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3ATBEP/IZKEHO
Haxas MiHicTepcTBa 0XOPOHH
3q0poB’st YKpainu
19.08.2020 Ne 1910
PeecTpaltifine mocBig4eHHs
Ne UA/18148/01/01

3MIHU BHECEHO
Haxka3s MiHicTepcTBa OXOPOHH
310pOB’s1 YKpaiHu
Ne

[HCTPYKIIISI

JJIE MEAUYIHOI'O 3aCTOcyBaHHH J'liKilpCbKOTO 33006y
3IPABEB
(ZIRABEYV)

Cknao:

ditoua peyosuna: bevacizumab;

1 MJI KOHLEHTPATY IS PO3YMHY A inQy3il MicTHTB 25 Mr Oeparzymaby;

1 dnakon (4 M1 KoHIEHTpary) MicTuth 100 Mr Gealzymaby a6o

1 pmakon (16 mi koHIEHTpaTy) MicTHTS 400 Mr Gesanuszymady;

0onomidcHi peuosunu. caxaposa, OypINTHHOBA KHUCIOTa, NMHATPIIO eeTaT Jrigpar, HaTpiro
rigpokcus, nonicopbat 80, Boxa mis iH’ eKtIiii.

Jikapcbka popma. KOHIEHTPAT I pO3UMHY 471 iHQY3ii.
Ocnogri QizuKo-ximiuni enacmueocmi: Tposzopa abo 3yerka onajecueHTHa pinunHa, 6e36apsHa abo
671i10-KOPUYHEBOTO KOIBOPY.

dapmakoTepaneBTHYHA rpyna.

AHTHHEOTIIACTHYHI Ta IMYHOMOXYTIOKOYi 3ac00M. AHTHHEOIUIACTHYHI 3aCOOH. MOHOKIOHATIBHI
AHTHUTLIE Ta KOH'IOTaTH aHTUTLIA 3 JiKapchkiM 3acoboM. [HriGitopn daxropa pocTy eHIZOTEINirO
cynuH / petentopis hakTopiB poCTy EHIOTEINIIO CYIMH.

Kox ATX LO1FGO1.

Dapmaxonoziuni enacmuéocmi.
Dapmaxkoounamika.

MexaHri3M ji
3ipabeB € mnoni6HuM GioMOriYHUM JiKapCHKUM 3acobom (6iocuminapom). bBesaumsymab -

peKoMGiHAHTHE TyMaHi30BaHe MOHOKIIOHAIIBHE aHTHTINO, OTPUMAHE 32 IOTIOMOT OO JHK-texHonorii
y KITHHAX SE€YHUKIB KHMTaHCBKOTO XOM’S4Ka. Bepanuzymab 3B’s3yeThes 3 (akTOpoM pocTy
egnorenito cymun (VEGF), kmodoBuM (aktopoM BacKyJIOreHe3y Ta aHrioreHesy, i THM CaMHUM
npurHiuye 38’s3yBanHs VEGF 3 Horo penentopamu Flt-1 (VEGFR-1) Ta KDR (VEGFR-2) Ha
MoBepxHi eHjoTeNnianpHiX KiitwH. Hefirpanizaris Gionoriudoi axkTUBHOCTI (akTopa pocTy
eHIOTENII0 CYIMH TIPU3BOAMTE NO 3HIDKEHHS BACKYIAPU3aLil MyXJIHH, HopMaJli3ye He ypaxeHi
MyXJIMHOO CYAWHY, IPUTHIYy€E YTBOPEHHA HOBMX CYIIUH Y TyXJIMHi, TAKAM YWHOM MPHTHIYYIOUH PICT
NyXJIHHH.

MdapMakoMHAMIYHA JTis

BrejieHns 6epanusyMaby a6o HOro BUXiIHOro MUNIAYOro aHTHTINA B MOJENI KCEHOTPAHCIUIaHTaTIB
37I0SKICHUX MMyXIMH y Ge3TMMYCHUX MULIEH NPHU3BOAUIO 1O aKTHBHOI NPOTHITYXTUHHOI oii Ha
NYXJIMHHA Y JTIOIVHH, B TOMY YHCI Ha MyXJTHHH 06010BOT KHMIIKH, MONIOYHOT 327103H, HiIITyHKOBOT
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3aJI03H Ta MepeaAMixypoBol 3an03u. [IporpecyBaHHs METaCTaTUIHOTO 3aXBOPIOBAHHS raJIbMyBanocs,
a TAKOX 3HVWKYBaJIacsl MPOHUKHICTE MiKpPOCYIUHHOTO pyciia.

KninigHa epeKTHBHICTD

Kninigdge mocmimxeHHs

I'pymu nopiBHAHHS

3aranpHa
BWXHBAHICTD,
MicariB (MefiaHa)

BuxuBaHicTs 0e3
TpOrpecyBaHHd,
Mica1is (MeniaHa)

¢dTopnipuMizuHy

MeTactatudHuii KonopekTanpHui pak (MKPP), B kombinanii 3

xiMmiotepaniero (XT) Ha

OCHOBI TTOXiTHIX

INeprua ninis niKyBaHHS
MKPP*

Beanusymab 5 mr/kr 1 pas Ha
2 TioxHIiHFL, n=402

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

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

ITnane6o+IFL, n=411

15,6

6,2

IIpyra miHis nTiKyBaHHS
MKPP*

Beparpsyma6 10 Mr/kr 1 pas Ha
2 TxHi+FOLFOX-4, n=293

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

7,5 (BP 0,518; p-
3Hauenns < 0,0001)

FOLFOX-4, n=292

10,8

4,5

ITponosxeHus
JiKyBaHHA
OeBauuzymMaboM Iicis
IepIIoro
nporpecyBanusi MKPP*

Bepanuazyma6+XT Ha OCHOBI
¢TopmipuMinuHy +
ipuHOTEKaH/OKCaNiIIATHH, n=409

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

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

XT Ha ocHOBI QTOpIipUMiIUHY
+pHHOTeKaH/OKCcaiIIIaTHH,
n=410

9,8

4,1

Ilepima nixis NiKyBaHHS METaCTATHYHOIO paKy MoJIoUHOi 3amo3u (MPM3)

B xom6Oigamii 3
nakJjitakcemoM**

BeBauuszyma6 10 mr/kr 1 pa3s Ha
2 TikHitmaktiTakced, n=368

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

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

ITaknitakcen, n=354

24,8

5,8

B xoMmbiHamil 3
KamenurtabinoM* *

Beranusymab 15 mr/xr 1 pas Ha
3 TxHitkanenuradin, n=409

Inane6o+xkamnenurabin, n=206

BP 0,88; p-
s3gauenHs = 0,33

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

5,7

JlixyBaHHs Hepe3eKTabelnbHOro, PO3MOBCIODKEHOr0, METACTATUYHOIO Y1 PEIUANBYIOUOTO
HEIUTOCKOKITITHHHOro HeJpibHOKIiTUHHOTO paKy Jierens (FIJIKPJI) y kombinauii 3 XT Ha 0CHOBI MOXinHUX

IUTaTHHU
Tlepma ninis Besanmuzymab 15 mr/xr 1 pas Ha 12,3 (BP 0,80; p- 6,4 (BP 0,65; p-
TiKyBaHHI* 3 TxHi + 3navyeHnd = 0,003) sgaveHHs < 0,0001)
xap6bormnaTns/naKiitakces, n=434
KapGomnaTua/nakiiTakcen, 10,3 4,8
n=444
JlikypanHa  Hepe3ekTabelbHOTO,  PO3MOBCI/DKEHOr0,  METaCTaTMYHOTO UM  PELHAMBYIOYOTO

HEIUTOCKOKJIITHHHOro Heapi6HowniturHoro paky iereHs (HIKPJI) 3 EGFR-akTuByrounMu MyTalisiMH
(EGFR — peuenrop enigepMaibHOro $paxTopa pocTy)

Mepia niHist niKyBaHHS
y koMOiHanii 3
epoTHHiOOM™**

Beraunsymab 15 Mr/kr
BHYTpILIHHOBEHHO KOXHI 3 TIDKHI
+ epioTaHi6 150 Mr/no6y
IepopasIbHO, N = 75

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

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

Epnotuni6 (150 Mr/noby
repopalbHo), n = 77

474

9,7

JlikyBaHHS PO3MOBCIOIKEHOr0 Ta/ab0 MeTacTaTHIHOTO0 HUPKOBOKIITUHHOrO paky (MHKP)

Tepina ninig TiKyBaHHA
y koMOiHanil 3
intepdeporom aneda-
2a*

Bepanuzymab 10 mr/kr 1 pa3 Ha
2 twxui+iHTepdepoH anbda-2a,
n=327

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

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

[nauebo+inTephepon anvda-2a,
n=322

21,3

5,4

OYEepEeBHHH

JlixyBaHHS pO3IOBCIOKEHOTO EIiTeNialbHOro paKy S€YHUKIB,

¢damnomniesol TpyOM i HIEpPBIHHOIO paky

[Tepiua niHist NikyBaHHs
y koMbiHamii 3

Kap6onnarun/naknitakcen

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

14,7 (BP 0,70; p-
3gaveHHs < 0,0001)
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kap6onnatiuHOM i
naknitakcenmom**

6 nuknistbesanuszymab 15 Mr/kr
1 pa3 Ha 3 TwkHi J0 15 Micsuis/
nporpecyBadHs, n=623

6 UHKIIB:
KapOormaTHH/MaKIiTakeeI+
manedo go 15 Micanis, n=625

40,6

10,6

Tlepina miHiS TiKyBaHHA
y xoMOiHamii 3
KapOOMIaTHHOM i
nakiirakcenom**

KapGonnaTua/naKiiTakcen

6 muxuis+Besanuzymab 7,5 Mr/kr
1 pa3 Ha 3 TioxHi 1o 12 Micanis/
[IporpecyBanss, n=764

57,4 (BP 0,99; p-
sHauvenns = 0,8910)

19,3 (BP 0,86; p-
spagennd = 0,0185)

Kap6omnnaTtun/naxiitakcen
6 uMKIiB, n=764

58,0

16,9

JlixyBaHHS IepUIOro
peruarBy, 33 YMOB

Yy TIUBOCTI 0
JiKyBaHHS IpenaparaMi
mraTrHI* *

I'emuurabin/kapbonnaTiH
6-10 nuxiis+bepanusymad
15 mr/xr 1 pa3 Ha 3 TKHI 10
mporpecyBaHHs, n=242

33,6 (BP 0,952; p-
3"adeHns = 0,6479)

12,4 (BP 0,52; p-
3uauennq < 0,0001)

IemuuTabin/kap6ouiaTiH
6-10 murnistunane6o xo
IIporpecyBaHss, n=242

32,9

3.4

JlixyBaHHs pelUIUBY,
3a YMOB HEYyTIHBOCTI
IO JiKyBaHHA
TpernapaTaMu
matuHu* *

TomnorekaH abo neriniboBaHui
JinmocoManbHUH
nokcopy6inun+beparuzymMat

10 mr/kr 1 pa3s Ha 2 TxHi (abo
Bepaunsymab 15 Mr/kr 1 pas Ha

3 TwkHi npu koMOiHAaIi 3
TOIOTEKAHOM B aIETEPHATUBHOMY
Jo3yBaHHi), n=179

16,6 (BP 0,870; p-
3HayeHHs = 0,2711)

6,7 (BP 0,379; p-
3nadenns < 0,0001)

Tormorekan abo nerinLoBaHUN
ninocoManeHUit JOKcopyOilvH,
n=182

13,3

34

JlikyBaHHS IEpCUCTYIOUOr0, PEIUANBYIOT0T0 460 METACTATHYIHOIO PaKy IMUAKA MaTKH

Y xomMbinauii 3
MaKIiTakceIoM i
HHCIUIaTHHOM, abo,
aNnbTepHATHRHO, 3
NakIiTakceIoM i
TONOTEKAHOM JOPOCIAM
namjieaTaM, ki He
MOKYTb OTPUMYBaTH
Tepanito npenaparaMu
miaTHHu*

Tlakmitakcen i mucmIaTiH abo

rmakmnitakce i TonorekaH +

besanusymab 15 mr/kr 1 pas Ha

3 THXKHI IO MPOTpecyBaHHs,
=227

16,8 (BP 0,74; p-
3naveHHs = 0,0132)

8,3 (BP 0,66; p-
saagenns < 0,0001)

Tlakmitakcen i mucmuaTuH abo
naxiitakcen i TonoTekad, n=225

12,9

6,0

*IIepBUHHA KiHIIEBa TOUKA — 3arajibHa BUKUBaHICTb.
**[JepBUHHA KiHI[€Ba TOYKa — BIKMBaHICTh 6€3 MporpecyBaHHs.

BP — BigHOCHMIT pU3HK.

IFL — ipuHoTekaH, 5-pTopypanyi, IeAKOBOPUH.
FOLFOX-4 — nelixoBopHH, 5-bTOpypalui, OKcalilIaTHH.
N — KiNBKiCTh Halli€HTIB.

Dapmakoxinemuxa.
dapMmakokiHeTHuHi naHi mozo 6epauusyMaby oTpuMaHi B 10 KITiHIYHAX TOCTI/KEHHSX Y Nalli€HTIB
i3 CONiHUMM MyXTHHAMHU. B ycix KIHIYHUX HocHikeHH X Oepanu3ymMal Npu3HAYaBes y BULIALL
BHYTpilmHBOBeHHOT iHGy3il. [Bunkicte iHGysii GasyBanacs Ha NepeHOCHMOCTI, NMPY LEBOMY
0YaTKOBa TpMBANicTh iHQyY3il cranosuia 90 xemmuH. @DapmakokiHeTHka GeBaumsymaly Oyia
niniiigoro B mianasoni mo3 Bix 1 mo 10 mMr/kr.
Posnozin
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Turose 3HaueHHs LEHTpanbHOro 06’eMy (Vc) craHoBuTh 2,731 i 3,28 m y JKIHOK 1 4OJIOBIiKiIB
BiATIOBiMHO, IO BifmoBizae piBHIO, omucanomy Mg IgG Ta IHIIMX MOHOKJIOHANBHHX AHTHTLIL.
Tlepudepuunmii 06’em posnoainy (Vp) cranoBuTs 1,69 11 i 2,35 n y xiHOK 1 4ONOBIKiB BiAMOBINHO
mpu 3acTocyBaHHi GeBauzymMaby 3 IHIIMMH aHTMHEOTIACTUYHAMH 3acobamu. Ilicis koperyBaHHs
JI03H 3 yPAXyBaHHAM MacH Tina y 4oloBikis Ve Ha 20% Glnsini, HDX y XKiHOK.
BioTparcdopmaris
[Ticns oxHOPa30BOro BHYTPIIMHEOBEHHOTO BBENICHHS 1251_Gepanm3ymalby kpoisiM #toro MeTabonivHi
XapaKTePUCTUKH Gy/1M aHANOTiYHi XapaKTepUCTHKAM PUPOIHOL IgG Monekynu, WO HE 3B’A3YEThCS
3 VEGF. Mera6omisM i BuBedeHHs Oepalusymaby aHaloriyHuil MerabGonismy i BHUBEIEHHIO
erorersoro IgG, TO6TO B OCHOBHOMY 3/i/CHIOETECS UIITXOM POTEOITHYHOTO KaTaboNi3My B yCix
KITITUHAX OpraHisMy, BKIIOYHO 3 KIITHHAMH €HIOTEII0, @ He JIMIIE MIIIXOM BUBENCHHT HUPKaMU Ta
yepes mewinky. 38’ s3yBarns IgG 3 FcRn-peneniropamu saxuinae Horo BiJ KJIITUHHOTO METaboMi3MYy
i 3a6e3nedye TPUBAIUIA IEPiOJl HAIliBBUBE/ICHHS.
BusejeHHA
Knipenc 6epauusymaGy cTaHOBHTH B cepenxsomy 0,188 n/moby y xinok Ta 0,220 n/noby y
yosoBikis. [Ticis KoperyBaHHs O3H 3 ypaXyBaHHAM MacH Tilla KIpeHC OeBanu3yMaly y HONOBIKiB
Ha 17% eumuit, HDK y >XiHok. BinmosigHo 10 JIBOKOMIIOHEHTHOI MOJEN, THUIOBHI TeEpion
HamiBBUBEIEHHS CTaHOBUTE 18 qHIiB y xkiHOK Ta 20 OHiB Y 4OJIOBiKiB.
Husekuii piBeHb ansOyMiHy i BUCOKe ITyXJHHHE HaBaHTAXEHHS 3arajloM CBiZYaTH TIPO TAXKKICTH
saxeoproBanmsA. Kiipenc Geparpmsymaby mpubiusHo Ha 30% mBummmmid y MAaLli€EHTIB 3 HU3BKUM
piBHeM ame6ymiHy B cupoBarii Kposi i Ha 7% IIBMAIINA B 0ci6 3 BHCOKMM ITyXJTHHHUM
HABAHTAXKEHHSM IIPH TIOPIBHAHHI 3 TUIIOBAM IallieHTOM i3 cepelHiM piBHeM anbOyMiHy i cepemHiM
3HAYEHHSAM ITyXJIMHHOTO HABAHTAXKCHH.
OcobnuBi rpyny NalieHTIB
ByB BUKOHAHWIl aHalli3 MOMyNAUiHOT (papMaKOKIHETHKU 3 METOIO OL[IHKH BILTHBY Aemorpadiunmux
XapakTepUCTUK y OOPOCIMX Ta IeMiaTPUYHUX MALi€eHTiB. Y AOPOCIMX pe3yNbTaTd IOKasailu
BIICYTHICTH CyTTeBMX BiIMiHHOCTEH y dapmakokiHeTHLi OeBaru3yMaly 3aJIeXkHO BiJl BIKY.
Hopywenns hyuryii HUPOK
dapMakoKiHeTHka Oesauu3symaly He BHMBYamacs B KIIHIYHHX JNOCIIDKEHHAX Yy MalieHTiB 3
nopymeHHsM GYHKLIT HIPOK, OCKLIBEKH HUPKH HE € OCHOBHUM OpraHOM MeTa0oi3My Ta BUBEACHHSA
6epanmaymady.
Hopyviuenns ynxyii nevinku
dapmaKOKiHETHKA Gepanmsymaly He BHBYanacs B KIIHIYHAX JOCHIKEHHAX Y TAal[€eHTiB 3
nopymeHHaM GyHKUil Ted4iHKM, OCKiNbKY TeyiHKa HE € OCHOBHMM OpraHoM MetabomnizmMy Ta
BUBENEHHs GeBarsymaldy.

imu
®apmakokieTnky GepanuzymMaby ouinroBamy y 152 mited, MiAITKIB Ta JOPOCIHMX MOIONOIO BiKy
(Bim 7 micsamie mo 21 poky, Bim 5,9 mo 125 Kr) B 4 KIHIYHAX JOCHI/DKEHHAX 3a JOTIOMOroIo
NOMyIAiMHOT  papMakokiHeTwdHoi Mogeni. Pesynsratn —(apMakOKiHETHIHIX JIOCTIJKEHD
mokasaly, 1o KiipeHc Ta 06’eM posnoniny Gepamusymaly € MOPIBHAHHUMH Y MeAiaTpUIHUX Ta
MOJIOAMX JOPOCHNX NAli€HTIB Iicis HopMaisauii 3a Macol Tina i3 TEHIEHIIIE A0 3MEHIIEHHSA
eKCIIO3MIIT 3i 3MeHINEHHsAM Mac Tina. Jladi CBigYaTh OpO BiAICYTHICTE BIUIMBY BiKy Ha
hapMakoKxineTuKy GeBarusyMaby 3 ypaxXyBaHHAM MacH Tinla.
®apMaKoKiHeTHKY GeBanusymaby Gymo mobpe BuueHO 3a gornomororo OK MoJeli nmefiaTpuyHoi
nomysisiuii Ans 70 manientis y gocmimkenni BO20924 (six 1,4 no 17,6 poxky; Bix 11,6 mo 77,5 kr) Ta
59 nanienTi y kiiniyHomy gociimxeHHi BO25041 (8ig 1 mo 17 poxis; Big 11,2 go 82,3 kr). ¥
kiiniuHomy focmimxenni B020924 excroswuis Gepaumsymaly Oyna 31e0iNpIoro  HHXKYOM0
MOPIBHSAHO 3 TAaKOK y TMIIOBOTO JOPOCIOrO TAIi€HTa MiCNs 3aCTOCYBaHHS TakKOl X HO3M. %
kiiniuHoMy mociimkenni B020924 ekcrosuuis Geparusymaby Oyna aHaNoridHOO eKCTIO3MLT
THIOBOTO JOPOCTOTO MAI[i€HTa MicNs 3acToCyBaHHs Takoi X jmosu. B o6ox JIOCTIIKEHHSX
criocTepiranacs TeH/eHIis 10 3HIKCHHS eKCTIO3NUT i3 3MEHIICHHSM MacH Tina.

KiniuHi xapakTepHCTHKH.
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JlikyBaHHs METacCTATHIHOTO KOJIOPEKTATBHOIO PpaKy Y HAOpOCIHX nayieHTis y KomOiHamii 3

XiMioTeparliero Ha OCHOBI MOXiHIX GTOPIipUMiTHHY.

JTiKyBaHHS METACTATMYHOTO PaKy MOJIOYHOT 3a/I031 Yy HOPOCIHX NaLli€HTiB:

e riepma JiHis NiKyBaHHS y KoMGiHaLil 3 aKIiTaKCeNnoM;

e repiua miHisA NikyBaHHs y KoMGiHawii 3 kaneuuTabiHoM (KoJu JTiKYBaHHs 3a iHIUMMH CXeMaMH
XiMioTeparlii, BKJIFOYaKOYU TaKCAHU 260 aHTPAaUKIIiHYA, BBAXKAETHCSA HENOLINIBHUM). ITamienTam,
SKi OTPUMYBATM CXEMH JNIKyBaHHS Ha OCHOBI TAKCaHIB i aHTPALMKIIHIB B peXuMi aJ’tOBaHTHOY
Tepamii mpoTAroM ocraHHix 12 micanis, we cnia mnpusnHadati 3ipabes y koMObiHauii 3
KamnenuTadiHoM.

JlikyBaHHS y HOPOCTHX HallicHTiB Hepe3eKTaGeNbHOro PO3IOBCIO/KEHOTO, METACTATUMHOrO ‘i

PELUIMBYIOIOr0 HEAPiOHOKIITMHHOTO PaKy JiereHb, 33 BHHATKOM MNEPEBAXHO MIOCKOKIIITUHHOT

ricToJloriYHol KapTUHH:

e TIepIua NiHis NiKyBaHHs y KoMGiHallii 3 XiMioTepari€ero Ha OCHOBI TTOXiHUX TUIaTHHH.

JlikyBaHHA y HOPOCIHX TNAIli€HTiB Hepe3eKTabeNbHOro PO3MOBCIOIKEHOTO METACTATHIHOrO HH

PEIMABYIOUOTO HEIUIOCKOKIITHHHOrO HepiGHOKIiTHHHOrO paky nereHb 3 EGFR-akTuBYIOUMMH

myraniamu (EGFR — perenrop emifepmansHoro dakropa pocry):

e riepma JiHis JiKyBaHHS y KOMGiHALIT 3 epIoTHHIOOM.

JliKyBaHHs PO3MOBCIOIKEHOrO Ta/ab0 METAaCTaTHYHOTO HUPKOBO-KIITHHHOTO PaKy y JAOPOCIHX

TIAL{i€HTIB:

e mepmma NiHiA NiKyBaHHs y KoMGiHawii 3 inTepdeponom anbda-2a.

JlikyBanms po3nopcromkeroro (craxii III B, I C i IV 3a knacudikauieto Mixkuaporof denepauii

akymepcrsa Ta Tinexonorii (FIGO) emiremianbHOTOo paky A€YHHKIB, daoniesoi TpyOu i

TIEpBUHHOTO PaKy OYepEeBHHH Y IOPOCIUX NMAI[i€HTIB:

e TepIIa JiHis JiKyBaHHs y KoMGiHauUil 3 KapOOrIaTHHOM | MTAKITITaKCeTIOM.

JliKyBaHHA TEPIIOro PELUAMBY eNiTENiaNbHOTO paKy A€YHHUKIB, (amomiesoi Tpy6H i MepBHHHOTO

paKy OuepeBHHH, Uy TIMBOrO O JTiKYBaHH: TpernapaTaMy MIIATHHYE Y KOMOiHaLL 3 kapOoIIaTHHOM

Ta MAKIITAKCENOM Y JIOPOCTHX HAIli€HTIB, SKi He OTPHMYBAIIH [OMEPEIHIO Tepanito GepatmsyMadoM

a6o inmem iari6itopamu VEGF a6o 3aco6amu, ais SKuX HanpasieHa Ha peuenrtop VEGF.

JlikyBaHHS PELUIABYIOYOTO EIiTeNiabHOro paKy A€YHUKIB, damonieBol TpYOH 1 NEPBUHHOIO PaKy

OYEpPEBUHM, PE3UCTEHTHOrO A0 JiKyBaHHA IpeNapaTaMy IUIATHHHE Y KOMOiHaLil 3 MaKJIiTaKCeJoM,

TOTIOTEKAHOM 260 MeriJIbOBaHUM JiIIOCOMANBHMM MOKCOPYOIMHOM Yy JOPOCIHX MallieHTiB, AKi

oTpuMany He Ginplne ABOX MoNepeiHix pexuMiB XimioTepamii i ki He OTPUMYBaNH MOTEPEAHBOT

Tepanii 6GepauusymatoM abo inmuMu inribitopamn VEGF un npenaparamu, Ilis SKUX HamnpasJieHa

Ha peuenrrop VEGF.

JTiKyBaHHS IEPCHCTYIOUOTO, PELMANBYIOUOro a60 METACTATUYHOTO PAKy MK MaTKH y KOMGiHali

3 MaKTiTaKceIOM | LWHACTIIIATUHOM a60, albTEPHATHBHO, MaKIiTAKCEIOM i TOIMOTEKAHOM Y IOPOCIHX

NAaLi€enTiB, SKi He MOXYTb OTPUMYBATH TEPAITIIO TIpenapaTtaMmy IIaTHHH.

Ilpomunoka3zanna.

TligpumeHa uyTnuBicTs 1o Gearusymaby abo Ao Oyap-sKoro iHIIOTO KOMIIOHEHTa HperapaTy.
[ligBUI(eHa YyTNMUBICTH 1O MpenapaTis Ha OCHOBI KIIiTHH A€YHMKIB KuTaMCbKOro Xom’ska abo 10
{HIIIX PeKOMOIHAHTHHX JIFOICHKIX 91 TyMaHi30BaHUX aHTHTLIL.

BaritricTs (ZUB. po3Iin «3acToCYBaHHS I 4ac BariTHOCTI a60 roAyBaHHs TPYAIOY).

Bzaemodia 3 inuumu Jikapcokumu 3acobamu ma iHuii 6u0u 63a€M0o0ili.

BriIMB aHTHHEOIUIACTHYHEX Npenapartis Ha dapMakokineTHky Geparmsymaby

3a pe3ynbTaTaMU MOIYJBIHHOrO (HapMaKOKIHETHYHOrO aHalisy HE CIOCTepiranocs KIiHIYHO
3HAYYIOT B3aEMOJII] TIPY 0HOYACHOMY 3aCTOCYBAHHI XiMioTepanii Ta BIUTMBY Ha (hapMaKOKiHETHKY
GepaLmsymaby. He cmoctepiranocst cTaTWCTHYHO a60 KNiHIYHO 3HAYymoi pisHMLI y KIipeHci
GeBau3yMaly y HALIEHTIB, SKi OTpUMyBanu Ipemnapar 3ipabes sk MOHOTepalilo, y MOPIBHSIHHI 3
natieHTaMu, AKi oTpAMyBaiH 3ipaber y xombinauii 3 iHTepdepoHOM anbba-2a, eproturibom abo
iHmrMu XiMionpenapatamu (ipuHOTEKaH, S-GTOpYpali, IEHKOBOPHH; 5-GTopypauuil/IeiKOBOPHH;
KapBOTIaTHH/TIaKJTITaKceN; KaneunTabi; JoKcopyGitmH abo uMenaTHH/reMunTabin).

Brums GeparpayMady Ha hapMakOKiHETUKY (HIIUX aHTHHEOTUIACTHYHNX npenaparis
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He crioctepiranocs KIiHIYHO 3HAaUyIIOTo BIUIMBY Gepaumusymaly Ha ¢apMakKOKiHETHKY OJHOYAaCcHO
3aCTOCOBYBaHHX iHTepdepoHy anbda-2a, epioTuHiOy (i Horo aKTUBHOTO Meraboity OSI-420) abo
XiMioTepaleBTMYHOTO ~Mpenapary ipuHOTekaHy (I #0ro aKkTHBHOIO Mmetabonity SN38),
KareyuTabiHy, OKcaTilIaThHy (BH3HAYEHHS NPOBOJWIOCA 32 BIIBHMUM Ta 3aralbHUM piBHEM
[IaTHHY) 1 IMcriatudy. HeMoxJimBo 3poOWTH BHCHOBKY INOAO BIUIMBY Gesaunsymaby Ha
(papMakoKiHETHKY reMIUTabiHy.

Kombinauis Geparmsymaby Ta CyHITIHIOY Manary

V  gBOX KNIHIYHMX JOCTiKEHHSX METaCTaTHYHOI HHMPKOBOKJIITHHHOI KapUMHOMM IIpO
MiKpOaHIiONaTHUHY TEMONITHYHY aHeMiro moBimomisuiocs y 7 i3 19 malientis, SKi OTpHMYBalln
nikysanHs 6eBatmzymabom (10 Mr/kr koxHi 2 TikHi) B koM6iHaLii 3 CyHiTIHIOY ManaToM (50 mr Ha
JeHB).

MikpoaHrionaT¥yHa TreMONITHYHA AaHEMii — TCEMONITHYHE NOPYIICHHA, M0 MPOABIAETHCS
(bparMeHTalli€r0 ePUTPOLKTIB, AHEMIETO | TPOMOOLMTONEHIETO. Kpim Toro, y IesKkux 3 IUX Nali€HTiB
criocTepiranacs rireprensis (y ToMy 4ucii TimepTeH3UBHI KPU3H), MiABUIUCHHS PpiBHS KpeaTHHIHY i
HeBpOJIOTiuHi cummromyu. Yci i cuMnToMu 6ymu OGOpPOTHUMH IHCHS MPUIMHEHHS NiKyBaHHS
eBau3yMaboM Ta CyHITiHIOY ManaToM (TUB. po3fiit «OCOBIMBOCTI 3aCTOCYBAHHSY).

KoMmbinamis 3 Tepamicio Ha OCHOBi mratunu abo TakcaHiB (muB. posfinu «OcobmuBocTi
3actocyBaHH Ta «I106iuHi peakiiin)

36iTpIIEHHS YaCTOTH TKKOI HeHMTpomneHii, heGprisHoi HelTponeHil Ta indekuii 3 un Ge3 TsHKKOT
HeliTporienii (y TOMy 4Yycli NeTalnbHi BUIAJKH) B OCHOBHOMY crocTepirajiocs y HallieHTiB, fKi
OTPUMYBAIH TEPANIiI0 Ha OCHOBI ITATHHM a60 TaKCaHiB MpPH JiKYBaHHI HeIPiGHOKIIITUHHOIO paKy
JnereHb i METACTATMYHOTO PaKy MOJIOYHOI 3aJI03M.

[IpoMeHeBa Tepartis

Besneka Ta eeKTHBHICTh OJHOYACHOTO 3aCTOCYBAHH: NMPOMeHeBol Teparii i npernapary 3ipabes He
BCTAHOBJIEHI.

MoHoKnoHaNEHI anTTina 1o peuentopis EGFR y xomGiHauii 3 XimioTepanieto, 10 cknaiy sKoi
BXOJINTE BeBauusymad

JocmimKeHHST B3aeMO/AIT HE IPOBOIMIIHCSL. MoHoKJI0HaIBHI aHTHTINA 1o peuentopiB EGFR He crin
NpU3HAYaTH AN IKYBaHHA METAaCTATHYHOrO KOJIOPEKTANBHOrO paKky y KOMOiHaLlii 3 ximioTepanieto,
10 cKiafdy Sxoi BXOZUTE Oearuzymab. PesyneTatu pannomizoBanux gocuimxens III ¢asu PACCE i
CAIRO-2 cBiguaTh, IO y MAMIEHTIB i3 METACTATUYHMM KOJIOPEKTAIBHUM PaKOM 3aCTOCYBaHHA
MOHOKIOHANBHUX aHTUTIN Ho penentopis EGFR maniTyMymaGy i meTykcumaly BiATIOBIZHO Y
xkoMGiHamii 3 GeBar3ymMaboM i XiMioTepamni€ro acowirOETBCSA 3i 3HIDKEHHSM BIDKMBaHH 6e3
TpOrpecyBaHHs Ta/a60 3araibHOTO BIKMBAHHSA, 4 TAKOX 31 30UIBINEHHAM TOKCHIHOCT] y NIOPiBHSHHI
3 TaKMMM TIPH 3aCTOCYBaHHI GeBanizymMaly Imoc XiMioTepanis 0KpeMo.

Ocobnueocmi 3acmocysanta.

BincrexypaHss

a1 OKpAIEHHs BiCTeXyBaHH1 MeAMYHAX GiOTOriUHIX penaparis TOpropeNbHa Hasea | HoMep
cepii BBeZIEHOTO JiKapchkoro 3acoby IMoBWHHI GyTH 9iTko 3amokymeHTOBaHi (abo 3a3HadeHi) B
MeIMYHIM JOKyMeHTallii NalieHTa.

Mepdopauii mayHkoBo-Kurrkosoro tpakty (LK T) Ta Hopuui (us. po3ain «[To6iuni peakiii»)

V nauieHTiB, SKi OTPUMYIOTH JIiKyBaHHs mperapaToM 3ipabeB, icHye NMIABUINCHUH PU3HK PO3BUTKY
nep¢opallii MUTYHKOBO-KUIIKOBOTO TPAKTY i JKOBYHOTO MiXypa. BHYTpIIIHbOYEPEBHUH 3analbHUH
nporec Moxe Oyrtm ¢akropom pusuky mnepdopanii IUKT y mnaumieHtis 3 MeTacTaTHIHNM
KOJIOPEKTATBHHAM PaKoM, TOMy HeOOX1IHO NpOABIATH 06epeXHICTh IPH JTiKyBaHHI TaKHX Mal{i€HTIB.
onepense ompominenus € daxropom pusuky mepdopauii KT y maumientis, sKi oTpUMYIOTB
JMiKyBaHHA NpenapaToM 3ipaGes 3 IPUBOAY NMEPCUCTYIOHOTO, PELMAMBYIOUOro 260 METaCTaTHIHOTO
paKy UIUHKY MaTKy; Bei nauienty 3 mepgopauiero KT manu onpoMiHeHHs B aHamHesi. JlikyBaHHA
CTi/t TIOBHICTIO TIPUITMHUTH TALE€HTaM, Y SKUX PO3BUHYNacs nepdopallis [ITYHKOBO-KHITKOBOTO
TPaKTYy.

[CacTpoiHTeCTHHAILHO-BariHanbHi Hopuul B nociimkenni GOG-0240

TlamieHTy, sKi OTPUMYIOTH JKyBaHHS mperapatom 3ipabeB 3 MNPUBOAY IEPCUCTYIOYOTO,
PELMBYIONOTO 260 METACTATHHHOTO PaKy MIMHKH MATKH, MAIOTh IJABHIIEHUH PH3HK PO3BUTKY
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Hopumb MK mixBoro i Gyap-sxum Bigmimom LIKT (ractpoinTecTHHANBHO- -BariHajbHi HOPHII).
ITonepenne OI‘IpOMlHCHHH € OCHOBHMM (aKTOPOM pH3HMKY PO3BHUTKY TaCTpPOIiHTECTHHAIBHO-
BariHaNpHMX HOpWIG; BCi TNalli€cHTH 3 racrpomrecmnanbno -BariHAIEHUMU HOPHIIMH MaJlH
OrpOMiHEHHs B aHaMHesi. PelnuB paky B AULHL, € MPOBOAKIIOCS MOMEPEHE OTIPOMIHEHHS, €
MONATKOBUM BaXKIUBUM (aKTOPOM PU3UKY PO3BUTKY racrpomTecmHanLHo -BariHaJBHUX HOPHUL.
Hopiiii, He moR’si3afi 31 MITYHKOBO-KHIIKOBHM TPAKTOM (JIMB. PO3JILI «ITo6iuHl peakiiii)

V namienTiB, AKi OTPUMYIOTh JiKyBaHHs InpernapaToM 3ipabes, iCHye NiIBHIIEHAA PU3NK
BUHUKHEHHS Hopulb. JIikyBaHHs npenapaToM 3ipaGeB cCiil BiAMIHMTH TNauieHTaM 3
Tpaxeoe3ohareansHOK HOPHLEIO a6o HopuIieto 6y ab-s1Koi JIokanizauii 4 CTyneHs. Indopmanis moa0
TPOJIOBKEHHS 3aCTOCY BAHHS NPEIIAPATY 3ipabes mauicHTaM 3 {HITMMI HOPULAMU OOMEKEHa.

[Ipu 1osBi BHYTPIlIHBOI HOPHII, KA HE MPOHUKAE B LITYHKOBO-KAIIKOBHUH TPaKT, CJIil pO3TTIHYTH
MUTaHHS Ipo BinMiHy npenapaTy 3ipabes.

VeknaaHeHHs Ipotecy 3aroeHns pan (nus. posain «IToGiuni peakuiin)

3ipa6eB Moe HEraTHBHO BIMBATH HA 3aTO€HHs paH. [ToBimomuisnocs mpo cepio3Hi YCKIIaqHEHH
[POLECY 3arOEHHs paH, BKIIOYAIOYM CBHIL aHACTOMO3Y, 3 NETalbHUMM HACIiAKaMH. JlixyBaHHS
GeBauy3ymMaboM He CITil pO3MOYMHATH MEHINE HDK yepes 28 HIB MiCNA BEIMKOro XipypriuHoro
BTpy4aHHs ab0 1O TOBHOTO 3arO€HHS x1pypr1qH01 pauu. [lpy BUHUKHEHHI M dac NiKyBaHHSI
YCKIIaIHEHb, TIOB’S3aHMX I3 3arO€HHAM PaHH, TiKyBaHH npenaparoM 3ipaGeB HeoOX1AHO TUMYAaCcOBO
BiIMiHMTH IO IIOBHOTO 3aroeHHs paHu. JlikyBaHHs HeoOXilHO NPUIMHMTH Y pasi NPOBEIEHH:
IIIaHOBOTO XipypridHOro BTpYYaHHS.

PifKo TOBiZOMIIAIOCS TPO BUHMKHEHHS HEKpOTH3YIo4oro (acuuiry, y TOMY YHCHi 3 JeTalIbHIM
HACMIZKOM, Y TAIlieHTiB, SIKi OTpHMYBaIN JTiKyBaHH: TperapartoM 3ipabes. Ileit cran 3BHYalHO €
BTOPMHHHM [0 YCKJATHEHHS 3aro€HHs DaH, ITYHKOBO-KHMIKoBOi mepdopauii a6o yTBOpeHHS
Hopuui. Takum 4uHOM, 3ipaGeB clif BiMIHUTH TAlliEHTaM, Y SIKMX PO3BUHYBCSH HEKPOTH3YIOUMH
bacruiT, Ta HEBIAKIANHO NPU3HAYUTH M BilTIOBI/HE JIKyBAHHS.

AprepianbHa rineprensis (auB. po3ain «[Tobivni peakiii»)

V nauienTiB, SKi OTPUMYBAIH JiKyBaHHs NpenapaToM 3ipabes, criocTepiranacs MiABHINCHA YacTOTA
BUHWKHEHHS apTepianbHoi rimeprensii. Kiinivni gani mojo 6e3neky [aroTh 3MOTy MPUITYCTUTH, MO
4acTOTAa BUMAAKIB apTepiansHOl rinepTeHsii 3anexuTs Bl 203U 6eBauH3yMa6y 3ipaGeB MOXHa
IpU3HaYaTH JUIIe XBOPHM 3 IOMEPEJHBO KOMIIEHCOBAHOIO apTepialbHOK0 FlHCpTeH31€}0 Hemae
J@HUX WIOXO BIUIMBY Tpemapaty 3ipaGeB y MalfieHTIB 3 HEKOHTPONBOBAHOIO TiNEPTEH3IEI0 HA Yac
NnoYaTKy JIiKyBaHHs.

[lix wac Tepamii mpenapaTom 3ipaGeB PEKOMEHAYEThCA TPOBOAWTH MOHITOPHHI apTepiallbHOro
THCKY.

YV 6inpmocTi BUMAAKIB HOpMANisallit apTepialbHOTO THCKY MOCATAEThCA TMPH 3aCTOCYBaHHI
CTAaHOapPTHOTO aHmrlrIepTeH3HBHoro NKyBaHHS 3aJIEKHO BiJl KOHKpETHOI KiliHiuHOI cuTyanii. He
PEKOMEH/IYETBCS TIPH3HAYATH HiypeTUKH TaIl€HTaM, SKi OTPUMYIOTH XiMioTepamilo Ha OCHOBI
wycIuiaTUHy. 3ipabeB ¢t BiOMIHHUTH, SKINO apTepianbHa rinepTeH3ist, BUpaXXeHa 3 MEJUYHOI TOUKH
30y, BiJITOBITHUM YUHOM HEe KOHTPOIOETHCS 33 JOOMOTO0 aHTHTiTIEPTEH3MBHOI Tepartii abo y pasi
PO3BWTKY TifllepTOHIYHOTO KPU3Y YH TillepTeH3UBHOI eHIedanonarii.

AHeBpH3MH Ta po3CciueHHs apTepii

3actocyBaHHs iHri6iTopiB murixy VEGF y mauientis 3 rineprensieto aGo Ges Hel Moxe CIIpUATH
YTBOPEHHIO aHEBPU3MIB Ta/abo posciueHHs apTepilt. [lepm HiX pO3NOYATH JIKYBaHHS IPENapaToM
3ipabes, IMel PU3WK CIiI PEeTeNbHO PO3TIIAHYTH Yy TaUieHTiB 3 TakKuMH (aKTOpaMH PH3HKY, K
apTepiabHa rinepTeH3is a60 aHeBpU3M B aHAMHE3.

CunpoM 3BopoTHOT 328601 eHuedanonarii (C33E) (aus. posnin «[Tobiuni peakiliin)

V nauieHTiB, 9Ki oTpumyBaiu 3ipabes, pigKo CrOCTepiramy CHMIITOMH, IO CBIAYATH PO CUHAPOM
3BOpOTHOT 3a7Hb0T eHLedanomnatii. C33E € HeBPONOTIYHOKO MATONOTIEN, AKA PIXKO 3yCTPiHacThCA i
TPOSBIIAETECS, 30KPEMa, TAKMMH CAMIITOMAMMU: CYIOMH, TOJIOBHUH Gifb, TTOPYLIEHHS MCHXIYHOIO
CTaHy, IOpYIIEHHS 30py, KipkoBa cIIiloTa 3 acollifoBaHOI0 apTepianbHOIO rinepTeHsieto abo Oe3 Hei.
Tlinteepmurtu miarno3 C33E MoXHa 3a TOTIOMOTOO METOMIB Bi3yanisallii TOJOBHOrO MO3KY, NpH
IFOMY IlepeBara HaacThCsl MarHiTHo-pe3oHaHcHil Tomorpadii (MPT).
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[Mpu possutky C33E cnig npoBoaUTH niKyBaHHs crelUdiYHAX CUMITOMIB, BKIIOHYaIOUM KOHTPONb
apTepiabHOT TiMepTensii, Ta MPUITMHUTH Tepariio nperapaToM 3ipabeB. Beaneka NoBTOPHOrO Kypey
teparii mperrapatoM 3ipabes [ TaKuX MaunjieHTiB He BCTAHOBJICHA.

Tpoteinypis (uB. po3fin «IToBiyni peakuii»)

PusMK pO3BMTKY MPOTEIHYpil MiABAIIEHHI Y MAIi€HTIB 3 apTEPiaNbHOIO TiNepPTEH3IcI0 B aHAMHESI.
HaspHi mami cBimdars, O HpoTeiHypis ycix CTyNeHiB (3araibHi Kputepil HeOakaHWX SBUIL
Hamioransnoro incruryry paky CILIA, Bepcis 3.0 [NCI-CTCAE v.3]) Moxe OyTu mnop’s3aHa 3
nosoto. Jo TodaTKy 1 IiA Yac Tepamii IpenaparoM 3ipabeB pEKOMEHIYETHCS MOHITOPHHT
npoteinypii. IIporeinypito 4 cTyneHs (HepoTHUHMI CHHAPOM) CHOCTEpiramM y Maibxe
1,4% nartieHTiB, AKi OTpUMyBany JIKYBaHHA MPENapaToM 3ipa6es. IIpu po3BUTKY HEQPOTUIHOrO
cuHapoMy 3ipaleB HEOOXiNTHO BiIMIHUTH.

Aptepiansaa TpoMOoemGomisa (JIMB. PO3IIT «[TobigHl peakmin)

V KIiHIYHIX JOCTIUKEHHSX YacTOTa PO3BHTKY apTepiansHol TpoMboeMboiil, BKIOYarouHn iHCynhT,
TpaHIUTOPHY ileMidHy ataky Ta iH(apkT Miokapna, Gyna BHIIOO Y MALIEHTIB, AKI OTPUMYBAIH
3ipaGes y koMbinaii 3 XiMioTepartieio, HiX y [IAnieHTiB, AKi OTPUMYBAJIH JIHIIE XiMioTepartiio.
Aprepiamera TpomBoembonis B aHamHesi abo BiK TOHAZ 65 POKiB acCOUIIOFOTHCS 3 MiABHIICHUM
PU3NKOM BUHWKHEHHS apTepiaibHOT TpomBoemBonii iy yac JikyBaHHs npenapatoM 3ipabes. [Ipu
NiKyBaHHI TAKUX MAI[€HTIB HEOOXIAHO BUABIIATH 00epeKHICTE.

[1pu po3BuTKY aprepiaibHoi TpomGoembornii 3ipaben HeoOXiaHO BIAMIHHTH.

Benozna Tpomboemboris (uB. posain «[TobidHi peakuiin)

[lin uwac mikyBaHHs TpenapatoM 3ipaGes criocTepiraeTbea MiIBHIIEHNAN PH3HK BEHO3HOI
TpomMGoeMboii, y TOMY UHCHi JereHeBoi emMOoUti.

[lamienTn, sKi OTPMMYIOTH NiKyBaHHS Mpemaparom 3ipaGeB y xoMbiHaLlil 3 MaKIiTakceIoM 1
IIACTLIATMHOM 3 TIPMBOIY MEPCHCTYIOYOro, PELMIMBYIOUOro abo METaCTaTMYHOIo paky HUHKY
MaTKH, MOKYTh MATH i IBUINEHAH PUUK PO3BUTKY BEHO3HHUX TpoMOGOeMOONIYHUX SBHIL.
Jlixysanns mpenapatoM 3ipabes HeOOXifHO NPUMHHUTH TPHU BHHMKHEHHI TpoMOGoembomil, Imo
3arpoXye JKUTTIO (4 CTYTEHA), Y TOMY YHCII JiereHeBol tpomboembonii (NCI-CTCAE v.3). ¥V pasi
TpomBoembomnii cTymeHs < 3 CITiJ{ TPOBOAUTH PETEIBHUM MoHiTopunr crady nauienTta (NCI-CTCAE
v.3).

Kpogoteyi

V HauieHTiB, SKi OTpUMYIOTEH 3ipabeB, iCHye MiJIBUIIECHUH PU3HK BUHUKHEHHS KPOBOTEH, 0cobIuBO
T0B’s13aHUX 3 IMyX/uHOM. [Iph BUHUKHEHH] KpoBoTedi 3 abo 4 cTyneHs (NCI-CTCAE v.3) 3ipa6es
ciig BigMirwmT (uB. posin «ToGiuni peax1iin).

TlamieHTiB i3 O3HAKAMH T4 CHMIITOMAaMH HEJIKOBAHHX METACTa3 B LEHTPambHil HEpBOBiH cHCTEMi
(UHC) me Bxmovand y KIiHIYHI JOCIHIUKEHHA Mpenapary 3ipafes Ha OCHOBi pe3yNbTATIB
nocnijpkenb Bizyamizanii. Tomy pusuk kposoredi B IIHC y Takux MaIli€HTIB HE BHUBYABCS
MPOCMIEKTUBHO B PaHIOMi30BAaHUX ~KIIHIYHHX JOCIIDKEHHAX. PEKOMEHIYETHCS MOHITOPHHT
NalieHTIB MONO BUHMKHEHHs cumntoMiB kposotedi y IIHC. Ilpn nossi BHYTPiITHBOYEPETHOT
KPOBOTedi iKyBaHHs npenapaToM 3ipabeB CIli IPUIHHUTH.

Hemae impopmanii momo npodimo 6Oesneku 3aCTOCYBaHHS MNperapaTy 3ipabeB mnauieHTaM 3
BPOJDKEHHM reMoparidHuM Jliare3oM, HabyToko KOAryJI0NaTIEr0 Ta MaLi€HTaM, AKi OTPUMYIOTh MOBHY
O3y aHTHKOATYIAHTIB 3 mpuBomy TpomOoembomii Ko moJaTKy mikyBaHss Ipenapatom 3ipabes,
OCKiNBKM Taki Talli€HTH OynM BUKIIOUEHi 3 KIiHIYHUX JOCTIDKEHb, TAaKAM YHHOM, CIif
HOTpUMYBATHCsL 00epeKHOCTI y pasi NpU3HAYEHHA Npenapary 3ipabes TakuM nanienTaM. OJHaK
y MALEHTIB 3 BEHO3HUM TPOMOO30M, SIKi OTPUMYBAITH 3ipaber Ta BaphapiH OJHOYACHO y TOBHIN
1031 y 3B’43Ky 3 BUHHMKHECHHSM BEHO3HOTO Tpombosy, He cIocTepiranocs MiABUINEHHSA YacTOTH
PO3BUTKY KPOBOTEY] CTYTIEHS TSUKKOCTI 3 Ta BHIIE.

Jlerenesa KpoBOTEYa/KPOBOXapKAHHSI

TlawieHTH 3 HeAPIOHOKIIITHHHAM PaKOM JIEFeHb, IKI OTPUMYBaJIA 3ipabeB, MaroTh NiJBUIIECHUI PU3UK
CepiO3HUX, a B JESKHX BUMAJKaX JIETATEHUX JIETCHEBUX KpOBOTeY/KpoBoxapkaHb. IlamieHTam, sKi
MaJIH HeIOAaBHO KpoBoTedi/kpoBoxapkanns (Ginsiue 2,5 M KpoBi), He CIi pr3HayaTy 3ipabes.
3acTiiina ceplieBa HegocTaTHicTs (B, posain «[To6iuni peakiii»)

V KIiHIYHNX JOCTiIKEHHSX MOBIIOMILITOCS PO peakilii, 1o Bi/IMOBIAAOTH BU3HAUEHHIO 3acTiHHa
ceplieBa IeAOCTATINCTL. Peakuil criocTepiraiuck Ak HE3CHMIITOMHE 3HIDKEHHsS Qpakuii BUKUIY
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niBOro UNTyHOYKAa, TaK 1 3acTiliHa ceplieBa HENOCTAaTHICTh, WO mnoTpeGysana Tepamii aGo
rocmitanizauii. HeobxigHo 3 obepexHicTio npusHavati 3ipabeB nalieHTaM 3 KNiHIYHO 3HAYHUM
CceplIeBO-CYIMHHUM 3aXBOPIOBAHHSM, TaKUM fK imeMiuHa xBopoba cepus abo 3acTifiHa ceplieBa
HEIOCTATHICTH, B aHAMHE31.

V 6inpmocTi BUMAAKIB 3acTilfHa ceplieBa HEOCTATHICTh BUHMKAJA Y MALi€HTIB 3 METaCTATUYHUM
PAKOM MOJIOYHOI 3aJ103H, SKi IOMEePeIH0 OTPUMYBAIH JiKyBaHHS aHTPaLMKIIHAMH, POMEHEBY
Teparito Ha JIiBy CTOPOHY IPyIHOI KIIITKM, a TAKOXK 3 iHIIAMU (paKTOpaMy PU3UKY PO3BUTKY 3acTiitHOT
cepLeBol HETOCTATHOCTI.

V mocmimkenni AVF3694g y narieHTis, siki OTpUMYBaIM aHTPaLMKIIHY, 1 y MAli€HTiB, ki paHime
He OTPUMYBaNM AHTPALMKIIHK, HE CIOCTepiranocs MiABHINEHHS YACTOTH BUHHKHEHHS 3aCTifHOT
cepreBoi HEJOCTATHOCTI YCiX CTYIEHiB TDKKOCTI B TpyMi JiKyBaHHS 3a CXEMOIO aHTPAUMKIIH +
GeBanm3yMad y MOPIBHSAHHI 3 MOHOTEpaIli€lo aHTpalMKIiHaMy. 3acTifiHa cepleBa HEIOCTaTHICTh
3 cryneHs abo BUIE AEIIO YacTille crocTepiranacs y NMAli€HTIB, AKi oTpuMyBanyu 6eBauusymad y
koMmbiHanii 3 XiMmioTepami€to, y TOpIiBHSHHI 3 TakolO y MAUi€HTIB, SKi OTPUMYyBald JIMILE
Ximiotepamito. Taki X pe3y’npTaTH Bi3HAYaNIUCA B iHIUMX AOCIIIKEHHSIX METACTATUYHOrO paky
MOJIOUHOT 3a/I03H Y MAINEHTIB, SKi He OTPUMYBAIH CYITyTHE JiKyBaHHA aHTpauukininamu (NCI-
CTCAE v.3).

Heiitponenis Ta indexuil (us. po3uin «ITobiuHi peakiliin)

Ilpu Tepamii mpemapatoMm 3ipabeB y KoMmOiHamii 3 JEAKMMH MIEJOTOKCHIHMMH pPEXAMaMH
XiMioTeparii y mopiBHsHH] JIMIIe 3 XiMiOTEpaIli€ro CIOCTEPIranocs MiJBUIICHHSA YaCTOTH PO3BUTKY
TSOKKOT HeHTponeHii, debpunsHoi HeiiTpornenii abo indekuii 3 abo 6Ge3 TaxKkoi HedTpomneHil
(BKJIFOUAIOYH BUIAIKU 3 JETAIbHAM HAcNifAKoM). Bka3aHi sBUIIa B OCHOBHOMY CIIOCTEPIranucs mpH
3acTocyBaHHi Mpenapary 3ipaGeB y koMOGiHalli 3 XiMioTepani€ro Ha OCHOBI IJIATHHM ab0 TaKCaHiB
IS TiKyBaHHA HeAPIOHOKIITHHHOTO PaKy JIETeHb, METACTATHYHOIO paKy MOJOYHOI 3aJI03M i Y
KoMGiHAIT 3 MaKIITAKCEIOM i TOIOTEKAHOM IS JIIKyBaHHS MEPCHCTYIOYOro, pelrayByodoro abo
METACTATHYHOTO paKy IMHAHKY MaTKH.

Peakuii rimepuyriaMBocti (BKIOYHO 3 aHadimakTuunuM trokom)/ iHdy3iiini peaxuii (uB. po3jin
«[To6iuni peakuiin)

Ilpu Tepanii mpenaparom 3ipaGeB crocTepiracThes MIBUIIEHUH DPUSHK PO3BHUTKY iHQY3iHHMX
peaxiii/ peakuiit rimepuyTiuBocTi (BKIFOUHO 3 aHabinakTHUHUM IIOKOM). Sk i mpu 3acTtocyBaHHi
6YIb-IKMX T'yMaHi30BAHUX MOHOKJIOHANBHUX aHTUTIN, Mif dYac JiKyBaHHsA mpenapatom 3ipabes
PEKOMEHIYETECSA pETENBHUM MOHITOPUHT CTaHy MallieHTa. IIpu BUHMKHEHHI peakuil indysito cuix
NPUNTMHATH Ta TPU3HAYMTH BIMOBifHE TiKyBaHHA. 3aCTOCYBaHHsS CHCTEMHOI NpeMenukalii €
HEOOIPYHTOBaHHUM.

Octeonexpos menernu (OHILI) (aus. pozain «I[Tobigni peakmiin)

Bunagxu OHII 3apeecTpoBaHi y IHal(ieHTiB 3 pakoM, sIKi OTpUMYBaJId JiKyBaHHA IMpenapaTroM
3ipa6es. BinpuIicTs BUMaKiB BHHUKANN y NALi€HTIB, SIKi HONepeTHBO a0 0HOYACHO 3 IIpEenapaToM
3ipa6es otpumysaimu GichochoHATH BHYTPIIIHEOBEHHO, JUI SKUX BCTAHOBIEHO PH3WK PO3BUTKY
OHIII. HeobxinHo 3 ofepexHicTio mpu3Hayatd 3ipabeB MpH OJHOYACHOMY 3aCTOCYBAaHHI 3
6ichocdoHaTamu BHYTpIIIHEOBEHHO ab0 TP IOCHIiJOBHOMY 3aCTOCYBaHHI npemnapary 3ipabes Ta
HichoconaTis.

[HBa3MBHI CTOMATONOTYHI BTpYJaHHs € BitoMuM daktopoM pu3rKy BuHukHeHHs OHILL. To moyatky
niKyBaHHs mperapaToM 3ipabeB MallicHTaM HEOOXiIHO TPOBECTH CTOMATOJOTIYHE OOCTEXEHHS
POTOBOT MOPOKHHHY Ta IPY HEOBXiHOCTI MPoBecTH NPodiTaKTIHIHE CTOMATOJIOTIYHE BTPYYaHHs. Y
NallieHTiB, AKi paHille oTpUMyBand abo OTpUMYIOTH GichochoHaTH BHYTPIMIHEOBEHHO, SKIIO
MOXKIIMBO, CIIiJ{ YHUKATH IPOBEACHHS iHBa3UBHUX CTOMATOJIOTIYHHUX BTPYYaHb.

[HTpaBiTpearsHe 3aCTOCYBAHHS

3ipabeB He moka3aHUH I IHTPaBITPEAIEHOIO 3aCTOCYBAHHS.

[opymreHts 3 60Ky OprasiB 30py

IToBizmoMIATOCE PO IHAMBIMyaNbHI BUIIAAKY i KJIACTEPH CEPHO3HUX MOpPYIIEHs 3 60Ky OpraHiB 30py
TIpY HE3aPEECTPOBAHOMY IHTpaBiTpealbHOMY 3aCTOCYBaHHi GeBal3ymMaby, OTpPUMaHOro 3 QJ1akoHiB,
NPU3HAYEHUX MIJI1 BHYTPIIIHBEOBEHHOIO BBENCHHS, TMallieHTaM 3i 3mosKicHUMM myxnuHamu. Lli
peakuil BKrovany iHbexuitHmi eHnodTanbEMIT; BHYTPIIHEOOYHE 3aMalleHHA, 30KpeMa CTepHIbHUH
eHnodTaNEMIT, YBEIT | 3aManeHHs CKAMCTOTO Tija; BiAIIAPYBAHHA CITKIBKH; PO3PUB ITMEHTHOIO
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emiTenito CITKIBKM, TifBALIEHHS BHYTPIIIHHOOMHOTO THCKY; BHYTDIIIHBOOYHHH KPOBOBHIIMB,
30KpeMa KPOBOBHUIIHB y CKJIMCTE TiNO, KPOBOBUIIUB Y CITKiBKY; KDOBOBUIIMB Y KOH FOHKTHBY. JlesKi 3
opyIIeHs 3 60Ky OpraHiB 30py MPHU3BEIH 10 BTPaTH 30pY pi3HOTO CTYHEHs TSXKKOCTI, BKIFOYalOqH
HOCTIilHY CIIIIIOTY.

CucreMai eeKTH micna iHTPaBiTPeaILHOr0O 3aCTOCYBAHHA

SHMKEHHS KOHLEHTpalil LHUPKYIIOIYoro (akropa pocTy egporenito cymun (VEGF) Oyno
NIPOJIEMOHCTPOBAHO TICN  iHTPaBITPEaNbHOrO  BBEACHHA imriditopis  VEGF. Ilicna in’exuii
inri6iropis VEGF y cxiumcre Tio MOBiZOMILIIOCA IPO CHUCTEMHi peakiii, y TOMYy 4MCJi TpO
KpOBOTEUi 11032 OPraHiB 30py i apTepiansHi TpoMboembotii.

HenocTaTHicTs GYHKIIT IEYHUKIB/QEpTUIBHICTD

Bepauusyma® Moxe HOpyLIyBaTH GEPTUIBHICTE Y JKIHOK (auB. po3mimu «3acTOCYBaHHS y MEPioX
pariTHocTi aGo romyBamHsa rpyamtoy», «ITobiumi peakuii»). ToMy mepex moyaTkoM NiKyBaHHs
npenapatom 3ipaGeB HeoOXimHO 0GroBOPUTH 3 NAal{i€HTKaAMH PENPOAYKTUBHOTO BiKy cTpaTeTii
36epexeHHs! (hepTUILHOCTI.

[HdopMallis 1010 ZONOMIKHOL PEYOBUHH

Lleit nikapcbkuit 3aci6 mictits 3,0 Mr Harpito Ha (IakoH 3 4 M KOHIIEHTPATY, IO €KBiBaJIE€HTHO
0,15% pexomenpoBasoi BOO3 MaKCHMAaNbHOT JI000BOT 031 CIIOXKMBAHHA 2 T HaTpiro AJd J0pociiof
JIOOUHMU.

et nikapcskuit 3aci6 MictuTs 12,1 Mr HaTpito Ha GIakoH 3 16 M KOHIIEHTPATY, IO E€KBiBaJEHTHO
0,61% pexomenaoatoi BOO3 MakcuMaibHOT J000BOT 1031 CIOXHUBAHHS 2 r HaTpiro 114 AopociIol
TMIOAVHH.

3acmocyeanna y nepiod eazimnocmi abo 200y6anHA 2pyoor.

JKiHKH pENpOAYKTHBHOIO BiKY

JiHKaM perpoXYKTHBHOTO BiKy T 4ac JiKyBaHHS Ta MPOTArOM 6 MicaUiB Ticisd 3aBepUIEHHA
JNiKYBaHHS CIIiJi 3aCTOCOBYBATH HaiiHi MeTOAU KOHTpaLlemnIii.

BaritHicTb

HeMae naHWX KIHIYHAX JOCIIIKEHb IMOJO 3acTOCYBaHH: Gepauu3ymaly BariTHAM XKiHKaM.
JlocHimKeHHs] Ha TBAapHHAX INPOIEMOHCTPYBANH PEIPOIMYKTHBHY TOKCHYHICTB, ¥ TOMY YHCIi
MO>KITMBICTH BUHHKHEHHS BpOJDKEHMX Bai. Bimomo, mo IgG mpoHMKaroTe depes TUTaleHTapHUR
6ap’ep, i Gepauuzymad MOXe NPUTHITYBATH aHTiOTEHE3 TLIOAA. V 3B’43Ky 3 UUM € Mif03pH, MO
GeBaumsymab CHpUYMHSE CEPHO3HI Bagd PO3BUTKY TUIOAA TIPH 3aCTOCYBAHHI BariTHHUM.
V micnsipeecTpaniiiHNMA TIepiol 3acTOCYBaHHS NpENapaTy crocTepiraucs BUMaJIKN aHOMANIiH 1ioaa
y XIiHOK, sKi OTPWMYBAlU IiKYBaHHS GepaupsymaboM sk MoHoTepamito abo y kombiHauii 3
XiMiOTepaneBTHYHUMH TIpeNIapaTaMy 3 BilOMOIO eMOPIOTOKCHYHOIO niero (muB. poznin «Ilobiuni
peaxiii»). Bepauysymat mpoTHIIOKa3aH!M il 4ac BariTHOCTI (AMB. po3ain «IIpOTHIIOKA3aHHSY).
TonyBaHHsA rPYIIIO

Hepinomo, ui MpoHHKAE (€KCKPETYEThesA) GepauuzymMab B Ipy/iHE MOJIOKO JIFOAMHH. Ockinsxu I1gG
MaTepi €KCKPETYIOTECS 3 TPYIHUM MOJIOKOM, a feBanm3yMad MoXKe MOPYLIYBATH PiCT i PO3BUTOK
HEMOBJISTH, XIHKaM CJIiJl peKOMEHIYBaTH NPUIUHUTA TOJLYBaHHA IPYIIIO [POTATOM Tepamii i K
MiHIMYM HpOTATOM 6 MiCAL{B MiCNA OTPUMAaHHS OCTaHHEOT 103K GeBauuzymaoy.

DepTHABLHICTE

JlocmikeHHs. TOKCHYHOCTi Ha TBapWHAaX MOKa3alM, IO TpH 3aCTOCYBaHHI IOBTOPHHX J03
GeBanM3yMad MoXke IIKiANMBO BIUIMBATH HA (EpTHIBHICTE Y CaMOK. V pocnimkenni I dasn
a7’ FOBAHTHOTO JIIKYBaHHA IAIiEHTIB 3 pakoM 060[0BOT KUIOKH Y KIiHOK ¥ IPEMEHOTIaY3HOMY nepioni
crocTepiranocss 30iMBINEHHA YacTOTH BHHWKHEHHS HOBHMX BUIAJKIB HENOCTATHOCTI (QyHKUIT
S€YHUKIB y TpyTI GeBanu3yMaly y TIOPIBHIHHI 3 KOHTPONBHOKO TPYIIOLO. [Ticna BiAMIHM TiKyBaHHS
GeBaum3yMaboM (GYHKUiS S€YHUKIB BifHOBMIACH y GinbuiocTi naujieHTis. JJOBroTpuBamuii BIUIKB
nikyBaHHs GeBanusyMatoM Ha GEPTUIIBHICTE HEBIIOMUH.

30amuicmb eniueamu Ha WEUOKICMb PeaKyii npu Kepysanti A6Mompancnopmom abo IHuumMu
Mexanizmamu,

Bepamm3yMalb He Mae BIUIMBY ab0 Ma€ He3HAaUYHUH BIUIMB Ha 3[aTHICTH KEPYBATH TPaHCIIOPTHUMU
3acoB6aMi Ta MpaIfioBaTd 3 iHIUMMH MeXaHizmam. Taki CHMIITOMH, SK COHJTUBICTE Ta CUHKOTIE,
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criocTepiramcs Npy 3acTocyBaHHi GeBanusyMaby (IuB. posin «[To6iuni peakiii»). Sxumo nauieHTH
BidyBarOTH CUMIITOMH, 110 BIUTMBAFOTH Ha IXHIl 3ip, KOHIIEHTPALII0 UM 3aTHICTh pearyBaTH, He CIIiJ
KepyBaTH TPAHCIIOPTHUMH 3aC00aMy Ta NPALFOBATH 3 {HIIMMH MeXaHi3MaMH, JOKH CHUMIITOMH He

MUHYTB.

Chocib 3acmocysanna ma 0o3u.
JlixyBanus nperapatoM 3ipaGeB MOXHA NPOBOIUTH TLNBKY Tifl CTIOCTEPEXKEHHAM JIiKaps, KUK Mae
JOCBiJ 3aCTOCYBAaHHS [IPOTHITYXIVHHOI Teparlil.

O3YBAaHHA
Memacmamuunuil konopexmansruii pax (MKPP)
PeKOMEH/IOBAHA 1032 TIpemapaTy 3ipabes craHOBATH 5 Mr/kr ab6o 10 Mr/kr macn tina 1 pa3 Ha
2 TvkHi um 7,5 Mr/xr aGo 15 Mr/kr Macu Tina 1 pa3 Ha 3 THxXHI y BUMTLIAL BHYTpilIHbOBEHHOT iHGy3ii.
JIiKyBaHHA PEKOMEHAYerhCs MPONOBXKYBATH [0 MPOTPECYBAIHS OCHOBHOTO 3aXBOPIOBAHH abo
PO3BHTKY HETIPUITHATHOI TOKC HYHOCTI.
Memacmamuunuii pax monoyHoi 3ano3u (mPM3)
PeKOMEHIOBAHA [03a Ipemapary 3ipabes craHoBUTH 10 MI/KT Macu Tina 1 pas Ha 2 TWDKHI 4H
15 Mr/kr Macu Tita | pas Ha 3 TWXHI y BUIVIii BHYTpilIHEOBEHHOT iHQY3ii.
JlikyBaHHS PEKOMEHJYETBC NPONOBXKYBATH N0 IMPOrpecyBaHH:A OCHOBHOIO 3aXBOPHOBAHHA abo
PO3BUTKY HEMPHIHATHOI TOKCHYHOCTI.
Heopitnoxnimunnuil pax nezens (HIIKPJI)
Hepwa ninia nikyeanns Hennockoxnimunnozo HJKPIIy KOMOIHayii 3 Ximiomepanielo Ha OCHOBI
NOXIOHUX NAAMUHU
3ipabes 3acTOCOBYEThCA y KOMGiHALIT 3 XiMioTepari€ero Ha OCHOBI IOXiJHUX [IATHHH NPOTATOM 10
6 KypciB JiKyBaHHA 3 HACTYIIHMM 3aCTOCYBAHHAM IIpemapary sk MOHOTepamii 0 MOSBY O3HAaK
IpOrpecyBaHH:A OCHOBHOTO 3aXBOPIOBAHHA.
PekoMeHI0BaHa 032 NpenapaTy 3ipaGeB cTaHOBUTE 7,5 MI/KT 4i 15 MI/KT MacH Tina 1 pa3 Ha
3 TYOKHI Y BUTIIAAI BHYTpPIITHEOBEHHOT iHY3ii.
Krniniuna kopuets y nanienTis 3 HIKPJI npoxeMoHCTpoBaHa MPH 3acTocyBaHHi 060X 103 — 7,5 MI/KT
i 15 Mr/kr.
JliKyBaHHS PEKOMEHAYETHCS HPOJOBXYBaTH HO NPOTPECYBAHHS OCHOBHOTO 32XBOPIOBAHHI abo
PO3BHTKY HENPHUHATHOT TOKCHYHOCTI.
Iepwa niHis NKY8AHHA HENLOCKOKNIMURKO20 HIIKPJI 3 EGFR-axmueyrowumu mymayiamu y
Kombinayii 3 epnomunibom
Iocmimkenns mono Mytanii EGFR cmin npoBoauTy 10 MOYATKy KoMOiHOBaHOIO JIKyBaHHA
npenapatoM 3ipabes i epIoTUHIOOM. BaxnMBo 3acTOCOBYBAaTH BaJIiIOBaHUi 1 HamiiHUHA MeTox 3
METO0 YHUKHEHHs XUOHUX PE3yNbTAaTiB.
PekoMeHIOBaHa 1034 JIKapchKoro 3acoby 3ipabeB mpy 3acTocyBaHHi y KoMOiHaLil 3 epNoTHHIOOM
CTAHOBHUTD |5 MI/KI Macu Tia Of¥H pa3 KOXHi 3 THXKHI y BUTIIAI BHYTPilIHHOBEHHOT indysii.
PeKoMeHIOBaHO TPOAOBKYBAaTH KOMOIHOBaHE JIIKyBaHHs NPENapaToM 3ipabeB Ta epnoTUHIOOM 10
NporpecyBaHHs 3aXBOPIOBAHHS.
3a iH(opMalli€ro MONO0 K03YBaHHA i clloco0y 3aCTOCYBAHHS epoTHHIOY 3BepTaiiTecs A0 IHCTPYKILT
JUT1 MEAHYHOTO 33CTOCYBaHHS epIOTHHIOY.
Posnosciodacenuii ma/abo memacmamudnuii Hupkogoxnimunnui pax (MHKP)
PexoMeH/IOBaHa 1o3a perapary 3ipabes craHoBuTh 10 Mr/Kr Macu Tina 1 pa3s Ha 2 THXHI y BUTJLIAL
BHYTPINIHBOBEHHOI iHOY3.
JlikyBaHHA PEKOMEHIYEThCA NPOAOBXKYBATH [0 MPOTPECYBAHHS OCHOBHOTO 3aXBOPHOBAHHI abo
PO3BUTKY HEMPHITHATHOT TOKCHIHOCTI.
Enimeniansnuil pax seunuxis, annonicéol mpyou i nepgunHul pax o4epesutu
Hepwa ninis nikyeanns: 3ipabes 3acTOCOBYETbCA y KomOiHawii 3 KapOOIUIATHHOM i MaKIITaKcelIoM
TIPOTATOM Ji0 6 KypCiB JTiKyBaHHS 3 HACTYITHHM 3aCTOCYBaHHAM NperapaTy 3ipabeB sk MOHOTEparTii
[0 TIPOrpecyBaHHs OCHOBHOTO 3aXBOPEOBaHHSA, ab0 MPOTATOM MaKCHMAIBHO 15 micsuis, abo no
PO3BUTKY HETIPUHHATHOT TOKCHYHOCTI, 3aJ1€KHO Bii TOTO, 0 HACTYTHUTE pasime.
PekoMeHI0OBaHA 1034 TIperapary 3ipabes cTaHOBUTE 15 MI/kr Macu Tina 1 pa3 Ha 3 TYKHI Y BUTIIAI
BHYTpilHBOBEIIIOT i11gy3il.
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Jixysanna peyudusy 3axeopiosanns: 3ipabeB npusHadaroTh y KoMOiHauii 3 kapboraTHHOM i
[AKITITAKCEIOM TPOTAroM Bif 6 Xo 8 KypciB JiKyBaHHA 3 HaCTYIIHMM 3aCTOCYBaHHAM INpenapaTy
3ipa6eB NOBrOCTPOKOBO SIK MOHOTEpAIii 10 MPOrpecyBaHHS 3aXBOPIOBAHHI. PexoMeHngoBana fo3a
nperapaTy 3ipaGes crTaHOBMTH 15 Mr/kr Macu Tina 1pas koxHi 3 TIXHI Y BHIILANL
BHYTpIIIIHEOBEHHOI iHOY3Ii.

JTixyeanns pesucmenmHo2o 00 Oii npenapamis WIAMUNY PeYUOUEYI0U020 3ax60prosanns. 3ipabes
3aCTOCOBYIOTh B TIOEJHAHHI 3 ONHMM 3 TaKMX IIPENapaTiB: MaKJiTakcel, TOMOTeKaH (TpH
3aCTOCYBaHHI IIOTYKHS) 260 IerinpoBaHuMi TimocoMaNTsHUM ToKCOpyOilMH. PexoMeHI0BaHa [j03a
nperapaTy 3ipabep B TAKUX BUIAfKaX CTAHOBUTH 10 MI/KT MacH TiNla Of{WH pa3 Ha 2 TXKHI y BULIAA]
BHYTPIiIIHEOBEHHOT iH(y3ii. Komn 3ipabes npusHavaroTh B KomGiHauii 3 Torotekanom (y aHi 1-5
KOXHI 3 TWDKHi), peKOMEHIOBaHA 1032 IPEMapary CTaHOBUThH 15 MI/KI Macu Tijla OXMH pa3 Ha
3 TwxHi y BUMIANl BHyTpimrHpOBeHHOI iH(Y3ii. JlikyBaHHA peKOMEHAYETHCS MPOAOBXKYBATH [0
IIPOTrPeCyYBAHHS OCHOBHOTO 3aXBOPIOBAHHS a00 PO3BUTKY HEMPUHHATHO] TOKCHYHOCTI.

Pax wiutixu mamxuy

3ipabeB 3aCTOCOBYIOTH y KOMOIHaI(ii 3 OHHM 3 TaKMX peXuMiB XiMioTepamii: maxiirtakceln i
nucIuIaThH abo makiitakcen i TOMOTEKaH.

PexoMeHIOBaHa [03a Npenapary 3ipabeB cTaHOBWTH 15 MI/KT MacH Tina, Ky BBOIATH OIMH pa3
KOXHi 3 TWKHI y BUDJISII BHYTPIITHBOBEHHOT iHPY3ii.

JIiKyBaHHS pPEKOMEHIYETBCS TPOXOBKYBATH N0 NPOTPECYBaHHA OCHOBHOTO 3aXBOPIOBaHHA abo
PO3BUTKY HENPHHUHATHO! TOKCHYHOCTI.

Ocobnuei epynu nayieHmis

Iayienmu nimuvozo eixy. Tlauienram BikoM 65 pokiB i cTapize KOpeKIIis 1034 He MoTpibHa.
Iopywenns @ynxyii nupox. Besrieka Ta edexTHBHICTh 3acToCyBaHHA OGeBauusyMaby maiieHTam 3
TopyIIeHHsaM GYHKIIIT HUPOK He BUBYATHCS (IUB. po3/lin «PapMaKooriYHi BIACTHBOCTI).
Iopywenns ynxyii neuinku. Besreka Ta eeKTHBHICTs 3aCTOCYBaHHs OeBalu3ymMaly nauieHTaM 3
nopymeHHaM GyHKUiT eYiHKN He BUBYaiiCs (TUB. po3ain «PapmMaKonoriyHi BIacTUBOCTIY).
Cnocib 3acmocysaHHs.

3ipabeB Npu3Ha4eHHUi I BHYTPIIIHHOBEHHOTro BBeNeHH:. 1lo9aTKOBY 103y mpemapary BBOAATEH
npotsroM 90 XBWIMH y BMINAAl BHyTpilmHBOBeHHO! iH(Ysil. Sxuo mepma indysia nobpe
IIepEHOCUTECS, TO APyre BBEACHHS MOXHA NPOBOAMTH mHpoTaroM 60 xpumuH. Skimo iHGysis
npoTaroM 60 XBUIHH 106pe IEPEHOCUTRCSA, TO BCi HACTYIHI BBEACHHS MOXHA [IPOBOIHTH MIPOTATOM
30 xBuIIHH.

Beoautn npenapart 3ipaGeB BHYTPilIHHOBEHHO CTPYMHHHO YK 60JII0CHO He MOXHa!

He pexoMeHyeTbCS 3HIDKYBATH 103y GeBalusymaby uepes nobiuni peaxuii. 3a motpebu Teparito
NIOTpPiOHO MOBHICTIO a60 TUMYACOBO PUITMHATH (IUB. po3in «OcoGNHMBOCTI 3aCTOCYBAHHS).
3acmepesicenns wooo 3acmocysanns ma esedenna npenapamy 3ipades

He ctpymyBatu duiakos.

3ipabeB MOBMHHI IOTYBaTH [0 3aCTOCYBaHHd MEIWYHI CIELIaliCTM B aceNTHYHHX YMOBaX UL
3a6e3MMeYeHHS CTEPUIBHOCTI TIPUTOTOBAHOTO Po34KHy. JUist NPUroTyBaHHs Npenapaty 3ipabes ciil
BUKOPUCTOBYBATH CTEPHIBHY TOJIKY 1 INIIPHIL.

3ipabes y Buriaai indysiit He MOXKHa BBOAWTH 200 PO3BOAMTH 3 PO3UHHAMHU Iiroko3u. Ilpenapar He
MOXHa 3MilTYBaTH 3 iHIIMMH JIIKAPCHKMMI 3acob6am, 3a BUHATKOM 0,9% po3unHy HATpitO XJIOpHIY
JUTs 6’ €KLHA.

HeobxinHy kinekicts Geparuzymaly cnifi BiniGpatn Ta po3secty N0 HeOOXINHOTO AJIS BBEACHHS
06’emy 9 mr/mn (0,9%) posurHOM HaTpiro xnopuny A in’exuiit. Konuentpauis 6esanusymaly y
TIPUrOTOBAaHOMY PO34MHi noBUHHA GyTH B Mexax 1,4-16,5 Mr/mi. ¥V 6insmocTi Bunagkis HeoOXinHy
KiNbKicTh Tipenapatry 3ipabe Moxna po3sectr 0,9% po3dHHOM HaTpilo XMOpHAY AT iH€KLiA 0
3araapHOro 06’emy 100 mi.

Tlepen 3acTOCYBaHHAM TNapeHTEepalbHi NiKapcbki 3aco6M HEOOXiHO OTNSANATH MWONO HASBHOCTI
MeXaHIYHHUX BKIFOUEHb Ta 3MiHU KOJBODY.

He cnoctepiramocs HecyMicHocTi mpemapary 3ipaGe i3 makeTamu 3 mHomiBiHiMXnIopuny abo
noniosiedidy, a TakoX i3 cucTeMaMu 1A iHOY3ii.
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3ipaGes npu3HayeHWH TiMBKW JUIL OJHOPA30BOTO 3aCTOCYBaHHS, OCKi/IBKH TIpenapaTr He MiCTHTb
koHcepBanTy. HeBukopucranuii mpemapat abo BiIXomu CIiJ YTWII3yBaTH 3rifHO 3 MiCUEBHMH
BUMOTaMHU.

Ximiuna Ta ¢izuuHa cTaOINBHICTE IPUTOTOBICHOIO PO3HUHY 36epiracTbesl POTATOM 35 IHIB TIPY
temmepatypi 2°C — 8°C micii po3BeieHHs Ta 48 roJiMH 3a TEMIIEPATYPH, AKA HE NEPEBHIIYE 30 °C
9 mr/mn (0,9%) po3unHi HaTpito xmopuay s in’exuiif. 3 MikpobiosoriuHol TOUKM 30py Mpenapar
CTif{ BHKOPHCTATH HerafiHo. SIKimo mpenapar HE BUKOPHCTAHUM Bizpazy, To 3a 4ac Ta YMOBH
36epiraHHs IPUTOTOBIEHOTO PO3YHHY BilIOBifa€ KOPUCTYBAY. 36epiraTid TOTOBUI PO3YHH MOXHA
npotsaroM He Ginpine 24 rofvH Mpy temmeparypi Big 2 no 8 °C, AKIMO pO3BEACHHA MPOBOAATE ¥
KOHTPOJILOBAHUX Ta BaJiOBAHUX aCENTHYHHX YMOBAX.

Himu.

Besneka Ta e)eKTHBHICTS 3aCTOCYBaHHs GeBanusymaby HiTaM (BikoMm 10 18 poKiB) He BCTAHOBJIEHI.
Haseri nani maBeneHi y posainax «IloGiumi peaxuii» Ta «®apMakoJIOridHi BIACTUBOCTI», MPOTE
BOHH He JAI0Th MOXKJIMBOCTI Ha/iaHHs OyIb-IKAX PEKOMEH/IaLli# [0J0 J03yBAHHA.

Binnosinsi naui moxo 3acTocyBaHHs Gesarmsymaby HiTAM AN JIKYBaHHS KOJIOPEKTANLHOTO paKy,
paKy MOJIOWHOI 3aJ03H, paKy JEreHb, paKy S€UHUKIB, dannonieBoi TpyOH i NMEPBUHHOrO paKy
OYEepEBHHH, TIMHKY MaTKU T2 HUPOK, BiICYTHI.

Ilepedo3yeanna.
TIpy HoCHiAKeHH] MpeMapary B MaKCHMaIBHIi 1031 20 MI/Kr MacH Tija BHYTPIUIHHOBEHHO KOXHI
2 THXKHI y JeKiNBKOX TalieHTiB Oyila 3apeecTpoBaHa MITpeHb TSXKKOTO CTYIICHS.

ITobiuni peaxyii.

Pestome mpodimo Gesnekn

BaransHuit mpodine Gesnexn Gepanusymaby 0asyerbCsS Ha JaHMX 3aCTOCYBaHHI Oinpme HiX
5 700 TamieHTaM 3 Pi3HUMH 3JOAKICHAMH MyXTHHAMMU, K, Y KIIHIYHIX JOCITIKEHHX, OTPUMYBaIIH
NiKyBaHH MepeBaXHO GeBanusyMaboM y koMbiHawil 3 ximioTepariero.

Haii6inpIo cepito3HuMu TOGIYHUME peakLismMu Oyim: nepdopalil MUTyHKOBO-KUIIKOBOTO TPaKTy,
KPOBOBMJIMB, BKIFOYAIOMM JIETEHEBI KPOBOTEUi/KPOBOXApKAHHSA, LIO yacTile crocrepiramacs y
namieHTiBE 3 HeIpiGHOKITITHHHMM DakoM JieTeHb, apTepiajibHa TpomGoemboiis (AUB. PO3JIN
«OcoBMUBOCTI 3aCTOCYBAHHAY).

B KIiHIYHAX JOCT/DKEHHSX Yy NalieHTiB, siki oTpuMyBamu OGepauusymal, Halibinpm 4acTo
CTIOCTEpIraIics MiIBUIEHHS apTepiabHOTO THCKY, CIabKICTh 41 acTeHis, Jiiapest Ta GiIb y XUBOTI.
AHai3 TaHKX 3 KIiHI9HOT Ge3IIeKy CBiMYMTh, MO MiIBUIICHHA apTepiallbHOr0 THCKY Ta PO3BHTOK
npoTeiHypii npy Tepartii Geparu3ymMaboM, IMOBIPHO, MatOTh JI0303aJIEXHUI XapaKTep.

TToGiuni peaxuif, mepeniveri y MpoMy po3aiifi, JULITECS 33 YACTOTOK Ha TaKi Kareropii: y>xe 9acTo
(> 1/10); gacto (sim > 1/100 jo < 1/10); nedacro (Big > 1/1000 go < 1/100); pinxo (Bix > 1/10 000
no < 1/1000); myxe pimko (< 1/10 000); uactoTa HesifoMa (HEMOXIHBO OLIIHUTH 3a HasBHUMH
JaHVMH).

Hixge HaBemeHO o6idHi peakilii, sIKi acOLiFOIOTECA i3 3aCTOCYBaHHAM Heparmsymaby y koMOGiHawii
3 pisHMMH cXeMaMy XiMioTepamii Mpy pi3HMX TOKa3aHHAX I 32CTOCYBAHHS, 3a CHCTEMHO-
OpraHHUMHU KilacaMH coBHUKAa MedDRA.

[loGiuni peakuii, 3apeectpoBaHi y mHicspeecTpaLifiHuiA nepiofl CIOCTEpPEKEHHs, BKIIOYEHO Y
pinnoBinsi migposmimu: «ITo6iusi peakuii 3a yacToTor» T2 «TSDKKI mobivHi peakiii 3a 4aCTOTOKO».
JletaneHy iHpopMarLio Tpo  peakuii, 3aOKyMEHTOBaHi y TicispeecTpaniiinuit  mepiox
CIIOCTEpEKEHH S, HABEAEHO HIDKYE Y BIANOBIIHOMY nigposxini «[lo6iuni peakuii, 3apeecTpoBaHi y
nicnsApeecTpauiiiHuit mepioa».

Hapeneni Huxde robiuHi peakuii BiiHeceHi 10 BilOBiAHOT KaTeropil 4acTOTH 3TiHO 3 HAHGINBLIO
YaCTOTOIO, IO cIocTEpiranacs AN 6yAb-1KOTO MOKa3aHHs.

V koXHiM Ipymi 32 4acTOTOIO HebaxaHi peakuii MPeACTaBICHO B TIOPAAKY 3MEHINCHHA cepito3HOCTI.
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Jlesiki 3 HebakaHUX peakuill € TaKUMH, SKi 3a3BHYal criocTepiralots y 3B’s13Ky 3 XiMioTepaniero;
npore OGeBanusymab Moxe IOCHIIUTH ni peakmii Tpu 3acTocyBaHHi B KoMOiHawii 3
xiMioTepaneBTHYHMMHU MpetrapaTamul. [Tpukiagy HebaKaHUX peaxuiil BKIIFOYAIOTE B cebe CHHAPOM
JOJIOHHO-TI IOWOBHOT epUTpOauM3ecTesii y pa3i 3aCTOCYBaHHS 3 METiILOBAHMM JINOCOMABHIM
nokcopybimuaoM abo KarenuTabinoM, nepupepudHy CEHCOPHY HeWpomnariio y pasi 3acToCyBaHHS 3
MaKTiTaKceIoM ab0 OKcaiIUIaTHHOM, HOpYIIeHHs 3 GOKy HIrTiB a6o anomnenio y pasi 3aCTOCYBaHHS
3 MaKJIiTaKcesIOM Ta ITApOHiXili MpH 3aCTOCYBaHH] 3 EPIOTHHIOOM.

[To6iuni peakuil 3a 9aCTOTOO

Hukde mpecTaBieHi Bei HeGaxaHi peakuii 32 IXHBOKO 9acTOTOIO, sIKi Gynu BU3HAYEH] AK TaKi, IO
MaFOTb TIPMYHUHHO-HACTiIKOBYH 3B’I30K 13 3acTOCyBaHHAM GeBarysymaly, sKuii 6ys BCTAHOBJICHHH:
. IIp¥ TIOPiBHAHHI YaCTOTH HeGAXKAHMX peakuiid, ki BiI3HAYANM B KJIHIYHUX JOCIiKEHHAX, Y
rpynax nikyBaHes (pisHuus HC MeHme 10% MOPIBHIHO 3 KOHTPOJBHOIO TPYMOKO A peakuii
crynena 1-5 3a NCI-CTCAE (xpurepii OLiHKY CTYIeHs TSDKKOCTI HaMOIMbIn gacTuX HeOaKaHUX
sBum 3a mamumu HanjoHansHoro iHcTHTyTy onkoiorii CIIA) abo He MeHiue 2% MOPIBHAHO 3
KOHTpOJIBHOIO Ipyroro s peakniif crymens 3—5 3a NCI-CTCAE;

. y MicaspeecTpalifHIX JOCTiKEHHAX Ge3rexu;

. 3] CIIOHTAHHHUX MOBiAOMIIEHB;

. B €I IeMIiOIONYHUX JOCIiKeHHSIX/HeiHTepBEHIIIHHMX a6o oGcepBalliitHUX JOCIiHKEHHAX;
. uepes OLIHKY OKPEMUX KJTiHiTHMX BHUIIaIKIB.

Inghexyii ma insasii.

Yacro: cercuc, abcuec®d, 3amaneHns migwkipHOT KIITKOBUHY, iHbekuil, indexuil ceqoBUBIOHMX
UIAXiB.

Pinko: HekpoTU3yrOUMi dacuiT’.

3 6oky kposi ma NimMpamuuHol cucmemu.

Jlyxe 4acTo: QpeGpuiibHa HENTPOTIeHis, IEHKOMeHis, HEUTpOIeHiA®, TPOMOOLUTONEHIS.

Yacro: aHeMis, NiMQoneHis.

3 boxy imynnol cucmenmi.

YacTo: rinepuyTauBicTs, iHdy3ikHi peakiii>>d,

Pinko: anadinakraammii mox™®.

3 6oky 0bminy pevoeun ma xap4y8aHHsL.

JIly>Ke 9acTo: aHOpEKCis, rilmoMarHieMis, rinoHaTpieMis.

YacTo: 3HEBOJHEHHS.

3 boky Hepsosoi cucmemu.

Iy>xe yacto: niepudepudna ceHCOpHa HeliponaTis®, u3apTpis, roJTOBHUIA GiIb, IUCTeB3is.

YacTo: MOpymeHHs MO3KOBOTO KPOBOOGIrY, HEMPUTOMHICTB, COHIIMBICTS.

Pifko: CHHIPOM 3BOPOTHOI 3a1HBOT eHuebanomarii™,
Jlyxe pinko: rinepreHsusHa eHnedanonaris®,

3 boxky opeanis 30py.

Jy»ke uacTo: po3nany 3 60Ky Ovel, MiBUINEHA CIIBO30TEYA.
3 boxky cepys.

Yacro: 3acTiliHa ceplieBa He[OCTaTHICTh
3 Boxky cyoun.

Jly>xe 4acTo: apTepiaibHa rineprenzia®™, tpomGoemGosis (BeHO3Ha
Yacro: TpomBoemGonis (aprepiansa)’, kposoreda®, TpomGo3 ruGOKKX BeH.

YacToTa HEBiioMa: HUPKOBa TPOMOOTHYHA Mikpoanrionaris™’.

3 6oxy OuxanbHOL cucmeMi, Op2anie 2pyOHol IimKY ma cepe0OCMIHHA.

Jlye 4acTo: 3aHIIKa, PUHIT, HOCOBA KPOBOTEYa, Karueb.

YacTo: JereHesa KpoBsoTeua/ KpoBoxapkauus™, TpomGoemGonis nereHeBoi aprepil, rirnokcis,
nuchoHis.

YacToTa HeBiloMa: JIereHeBa rinepTensis®, nepdopallist HOCOBOT IEPETOPOIKH®.

3 60Ky WNYHKOBO-KUUKOB020 MPAKMY.

Jly>ke 9acTO: peKTaIbHA KPOBOTEYa, CTOMATHT, 3a1iop, Aiapes, HyA0Ta, OIFOBaHHA, 6176 Y XKUBOTI.

b4 gammmyHOUKOBa TaxiKapAis.

b.d
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Yacro: mnepdopamis IUIYHKOBO-KHIIKOBOTO Tpakty™?, mepdopauis KueyHHKa, ineyc,
HETPOXiJHICTh KUIIEYHHUKA, PEKTOBAriHalbHa HOPHULLA®*, MITyHKOBO-KHIUKOBI pO3/Ia/iH, POKTANTIS.
YacToTa HEeBiZoMa: IUIyHKOBO-KHUIOKOBI BUPa3Ku’.

3 60Ky neuinKy ma HCo6Y08USIOHUX ULTIAXIE.

YacroTa Heizoma: mepgopalis ;KOBYHOTO Mixypa®®.

3 6oky wikipu ma niOWKIpHOL KNIMKOSUHU.

Hyxe 4acTo: YCKIQIHCHHSI 3aro€HHA parn™, excdoniaTuBHUI JepMATHT, CyXiCTh WIKipH,
HopyLIeHHs 3a6apBleHHs MKIPH;

YacTo: CHHAPOM JOJIOHHO-IIIXOLIOBHOT €PUTPOIM3ECTEII.

3 60Ky ckenemno-m 4306801 CUCMEMU | CNONYYHUX MKAHUH.

Jly»e uacTto: apTpanris, Miajirii.

Yacro: Hopusa™, M a308a cnabKicTs, 61k y crmHi.

YacrtoTa neninoma: OCTCOHEKpPO3 H.[eJ'ICl'lHa‘b, OCTCOHEKpPO3 3 JTOKaJTiS&HiGIO mo3za HHKHBOIO

menenoro™.

3 6oky HUpox i cevoBUBIOHUX ULIAXIS.

Ilyske wacto: mpoTeinypis®.

3 boky penpodykmugeHoi cucmemu I MOIOYHUX 3¢103.

Jlyske 4acTo: HeAOCTATHICTE HyHKUIT AearuKis™>,

Yacro: 6is B DiyITHI Ta3a.

Bpoodaiceni, cimetini ma 2enemuyni po3naou.

YactoTa HEBiIOMa: aHOMAIIT moma®P.

3azanvui nopyuwens ma peaxyii y micyi é6e0eHHs.

Jlysxe uacto: acTeHis, cnabKicTs, rineprepmis, 6iib, 3aMaTeHHS CIU30BOT 0G0JIOHKH.

YacTo: 3araJIbMOBAHICTb.

ObcmedsicennA.

Jly*e 4acTo: 3HWKEHHS MacH Tina.

Kony mpoTaroM KIHIYHUX IocmikeHb dikcysamn mobiuni peaxuii BCIX CTyNEHIB, BKITFOHO 3i

crynieHeM 3—5, Takox (ikcysanacs HalBHMIa 4aCTOTa BMHUKHEHHA nobiunux peakuiii. lani He

CKOPHMIOBaHi 100 Pi3HOTO Yacy JIKYBaHHI.

2]TuB. Takox Hinpo3ain «[lo6iuni peakuii, 3apeecTpoBaHi y micispeecTpatinHuit nepio» HIKUE.

bTepMinu BimoOpaXkatoTh IPYITy SBUIN, SKi ONMCYIOTE MEAMYHE IOHATTS, 8 HE OIH TiNBEKU cTaH ab6o
TepMiH nepepaxHoro Bukoprcranus 3a MedDRA (Menuusuit CIOBHHK I HOPMAaTHBHO-MPaBOBOL
mismerocti). 14 rpyma MeIMYHHMX TEepMiHIB MoXe MaTH OXHaKoBy 0asoBy narocdizionoriro
(HampwKiaz apTepianbHi TpomMGoemGomiuHi peakiif, y TOMy YHCII TOPYIIEHHA MO3KOBOTO
KpoBoOGiry, iHdapkT MioKkapma, TpaH3MTOpHa ilmeMidHa araka Ta immni  aprepianpHi
TpomGoemGonivHi peaxuii).

°Ha ocHOBI mimmociokeHHs, sike nposoqwin y pamkax NSABP C-08 (HauionansHoi nporpamMu 3
aJ’ FOBAaHTHOT Teparlii paKy MOJIOYHOT 3aJ103H i TOBCTOI KMIIKH) 32 y4acTio 295 TMali€HTIB.

47TuB. Takox migposin «OMIe OKpeMUX cepHo3HIX MOGIIHMX peaKuiiy.

*PeKTOBATiHAJIEHI HOPHUIL € HAMGiNbII OMAPEHUMHU B KAaTeropii «racTpOiHTECTHHAIBHO-BariHaIbHI

HOPHLII».

f{Crioctepiranu nvme y xireit.

Tsokki mobiuni peakuii 3a 4aCTOTOKO

Hipkue MpejcTaBIeHa YacToTa TSDKKIX MoGiuHIX peakuifl. TsOKKi peakuii BUSHAUaIOTh K HeOaxKaHi

SBUINA 3 Pi3HUIEIO Y 4acToTi He MeHme 2% MOPIBHAHO 3 KOHTPONBHOIO IPYTIOO B KT HIYHAX

JOCTIKEHHAX Ta i3 TSKKicTIO cTymens 3—5 3a kmacudikaniero HanioHaneHoro iHCTUTYTY paky

(NCI-CTCAE). Ciomu TakoX BKIOYeHO HebaxaHi peakui, sKi pO3IIANAIOTECA BIACHHKOM

peecTpaLifHOro MOCBIAYEHHS SIK TaKi, O € KIiHIYHO 3HAYYIUMH ab0 TSHKKUMH.

Inghexyii ma ineasii.

YacTo: cerncuc, abcuec™®, 3amanenHs MiMmKipHol KiiTkoBUHH, iHdekuil, iHexuil CEYOBUBIIHUX

MUTAX|B.

YacToTa HeBioMa: HeKpoTU3yrounit dacuuit’.

3 6oxky kpoei ma nim@pamuunoi CucmemH. DocuSigned by:
Swillana Pstapona
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Jyxe yacto: heOpunbHa HEUTpoNeHis, NeHKoneHis, HeliTponeHis®, TpoMGouMTOEHIs.
YacTto: aHeMis, TiMponeHis.

3 60oxy imynnoi cucmemu.

YacTo: nmifABUINEHA Yy TIUBICTE, iHQY3iitHI peakil
Pinxo: anadinakTiuynuit TOK™*.

3 boxy 0bminy peuosur ma xapyyeanus.

YacTo: 3HEBOJHEHHS, TiIOHATPIEMIS.

3 boky Hepeogoi cucmemu.

Hyxe dacro: nepudepryHa ceHcopHa Heliponaris®.

YacTo: MOpyImeHHS MO3KOBOTO KpOBOOOIry, CHHKOIIE, COHIHBICTH, TOJIOBHHMI O1JIb.

YacToTa HEBiIOMA: CHHAPOM 3BOPOTHOT 3aHEOT eHIledaTonarii®>®, rinepTeH3nBHa eHIeanomaTisS.
3 boxky cepys.

Uacro: 3acTiliHa ceplieBa HeAOCTaTICTL>?, HaIIMUTYHOUKOBa TaXiKapis.

3 6oky cyoun.

Jlysxe 4acTo: rimepreHsia™.

Yacro: Tpomboembomnis (aprepiansra)*®, KposoTeua
rMAGOKUX BEH.

YacToTa HeBijoMa: HUPKOBa TPOMOOTHYHA MiKpOaHTionaTist
3 boky ouxansHoi cucmemu, opeanie pyOHOI KIimKu ma cepe0oCmiHHsl.

Uacto: nereHeBa KpoBoTeua/ KpoBOXapKaHHS™’, TpomGoeMboilis mereHeBol apTepii, KpoBoTeda 3
HOCa, 3aIUIIKa, TiMnoKcis.

YactoTa HeBiZoMa: JereHeBa rirepTeHsia’, nepdoparllis HOCOBOT neperopoaKu’.

3 60Ky wnyHKO80-KUUWIKOBO20 MPAKY.

Hyxe uacTo: fiapes, Hynota, OIrOBaHHA, OiTb Y )KHUBOTI.

Yacto: mepdopauis KAMEYHUKa, iNeyc, HEMPOXiAHICTh KHMINEYHWKA, PEKTOBATiHANGHA HOPHIA™Y,
ITYHKOBO-KHIIKOBI po3l1aid, CTOMATHUT, IIPOKTAJTis.

UYacToTa HeBimoma: Mepdopalisl IUTyHKOBO-KMIIKOBOTO TPaKTy>®, ITyHKOBO-KHIITKOBI BHMpasKH®,
pEKTaNBHI KPOBOTEU.

3 60Ky neyinku ma Ho8408UBIOHUX UNAXIE.

YacroTa HeBigoMa: lepdopallist 5KOBYHOTO Mixypa®®.

3 boxy wixipu ma niOWKipHOT KNIMKOBUHU.

YacTo: yCKaHeHHs 3aT0EH s paHu™®, CUHAPOM JI0JIOHHO-iIOIMOBHOT €PUTPOIH3ECTESIN.

3 60Ky cxenemno-m 430801 cucmemu i CROJYYHUX MKAHUH.

YacTo: HopuUa™P, MianTis, apTpairis, M’ 1308a cabKicTh, Gt y CIHHI.

YacToTa HEBiZIOMA: OCTEOHEKPO3 Ielenu’®,

3 6oxy Hupox i ceuosugionUx WinAxis.

Yacro: npoteirypis®.

3 boxy penpodykmuseHoi cucmemu i MOJIOYHUX 3A103.

Yacro: 6ine B AiNAHII Tasa.

YacToTa HeBiZOMA: HEJOCTATHICTH QYHKIIT seuHMKiB™.

Bpooorceni, cimetini ma zenemuyni po3naou.

YacToTa HeBigOMa: aHOMaJIIl TIona**.

3azanvui nopywenns ma peakyii y micyi 66e0enHA npenapamy.

Hyxe yacTo: acTeHis, cnabKicTh.

UacTo: 6i1b, 3aralbMOBaHICTD, 3allalleHHS CIH30B0I 000IOHKH.

VY migpo3mini mpencraBieHa YacToTa TSKKMX MoOidHWX peakuiil. Tspkki peakiii BU3HAYAKOTH SIK
HeOakaHi ABUILA 3 PI3HWLEIO y 4YacTOTi He MeHme 2% IOPIBHAHO 3 KOHTPOJBHOIO TPYIOK B
KITiHIYHMX JOCIIUKEHHSX Ta I3 TSKKICTIO cTyTeHs 3—5 3a knacndikanietro HarionansHoro iHcTuTyTy
paxky (NCI-CTCAE). Cromn Takox BKIIOUeHO HeGaxkaHi peakiii, sSKi po3riaaaloThCs BIACHHKOM
peecTpauiifHoro mMocBiYEHHA fAK Taki, O € KIiHiYHO 3HaYymumu abo Tsokkumu. Li kiminiuno
3Hadynli HeGaxkaHl peakwii OynM 3apeecTpoBaHi y KIiHIYHHMX MOCITIPKEHHSX, ajlle 4acToTa peaKiliit
cTyneHs 3—5 He pocsArany pizHUL 2% MOpIBHSIHO 3 KOHTPONBEHOW rpynoto. HaBeneni mani takox
BKJIIOYAIOTh B cebe KIIIHIYHO 3Hadylli HeOakaHi peakuii, sKi crmocTepiraiu TiNBKH Y INepiog

i,

b rpomGoemboria (eHo3Ha)*®, Tpom603

b,c
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Mic/peEcTpalliffHOTo 3aCTOCYBaHHs NpenapaTy, TOMy 4acToTa i cryneni peakuiii 3a NCI-CTCAE

HeBinomi. OTxe, i KIIHIYHO 3HAYYIII peakwii GyJI0 BKIFOYEHO 0 IPYIH «9acTOTa HEBIOMaY.

*TepMiHH BiZOOPaXarOTh TPYITY SIBUILL, SIKi OITMCYIOTh MEAUYHE TOHATTS, 8 HE OIUH TiJIEKH CTaH abo
TepMiH nepeBaxxHOro BUKopucTanns 32 MedDRA (Menu4nuit CJIOBHUK 11 HOPMAaTHBHO-IIPaBOBOT
mispHOCTI). Ll rpynma MeIWYHMX TepMiHiB MoXXe MaTH OJfHAKoBYy 6asoBy matogisiornorito
(HanpuKian aprepiansHi TpoMGoeMOoTivHI peakiyii, o BKIIOYAIOTE B cebOe TIopyIIeHHS! MO3KOBOIO
kpoBoobiry, iHdapkT MiokapAa, TPaH3UTOPHY IMIEMIYHY araky Ta iHmmi  aprepiaibHi
TpomGoeMOoiyHi peakitii).

®JTuB. TakoX MiApo3/in «OmUc OKPEMHX CepHO3HIX TOOIYHIX peaKiiny.

*JTue. TaKox mimpo3ain «IToGiusi peakilii, 3apeecTpoBaHi y MiCIAPeECTPaLliAHMiA Iepion».

d PexToBariHaNGHI HOPHI € HARGIIBIT TOMIUPEHIMH HOPHLIIMU B KATETOPii «raCTPOiHTECTHHANEHO-

BariHaJBEHI HOPULIY.

Onuc OKPeMHX cepio3HUX IMoOIYHMK peakii

Hopuyi wnynxoeo-xuuiko6ozo mpaxmy (aus. posain «Ocobnusocti 3aCTOCYBaHHY)

JlikyBaHHA GeBanu3ymMaGoM acOLIIOBANOCA i3 THKKMMH BUIALKaMM mNepdopallii MUTYHKOBO-
KHMIDKOBOTO TPAKTY.

V KIHIYHAX OCTIIKEHHSX TTephopallii IUTyHKOBO-KHIIKOBOTO TPAKTY CIIOCTEPIranucs MeHLIEe HiX
y 1% mauieHTiB 3 HEMIOCKOKIITUHHUM HeIPiOHOKJTITHHHUM PaKoM JIereHs, NPHONM3HO Y 1,3%
MAI[i€HTiB 3 MeTACTATWYHMM pPakoM MOJOYHOI 3a1o3d, mpubmusHo y 2,0% mnaiieHTiB 3
METACTATHYHNM HHMPKOBO-KIITHHHUM pakoM abo MallieHTiB 3 pakoM sS€YHHKIB, sKi OTPUMYBAIH
niKyBaHHs Hepmoi MiHii, Ta MPUOIU3HO Y 2,7% NalieHTiB 13 METACTATHYHHM KONIOPEKTATEHIM PaKOM
(BKITFOYAFOUY TACTPOIiHTECTUHAIIBHY HOPHIIEO Ta aberec). Y X0 KIiHI9HOTO JOCIDKCHHS 33 Y9acTIO
HAUIEHTIB 3 TIEPCUCTYIOYMM, PELHAAUBYIOUMM 260 METACTATUYHMM PaKOM IIMAKA MATKH BUMAIKA
nepdopaliil IMITyHKOBO-KAIMKOBOTO TpakTy (BCix cTymneHis) Gynu 3apeectpoBaHi y 3,2% TaLli€HTIB,
TOGTO Y BCiX TALEHTIB, Ki Malli B aHaMHe3i ToTepe/THE OTPOMiHEHH: B AULTHLL Ta3a. BIHUKHEHHA
VX SBUII BapiloBaNO Bill 03HaK BIUIBHOTO rasy NpH peHTreHorpadii YepeBHOT MOPOXKHUHM, AKUH
3HMKaB Ge3 KyBaHH, JO Mepdopalii KHIIEYHHKY 3 JeTaTbHAM abCliecoM YepeBHOT NOPOXKHUHH. Y
NeSKAX BUMAIKax CIOCTEPIranocs BHYTPIMIHBOYEPEBHE 3AIIANICHHS, AKe BHHUKANO B PE3YJIBTATI
BAPA3KOBOI XBOPOGM IITYHKa, HEKpO3y IyX/ITHMHH, TMBEPTHKYNITY ab0 KOiTy, acolLifioBaHOTO 3
ximioreparii€eto.

JletansHuMy OyId MPUGIM3HO TpeTWHA Cepio3HMX Mepdopallifi MITYHKOBO-KHIIKOBOTO TPAaKTYy,
T06TO y 0,2—1% Yycix nauieHTis, siki oTpuMyBanu Gesauusymao.

V (THIYEEX HOCHiKEHHAX 3aCTOCYBaHHA GeBarm3yMaly BHIAAKM [LTYHKOBO-KMIIKOBOI HOPHL
(Beix CTymeHiB) 6yNo 3apeeCTpOBAaHO 3 YaCTOTOIO N0 2% y TWAalUi€eHTIB 3 MeTacTaTHYHUM
KOJIOPEKTATBHIM PakoM Ta PaKOM sS€YHWKIB; Ta 3 MEHIIOK YacTOTOI — y MAlieHTiB 3 IHITMMHU
TUTIAMH PaKy.

Tacmpoinmecmunanbro-eazinanyHi nopuyi 6 docniosicenni GOG-0240

V mociimKenH 3a y4acTIO MAli€HTIB 3 IISPCHCTYIOUMM, PELMIUBYIOUNM ab0 METaCTATHIHUM PaKoM
MK MaTK{ 9aCTOTA BUHUKHEHHS racTPOiHTeCTHHANBHO-BAriHAIBHUX HOPHIB cTaHoBMNA 8,3% y
narieHTiB, SKi OTPUMYBaH NiKyBaHHs OeBaiusymatoM, Ta 0,9% y mauieHTiB KOHTPONBHO! IpyIIH,
TOGTO y BCIX Mali€eHTiB, AKi Manu B aHaMHe3i IomepeHe ONPOMiHEHH: B AULTHUI Tasa. HacToTa
BUHVMKHEHHS! TaCTPOIHTECTHHABHO-BATIHAIBHIX HOPHLb B TPy, AKa oTpuMyBasa Gesammsymat +
ximioTepariro, 6yia BUINOK y MAUiEHTIB 3 PEUMIMBOM B AUISHLI MONEPEAHHOTO OTIPOMIHEHHS
(16,7%) nNOpiBHAHO 3 mNAallicHTaMH, B AKMX pEIMAWB CIIOCTEPIraBcs 3a MeXaMu JUNSTHKA
TonepeHLoro  onpoMiHeHHs (3,6%). BimmoBigHi NMOKAa3HUKHM YacTOTH B KOHTPOJBHIM TIpyi
Mali€enTiB, IKi OTPUMYBAJK JKIIe XiMioTeparito, craHoBuny 1,1% nopiBHAHO 3 0,8%. ITauientn, B
SKAX PO3BHHYJMCS TaCTPOIHTECTHHAIBHO-BATIHANBHI HOpHI, MOXYTh TaKOX MaTH KHIIKOBY
HETIPOXiHICTE i TOTPeBYIOTh XipypriyHOro BTPY4aHHS Hapsidy i3 BUBEACHHAM CTOM.

Hopuyi, wne noe’s3ani 3i UUIYHKOBO-KUWKOSUM mpakmom  (IMB. po3gin  «OcobGnuBocTi
3aCTOCYBaHHS»)

JlikyBanus GepaumzymaGom OyJo TOB’S3aHE 3 CEPHO3HMMW BHNAAKaMH YTBOPEHHA HOPHUb,
BKJIFOYAIO4H JIETaNbHI.
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VY xom KIHIYHOrOo JOCHIIKEHHS 3a YYacTIO MAU{€HTIB 3 MNEPCUCTYIOYHM, pelUAMBYrOUMM abo
MeTAaCTATUYHUM pakoM muiiku Matku (GOG-0240) y 1,8% mamienTis, sKi OTpUMyBanu JiKyBaHHS
GeBarusyMaboM, Ta y 1,4% nauieHTiB KOHTPOIBHOI IPYNH IOBiJOMIIANOCA MPO HOpUUI IMiXBH,
CE4OBOr0 MiXypa a6o XIHOYMX CTaTeBHX IINIAXIB, He OB’ A3aHi 3i IITYHKOBO-KUIIKOBUM TPAKTOM.
Heuacrto (Bix > 0,1% 1m0 < 1%) MoBifoMILIIOCS PO HOPUL|, IPU SKMX Y MPOIIEC 3amydaiucs HIui
JUISHKA Tina (Hanpukiax GpoHXOIUIeBpaabHi HOPULI Ta HOPHIN XKOBUOBMBIIHMX WUIAXiB), MM vac
3aCTOCYBAaHHA NpU pi3HMX I0Ka3aHHSX. IIpo YTBOpEHHA HOpPHMUBL TAaKOX MOBIZOMILIIOCH B
nicispeecTpalliiiHui nepios.
TIpo HOpHIIi MOBiHOMJIAUTH B PI3HUI Yac MPOTATOM JIiKYBAaHHS: K Yepe3 | THKHIEHb, Tak i yepes 1 pik
Ta Ti3HINIe TicNs TMoYaTKy NiKyBaHHs GeBannsymMabom, OiNbIIiCTE peakuii BHHHMKAJIO IPOTATOM
nepiux 6 MicsLiB Tepanii.
3azoennsa pan (nuB. po3ain «OcobIUBOCTI 3aCTOCYBaHHY)
Ockinpku 6eBau3yMat MOXKe HETATHBHO BILIMBATH Ha 3aTOEHHSA PaH, MAUIEHTIB, SKUM POBOJHIIOCE
BEJIMKE OIlEpaTMBHE BTPYYaHHs MpPOTArOM OCTaHHIX 28 JHiB, OyT0 BHKIIOYEHO 3 KIIHIYHHX
npocnimkens 11 dazu.
V KIHIYHAX JOCHIKEHHSX METACTATUYHOTO KOJIOPEKTANBHOTO pPaKy HE CIOCTepiranocs
36ibIICHHS PU3HKY MicA0NepaliiiHux KpoBoTed aGo MOPYIMIEHb 3arOEHHS PaH Y MAUi€HTIB, IKAM
IIPOBOJIMIIOCK BEJTUKE OTIEPATUBHE BTPYYaHHs HPOTATOM OCTaHHIX 28—60 [HIB /10 MOYaTKY NiKyBaHHA
GeBarm3yMaboM. 361bIIEHHS YaCTOTH Hicas0oNepalifHuX KpoBoTed ab0 YCKIIafHEHHST 3aT0EHHS PaH
mpoTsroM 60 JHIB Tics BENWMKOrO OIEPATHBHOIO BTPYYaHHS CIOCTEpIiranocs, SIKINO MALieHTH
OTpUMYBaTu JiKyBaHHs GeBalu3ymMaboM Iif 4ac XipypriyHoro BTpydyaHHs. HacToTa BKasaHMX
cepito3Hux mobiyHmx ABHI Bapiroana Mix 10% (4 3 40) i 20% (3 3 15).
[oBigomisnocs Tpo cepiio3Hi yCKIANHEHHS 3arO€HHS paH, BKIIOYAKOYM aHACTOMOTHYHI
YCKIaJHEHHS, IesiKi 3 HUX MaJli JIeTaJbHi HaCIiJ(KH.
V mocnimKeHHSX MicHeBO pElUANBYIOYOTO T2 METACTATUYHOTO PaKy MOJIOYHOT 3aJ1031 YCKIIaIHEHHA
3-5 cTymeHs, OB’ sA3aHi 13 3arOEHHAM paHH, croctepiranuce y 1,1% nauiedTis, sKi OTpUMYyBaIH
Geparmaymab, y nopisHsuHi 3 0,9% namientis korTponsHuX rpyn (NCI-CTCAE v.3).
V KIiHIYHEX JOCIiIKEHHAX paKy sEYHUKIB yCKIagHeHHs 3—S5 CTyIeHd, TOB’A3aHi i3 3arO€HHIM
pany, criocTepiranues y 1,2% nanienTis B rpyni nikysanns 6esanusymabom y nopisHszHi 3 0,1% B
xouTposHil rpym (NCI-CTCAE v.3).
Apmepianvra zinepmensis (B, po3nin «OcobIMBOCTI 32CTOCYBaHHS»)
V KIHIYHAX TOCTIIKEHHAX, 33 BUHATKOM JocnimkerHs JO25567, 3aranpHa yacToTa apTepialbHOl
rimepremsii (ycix cTymewiB) mocsrama 42,1% y rpymax NiKyBaHHS 3a CXeMaMmi, IO MiCTHIIA
Gepaupymab, y mopiHsIHHI 3 14% B KOHTpONRHHX rpynaX. 3arajibHa 4acToTa apTepiallbHOl
rimeprensii 3 i 4 cTynens 3a knacudixaniero NCI-CTC y nanienTis, sxi orpuMyBaiu Gesanusyman,
papiroBana Big 0,4% po 17,9%. AprepiansHa rineprensis 4 cTyneHs (TilepTeHSHBHUA KpH3)
criocTepiranacs y Maiike 1% nauieHTis, ski oTpuMyBanu Geparusymab i XiMioTeparlito, OPIBHSHO 3
0,2% mnallieHTiB, SKi OTPYMMYBaIH JULIE XiMioTepaIlilo.
V mocnimxenHi JO25567 aprepiansHa rinmepTeHsis yeix cTyneHiB crioctepiranacs y 77,3% nauieHtis,
AKi oTpuMyBamu Gepanusymab y KoMOGiHauil 3 epnoTunibom sk Tepury JiHil0 JiKyBaHHA
HETUTOCKOKJIITUHHOrO HeApi6HOKNiTMHHOTO paky Jyerens 3 EGFR-akTuByrounmu Mmyrauismu, y
nopiBHSHHI 3 14,3% mauieHTiB, sKi OTPUMYBAamM JWIIe €pNOTHHIO. ApTepialbHa TillepTeH3is
3 cTynens crmocrepiranacs y 60% mnauienTis, ki oTpumysamu Gesaumsymab y komOiHamii 3
eprnoTHHIGOM, Y nopiHsHEL 3 11,7% nauieHTiB, SKi OTpUMyBanK NMIIe eploTHHIG. ApTepianbHa
rineprensis 4 abo 5 CTyIeHs He CIIOCTepiranacs.
B minomy aprepiansHa rinepTeH3id aoeKBaTHO KOHTPOJIOBAjacs 3a JOIOMOIOI HEpOpajlbHUX
AHTHTilIepTEeH3UBHUX 3aC06iB, TaKMX SK IHriGiTOPH aHTiOTEH3MHIEPETBOPIOBANBHOTO (epMeHTY,
HiypeTHKH Ta 6IOKATOpH KalblieBMX KaHaliB. ApTepiaibHa TilepTeH3id pioko MpU3BOAMIA 1O
BiZMinM niKyBaHHs GeBau3ymMaboM 4K rociiTalisamii.
Jlyxe pigko TOBiIOMIAIOCH NPO BUNAAKM TiNepTeH3MBHOI eHuedanonarii, neski 3 HHX Oymn
NMeTanpHUMH. PH3MK BHMHUKHEHHS aprepiaibHOl rimepreH3ii, acoliiffoBaHoi i3 3acTOCYBaHHAM
Gepaim3yMaby, He KOpEIOBaB 3 IIOYATKOBUMH XapaKTEPUCTHKaMH MaUi€HTIB, OCHOBHUM
3aXBOPIOBAHHSM YU CYITYTHEOO TEPAN€To.
Cundpom 360pomnoi 3a0ub0i enyepanonamii (We. po3ain «OcobIMBOCTI 3aCTOCYBAHH»)
DocuSigned by:
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V TiaiieHTis, sKi OTpMMyBain GeBalu3yMmad, piiko CIOCTEpIraiucs CUMIITOMH. IO CBiUaTh Mpo
cHHIpOM 3BOpoTHOI 3amHpoi eHiedanonarii. C33E e HEBPOJIOTIYHOIO ITAaTONOTIEl0, AKa PiIKo
3yCTpidaeThCst 1 NMPOSABIAETBCS TAKMMH CHMITOMAMH: CYAOMH, roJIOBHUM Oinb, MOpYLISHHS
IICUXIYHOTO CTaHy, TMOpYIIEHHs 30Dy, KipkoBa CIiNOTa, 110 MOXYTh CYNPOBOIKYBATHCA abo He
CYTIPOBOIKYBaTHCs Tineprensiero. KuiHiuHi MPOsSBU CUHAPOMY 3BOPOTHOI 3a1HEOI eHuedanonatii
yacto € HecrenudiyHMMU, TOMY MiITBEPAWTH UEH INiarHo3 MOXHA 3a JONOMOTOHO METOMIB
Bi3yali3ailii FOJIOBHOIO MO3KY, IPH UBOMY II€pPEBara HalaeThCs MarHiTHO-pe30HaHCHIN ToMorpadii.
Y pasi pO3BUTKY CHHAPOMY 3BOPOTHOI 3aJHBOL eHuedanonaTii PEKOMEHIYEThCS PAHHE
pO3Mi3HaBaHHsd Ta IOBHAKE JIKyBaHHS cnenuiyHAX CHUMIITOMIB, BKIIOYAIOUM KOHTPOJIb
apTepianbHOi rineprensii (Mpu HasBHOCTI TKKOL HEKOHTPOJILOBaHOI ilepTeHsii), 1 MPUITMHEHHSA
Teparii 6esaupzyMaboM. CUMIITOMH 3a3BHYaii 3HUKAIOTh a60 3MEHIIYIOThCS TIPOTAroM HaltOmmKIuX
IHIB ITicld NPUNAHEHHS NIKYyBaHH], X04a y JACAKUX Malli€eHTIB MOXYTh CriocTepiratics IesKi
HeBpoJOriyHi Hacmigku. beslneka IOBTOPHOIrO MPU3HAYCITHA 6epanm3ymaby mamieHTaM i3
CHHAPOMOM 3BOPOTHOI 3aIHBOT eHnedanonarii B aHaMHe3i HeBiOMa.

V  KIHIYHMX JOCHIKEHHSX 3apeecTpoBaHi 8 BMMAIKiB CUHJPOMY 3BOPOTHOI 3aJIHBO1
exnedanonatii. Y ABOX i3 BOCEMY BUNAJKIB He Oy/o OTPUMAHO PEHTTEHOJIOTITHOTO MiATBEPHKEHHS
METOIOM MarHiTHO-pe3oHaHCcHOT ToMorpadil.

IIpomeinypis (muB. pos3ain «OcobnuBocTi 3aCTOCYBaHHS»)

V WiH{YHEX JOCTIMKEHHIX Npo MpoTeiHypiro moimommanoca y 0,7-54,7% NaIieHTiB, sKi
oTpuMyBaiy Gepau3ymab.

3a CTYIEHeM TSKKOCTI NPOTEiHypiA BapitoBana Bill KJIHIYHO OE3CHMIITOMHOIO TPaH3UTOPHOIO
BUSEBJEHHS CIiIiB 6ifka B ceui T0 He(pOTHHIHOTO CHHAPOMY, TIpH koMY y Gimbuocti BHIIQJIKIB
noBifoMyisocst po mpoteinypito 1 crymens. Ilporeinypis 3 crymend cnoctepiranacs y 8,1%
nanientis. [IpoTeinypis 4 cryness (HepOTHIHHE CHHIPOM) cnoctepiranacs y 1,4% nauienTis, ki
OTpUMYBANH JiKyBaHHsA. J[o TOYATKY Teparli IpenapaTom 3ipabeB pEeKOMEHIYETECS IPOBOAUTH
aHaNI3 cedi MO0 BUABNIEHHS MpoTeiHypii. B 6inbmocTi KiiHiTHIX JAOCTiPKEHb piBeHb OiNka B ceui
> 2 1/24 ToXMHY IIPU3BOMB JI0 IPUITMHEHHS Tepanii GeBaru3ymMatoM 0 3HHKEHHS Oinka B ce4i 10
piBHs < 2 1/24 TonUHH.

Kpoeomeui (mus. poszin «Ocobnusocti 3aCTOCYBaHHSY)

V  KkIiH{YHMX JOCHI[UKEHHSX 3aranbHa dacToTa BUHMKHEHHA KpoBoTed 3-5CTymeHs 3a
knacudikaniero NCI-CTCAE v.3 npu npuitomi fesauusymaby 3a yciMa TOKa3aHHIMH CTaHOBUIA
0,4—6,9% y nopisusnHi 3 4,5% MallieHTiB y KOHTPONBHIMA rpymni OTpUMaHHs XimMioTeparii.

YV xomi kmimigoro pocmimkenns (GOG-0240) 3a ydacTiO TNALi€HTIB 3 TIEPCUCTYIOUNM,
pelMauBYIOUHM ab0 METACTATUYHNAM PaKOM IMMHKA MaTKA BHITAIKH kposoredi 3—5 crynena Oynu
sapeectposani y 8,3% nauieHTiB, fki OTpuMyBalM JiKyBaHHS GepansyMaboM y koMOiHauil 3
[MaK/IiTaKcenoM i TOMOTEKAaHOM, Y TOpiBHAHHI 3 4,6% mallieHTiB, AKi OTpUMYBaM JiKYBaHHA
MaKJTAKCEJIOM | TOIIOTEKAHOM.

Haityactime KpoBoTedi, sKi criocTepirajucs B KIHIYHAX IOCTiUKEHHsTX, Oynau TMOB’s3aHi 3
IIYXJTMHO 9H Oy/IM HEBETHKUMH CIIN30BO-IIKIPHIMHM (HATIPHKNIA HOCOBA KpOBOTEYa).

Kposomevi, acoyiiiosani 3 nyxauHoio (AB. PO «Oco6IMBOCTI 3aCTOCYBAHHAN)

Juauni 460 MACHBHI JlereHeBi KPOBOTEYi/KpPOBOXapKaHHA Y MOCITIIKEHHAX CIOCTepiranucs
IepeBaXKHO Y MALi€HTIB 3 HeNPiOHOKIITMHHMM PAaKOM JIEreHb. MoxnuBuMy (akTopaMu PU3IHKY
NETeHeBUX ~ KPOBOTEY/KPOBOXapKaHb €  INIOCKOKIITHHHA ricronoris  KIiTHH, JiKyBaHHS
TIPOTHPEBMATHYHUMHU/IIPOTH3ANATBHAMH TPeNapaTaMy, aHTHKOATYITHTaMH, TTOTIEPE/HS POMEHEBA
Tepartis, Teparis 6eBal3yMaboM, aTepOCKIEPO3 B aHAMHE3], LICHTPAIBHE POSTALIyBAHHS ITyX/IUHI,
YTBOpEHHS KaBEpHU NMyXIHHM 10 abo mif yac nikyBaHH:. [IpH UBOMY CTATHCTHYHO JOCTOBIpHKH
3B’5130K 3 KPOBOTEHEIO NIPW 3aCTOCYBaHHi GeBauyu3ymaly AOBEICHMI JTUIIE NPH TUIOCKOKJTI THHHIH
ricronorii writux. IlanieHTH 3 HEeAPiOCHOKIITUHHUM pPaKOM JIET€HB 3 BiIIOMOIO TIEPEBAXKHOIO
IOCKOKJITVHHOIO TiCTOJOTIYHOK KAapTUHOK YM 3MIlIAHMM KIITHHHAM THUIIOM 3 NEPEBAXHO
[IOCKOKITITHHHOKO TiCTONOTIYHOI KAPTHHOK OYNIM BHKIIOYEH] 3 HACTYIHUX OOCTIIKCHb II da3n,
TOJI 9K TMATI€HTH 3 HEBIIOMOFO TiCTOOTIYHOI0 KAPTHHOIO MyXJIHHH Oy BKJIFOUEHI y JOCTiIXKEHHS.
V nauieHTis 3 HeApiOHOKJIITHHHAM pakoM JIEre¢Hb, 33 BUHATKOM II€PEBaXXHO TJI0CKOKJTITHHHOT
TiCTONOTIYHOT KApTHHY, SBUMIA YCIX CTYIEHIB TSKKOCTI CIIOCTEPIraaucs 3 4acTOTO A0 9,3% npu
nikysarmi Gepanmsymabom y komGiHamil 3 XimioTepariero, nopiBHAHO 3 5% malieHTiB, fAKI
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OTpUMYBANK IMIIE XiMioTepariko. Ssuma 3-5 crymens crocrepiranucs y 2,3% TMALli€HTIB, AKI
orpuMyBsami Oepaumsymalb B xoMGimanii 3 ximiorepamiero, mopiBHsHO 3 < 1% XBOpHX, K
OTPUMYBAIH JIMIIE XiMioTepartifo. 3uauni a60 MacWBHI JIereHEBi KPOBOTEUi/KpPOBOXapKAaHHA MOXKYTh
BHHWKATH PATITOBO, i 10 IBOX TPETHH CEPHO3HMX JIETCHEBUX KPOBOTET Oy JieTabHUMU.

V mali€eHTiB 3 KONOPEKTaNbHUM PaKkoOM pPEECTpyBaUCi KpOBOTedi IITYHKOBO-KHIIKOBOTO TPAKTY,
ITOB’A3aHi 3 TyXJIMHOO, B TOMY YHCTIi PEKTalbHI KpOBOTEUi Ta MEJICHA.

AcoliifoBani 3 MyXJIUHOIO KpOBOTeYi PIIKO crocTepiranucs MpH HIOMX TUMAX MyXMMH i iX
nokamizawii i Bkmodanu kposotedi y LIHC y mauienTi 3 MeTacTasamu B LIHC (mus. po3gin
«OcOBIMBOCT 3aCTOCYBAHHAY).

Yacrora xposoted y ITHC y nauieHTis 3 HenmikoBanumu Metacrazamu B ITHC, sxi orpumyBanu
Gepanu3ymal, TPOCTIEKTUBHO HE BMBYAACid B PAHIOMI30BAHHX KIIHIYHUX JOCIHIMKEHHAX. y
NOCTi IHUIEKOMY PETPOCTIEKTHBHOMY aHasli3i NaHWX 13 3aBEpUICHIX paH/IOMi30BaHHIX HOCHIIKEHb
33 y4acTo MALieHTiB 3 PISHHMH THTIAMH ITyXJIHH Y 3391 (3,3%) XBOPOTO 3 METACTa3aMH B TOIOBHHH
Mo30k possuHymcst kposoredi B LIHC (sci 4 CTyIIeHS) TIPH JiKyBaHH] GeBauu3yMaboM MOpiBHAHO 3
1 sumagkom (5 crymens) cepen 96 mauientis (1%), gKi He oTpumyBamn Oepanusymal. Y IBOX
HACTYITHUX JOCIHIJUKCHHAX 33 Y4acTiO MAIIEHTIB 3 NIKOBAHUMH METacTa3aMH B TOJIOBHHH MO30K
(npu6mazno 800 nawienTis) Gyo TOBIIOMIEHO MPO OJMH BUIIA/IOK kposotedi y [THC 2 crymens
TsKkKocTi cepell 83 ocib, AKi oTpUMYBaIH Gesaumsymad (1,2%), 32 JaHUMH TIPOMIKHOTO aHanizy
6earexu (NCI-CTCAE v.3).

V Beix KIHIYHEX JOCTiIKEHHIX KPOBOTEY] CIM30BUX 060JIOHOK Ta IIKipH crocTepiraimes y Mamxke
50% XBOpUX, TKi OTPUMYBaJIX Geparmaymal. YacTilue criocTepiratuch HOCOBI KpoBOTedi | cTyTeHs
3a NCI-CTCAE v.3 TpuBanicTIO MEHIIE 5 XBUIHH, sKi NPHITHHAINCE 6e3 MeIUYHOTO BTPYYaHHS Ta
He roTpebyBay 3MIHH peXXUMY JIIKYBaHHA NPETapaToM 3ipa6es. Jlaui 3 kniniuHOi Ge3neky CBiHaTh,
{10 4aCTOTA HE3HAYHHMX KPOBOTEY CIIM30BUX OOOIOHOK T mKipu (HATpUK/Iaj HOCOBUX KPOBOTEY)
MOJKe 3aJIeXKaTH Bill JO3H.

TakosK MEHII YacTUMH GyId He3HaqHi KpOBOTEYi WKIPH Ta CIM30BUX 060I0HOK iHIOT JIoKanizauii,
TaKi K KpoBOTeHi siceH a0o BariHabHi KpOBOTEHi.

Tpomboembonia (AMB. pO3ALT «QcobaMBOCTI 3aCTOCYBaHH))

Apmepiansna mpomboembonis

36ibIIeH s YACTOTH BHUHMKHEHHS apTepiailbHOi TpomOGoeMmOomii, BKIOYar0IH iHcymeT, iHbapKT
MioKap/ia, TPAaH3UTOPHY iMIEMIYHy araKy TOMO, criocTepiraocst y MaIli€HTIB, SKi OTPUMYBald
Gepan3yMald Npy pisHUX NOKa3aHHAX.

V riHiYHAX JOCTIUKEHHSX 3arajibHa dacToTa apTepialbHUX TpoMOOEMOOTIYHUX ~ peaKLlii
BapitoBana Bix 3,8% B Ipymnax JIKyBaHHA, IO BKIIOYANO 6eBanusymab, no 2,1% B KOHTPONBHMX
rpynax ximioTepartii. JleranpHi Hacminku crocrepiramucs y 0,8% nalieHTiB, sKi OTPAMYBajH
Gepauy3ymab y komOiHawii 3 XimioTepari€to, nopisHo 3 0,5% mauienTiB, AKi OTpUMYBAIH JIMLIC
ximMioTeparito. THCYNBT (BKIFOYMAIOYM TPAH3UTOPHY imemivHy ataky) GyB 3apeectposanuii y 2,7%
NAlieHTiB, SKi OTPUMYBAIM TiKyBaHH: GeBausymMaboM y xoMOiHalil 3 XiMioTepamiero, TOPIBHIHO 3
0,5% Tali€eHTiB, AKi OTPUMYBAIM TUIEKH ximiorepariro. ITpo iHdapkT Miokapaa nosigoMaanocs y
1,4% mauj€eHTiB, AKi OTpUMyBaTH GeBalu3yMad y xomGinamii 3 XxiMioTeparieo, mopisxsHO 3 0,7%
HAI{iEHTIB, AKi OTPUMYBANHX TUIBKH XiMioTepaIlito.

B ojHe KiHiYHE AOCTiUKEHHS Ouinky Geparmsymaly y xomGinanii 3 5-gpropyparmnom/doiesoro
xucnororo (AVF2192g) 6ynu BKIIOUEH] NaLiEHTH 3 METACTATHIHIM KOJIOPEKTAIEHIM pakoM, fKi He
Gynu KaHZMAATAMM [ JIKYBaHHA ipunoTekaHoM. Y LBOMY JOCITi/DKCHHI apTepianbHa
tpomBoemboris criocTepiranack y 11% (y 11 3i 100) mauienrie mopisnsHo 3 5,8% (y 6 3i 104)
NalienTiB y KOHTPONBHIN rpymi XimMioTepanii.

Benosna mpomboembonis

YacroTa BeHO3HOI TpomGoeMOoIil B KIHIYHAX TOCIiIKeHHSX Oyla IopiBHAHHOK Y MauieHTiB, AKi
OTpUMYyBaNH JiKyBaHHA GeBauu3ymadom y xomGinailii 3 XiMioTepamieio Ta NaUieHTiB KOHTPOIBLHOT
rpyTIH, SIKi OTPUMYBAJTH JIMIIIE XiMioTepanito. BernosHa TpoMBoeMGoITisl BKIOUAE JIEreHEBY MO0,
TpomBo3 rMBoKUX BeH i TpomMGodediT.

V KIiHIYHAX HOCHIDKEHHSX pI3HMX TMOKas3aHb A 3aCTOCYBAHHS 3araibHa HacToTa BEHOSHHX
TpomGoembonii Bapiropana Bim 2,8% 10 17,3% B rpymi nikyBaHHs, 10 BKIOYala Gesarmzymad

nopiBHsIHO 3 3,2~15,6% B KOHTPONERUX IPyNax.
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Benosui pomGoembonii 3—5 crymens (NCI-CTCAE v.3) 6y 3apeectposani y 7,8% nauientis, sKi
oTpHUMyBaIIil XiMioTepartito + Gepauusymal, mopisusHo 3 4,9% NALEATIB, sKi OTPUMYBAJH JIULIC
xiMioTepamilo (3a yciMa IOKa3aHHAMM, 3a BHHATKOM [EPCHCTYIOHOro, PELHAMBYIONOTO abo
METACTATHYHOTO paKy MK MaTKH).

YV xomi KTiHIYHOTO MOCTIIKEHHS 32 yYacTIO NMAli€HTiB 3 MEPCUCTYIOYHM, PCUHNHUBYIOIHM abo
MeTacTaTudHIM pakoM mmiiku Marki (GOG-0240) sBuma BeHO3HOI TpoMBoembonii 3—5 cTytens
6ymu 3apeecTpoBaHi y Maibke 15,6% NaIieHTiB, AKI OTPUMYBAmM IIKyBaHHs Oesauuzymabom y
KOMGIHALIT 3 MAKITITAKCEIOM i LMCIUIATHHOM, Y TOPiBHSIHHI 3 7,0% TMauieHTiB, SKi OTPUMYBaJH
NiKyBaHH#A MK TAKCENOM | TUCTIIATHHOM.

V mamieHTiB, Y SKUX BUHUKAIM BeHO3HI TpomGoemOboil, MojKIHBe MiABHIUCHUN PU3HKY PELUANBY
TipM nikyBaHHi nperapaTom 3ipabes Ta XiMioTeparni€to MOPIBHAHO 3 TAKMMH MPH 3acTOCYBaHHI JIHIIeE
ximiorepanmii.

3acmiiina cepyesa nedocmamuicmy (3CH)

Ilotemep y KIHIYHHX JOCHIIKEHHIX 3actiiiHa cepuesa HemoctatHicTs (3CH) BuHMKana npw
sacTocyBaHHi Geaiusymaly 3a BCiMa TIOKasaHHAMM IpU paky, ame B OCHOBHOMY IIpH
METAacTATHYHOMY PaKy MOJIOYHOT 3aJ103U. Y JOTHPBOX nocmimkernax 11 dasu (AVF2119g, E2100,
B017708 Ta AVF3694g) y nalieHTiB 3 METACTATHYHIM PAKOM montouroi 3ano3u 3CH 3 ctynens abo
pHme crocrepiranacs y 3,5% mallieHTiB, SKi OTPUMYBAIH Gepanusymab y komOiHamii 3
ximioTepanieto, y nopisasHHi 3 0,9% B KOHTPONBHUX Ipynax. V manieHTiB-y4acHUKIB JOCHIKEHHS
AVF3694g, sxi oTpUMyBaln aHTPAUMKIiHK OJHOYACHO 3 6eBanu3ymMaboM, 4acTOTa BUHMKHEHHA
3CH 3 crymens abo BMINE B Ipynax OTpUMAaHH:A Gearu3ymMaby i KOHTPONBHMX rpynax Gyma
TIOPIBHAHHOK 3 TAKOIO B IHIINX JOCHIDKEHHIX METaCTATHYHOTO PaKy MOJIOYHOI 3a03H: 2,9% B
rpymi anTpauukiis + Gesaunsymat i 0% nauienTiB B Py aHTpaumkiin + miane6o. Kpim Toro, y
nochimkenni AVF3694g uacrora sunnkneHHs 3CH ycix crynenis Tsukkocti Gyna moziOHoOKO B
rpyrnax JiKyBaHHsS 3a CXEMOIO aHTpanuKiin + Gesammsymab (6,2%) Ta aHTpaLMKIiH + nnateto
(6,0%).

V GinsmocTi mamienTie, y skux possuryntacs 3CH y xoni JOCTiIKEeHHsI METacTaTUYHOTO paKy
MOJOUHOT 321031, CHIOCTEPIraocs MOKPAIIeHH s CHMIITOMIB Ta/a00 QyHKIIT NiBOrO ULTYHOYKA MiCHs
BiAITOBIIHOIO MEIMKaMEHTO3HOTO TiKyBaHHA.

3 GimpmocTi KITHIYHUX HOCIIIKeHb GeBauu3yMaly MAllieHTH 3 ICHYHOHYOIO 3CH II-IV xnacy 3a
kiacubikamiero Hoto-MopKeEKOIO KapiooTiuHO0 acoLiiamicio Gynu BukirodeHi. Takum UHHOM,
Hemae indopmauii mozo pusuky 3CH y umux TNali€HTIB.

TonepeHs Tepartisi aHTpaLMKIiHAMKA Ta/abo TomepeiHs MpOMeHEBa Teparis Ha JiNAHKY TpYAHOL
KJITKN MOXKYTh 6YTH MOXIHBAMHE (akTopaMU PU3HKY PO3BHTKY 3CH.

[lixpumenns yacroTh uErkaenns 3CH crocrepiranocs B KIiHIYHIX JOCIIDKEHHIX MALliEHTIB 3
Hudy3HO B-BENMKOKIITHHHOO IIMpOMOIO, sKi oTpumysani Gepauusymal i3 KyMyIATHBHOIO
103010 JI0KcOpyBimuHy, ska nepepumtysaia 300 mr/v2. B usomy kainiusomy gociimkerni I pasu
MOpPiBHIOBABCS pHTchnmaﬁquKﬂo@oc@amiﬂmoxcopyﬁiuuH!Bimcpncmﬂ/npenﬂiaonml (R-CHOP)
+ Gesarmaymab | R-CHOP Ge3 Gepauusymalby. HacToTa BUHWKHCHHA 3CH B o6ox rpynax Gysa
BHILOFO, Hij paHile crioctepiranacs npu Teparlii JOKcOpyOilliTHOM, MPH [IEOMY 4aCTOTa BUHUKHCHHA
3CH 6yna uimoto B rpymi R-CHOP + 6epanmsymatb. i pe3ynbTaTd CBiAYaTh, WO 33 nauieHTamMu,
AKi OTPUMYIOTB KYMYJISATUBHY J03Y pokcopybinpry mowax 300 mr/m?> 'y komGiHanii 3
GepamM3ymMaboMm, CIifl PETEBHO CIOCTEPIraTH Ta POBO/NTH BiZmOBiIHE OBCTEXEHHS ceprs.
Peaxyii 2inepuymaugocmi (6KI0YHO 3 GHAINAKMUYHUM wokom)/ inghysitini peaxyii (1uB. PO3ALT
«OCcoBIUBOCTI 3aCTOCYBAHHSI» Ta MIPO3MLT «3aCTOCYBAHHA Y nicaspeecTpauifHuii repiof» HIKYe)
V jeskyX KIHIYHMX JOCHIDKEHHSX TPO BUHUKHCHHA anadinakTHYHMX peakuiif i peakuii
aHaQinaKTHYHOTO THITY TOBIIOMIIANOCS yacTimme y MamieHTiB, AKi oTpumyBamy Gepauusymad y
xomGinauii 3 ximioTeparnieto, y TOpiBHAHHI 3 IalieHTaMH, gKi OTPUMYBAJIH JIMIIE XiMiOTEpamiko.
BUHAKHEHHS LMX peakiiil B JESKUX KTHIYEEX HocNimKeHHIX € yacTiM (mo 5% MAaIienTIB, SKi
oTpuMyBaiu Geau3yMad).

Ingpexyii

YV xomi KIH{YHOro HOCHI/KEHHS 33 YYacTIO MAL€HTIB 3 MEPCHCTYIOWAM, PCIHIUBYIOHIM abo
MeracTaTnaHnuM pakom mmwiiku MaTkn (GOG-0240) srmajky ingexuiii 3-5 crynensa Oymu
sapeccTpopani y 24% mallieHTis, SKi OTpUMyBaINA nikyrawHa GerarmzymaboM y xomOinauil 3
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[aKTiTaKceaoM 1 TONOTeKaHOM, y mopiBHAHHI 3 13% mauieHTiB, sKi OTpUMyBamu JiKyBaHHS
MaKJIiTAKCeJIOM | TOTIOTEKaHOM.

Hedocmamuicmo pynxyii acunuxie/pepmunsricms (quB. po3minun «Oco6MMBOCTI 3aCTOCYBaHH» |
«3acToCyBaHHA y Tepiof BariTHocTi a6o royBaHHS TPYAIEO»)

V pocmimxenni 111 ¢asu NSABP C-08 3actocysanust Gepamusymaly B an’toBaHTHiA Tepamil
MALi€HTIB 3 pakoM 060[0BOT KUINKH YacToTa BUHMKHEHHA HOBUX BHIIAJKiB HEJOCTATHOCTI QYHKIIT
S€YHMKiB, SKi BH3HayamMcs SK aMeHopes TporAroM 3 Micsuip  a6o Ginblme, piBeHs
(hoMiKyTOCTUMYITFOIOYOr0 TOpMOHY > 30 MMO/MI i HeraTHBHI pe3yIbTaTH TECTY Ha BariTHICTE 3a
JOTIOMOTOI0 BH3HAYEHHs P-TOCHKOTO XOPIOHIYHOTO FOHaIOTPOMiHy, BUBYanaca y 295 XKiHOK B
npemeHomnaysi. IIpo HOBI BMIaXKi HEJOCTATHOCTI (YHKLIl A€YHUKIB MOBiZOMIANOCH Yy 2,6%
nauientis B rpyni mFOLFOX-6 y nopisHsHHi 3 39% y rpyni mFOLFOX-6 + 6esauusymab. Ilict
BinMinn JiKyBaHHA GepamusymaGom QYHKUiS S€YHMKIB BigHOBWiacs y 86,2% “KIHOK.
JloBroTpHBaIHil BIUIME NiKyBaHHs GeBanu3yMaboM Ha GepTHIBHICTS HEBIIOMUHA.

Bioxunenus nabopamopHux NOKA3HUKIE

3MeHIEeHHs! KibKOCTi HeiTpodiniB, NelKoUMUTiB Ta HAasBHICT Oiflka B cedi MOXe acoUiloBaTUCS 3
NiKyBaHHAM GeBalu3yMaboM.

V KITiHIYHAX JOCIiHKeHHAX HIDKYe3a3HaYeH] BiIXWIeHHs 1abopaToOpHUX MOKA3HUKIB 3 i 4 cTynens
(NCI-CTCAE v.3) criocTepiranocs i3 pisHuleo moHaliMeHme 2% Y NallieHTiB, sKi OTpUMyBany
nikyBaHHs GeBaruU3yMatoM, OPIBHAHO 3 MalieHTaMU KOHTPOIBHUX TPYIL: MNePriIiKeMist, 3HIKCHHS
piBHA reMornoGiHy, Tilmokanmiemis, rimoHaTpieMis, 3HIDKEHH 4HCIa JIEUKOLMTIB, 301MbIIEeHHS
MiXHApOJIHOTO HopManizoBaHoro crissifHomenus (MHC).

KriHiuai DOCTiMKEHHS NpPOJEMOHCTpYBAld IIOB’s3aHe {3 3aCTOCyBaHHAM OeBaumszymady
TpaH3UTOpHE TiBUIIEHHs PiBHs KpeaTHHiHY B cupoBaTui kposi (B 1,5-1,9 pasa Buine NOYaTKOBOTO
piBHs), K 3 Tak i Ge3 mporeiHypii. Take MiIBUINEHHS HE ACOLUIOBANOCSH 3 BHINOKO YACTOTOIO
KTiHIYHUX NposBiB TopymeHHs (YHKWi HUPOK Yy TAUIEHTIB, sKi OTPUMYBAlM JiKyBaHH:T
GeBar3yMaboM.

OcobnuBi rpyrnu NatieHTiB

ITayienmu nimnvo20 6iky

YV paHIOMi30BaHMX KIiHIYHMX MOCII[DKCHHSX BiK MalieHTa MOHald 65 pokiB acoLiioBaBci 3
N ABUIICHAM PH3UKOM BMHUMKHEHHS apTepialbHOi TpoMG0eMBOITil, BKIIOYatOun PO3BUTOK IHCYTIBTY,
TPaH3UTOPHOI ieMidHOl aTaky, iHhapkTy Miokapna. ¥ mauieHTiB BikoM IMoHaf 65 POKiB TaKOX 3
BUIIOIO YACTOTOK CriocTepiramucs neiikorenis 3—4 crynens Ta Tpomboumronenis (NCI-CTCAE
v.3), a TAKOX HeHTpOTIeHis (BCIX CTYIeHIB TSDKKOCTI), Aiapes, Hya0Ta, TONOBHUM 61k 1 cnabKicTh y
MOpIiBHAHHI 3 TAlieHTaMM BikoM < 65 pokiB, AKi OTpHMYBald NiKyBaHHI 6eBanmzymaboM (AMB.
«TpomGoembonisy y posminax «Ocobnusocti 3acTocysanns» i «[loGiuni peakuii»). B ommomy
KIIHIYHOMY JIOCITifUKEHHI YacTOTa BHHHKHEHHS apTepianbHoi rimepreHsii > 3 cTymeHsa TSDKKOCTI
6yna BIBiUi BUIIOW y NAII€HTIB BIKOM TOHaj 65 poKiB, HiK y MauieHTIB BikoM < 65 pokiB. Y
JOCIi/KEHH] 3a y4acTIO MAalli€HTIB 3 pPELMAUBYIOYUM DPAaKOM SEYHMKIB, PE3UCTEHTHUM JO Aii
TpernapatiB IIATHHH, TAKOX OYNO 3apeeCTPOBAHO BUMAAKM allONelil, 3amalleHHT CIHM30BHX
06oTOHOK, TepubepuuHoi ceHcopHOi HeHponarii, mpoTeiHypii Ta apTepianbHoOl rilepreHsii, AKi
CTOCTepiraycs 3 YacTOTO, TIPWHAWMHI Ha 5% BMINOI Y Ipymi JiKyBaHH:i GeBauusymaboM 3
xiMioTepariero marieHTiB BikoM > 65 poKiB, sKi 0TpuMyBaTy GeBal3ymMat, NOPIBHIHO 3 MALiEHTaMH
BikOoM < 65 POKiB, sKi OTpMMyBayM GeBanu3yMal.

UacToTa PO3BUTKY iHIIMX MOGIYHMX peakuili, y ToMmy 4mcii mepopallii MUITyHKOBO-KHIIKOBOTO
TpaKTy, YCKJIaAHEHHS 3aTOEHHS PaH, POTEIHypii, 3acTiiHOT cepLeBoi HeJOCTATHOCTI i KpOBOTEYI, ¥
TaniedTiB TiTHBOrO BiKy (mOHaj 65 pokiB), ski oTpuMyBamu Gepauusymab, Oyina MOPIBHAHHOIO 3
TAKOIO Y TAIIIEHTIB BIKOM < 65 pOKiB.

Himu

Bearnexa Ta epeKTUBHICTB 3aCTOCYBaHHs GeBaLm3ymaby NiTaM Bikom 110 18 poKiB HE BCTAHOBJICHA.
V nocnimkenni BO25041, y sxomy Gepauusymal KomaBald 0 MiC/AOMEpallifHOl MPOMEHEBOT
Tepamii {3 CYHNYTHROIO Ta a/IOBAHTHOKO Tepalli€lo TEMO30JNOMIfoM y JiTedl i3 ymepire
HiarHOCTOBAHOIO CYIPATEHTOPiaNbHOI, IHOPATEHTOPIaTEHO, MO30YKOBOK ab0 MeAyHKYIAPHOO
TTIOMOFO Ha Mi3HIX cTaxisx, mpodins Gesrneku B AiTeii 6yB MOPIBHIHHMIMA i3 TaKUM, IO CrIOCTEPIraBes
3 {HIIMMHM BHOAMH IYXIIHMH B JOPOCIHX, SKi OTPUMyBany Gepauusymad.

[Suiﬂm Ostagova.
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V nocnimxenni BO20924, y sikoMy Gepanm3ymab 3aCTOCOBYBAIM i3 CYJaCHUM CTaHAAPTOM Tepanii 3
npuBOAY pabioMiocapKOMK Ta CapKOMH M’SKHX TKaHWH, IO HE € pabgomiocapkomoro, Mpodise
Ge3reku y AiTei, sKi OTpUMYyBan Hepanusymab, 6yB MOpIBHAHHMIA i3 TAKMM, IO CHOCTEPIraBcs B
JOpOCINX, SKI OTpUMyBaNy GeBaumsymad.

Bepauusyma6 He CXBANEHMH ISl 3aCTOCYBaHHS MallieHTaM BikoM /10 18 pokis. Omy6ikoBaHoO [aHi
mpo Te, Mo y mauieHTiB BikoM mo 18 pokiB, SKi OTpUMYBaIH niKyBaHHA GeBanu3yMaboM,
CIIOCTEPirajiy BUMaAK{ OCTEOHEKPO3Y 3 JIOKANI3aL{i€ro 032 HIKHBOIO IIENETION.

3acTOCYBAHHS Y MiCAIPEECTPAIIHHNIT TIepiot

[oGiuni peaxyii, 3apeccmposani y nicaapeecmpayilinui nepiod

Inghexyii ma ineasii.

Hexpotusyrounii ¢acuuiT, 3BMYafiHO BTOPMHHUA 10 YCKJIAJHEHHA 3aTO€HHA paH, LITYHKOBO-
KULIKOBOT mepopallii Ta yTBOpeHHs HOPHIB (PiaKo) (AMB. pO3/iN «OcoBIMBOCTI 3aCTOCYBaHHAN).
3 boky imynHOl cucmemu.

Peakuii rimepuyrnupocti, iHbysiiHi peakuii (4acTo); 3 MOXIMBAMM CYIYTHIMH IpOABAMHU:
3a/AIKa/yTpy/IHEHe TUXAHHs, TPATUIMBY/IIOYEPBOHIHHS/BUCHIIAHHS, apTepianbHa rimoteH3sis abo
aprepianbHa TillepTeHsis, AecaTypallis KUCHIO, Oinb y rpyAHii KIiTIi, 03HO0, HynOTa/0IIFOBaHHA
(nuB. po3gin «OcobmuBocTi 3acTocyBaHHs» Ta «Peakuii rinepyyTanBocCTi, indysiitui peakwii» BuE);
aHainakTHUHMI mOK (PiAKo) (XUB. TakoX po3jin «OcobmuBocCTi 3aCTOCYBaHHS).

Hesponoziuni posnaou.

TineprensusHa enuedanonaris (ayxke piako) (Zus. po3nin «OCOONUBOCTI 3aCTOCYBaHHA» Ta
«ITo6iuni peakuii, I'inepTeHsis»); CHHAPOM 3BOPOTHOI 3a1HBOT ennedanonarii (pigko) (auB. po3zin
«OcobIHBOCTI 3aCTOCYBaHHA).

3 6oxy cyoun.

Hupxosa TpoM60THYHA MiKPOAHTIONATISA, MO MOXE KIIHITHO MPOSBIATHCS npoTeiHypiero (4acToTa
HeBioMa) 3 uM 6e3 CYIMyTHBOrO 3aCTOCYBaHHA CyHITiHIGY (muB. «IIpoteinypis» y po3ainax
«Oco6mmBocTi 3acTocyBanHs» Ta «[To6i4dHi peaknii»).

3 6oxy OuxansHoi cucmemu, opeanie 2pyOHoT KNiMKu ma cepe0oCmiHHA.

Tlepdopallis HOCOBOT EPEropoIKK (JACTOTa HEBIZIOMA), JIereHeBa rirneprensis (Yacrora HeBiIOMa),
nucdoHis (4acTo).

3 60Ky UWLTYHKOBO-KUULKOBO20 MPAKMY.

Bupaska MUTyHKOBO-KHIIKOBOTO TPAKTY (YacTOTa HEBiIOMa).

3 6oky 2enamobiniapnoi cucmemu.

Tlepdopanis xOBYHOrO MiXypa (4acToTa HEBiIOMa).

3 6oky onopHo-pyxo601i cucmemu ma CROYYHOL MKAHURU.

[Ipo BHMAAKM OCTEOHEKPO3y LIENENH IOBiOMISIIOCS y Mali€eHTiB, SKi OTPUMYBalH JIiKyBaHHA
GeBanusyMaGoM. BilbITicTh TaKKMX BUIAAKIB CIIOCTEPiramics y Mali€HTIB 3 BIIOMUMI daxTopaMu
pusuky sunukHenns OHILI, 30xpeMa y Malli€HTiB, sKi OTpPUMYBanu Gicdocdonaru Ta/abo manu
[aToJIOriI0 fceH B aHaMHe3l Ta HOTpeOyBald iHBa3MBHOIO CTOMATOJIOTiYHOTO BTPYYaHHS (IHUB.
pozain «OcoGIUBOCTI 3aCTOCYBaHHA»). BHUNAAKH OCTEOHEKPO3y 3 JIOKali3aIiero no3a HUKHBOKO
[IeNIETOko CIIOCTepirany y JiTel, SKi oTpuMyBani JiikyBaHHs Gepanusymabom (AuB. po3aia «ITo6iuHi
peakuil. Jliti»).

Bpoooiceni, cnadxoei ma 2eHemudni po3naou.

CriocTepiraiucs BUNAIKH NaTONOTIH IIoa y JKiHOK, SKi OTpUMyBaiH JIIKYBaHH: Oesaru3ymadoM K
MoHoOTepamito abo y KoMGiHamii 3 XiMioTepaleBTHYHMMH TIpenapaTamu 3 BiJIOMOIO
eMOPIOTOKCHYHOIO Ji€lo (IMB. pO3JIi «3acTOCYBaHHS y nepion BariTHOCTI 60 TOTYBAaHHS IPYIIION).
SIKIIO 3a3HAYeHa 9ACTOTa, JaHi Mpo Hel 6yiu OTpUMaHi Ha MiAcTaBi KIiHIYHUX JOCIIKCHB.

[ToBigoMIIEHHS TIPO MixO3pIOBaHi MOGiYHI peakiii

[ToBinomieHHs mpo mMmimo3proBani HeGaxaHi peakuii micns peecTpawuii JKapckKOTo 3acoby €
pasknueamu. Lle 103BoNse 3ailicHIOBAaTH Ge3riepepBHUI MOHITOPHHI CHIBBIAHOIICHHS KOpHCTi Ta
PU3WKY 3aCTOCYBaHHS JiKapchkoro 3acofy. MexndHmnx MpauiBHUKIB TPOCATE TIOBIAOMIIATH TIPO
6ynp-sKi ninosproaHi noGiuHi peakuil 3a IOMOMOroK HaLiOHANBHOT CHCTEMH 3BITHOCTI.
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Tepmin npuoamuocmi. 3 poKH.

YMoBH 30epiranss.
36epiraTd y XONONWIBHHMKY mnpu Temmeparypi 2—8 °C. 36epiratu B OpuriHanbHii KapTOHHIN
YIIaKOBII JUiA 3aXUCTy Bix cBiTia. He 3amopoxxyBatu. 30epirati y HemocTylHOMY JULS iTel Mici.

Hecymicnicmo.

[penapat He MOXXHA 3MIITyBaTH 3 {HIIUMM JiKapchbKUMH 3acobamu, 3a BUHATKOM 0,9% posunny
Harpiro xnopupy i iH’ekuiif. Ilpu pospenenHi OeBaumsymaby 5% po3YMHOM IIIXOKO3M
criocTepiraees npodine Aerpamauii 6eBanmzymady, 3alieXKHUH Bl KOHIEHTpaLii.

Ynakorka.
ITo 100 Mr/4 mi a6o o 400 mr/16 mn y ¢naxomi. [To 1 ¢paakoHy B kapToHHI# KopoOLi.

KaTteropis Binnycky. 3a peLenrom.

Bupo6nuk.
Iaitzep Cepric Komnani BB / Pfizer Service Company BV.

Micne3sHaxoqxeHHsl BUpOOHHKA Ta aJpeca Micus NpoBaj KeHHs i0oro JisJbHOCTI.
Tomx Beii 10, 3aenteM, 1930, Bensrisn / Hoge Wei 10, Zaventem, 1930, Belgium.

avo™

Bnpo6uuk.
®apwmauis i Anmxon Kommnani JIJIC / Pharmacia & Upjohn Company LLC.

MicuesHaxo/xeHHs1 BHDOOHHKA Ta ioro agpeca Miclst NpoBaf:KeHHs NisJbHOCTI.
7000 ITopremx Poyn, Kamamasy, Miuuran (MI) 49001, CIIJA / 7000 Portage Road, Kalamazoo,
Michigan (MI) 49001, USA.

= B inempyryii. 1o Gvoe sriadena ¢ Kapmouty ynakoexy, oyoe 3aznavenui auuie 00un upodnux
(mot, wo 0ye 3a0iARNIT 05 BUNVCKY cepil).

,Z[aTa OCTAHHBLOI'O NNEpErsay. ﬂ{ﬁf MW
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