOCKOKITITHHHIMN
ricronorii kimiThH. Ilauientn 3 HeAPiIGHOKIITHHHUM PaKoM JIETeHb 3 BIAOMOIO IEPEBaKHOIO
TJTIOCKOKIITHHHOIO TiCTONONYHOI0 KAPTHHOIO UM 3MIlAHUM KJTHHHUM THIOM 3 HNEPEBAKHO
TJIOCKOKIIITHHHOKO TiCTOTOTIYHO KapTUHOK GYIIM BHKIFOYEH] 3 HacTynHuX Jocinimkens I dasu,
TOJII K MAIiEHTH 3 HEBIZOMOIO TiCTONOrYHOO KapTHHOIO IMyXJIMHH OYIJIN BKIIFOYEHI Y {OCHTIKEHHS.
Y mauienTiB 3 HeAPIOHOKTITHHHUM PaKOM JIEr€Hb, 32 BHHSTKOM NEPEBAXKHO TTOCKOKITITUHHOL
TICTONOrMHOT KAPTHHM, ABUIIA YCIX CTYMEHIB TSHKKOCTI CIIOCTEPIramucs 3 9acTOTO 110 9,3 % mpu
niKyBaHHi GeBarusymaboM y KomGiHamii 3 XIMiOTepari€to, MOpiBHAHO 3 5 % malieHTiB, sKi
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OTPUMYBAIIM JIMINE XimioTepamito. SBuma 3-5 cTymeHs crocrepiramucs y 2,3 % mallieHTiB, gki
OTpuMyBamu OeBanusyma® B KomGiHauii 3 XimioTeparmiero, nopiBHAHO 3 <1 % XBOpHX, sKi
OTPUMYBAJIM JIMLIE XIMIOTEPaIito. 3HauHi 60 MaCHBHI JIereHeBi KpPoBOTeYi / KpOBOXAPKAHHS MOXKYTh
BIHHMKATH PAITORO, i 10 IBOX TPETHH CEPHO3HUX JTETEHEBHX KPOBOTEY OyJIi NeTaTbHUMU.

V nauientin 3 KonopekTanbHuM pakom peecTpyBamics KpoBoTedi MUTYHKOBO-KUIIKOBOTO TpaKTy,
TIOB’A32Hi 3 MyXJIMHOKO, B TOMY YHCIIi PeKTaIbHI KPOBOTEUi Ta MeTeHa.

Acoliliorani 3 IyXJIHHOO KpOBOTEYi piKo crocTepiranvcs npu iHIMX THIax OYyXJIUH | 1X
JoKamisauii i BKmoyamu kposoreui y I[HC y mauieHtis 3 Meracrazamu B I[HC (mus. po3ain
«Oco6MBOCTi 3acTOCYBaHHAN).

Yacrora kpoeotet y LIHC y mamicirin 3 nemikonarmuMy Mmetactasamu b ITHC, axi otpumybann
OeBauu3ymal, NPOCIIEKTHBHO HE BUBYATACH B PaHIOMI30BaHUX KIIHIYHUX JOCTiKEHHSX. Y
JOCTITHAIBKOMY PETPOCIEKTHBHOMY aHaNi3i maHux 13 3aBEPIICHHX PaHAOMi30BaHUX JOCIIIKEHE
3a y4acTIO NALI€HTIB 3 PISHUMU THIIAMH MyXIHH Y 3 3 91 (3,3 %) xBOpOro 3 MeTacTa3zaMu B rOJOBHUIA
MO30K posBuHymcs kpootedi B ITHC (Bci 4 cTynens) npu nikyBanHi GeBalu3yMaboM MOPIiBHAHO 3
1 BunankoM (5 crymens) cepen 96 marienTin (1 %), axi ne oTpumyBanu Gepammzymab. Y mBox
HACTYIHUX NOCT{/UKEHHSX 32 Y4acTIO MAUi€HTIB 3 JTiIKOBAHHMH METACTa3aMH B TFOIOBHHI MO3OK
(mpubmuzno 800 manientis) 6yno moBigoMIEHO npo oauH BUNagok kpoeoredi y ITHC 2 crymens
TSKKOCTI cepen 83 ocif, siki oTpuMyBanu Gepaiusymat (1,2 %), 3a maHuMH mpoMikHOro aHamizy
Gesnmexu (NCI-CTCAE v.3).

Y BCIX KIHIYHIX JOCITI/PKEHHAX KPOBOTEU] CIIM30BHX 06O0IOHOK Ta IUKipH criocTepiraiucs y Maixe
50 % xBopmX, 5Ki OTpUMyBanu GeBanusymal. YacTimme CIIOCTEpIraikuch HOCOBI KpoBoTedi 1 cTymens
32 NCI-CTCAE v.3 TpuBaictio MeHIIe 5 XBHIMH, SKi NPUNUHSAIMCH 6€3 MEAUYHOrO BTPYYaHHS Ta
He MOTpe6yBa 3MiHH PEKUMY JTiKyBaHHS npenaparoM 3ipa6es. [lani 3 kniHiuHOT 6€3Meku cBiquaTh,
IO 9acToTa HE3HATHUX KPOBOTEY CIM30BUX OOONOHOK Ta MIKipH (HANPUKIIA] HOCOBHX KpOBOTEY)
MOJKE 3aJIEKaTH BiJ| IO3H.

Takox mMenm yactumu 6y He3HauHi KpOBOTEYi LIKipH Ta CITM30BUX 0GOJIOHOK iHINOT TOKaizawii,
TaKi sIK KpoBOTedi siceH a6o BariHaTBHI KPOBOTEHi.

Tpomboembonis (nus. pozziin «Oco6GIMBOCTI 3aCTOCYBaHHSI»)

Apmepianvna mpomboembonis

301TBIUEHHS 9aCTOTH BHHUKHEHHS apTepiaibHOl Tpomboemboii, BKMoUaroun iHCYNBT, iHbapKT
MiOKap/ia, TPaH3UTOPHY ilIeMidHy aTaky TOINO, CIIOCTEPIrajocs y MAli€eHTiB, fKi OTPHUMyBaIM
OeBanu3ymab npu pi3HUX [TOKA3aHHSIX.

VYV KIiHIYHHX [OCHI[UKEHHAX 3arajbHa 4YacToTa apTepialbHUX  TPOMGOEMOOMITHIX —peaKiiil
BapiroBana Bi 3,8 % B rpymax miKyBaHHS, 10 BKIIOYAIO OeBatmsymab, 10 2,1 % B KOHTPOIBHUX
rpymax Ximiorepamii. JleTamsHi Hacigku crioctepiramucs y 0,8 % mnamuieHTiB, ski OTPUMYBAIU
Oepalusymab y komOGinanii 3 Ximiotepaniero, mopiszo 3 0,5 % NALIEHTIB, SKi OTPUMYBAJIM JIUIIE
XimioTeparito. IHCYIBT (BKIIO9aroun TPaH3UTOPHY IMIEMiYHY aTaKy) 6YB 3apeecTpoBaHMI y 2,7%
TMALENTIB, AKi OTPUMYBaIK TiKyBaHHS OeBanuzyMaboM y KoMGiHarii 3 XiMioTeparieto, MOPiBHAHO 3
0,5 % mauieHTiB, SKi OTPUMYBATH TUTEKK ximioteparmito. [1po iHdapkT MiOKap/ia OBigOMJIANOCS y
1,4 % mauienris, sKi oTpuMyBamu Geparmsymat y KoMOiHauii 3 XimioTepariero, mopiBmsaHO 3 0,7 %
NAli€eHTIB, SKi OTPUMYBAITH TiIbKU XimMioTepariro.

B onme xninivHe gocnimpkeHHs oinku OeBann3ymaby y koMbiHarii 3 S-¢ropypaumiiom / ¢osnieBoro
KuCI0TOI0 (AVF2192g) Gyim BKIMOYEH] MalieHT!H 3 MeTaCTaATHIHIM KOJIOPEKTAIbHUM PaKoM, AKi He
Oymu kaHmupaTaMu s JlKyBaHHS IpuHOTEKaHOM. V  1BOMY JOCIiKEHH] aprepianpHa
Tpomboembonis croctepiranace y 11 % (y 11 3i 100) manientiB mopisHsHO 3 5,8 % (y 6 3i 104)
MauieHTiB y KOHTPOJIBHIM rpymi XiMioTeparii.

Benoszna mpomboembonis

HacroTa BeHO3HOT TPOMGOEMGOTT B KITIHIYHNX JOCTKEHHIX OyIa MOPIBHSHHOK Yy NAli€HTIB, AKi
OTPUMYBAJIH JIIKyBaHHS OeBaun3yMaboM y KoMGiHawii 3 XiMIOTepani€elo Ta MauieHTiB KOHTPOIBHOT
TPYIIH, SIKi OTPUMYBAIIH JIUIIE XiMioTepanito. Benoswna TpoMO0oeMOOTIis BKIIOYAE JIEreHeRy eMO0Iiio,
TpoMO03 rIMOOKHX BeH i TpoMGoheHiT.

YV KIHIMHMX JOCITIIUKEHHAX 3aCTOCYBAHHS 3a PI3HUMH TTOKa3aHHSIMHU 3arajbHa YacTOTA BEHO3HUX
TpoMGoemboniit BapiroBana i 2,8 % mo 17,3 % B TPy JIKYBaHHA, {0 BKIIOYana Gepanusyman,
HOPIBHAHO 3 3,2-15,6 % B KOHTPONBHHX rpynax.
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Benosni tpomGoem6Gonii 3-5 crynens (NCI-CTCAE v.3) Oynu 3apeecTpoBati y 7,8 % nanieHTis, ski
OTpUMYBAIM XiMioTepariio + 6eBaunsymat, nopiBHaHO 3 4,9 % marieHTis, sKi OTPUMYBAIIH JIMILIE
XimMioTepamito (3a yciMa MOKAa3aHHAMH, 32 BMHATKOM IEpCHCTYIOMOTO, peunauByoyoro abo
METacTaTHYHOrO paKy IIHIAKH MaTKH).

V Xoxi KIiHIYHOrO JOCHIDKEHHS 3a yYacTIO MALIEHTIB 3 TIEPCUCTYIOUMM, pPEeLUUIUBYIOUMM abo
METacTaTHYHUM pakoM muiku Matku (GOG-0240) ssumia sBenosnoi tpomGoembonii 3—5 cTymens
Oymnu 3apeecTpoBani y Mmaibke 15,6 % marientis, ki oTpuMyBamm TiKyBaHHS OeBalUH3yMaOboM y
KOMOIHAWI 3 MakiTaKcenoM 1 WUCTUIATHHOM, Y TIOpiBHsHHI 3 7,0 % mnauieHTis, sxi OTPUMYBAJIA
TMKYBaHHS MaKIiTAKCEIOM 1 IMCIUIATHHOM.

V mauicntip, y AKHX DHIHKAIH BENO3Ii TPoMGOCMOOIIIT, MOMKITHBC i ABHIICHHS PU3HKY PCUHIIBY
Ipu TiKyBaHHI penapaToM 3ipaGeB Ta XiMioTepari€ro HOPIBHIHO 3 TAKAM IIPH 3aCTOCYBaHHI JIUIIE
XimioTeparii.

3acmitina cepyesa nedocmamuicmo (3CH)

Jorenep y KIHIMHEX OCHIIDKEHHSX 3acTiifHa ceplieBa HeIOCTATHICTB (3CH) BuHmkama mpu
3acTocyBaHHI OeBaumsymaby 3a BCiMa IIOKasaHHAMH TIpH paKy, ajle B OCHOBHOMY TIpH
METacTaTHIHOMY paky MOJIOYHOI 3a/103U. ¥ 40THpBoX JocikenHsx [ dasu (AVF2119g, E2100,
B017708 ta AVF3694g) y mauientis 3 MeTacTaTHIHUM pakoM MOJOYHOT 3a103i 3CH 3 CTyIeHs abo
BUIIE criocTepiranacad y 3,5 % mnauieHTis, AKi OTpUMYBaIH OeBauu3ymMab y koMmOiHawii 3
XimioTeparieto, y mopiBHsHHi 3 0,9 % B KOHTPONEHUX rpynax. Y Nali€HTiB-yYaCHUKIB TOCIIi[PKEHHS
AVF3694g, sxi oTpUMyBalHM aHTPALMKIiHH OXHOYACHO 3 OeBanU3yMaboM, YacToTa BUHUKHCHHS
3CH 3 crynens a6o BHiNe B Ipynax OTPUMaHHI GeBauuszymMaly i KOHTPOIBHHX Tpymax Oyia
HOPIBHAHHOIO 3 TaKO B IHINMX JOCIiKEHHAX METACTATHIHOIO paky MOJIOYHOI 3ano3u: 2,9 % B
TpyIi aHTPaUKKIiH + GeBanu3ymab i 0 % mauieHTiB B rpyni aHTPALMKIIH + riane6o. Kpim Ttoro, y
mocmikenni AVF3694g gacrora Bunmknenns 3CH ycix cTymeHis TskkocTi Oyna momi6HOIO B
Tpynax JIKYBaHHS 3a CXEMOI aHTPALMKIIH + GeBanmaymab (6,2 %) Ta aHTPalUKIIH + manebo
(6,0 %).

Y Ginbwocti namienTie, y sxux possunyiaca 3CH y Xomi DOCITIKEHHS MeTacTaTHIHOLO paky
MOJIOHHOI 3aJI03H, CIIOCTEpiranocs MocnabIeHHs CHMIITOMIB Ta/abo MOKpAIeHHS ¢byHKUil miBoro
IITYHOYKa ITiC/S BiIOBIiHOr0 MEAMKaMEHTO3HOTO JTIIKyBaHHSI.

3 OuIBIIOCTI KIHIYHMX HOCHi/UKeHEs GeBanu3yMaly MaiieHTH 3 icayrouoro 3CH II-IV kuacy 3a
knacudikauiero Hero-Hopkepkoro Kap/ioNoriyHow aconianieio 6y BUKMoYeHi. TakuM 4HHOM,
Hemae indopmanii moxo pusuky 3CH y nuX nmamieHTis.

IomepenHs Tepanis aHTparMKIiHaMu Ta/a6o MOMepeHs IIpOMEHEeBa Tepallis Ha JiISHKY TPYAHOI
KIITKA MOXYTb OyTH MOXJIMBUMH (haKTOPAMHU PH3HKY po3Butky 3CH.

Hinsumenns yactotn BunikHeHHs 3CH croctepiraiocs B KIIHIYHEX JOCTiIKEHHAX y Malli€HTIB 3
mu(y3HO B-BeNTMKOKIITHHHOIO 1iMpOMOIO, SKi OTpUMyBanu GeBanuzyMab i3 KyMyJISTUBHOIO
M03010 NOKCOpYOiLKHY, sfKa nepepunrysana 300 mr/mM>. B mpomy KiiHigHOMY nocimpkenni I azu
TIOPiBHIOBABCA puTykcumab/uukiodochamin/mokcopy6iun/BiHKpUCTHH/TpeIHI 30100 (R-CHOP)
+ 6eBanmuzymab i R-CHOP Ge3 6Gepanusymaby. Yactora sunukaenas 3CH B 060x rpynax Oyna
BUIIOIO, HIX paHillle criocTepiranacs Mpy Tepartii JoKcopy6ilmuHoM, TIPU [IEOMY YaCTOTa BUHHKHEHHS
3CH Oyna Bumoro B rpymi R-CHOP + 6epanusymab. Lli pesynstat CBiYaTh, 1[0 3a CTaHOM
TALIEHTIB, AKi OTPHMYIOTE KYyMYJISTUBHY 03y nokcopybinmny moxax 300 mr/m? y xomGiHarii 3
GeBarm3zymaboMm, CITiJl peTeIbHO CIIOCTePIraTH Ta IPOBOIUTH BilTIOBI/THE 0OGCTEKCHHS cepls.
Peaxyii zinepuymnusocmi (sxmouno 3 anaginakmuynum woxom)/ ingpysitini peaxyii (IMB. po3min
«Oco6IMBOCTI 3aCTOCYBAHHS» Ta MiAPO3/LT «3aCTOCYBAHHS y HicApeccTpaniiHuii epiof» HIKYE)
Y Heskux KNHIYHMX [OCTiUKEHHSX PO BHHUKHEHHS aHadiMaKTHYHUX peakiiil i peakiiit
aHa(IIaKTHYHOTO THITY MOBIIOMISNOCA YacTillle y MAI[i€HTIB, AKi OTpuMyBainu OeBanuzymab y
KOMOiHamii 3 XiMioTeparti€ero, y MOpiBHAHHI 3 mamicHTaMu, AKi OTPpUMYBalIM JMLIE XiMioTepariio.
BunukHEHHS nUX peakiiii B AeIKuX KIHIYHAX JOCTIJUKEHHAX € 9acTuM (1o 5 % Tali€HTIB, SAKI
OTpUMYyBanu OeBanuzymao).

Inghexyir

Y Xopi KIHIYHOro HOCII/UKEHHSA 3a YYaCTIO MALEHTIB 3 MIEPCUCTYIOUUM, PEHUAUBYIOUHM abo
METaCTaTHYHUM  pakoM wnmiku matku (GOG-0240) eumagku iHdexuint 3-S5 crymeHs Gymu
3apeecTpoBani y 24 % mauieHTiB, fKi OTPUMYBATH JliKyBaHHS Oepanmzymabom y xomOiHanii 3
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TMaKJTITAKCENOM i TONOTEKAHOM, Y nopiBHAHHI 3 13 % mamienTis, Aki OTPHMYBAIM JIIKYBaHHS
HaKJITaKCEIOM i TOIOTEKAHOM.

Heoocmamuicme ¢ynxyii aeunuxie / pepmunvuicmy (nuB. pozninu «Oco6AUBOCTI 3aCTOCYBaHHAY |
«3acToCyBaHHs y MEPIOJ BariTHOCTI a6o TOTyBaHHS TPy IO )

V' nocmimxenni 111 ¢pazu NSABP C-08 3aCTOCYBaHHsA OeBanusymMaby B aj’FOBaHTHIM Teparnii
TMALi€HTIB 3 PaKOM 0G0/I0BOT KMIIKH YacTOTa BUHHKHEHHS HOBUX BUMA/IKIB HEAOCTATHOCTI (pyHKILT
SEYHMKIB, SKi BHU3HAYaIHCA  sIK aMcHOpest  MpoTAroM 3 Micsuis  abo Gimblie, piBeHb
onikynoctumyor0doro ropmony > 30 MMO/MT i HeraTuBHi pe3yNbTaTH TECTy Ha BariTHICTH 3a
AOTIOMOrOI0 BHU3HAYCHHA [B-NIOACEKOr0 XOpPiOHI9HOTO TOHAJOTPOIiHY, BUBYanacs y 295 xiHOK B
npemenionay3i. IIpo mopi pHmagms IexoctatiocTi (yIKuii scTHKIB nosigoMmisutocst 'y 2,6 %
narieHTis B rpyni mFOLFOX-6 y nopisusuHi 3 39 % y rpyni mFOLFOX-6 + Geanuzyma6. ITicus
BiIMiHM JTiKyBaHHA GeBanm3ymaGom GyHKUiS s€YHUKIB  BimHOBMIIACS y 86,2% xinok.
JlOBroTpuBaHii BIIMB TiKyBaHHs OeBanuzymMaboM Ha GepTHIIBHICTS HEBiTOMMUIL.

Bioxunenna nabopamopuux noxaznuxis

3MEHIIEHHS KiTbKOCTi HeHTPODiNiB, IeHKOUMTIB Ta HASBHICTS Gilka B cedi MOXe acoIliFoBaTHCS 3
NIKyBaHH;IM GeBalu3yMaboM.

Y KIHIYHHX TOCITIUKEHHSIX HIKUe3a3HAYeH] BiXUICHHS 1abOpaTOPHUX MOKa3HHKIB 3 i 4 cTymens
(NCI-CTCAE v.3) cnocrepiranocs i3 Ppi3HHLEIO IOHalMeHwe 2 % Y MalieHTis, gKi OTPUMYBAITH
JNiKyBaHH: GeBau3yMaboM, MOPIBHAHO 3 MAIliEHTAME KOHTPOJIbHUX I'PYII: TiMepriikeMis, 3HIKEHHS
piBHA reMornoGiHy, Timokamiemis, TIIOHATPIEMisl, 3HIDKCHHA 4YHCNa JCHKOLMTIB, 36iTbMIIeHHS
MIXKHApOHOr0 HOPMali30BaHOTO CITiBBiMHOMIEHHS (MHC).

Kninigni  mocnimkenns [IPOAEMOHCTPYBAJIM TOB’A3aHE i3 3aCTOCYBAaHHSIM OeBanm3yMady
TPaH3UTOPHE MiBULIEHHS PiBHS KpEaTHHiHy B CHPOBATLi KpoBi (B 1,5-1,9 pasa Bume noyarkoBoro
piBHA), K 3 IpOTeiHypieto, Tak i 6e3 Hei. Take MIBULIEHHS HE aCOI[IOBANIOCS 3 BHINOK YacTOTOO
KIiHIYHMX TIPOSIBIB MOpymeHHs (yHKIiT HUPOK y TMAWi€HTIiB, AKi OTPUMYBaTH JIiKyBaHHS
6eBarzymabom.

Oco06IHBi Tpynu manieHTie

llayienmu nimuvozo eixy

V' paHIOMi30BaHMX KIIHIYHHX OCTIKEHHAX BikK HalieHTa MOHax 65 PoKiB acolfifoBaBcs 3
TiABUICHAM PU3UKOM BHHUKHEHHS aprepiabHOI TPOMGOEMOOTIT, BKITIOYar0OuH PO3BUTOK iHCYIBTY,
TPaH3UTOPHOI ieMi4HOT aTaky, iHdapkTy Miokapaa. V nalieHTis BikoMm noHa 65 pokiB Takoxk 3
BHIIOIO YaCTOTOO CIIOCTEepiranucs NeiKkoneHis 3—4 cTymeHs Ta tpombonuTonenis (NCI-CTCAE
v.3), a TakoX HEUTpoMeHis (BCiX cTymeHiB TSDKKOCTI), Jiapest, HyJoTa, FOJIOBHHI 61JIb i c/1abKicTs y
TOPIBHAHHI 3 MallieHTaMH BiKoM < 65 pokiB, ski OTPUMYBAJIX JIIKyBaHHS OeBauuzymaboM (IuB.
«TpombGoeMbonis» y poszinax «OcobamBocti 3acrocyBaHHs» i «Ilobiyni peakuii»). B omHOMy
KIIHIYHOMY NOCHTiIKEHHi 4acTOTa BHHUKHEHHS apTepialibHOl rimepTeHsii > 3 cTymeHs THKKOCTI
Oyna BIBiYi BHINOI y MalieHTiB BikoM ToHam 65 POKiB, HiX y Nalli€HTiB BikoM < 65 pokie. ¥
HOCTiDKEHHI 3a yYacTiO MAIli€HTIB 3 PCLUMIMBYIOYHM PAKOM SE€YHMKIB, PE3UCTEHTHHM HO i
NpETIapaTiB IUIATHHH, TaKoX OyJlO 3apeecTpOBAHO BUMATKH aJoNeNil, 3amaleHHs CIU30BUX
000IIOHOK, TMepUdEPHUHOi CeHCOpHOT Helfporarii, IPOTEiHYpii Ta apTepianbHOi TrimepTeHsii, sxi
CTOCTEpiragucs 3 4acTOTOK, MPMHANMHI Ha 5 % BHINOIO Yy Tpymi JiKyBaHHs GeBanuzymaGoMm 3
XiMiOTepami€ro NalieHTiB BikoM > 65 POKiB, siKi OTpuMyBaiu GeBanu3ymat, NIOPIBHSHO 3 Mal[ieHTaMU
BIKOM < 65 pOKiB, fKi OTpEMyBaTH OeBanuzymao.

YacToTa po3BUTKY iHWMX MOGIYHMX peaKuiii, y TOMy yucni nmepdopauii ULTyHKOBO-KHAIIKOBOTO
TPaKTy, yCKJIa/IHEHHS 3arOCHHA PaH, 3aCTiiHOI cepleBoi HEJOCTATHOCTI | KpoBOTEeHi, y TIallieHTiB
NTHBOTO BiKy (OHAA 65 pokiB), sKi OTpuMyBak GeBaumsymal, Gyna MOPIBHAHHOIO 3 TAKOKO y
TNalienTiB BIKoM < 65 pokiB.

imu

besneka ta edexrusnicts 3acrocysanus beBaumsymaGy mitam (BikoM 110 18 pokie) He BCTaHOBICHI.
Y pocmimxenni BO25041, y sikomy OeBaM3yMab mojaBamy 1o HiC/IA0TepaniiHoi NpOMEHEeBOT
Tepamii i3 CymyTHBOIO Ta aj’FOBAHTHOIO TEpai€lo TEMO30JOMIAOM Yy JiTedl i3 ymepiie
AiarHOCTOBAHOIO CYNPATEHTOPIANbHOIO, iH(paTeHTOPiaIBHOK, MO30YKOBOKO a60 HNEAYHKYISIPHOIO
CJIIOMOFO Ha Mi3HIX cTafinx, npodine Oe3neku B miTei OyB MOPIBHSHHUIA i3 TAKHM, 110 criocTepiraBcs
3 IHIIUMH BUIAAMU DYXJIHH B MOPOCTHX, SIKI OTPUMYBaNK GeBanuzymas.
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Y nocnipxenni BO20924, y sxomy GeBaum3ymMab 3acTOCOBYBAIH i3 CydacHUM CTaHAapTOM Tepartii 3
TIPUBOJY pabIOMiOCApKOMH Ta capKOMH M’SKHX TKaHHH, IO He € pabaoMiocapKoMoro, mpodiinb
Oesnexu y HiTeid, sxi oTpUMyBanu OeBauusymab, GyB NOPIBHAHHMIL i3 TaKUM, 1110 crocTepiraecs B
JIOPOCIHX, SIKi OTPUMYBAIH GEBaH3yMas.

beranusymab He cxBaneHuit g 3aCTOCYBaHHA MallieHTaM BikoM 710 18 pokis. Omy6ikosaHo nai
0po Te, W0 y MauieHTiB Bikom mo 18 pokis, ski OTPUMYBANH JiKyBaHHA OeBau3yMaGoM,
CTOCTepiralii BUIAIKH OCTEOHEKPO3Y 3 JTOKAMI3AIIEI0 1032 HIKHBOIO LIEJIETIOH0.

3acTocyBaHHS y IicHgpeecTpaniifiHuii mepion

Llo6imni pearyii, sapeccmposani y nicanpeccmpayiinui nepiod

Ingpexyii ma ineasii

Hexporusyrounit ¢acimir, 38uuaitbo BTOPUHHHUU JI0 YCKJIaJHEHHS 3arocHHS paH, IUIYHKOBO-
KHUIKOBOI nepdoparii Ta yTBOpeHHS HOpHILb (pizko) (muB. posmin «OcobmmBocTi 3aCTOCYBaHHI» ).
3 boxy imynnoi cucmemu

Peakuii rinepuyrimsocti, indysiini peaxuii (4acTo); 3 MOXJIMBUMH CyIyTHIMH NPOSBAMU:
3aJIMINKA/yTpYyIHEHE JTUXaHHS, TPUIUTMBY/TIOYEPBOHHHA/BUCUITAHHS, apTepianpHa rinoreHsis a6o
apTepiaNbHa TiNepTeHsis, NecaTypaiis KHCHIO, Gilb Y TPYIOHI# KIiTHi, 03HOO, HyZOTa/6IMI0BAaHHS
(muB. posmin  «Ocobnusocti 3acTocyBaHHA» Ta «Peakuii rimepyyrmuocti (BKiroumo 3
aHa(iTaKTHIHAIM 10KOM)/ iHdy3iitHi peakmiiy BHIIE); aHAabiTAKTHIHAN WOK (PiKo) (IMB. TAKOX
po3tit «OcobMMBOCTI 3acTOCYBaHHSY).

Heeponoziuni poznaou

lineprensuBHa ennedanonaris (myxe pimko) (muB. posmin «Oco6auBocri 3aCTOCYBaHHA» Ta
«IToGiuni peakuii, ['ineprensisy); CHHJIPOM 3BOPOTHOT 3a/{HBOI eHledaonarii (piako) (qus. po3ain
«OcobmMBocTi 3acTocyBanHs:).

3 6oky cyoun

Hupkosa TpoMGoTHyHa Mikpoanrionatis, mo Moxke KITiHiHO NPOABILATHCA MPOTETHYpi€to (YacToTa
HEBIJIOMa), i3 CYITyTHIM 3aCTOCYBaHHSIM CYHITHHIOY 41 Ge3 Hboro (Iue. «IIporeinypis» y posainax
«Ocob6mBocTi 3actocyBanHsy Ta «I1o6igmHi peakii»).

3 6oky duxanvHoi cucmemu, opeanie 2PYOHOI KNIMKU ma cepedocminnus

Iepdopauist HocoBoi neperopomxu (dacrora HEBiZIOMa), JlereHeBa TilepTen3is (4actoTa HEBiOMa),
nucoHis (acro).

3 boKy uLnyHK060-KUUWKOE020 Mpakmy

Bwupaska numynkoBo-kumkosoro TPaKTy (4acToTa HEeBiJoMa).

3 boky cenamobiniapnoi cucmemu

Iepdopanis xoBunOrO Mixypa (actora HEBiTOMa).

3 6oky onopro-pyxoeoi cucmemu ma CHONYYHOI MKAHUHU

IIpo Bumamku ocTeoHeKpo3y Imenenu TOBIIOMIISITIOCS Y IALIEHTIB, SKi OTPUMYBAIU JIIKYBaHHS
Gepauuszymabom. BibmiicTs Takux BUmMamKin CIIOCTEpIrajnKcs y MalieHTIiB 3 BiTOMUMHI daxropamu
pusuky BunMkHeHHS OHII, 30kpema y manieHTiB, ski orpuMmyBanu Oicdochonaru ta/abo manu
MaTOJIOTII0 SICEH B aHAMHe3i Ta NOTpeOyBaaH IHBa3UBHOTO CTOMATOIOTIYHOTO BTpy4YaHHs (IUB.
po3ain «OcoGnuBocTi 3aCTOCYBaHHs»). Bunanku ocreonekposy 3 nokamizariero mosa HUKHEOO
IIENIEIION0 CIIOCTepiraiy y JiTei, sKi OTpUMYBAIX JTiKyBaHHS OeBanmsymabom (mus. posnin «Ilo6igmi
peaxuii. Jlituy).

Bpoooiceni, cnaoxosi ma zenemuuni po3znaou

Crocrepiramics Bunaaku natonoriii mioma Y XKIHOK, SIKi OTPHMYBaH TiKyBaHH: OeBanzyMaboM sk
MOHoOTepamito abo y xomGinamii 3 XIMIOTEpaNeBTUYHUMH ~TpeNapaTaMu 3  BiOMOO
eMOpiOTOKCHYHOIO Ti€ko (IUB. PO3/i1 «3acTOCYBaHHS y IEpioJ] BariTHOCTI 260 TOTyBaHHS IPYUTION).
Slxo 3a3Havena yactora, jaui 1po Hel GyJn oTpUMAHi Ha MifICTaBi K HIYHMX 0CIT KEHD.

3BITYBaHHA PO MiK03pIOBaHi MOGIUHI peakiii

HoBigomienns mpo no6iuni peakuii micms peecTpallii iKapchbKoro 3acoby Mae BasK/IMBE 3HAYCHHS.
e nae 3mory mpoBogutH MOHITOPHHT CIiBBIJHOIIEHHS KOPHCTB/PU3UK TIPH 3aCTOCYBAaHHI [BOTO
JMKapCeKOro 3acoby. Meguuuum Ta (hapMaUEeBTUYHNM NpaniBHUKAM, a TAKOXK MarieHTaM a60 TXHiM
3aKOHHHUM MPECTaBHUKAM CJTiJI IIOBITOMIISTH PO yCi BUMAaIKI MI03PIOBAHHX NOGIYHUX peakiiif Ta
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BIJICYTHOCTI eeKTHBHOCTI JIIKapChKOTO 3acoby Uepes ABToMaTH3oBaHy iHdopMauiiiny cucremy 3
¢apmaxonarmaay 3a nocunannaM: https://aisf.dec.gov.ua.

Tepmin npuparrocTi. 3 poxu.

YMoBH 30epiranns
36epirati y XONOAMILHUKY TIPH Temitepatypi 2-8 °C. 36epirath B OpwWriHanBHill KapTOHHIil
YNaKOBIi JUIs 3aXMCTy Bifl cBiTna. He 3aMmopoxyBatH. 30epiraTi y HEZOCTYIHOMY U JiTell MicIli.

Heeymicniern

Ipenapar He MOXHa 3MilIYBaTH 3 iHIOMMHU JIKapCbKUMU 3aco0aMy, 3a BUHATKOM 0,9 % PO3UUHY
HaTpif0 XJopumy s in’ekuidt. Ilpum poseenensi Gepanmsymaby 5 % pO3YMHOM TIIFOKO3H
croctepirascs npodins Aerpananii 6eBanusymaby, 3aneKaui Bi KOHI[EHTparlii.

YnakoBka
1o 100 mr/4 mn a6o 1o 400 mMr/16 mn y ¢maxosi. o 1 }akoHy B KapTOHHIN KOpoO1Ii.

Kareropis Biamycky. 3a penenrtom.

Bupobuuk
I¢aiisep Cepsic Komnani BB / Pfizer Service Company BV.

Micuesnaxoxenns BAPoGHAKA Ta ajipeca Micus NPOBa/’KeHHd Horo AisyibHOCTI
T'epmecnan 11, 3asentem, 1932, Bensris / Hermeslaan 11, Zaventem, 1932, Belgium.

abo*

Bupoounk
®apmauis i Anmpkon Komrani JIJIC / Pharmacia & Upjohn Company LLC.

Micuesnaxonkenns BApoGHUKA Ta agpeca Micus NPOBA’KEHHA HOT0 AisLILHOCTI
7000 IMopremxk Poyn, Kanamasy, Miuuran (MI) 49001, CIIA / 7000 Portage Road, Kalamazoo,
Michigan (MI) 49001, USA.

® B inempykyii, wo exaadacmves 6 KAPWIOHHY YHAKOBKY, 3ASHAYACIBCA AUIHE 00UH QUPOOHUK (01,
10 0y'6 3001A1HULE ONS SUITYCKY Cepil).

Jata ocraHHbOrO MEpersxy ’/ 6’ o, AOCAE



