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IHCTPYKIIA
A1l MeJHYHOI 0 3ACTOCYBAHHA JiKaAPChKOI0 3ac00y

OABAC
(OYAVAS®)

Cknao:

Oiroua peyosuna: bevacizumab;

1 dnakou (4 M1 KOHUEHTpATY [T po34uuHy As iHdy3ik) mictuts 100 Mr (25 mr/mi) 6eBaruzymady
abo

1 dnakos (16 MI KOHLIGHTpATY AJS po34uHy 1is iHdy3iit) mictute 400 Mr (25 mr/mit) 6eBanu3ymaby;
OONOMINCHI PeYO8UHU. (,0i- TPETATO3U AUTiIpaT; HaTpito auriaporeHdocdart, MOHOriApaT; HaTpio
rigporeHdocdar; nomicopdar 20; Boxa ans iH’€KLiN.

Jlikapcoka ¢gopma. KoHneHTpat oy po3duHy A iHy3ii.
OcHoeni  izuxo-ximiyni eracmueocmi: piiuHa Bif mpo3opoi 6e36apBHOT OO >XOBTyBaTOl ab0
KOPHUYHIOBATO] 3 ONaleCUEHIIIETO.

dapmaxKoTepaneBTHYHA rpyna.

AHTUHEOIUIACTHYHI Ta IMyHOMOIYJIFOKY]I 3aco0U. AHTHHEOMIACTHYHI 3aco6u. MOHOKJIOHAJBHI
AHTHUTIJIa Ta KOH IOraTH aHTUTiNa 3 JIKapChKUM 3ac000M.

Kog ATX LOIF GO1.

Dapmakonoziuni enacmueocmi.

Dapmaxoounamika.

MexaHnizm aii

Osieac € nmnofaibHuMm OGionoriyHuMm  JikapchbkuMm 3acobom  (Giocumimspom). bepamuzymab —
pekoMOiHaHTHE ryMaHi30BaHEe MOHOKJIOHAIbHE aHTHTINO, OTpuMaHe 3a fornomororo JJHK-texHonorit
y KIITHHAaX SE€YHUKIB KUTaliChKOro xom’siyka. bepanuzymal 3B’s3yeTbcs 3 (DaKTOpOM poOCTy
enpotenito cymuH (VEGF), kimo4oBuM GaxTopoM BacKyJIOreHe3y Ta aHriOreHesy, MpUrHIdyrouHy,
TakuM urHOM, 3R’ 13yrarHT VEGF 2 fioro peuentopamu Flt-1 (VEGFR-1) Ta KDR (VEGFR-2) Ha
MOBEPXHi CHIOTeNianbHUX KiTHH. HediTpanizanis 6ionoriyHoi akTHBHOCTI ¢hakTopa poCTy
€HJIOTENII0 CyQUH MPU3BOJUTH N0 3HIKEHHsS BacKy/spu3alil MyXJIMH, HOpMallilye He ypaxeHi
Iy XJIMHOKO CYAWHY, IPUTHIYY€E YTBOPEHHS HOBUX CYAUH Y IyXJIHHI, TAKUM YMHOM IIPUTHIUyIO4H piCT
Iy XJIUHH.

dapMakoaMHaMidHa i

Bgeneuns Gepanuszymaby abo Horo BUXigHOro MHIAYOrO aHTUTLIA B MOJENI KCEHOTPAHCILIAHTATIB
3MOSAKICHUX MYXJHH y GE3THMYCHHUX MHIIEH MPH3BOLUIO A0 aKTUBHOI NMPOTUILYXJIMHHOI Ail Ha
YXJIHHHK ¥ JIOAWHM, B TOMY YKC/i Ha MyXJIHHM 000A0BOT KMIIKK, MOJIOYHOI 3aJ103H, IHILILYHKOBOI
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3aJ1034 Ta NepeaMiXypoBoi 3ao3u. [IporpecyBaHHs METaCTaTUHHOIO 3aXBOPIOBAHHS rajlbMyBaslocs,
a TaKOX 3HMXKYBaacs MPOHUKHICTH MIKPOCY AMHHOTIO pyca.

Krigiyda edekTUBHICTE Ta 6e3nexka

KitiHidHe QochiKeHHS

'pynu nopiBHAHHS

3aranbHa
BUYKUBAHICTE,
micsauiB (MeniaHa)

BuxuBaHicTh 6€3
MporpecyBaHH,
Micsuis (Memiana)

dbTopmipuMiguuy

MertactaTuuHmii KonopekTansHuil pak (MKPP), B komGiHaLil 3

ximioTteparmiero (XT) Ha ocHOBI MOXigAHUX

[Mepua niHis nikyBaHHS
MKPP*

bBeramusymab 5 mr/kr 1 pa3 Ha
2 TwkHi + IFL, n = 402

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

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

ITnauge6o + IFL, n=411

15,6

6,2

Hpyra migist NiKyBaHHS
MKPP*

besauuzymab 10 mr/xr 1 pa3 Ha
2 twkHi + FOLFOX-4, n =293

13,0 (BP 0,751; p-
3Ha4deHHA = 0,001 2)

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

FOLFOX-4,n =292

10,8

4,5

IponomxeHHs
JTiKyBaHHA
Oepaun3yMaboM Imiciist
MEPILIOro
mporpecyBanus MKPP*

Beranmsymat + XT Ha ocHOBI
dropripuminugy +
ipuHOTEKAaH/OKCANINTATHH,
n= 409

11,2 (BP 0,81; p-
3Ha4eHHs = 0,0062)

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

XT Ha ocHOBIi dropmipiMiguHy
+ ipHHOTEKaH/OKCATIIUIATHH,
n=410

9,8

4,1

[Tepiua JiHig JiKyBaHHS METACTATUYHOIO paKy MoJIOuHOi 3a1031 (MPM3)

B komb6iHaii 3
maKimrakcesom**

Bepamuzymab 10 mr/kr 1 pas Ha
2 TWXKHI + naxiitakcern, n = 368

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

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

TTaknitakcesn, n = 354

24,8

5,8

B xomb6iHawii 3
karnenurabdbinom**

Beanuzymab 15 mr/kr 1 pas Ha
3 Tkl + xanenurabin, n = 409

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

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

I[Tnanebo + kamneuurabid, n = 206

5,7

JIixyBaHHS Hepe3ekTabeNbHOr0, PO3MOBCIOMKEHOI0, METACTATHYHOrO YK PELEIHBYIOUOrO
HEIUVIOCKOKITITUHHOTO HeapibHoxtiTuHHOr0 paky jerens (HIKPJI) y kombinanii 3 XT Ha OCHOBI MOXiAHMX

TUTATHHA
[Mepura niHis Bemaruzymab 15 mr/kr 1 pas Ha 12,3 (BP 0,80; p- 6,4 (BP 0,65; p-
JTikyBaHHA™* 3 TH>KHI + sHadeHHsA = 0,003) sgauenss < 0,0001)
kapOoruTaTHH/IaKkliTakCell,
n=434
KapbomraTus/naiTakcen, 10,3 4.8
n =444
JlixyBaHHs  Hepe3ekTabeJIbHOr0,  PO3MOBCIOIXKEHOTO, METACTaTHYHOTO Y4  PEIHOUBYIOHOIO

HEIUIOCKOKJITUHHOrO HeapiGHowIiTHHHOro paky neredp (HJIKPJT) 3 EGFR-akTHBYyrOUMMH MyTallissMH
(EGFR — peuenrop emigepManbsHOro paxropa pocty)

I'epiua MiHisA MKYBaHH
y KoMOiHariT 3
eprotuHibomM™* *

Beparuzymab 15 mr/kr
BHYTPILIHFOBEHHO KOXHi 3 TIKHI
+ epnotuui6 150 Mr/go6y
nepopanbHo, n =75

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

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

Epnotuui6 (150 mMr/moby
MepOpaNIBHO), 1= 77

47,4

9,7

JlixyRaHHS PO3MOBCIOMKEHOI0 T&/a60 METACTATUYHOIO HUPKOBO-KIIi THHHOTO paky (MHKP)

[Tepiua niHis NiKyBaHHSA
y kombiHaii 3

Bepauuzymab 10 mr/xr 1 pa3 Ha
2 TuxHi + iHTepdepoH anbda-2a,
n=327

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

10,2 (BP 0,63; p-
3HauyeHHs < 0,0001)
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iHTepdepoHoM ansda-
2a*

IMnauebo + intepdepod ansda-2a,
n=322

1.3

5,4

OYEPEBUHU

JTiKyBaHHS PO3MOBCIOIKEHOIO EIITENanbHOrO paKy sI€YHUKIB,

daswtormieBoi Tpy6U i EPBUHHOTO PaKy

Tlepma niHis niKyBaHHS
y koMOiHarii 3
KapbonnaTuHOM i
raxrirakcesom™* *

Kap6oruatus/nakiitakcen

6 KB + 6eBaru3ymad 15 mMr/kr
1 pa3 uHa 3 TrokHi 10 15 Micsuis/
nporpecyBanss, n = 623

43,8 (BP 0,88; p-
3Ha4deHHs = 0,0641)

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

6 UKITiB:
kapOoraruy/makiTakcen +
wranedo go 15 micanis, n = 625

40,6

10,6

I'Teprua iHis JiKyBaHHS
y xombiHarii 3
KapOOMIaTHHOM i
makmitakceaom**

Kap6oratun/nakiitakcen

6 LuKJIiB + 6eBannzymab

7,5 mr/kr 1 pa3 Ha 3 TWXHI DO
12 mics1iB/ mporpecyBaHHs,
n =764

57,4 (BP 0,99; p-
3gagenss = 0,8910)

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

Kap6omnatus/naxnitakcen
6 umMiIiB, n = 764

58,0

16,9

JIikyBaHHS NMEPLIOTO
peuunuBy, 3a yMOB
YYTIIMBOCTI 10
JIIKYBaHHS IIperaparamMmu
rutaTHHE* *

I'emurabin/kapbortaTus
610 nukmis + 6eBanuzymad
15 mr/kr 1 pa3 Ha 3 TWKHI 10
TporpecyBanHs, n = 242

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

12,4 (BP 0,524; p-
3Hagenns < 0,0001)

I'emumTabin/kapboruiaTua
6—10 puxniB + wraredo 10
HpOrpecyBaHHd, n = 242

32,9

8.4

JIikyBaHHS peLUANUBY,
34 YMOB HEUYTIHUBOCTI
IO JiKyBaHHI

Tonotekan abo NeriIL0BaHUH
JIIIOCOMaTBHAK

Jokcopy0OinuH + 6eBanuzymab
10 mr/kr 1 pa3 Ha 2 TkHI (a0
Oepaniu3ymab 15 mr/kr 1 pa3 Ha
3 TwxHI npu KoMOiHaii 3

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

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

XTAKJIITAKCENIOM 1
LIMCIUIATHHOM, 200,
aJTBTEPHATHBHO, 3
IIAXJIITaKCENIOM 1
TONOTEKAHOM TOPOCTIAM
ranicHTaMm, ki He
MOXYTh OTPUMYBATH
TEpaio mpenaparaMmu
TLTaTHHA*

MaKJIiITaKCe) 1 TOTIOTEKaH +
Geparuzymab 15 mr/kr 1 pas Ha
3 TWKHI 10 IPOrpecyBaHHs,
n=227

3”avenHsa = 0,0132)

ITpenapaTamMu TOTIOTEKAHOM B AJIbTEPHATUBHOMY
IoIaTHHu* * no3yBaHHi), n = 179
TonoTtexan abo reriILOBaHUM 13,3 34
TOCOMAaIBHUN TOKCOPYOiLVH,
n=182
JTikyBaHHS IEPCUCTYIOUOr0, PELHANBYIOUOro a0 METACTATHIHOIO PaKy MIMMKHA MATKH
VYV xombGiHamii 3 IakmiTakcen i UCIUIaTHH ab0 16,8 (BP 0,74; p- 8,3 (BP 0,66; p-

3Hauenns < 0,0001)

IMaxiitakce i NUCIDIaTHH abo
HAaKIiTakcel i TOMOTeKaH, n = 225

12,9

6,0

* I'lepeuHHa KiHIEBa TOYKA — 3araibHa BI)KHBaHICTE.
** JJepBMHHA KiHIIEBa TOUKA — BIDKHBAHICTE 6€3 POrpecy BaHHsA.

BP — BigHOCHMI pH3UK.

IFL - ipuHoTekaH, 5-¢pTopypamnui, JEHKOBOPHH.
FOLFOX-4 — neitkoBopHH, 5-hTOpypauml, OKCaniaTHH.

N — KUIBKICTB HALi€HTIB.




dDapmarokinemuxa
dapmakoxkideTHuHi Jaui woo GeBalu3ymaby oTpuMaHi B 10 KITiHIYHMX TOCIIHKEHHAX Y Mali€eHTIB
i3 comimHuMM MyxJIMHAMHU. B yCix KIHIYHUX JOCHIIKEHHAX GeBau3ymMab NpU3HA4aBCs y BULIAL
BHYTpilmHboBeHHOT iHQys3ii. 1lIBuakicts iHdys3ii OasyBajgacd Ha MEPEHOCHMOCTi, MPU LUHOMY
[OYaTKOBAa TpUBATicTh iHQY3ii craHoBuna 90 xBumuH. dapmaxokiHeTnka Oepauusymaly Oyna
JHIFHOW B gianazoni go3 Big 1 mo 10 mr/xr.
Posriozin
THIIOBE 3HAYECHHS LEeHTpansHoro o6’emy (Vo) craHoButh 2,73 i 3,28 1 y XiHOK i HONOBIKiB
BiAMOBIAHO, MmO Bimmosizae piemio, omucanomy s IgG Ta iHIIMX MOHOKIOHATBLHUX AHTHTLIL
[Mepudepuanuit 06’em posnoainy (Vp) cranouts 1,69 1 i 2,35 11y xkiHOK i 40JOBiKiB BiANOBLIHO
NpH 3acTocyBaHHi Gepauu3ymaly 3 IHIIMMH aHTUHEOITACTHYHKMMHE 3acobamu. [Ticns KoperyBaHHs
JIO3U 3 ypaxyBaHHAM MacH Tijia y 4onoBikiB V¢ Ha 20 % Oinpmuii, HX y XKIHOK.
Biorpanchopmariis
ITiciIst OIHOPA30BOTO BHYTPIIIHEOBEHHOTO BBE/ICHHS '2°[-GeBaiu3ymaly KpossaM iHoro Metabosnidui
XapaKTEPUCTHKY OYJIM aHAIOT4HI XapaKTepucTHKaM DpupoaHol [gG-MoneKynu, 1o He 38’ A3Y€ThCA
3 VEGF. Merabomnism i BuBeneHHs OepanmsymaOy aHajoriudi metabomnisMy 1 BHBEIECHHIO
enoreHHoro IgG, To6T0 B OCHOBHOMY 3/(IMCHIOETBCS LLTAXOM MPOTEONTITUYHOTO KaTabomisMy B yCiX
KJIITUHAX OpraHisMy, BKJIIOYHO 3 KIIITHHAMM €HJOTEINII0, a HE JIMIIE IIUIIXOM BHBEACHHS HUPKaMH Ta
yepes neuidky. 38’ s3yBanns [gG 3 FcRn-perienitopamu 3axuimae #0ro Bifl KITITHHHOrO MeTaboi3My
i 3abe3redye TpUBaIMiA IEPio/] HaMliBBUBEIEHHS.
BuseneHus
Kiripenc 6Gepaimsymaby craHoBuTh B cepeubomy 0,188 n/moby y xinok Ta 0,220 n/moby y
qotoBiKiB. ITicIs KOperyBaHHS 03K 3 ypaxyBaHHIM MacH Tilia KiipeHc OeBanu3ymaly y 4ONOBIKiB
Ha 17 % BuUmMi, HDK y JKiHOK. BiANOBiAHO 10 ABOKOMIIOHEHTHO! MOJENi, TUNOBMI mnepioa
HaniBBHUBEACHHS CTAHOBUTE 18 IHIB y XiHOK Ta 20 AHIB Y YOIOBIKIB.
Husekuit piBeHb ansOyMiHy i BUCOKe IyXJIMHHE HaBaHTaXKEHHS 3arajioM CBif4aTh NP0 TKKICTH
3axpoprosansa. Kiipenc Gepauusymaly npubnusno Ha 30 % MBHAWMA y NALIEHTIB 3 HU3BKUM
piBHeM anmsbymiHy B cupoBathi KpoBi i Ha 7 % MIBUMIUMNA y OCI6 3 BHCOKHMM ITYyXJIHHHUM
HABAHTAXKEHHAM NPY TTOPIBHAHHI 3 TUIOBMM TALIEHTOM 13 CepenHiM piBHEM alnbOyMiHy i cepenHim
3HAYEeHHAM ITyXJIMHHOTO HaBaHTAKEHHS.
OcobnuBi rpynu naieHTis
ByB BHKOHAaHHMI aHai3 MOMyJSUIHHOT GpapMakoKiHETHKU 3 METOIO ONiHKK BILIMBY AeMorpadiunmux
XapaKTEepUCTHK y NOPOCIMX Ta NEAiaTPUYHMX [MALi€HTiB. Y OOpOCIUX pe3ysbTaTd IOKa3all
BificyTHiCTH cyTTeBUX BinMiHHOCTeH Y hapmakokiHeTHLi GeBanu3ymMaby 3a7IeXHO Bi BiKy nauicHTa.
Hopyuennn hyHxyii HUpOK
dapMakokiHeTuKa Oepaiu3ymaly He BHBYQIAcs B KIIHIYHUX JOCHIDKEHHAX Y NAli€HTIB 3
NOPYLIEHHAM QYHKLUI] HUPOK, OCKIIBKM HUPKY HE € OCHOBHHM OPraHoM MeTaboili3My Ta BUBCACHHA
Ocparuzymaly.
Hopyuenns dhyuryil nevinku
dapmaxokieTuka GeBauusymaby He BHBYajacsi B KJUHIYHHX JOCHIDKEHHAX y NAUi€HTIB 3
nopyieHHaM (YHKUii MediHKM, OCKUIbKM NediHKa He € OCHOBHMM OpraHoMm MeraGomizmy Ta
BHBeIcHHs OeBai3ymadly.

imu
dapMakokiHeTuKy GeBanu3yMaly OLiHIOBaM y 152 fiTe, MiAmiTKiB Ta JOPOCAMX MONOAOIO BIKY
(eim 7 micsuie mo 21 poky, Big 5,9 mo 125 kr) B 4 KIiHIYHMX MOCTIMKEHHSX 3a JOIIOMOIOKO
nomynsuiiaoi  papmakokineTduHoi Mogeni. Pesynprath  (apMaKOKiHETHHHMX —JOCIIIKEHB
IIOKa3amy, IO KJIPeHC Ta 06°eM po3mofiny GepaunsyMaly € MOPIBHAHHUMH Yy NENIaTPUYHUX Ta
MOJIOIUX JOPOCMX MALEHTIB Micias HopMaisamii 3a Macorw Tina i3 TEHIEHIIIE0 A0 3MEHIIEHHS
eKCITO3MIIT 31 3MeHNIeHHAM MacH Tina. JlaHi cBimyars Mpo BiACYTHICTh BIUTUBY BIKy NAali€HTa Ha
dbapMakoKiHeTUKY OeBanu3yMaly 3 ypaXyBaHHAM MacH Tija.
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MdapMaKkoKiHeTHKY GeBanu3ymaby 6yio 1o6pe BUBUEHO 32 JOMOMOrok0 (papMaKkoKIHETUHHOT MOJAeI
e giaTpUdHoOT momynauii ana 70 madientis y gocnimkenni BO20924 (sin 1,4 no 17,6 poky; Bix 11,6
1o 77,5 xr) ta 59 nauienTis y kiiHiuHoMy gocnimkenni BO25041 (sin 1 mo 17 pokis; Bix 11,2 no
82.3 kr). V wniniuHomy mocnimkenni BO20924 excrosuuis GepauusymaOy Oyna 3ae0utbLuoro
HHKYOIO [OPIBHAHO 3 TAKOK y THIIOBOTO A0POCIIOro MaLi€HTa Iic/d 3aCTOCYBaHHs Takoi X 103u. Y
KriniuHoMy gocrimkenHi B020924 ekcnozunin Gepaunsymaly Oyna aHAIOriMHOI EKCIO3MLLIT
THIIOBOTO JOPOCIOrO MHalli€HTa TiCis 3acTOCYBaHHA Takol X mo3u. B 000X AOCHIZKEHHSX
crocTepiranacs TeHACHIis TO 3HIKSHHS eKCIO3ULIT 3i SMEHLIEHHAM MacH Tina.

Kniniuni xapakTepucTHKH

Iloka3anus

JIixy6anHs MemacmamuyHo20 KOIOPEeKMALLHO20 PaKy Y OOPOCIUX NAYIEHMIG:

« y koMbinanii 3 ximioTeparrieio Ha OCHOBi OXiAHUX PTOPIIPUMIAUHY.

JTikyeauHs Memacmamu4yHo20 paKy MONOYHOI 3a103U Yy OOPOCIUX NAYIEHMIS.

e [Iepiua JiHis JiKyBaHHA Y KOMOiHAaLIT 3 MaKIiTaKcenoMm;

e [epuia JiHig NiKyBaHHS y KOMGiHaUil 3 KameuuTabiHOM (KOMM JiKYBaHHS 32 IHUIMMH CXeMaMH
xiMioTeparii, BKIFOYaIO4M TakcaHu abo aHTPALMKIIIHH, BBAXKAETHCS HepouinbHUM). [lamieHTam,
SIKi OTPUMYBANKM CXEMH JIIKYBaHHS Ha OCHOBI TakCaHIB i aHTPALMKIIiHIB B PEXUMI a1 IOBAHTHOI
Tepanii mpoTaromM OCTaHHIX 12 micsuis, He cnig mnpusHauaty Ossac y xombinarii 3
KareuuTabiHoM.

JlixyeanHs y 0opociux nayieHmie nepesekmabensHo2o, POZNOECIOONCEHO20, MEMACMAMUYHO20 YU

DPeyuOUEYI0u020 HEOPIOHOKNIMUHHO20 PAKY Je2eHb, 3G GUHAMKOM NEPESANCHO NIOCKOKNIMUHHOL

2ICMOA02I4HOI KADMUHU.

e [IepuIa JiHif JiKyBaHHA y KoMGiHaLii 3 XiMioTeparielo Ha OCHOBI MOXIAHUX IUIATHHH.

Jlixyeanus y dopocaux nayieHmie nepesekmabenbHo20, PO3NOECIOONCEHO20 MEMACMAMUYHO20 YU

DPeYUOUBYION020 HENIOCKOKTIMUHHO20 HedpibHoKNimunno2o paxy nrezenv 3 EGFR-axmugyouumu

mymayismu (EGFR — peyenmop enidepmansnozo ¢paxmopy pocmy):

e rmepiua JiHis JiKyBaHHs y KoMOiHaLIl 3 epIOTHHIOOM.

JIiKy8aHHA PO3NOECIOONHCEHO020 MA/ABO MEMACMAMUIHO20 HUPKOBO-KLIMUHHOZ0 PAKY Y OOPOCIUX

nayicHmig:

e mepina JiHis niKkyBaHHs y KoMGiHauil 3 iHTEppepoHoM abda-2a.

Jlixyeannsa posnoeciodacenozo (cmadii III B, III C i IV 3a knacugixayieio Miscnapoonoi gedepayii

axyuepcmea ma zinexonozii (FIGO)) enimenianenozo paxy Acunuxis, @aironieoi mpybu i

NepPEUHHO20 PAKY OYePEBUHU Y OOPOCAUX NAYIERMIE:

e TIieplua Jidis JiKyBaHHs y KOMOiHaLil 3 KapOOMIaTHHOM i HaKJiTAKCeIOM.

JTikyganns nepuiozo peyuougy enimenianvHo20 paxy AEYHUKIS, Ganioniceoi mpyou i nepeuHHo20

PaKy Ouepesuny, Yymauo2o 00 NiKYEAHHA NPenapamamy NAAMUHU:

+ y xombinanii 3 kapGoruiatiHOM Ta remuuraGiHoM a6o y KomOiHauii 3 kapGoIUIaTHHOM Ta
MaKJTIITAKCEIOM Y HOPOCMX TIALIEHTIB, SIKi He OTPUMYBAIH [ONEPEHIO Teparito Oepausymabom abo
iHImMu inribitopamu VEGF a6o 3acobGamuy, Aist sKUX Hanpasyiena Ha peuentop VEGE.

JTiKky6anHs peyudugyonozo enimeiiaibHo20 paKy ACYHUKIE, annonicgoi mpyou i nepeunHo20 paxy

OUepPeUHU, Pe3UCTEHMHO20 00 NIKY8AHHA NPENapamamMu MIAMUHY:

« y KOMGiHaIlil 3 MaKTiTAKCEIOM, TOMOTEeKaHOM a0 MerilbOBaHMM JTiMOCOMATBHUAM TOKCOPY OILIHOM

y HOpOCITMX MAli€HTiB, SKi OTpUMATH He OinblIe ABOX MONMEPEHIX PeXUMiB XimioTeparil i sKi He

OTpUMYBaNu morncpcaupoi Tepanii GeaumsymaGom a6o iHmmmu  imriGitopamp  VEGE  un

nperiaparamy, Jis AKUX HarpasieHa Ha peuentop VEGE.

JTiKy8anHa nepcucmyiouo2o, peyudusyrov020 abo Memacmamuynozo paxKy WuiKy MamKu:

* y KOMOiHaNIT 3 NaKTiTaKCEIOM i LUCILIaTHHOM a60, aNbTePHATHBHO, TTAKIIITAKCEIOM [ TONOTEKaHOM

y JOPOCIHX MALi€HTIB, AKi HE MOXKYTh OTPUMYBATH TEPAITiIO IpenapaTaMu IaTHHHU.

Ilpomunokasanns




[TigBHIeHa YyTIMBICTL A0 GeBauuzymaby abo 10 GyINb-KOrO IHIIOrO KOMIMOHEHTA JIKapChKOTO
3aco6y. [TiABHLIEHA YYTIMBICTD [0 MpenapartiB Ha OCHOBI KIIITUH SEYHHKIB KUTAACHKOrO XOM’sKa
a60 0 IHWKX peKOMOIHAHTHUX MOACBKHUX YU [YMaHi30BAHUX aHTUTLIL.

BariTHicTs (auB. po3ain «3acTocyBaHHs y nepioq BariTHOCTi a0 roxyBaHHs IPyIIIO»).

B3zaemoodin 3 inmusmu nikapcoKumu 3acobamu ma inwi 6uou 63acmooii

BriMBe aHTHHEOITACTHYHMX [perapatis Ha GapMakokiHeTHKy Oepanusymady

3a pesynsTaTaMd MOMYJIAUiHHOrO (apMaKOKIHETMYHOrO aHayl3y He CHOCTEepiranocs KIIHIY4HO
3HAUYIIOT B3a€MOJIT IpK OIHOYACHOMY 3acTOCYBaHHI XiMioTepamii Ta BIUIMBY Ha GapMaKoKiHETHKY
6esanm3ymaby. He cmocrepiramocs cratuctudHo abo KIHIYHO 3HAYYM[Ol Pi3HULI y KITipeHCi
6eBanu3ymaby y MallieHTiB, ki oTpuMyBanu mperapat OsBac sIK MOHOTEpAIilo, y MOPIBHAHHI 3
namieHTamMy, ki orpuMmysanu OsBac y komGiHauil 3 iHTepdepoHoM anbda-2a, eproTuHibom ato
iHIIIIMu XiMionpenapatamu (ipaHOTeKaH, 5-GTOpyparLuI, JIEHKOBOPHH; S-QTOpYpaLiil/IeAKOBOPHH;
Kap6onIaThH/MaKliTakce; Kanenutabin; JokcopyOiluH abo LUCIIaTUH/ TeMUUTA0 H).

Bruine Geaiu3ymady Ha hapMakoKiHETHKY iHIIMX aHTHHEOTUTACTHYHMX [Ipenaparis

He croctepiranocs KIiHIYHO 3HAYYIIOro BIVIMBY GeBanu3ymMaby Ha QapMaKOKiHETUKY OJHOYACHO
3aCTOCOBYBaHMX iHTepdepoHy anbda-2a, eprotuniby (i Horo akrusHoro metabonity OSI-420) abo
xiMioTepaneBTMYHOro mpemapary ipunorekany (i #oro axtWBHOro wmetabomity SN38),
KameluTabiHy, OKCaliIIaTuHy (BM3HAYEHHsS NPOBOAMIIOCS 32 BUIBHUM Ta 3arajbHAM DiBHEM
[UTaTHHM) i HUcnnaTuHy. HeMmoXIuBo 3po0MTH BHCHOBKH 1IOJO BIUMBY OeBaumsymaby Ha
(dhapMaKOKiHETUKY reMLIUTabiHy.

Kom6Ginauis Gepain3ymady Ta cyHiTHHIOY Manaty

V aBoX KIHIYHUX AOCTIHKEHHAX METaCcTaTUYHOI HUPKOBO-KJIITUHHOT KapLUHOMU [OBITOMIIAIOCS
PO MiKpOAHIIONATUYHY FeMONITHYHY aHemito y 7 i3 19 mamieHTiB, sKi OTpMMYBaIM JiKyBaHHS
6epariuzymabom (10 Mr/Kr KoxHi 2 THXHI) B KOMOiHALT 3 CyHiTUHIOY ManaToM (50 MI Ha [EHS).
MikpoaHrionaTiyHa T[EeMOJITUYHA aHEMis — TEMOJITHYHE TOPYIMICHHS, [0 MpPOSBIAETECA
(parMenTalicro epUTPOLKTIB, aHeMiero 1 TpoMboLuTOneHier0. Kpim Toro, y AesKux 3 ux MauieHTis
criocTepiranacs rinepreHsis (y TOMy YKCI rinepTeH3HBHI KPU3M), MiABUIICHHS PiBHA KPEATUHIHY i
HEBPOJIOTiYHi cuMIToMU. Yei i cuMITOMH OyiM OGOPOTHHMH TICHA TPUITMHEHHS JIKyBaHHS
6eBan3yMaboM Ta CyHITHHIOY Manarom (auB. po3ain « OCOONIMBOCTI 3aCTOCYBAHHA).

KomGinanis 3 Tepamicio Ha OCHOBI muatudu aGo TakcadiB (amB. po3mimud «Oco6amMBOCTI
sacTocyBaHHs» Ta «JTo0idyHi peakiiiy)

36iIBIIEHHS YacTOTU TSLKKOI HelitporneHii, ¢ebpunbHOl HeirponeHil Ta iHQEKUid 3 THKKOIO
HellTponeHicto yn 6e3 Hel (y TOMy 4MCIi JeTalbHi BUIAAKH) B OCHOBHOMY CIIOCTEpIiranocs y
MaunicHTiB, fAKi OTPUMYBAJIM Tepamilo HA OCHOBI IUTaTMHKH a0 TaKCaHiB NpH JIKYBaHHI
HeAPiGHOKITITHHHOrO paKy JIEr€Hb i METACTAaTUUHOIO PaKy MOJIOYHOI 3al103H.

[Ipomenesa Tepartis

Besrreka Ta epeKTHBHICTh OJIHOYACHOrO 3aCTOCYBAHHS MPOMEHEBOI Teparmil i Jikapchkoro 3acoby
OstBac He BCTAHOBJICHI.

MonoknosaneHi antutina go peunentopis EGFR y komOinauii 3 ximiorepamicio, 10 CKIaLy AKOT
BXOIHWTH Oepauu3ymad

JTocnimKeHHs B3a€MOJii HE poBoaukcs. MoHOKIOHaNbH] aHTHTINA g0 peuenTopis EGFR ne cin
MpH3HAYATH IS JTIKYBaHHsS METACTaTUYHOTO KOJIOPEKTATBHOIO paKy y koMGiHanil 3 XiMioTeparieto,
IO CIUTafy KOl BXOAMTE GeBamusymal. Pesynstati pangomizoeanux nocmimxens III dazu PACCE i
CAIRO-2 cBigyare, 10 y TAli€HTIB 13 METACTATUYHUM KOJIOPEKTJbHHM PAKOM 3aCTOCYBaHH:
MOHOKJIOHANIBHUX aHTMTII A0 peuentopie EGFR manitymymaby i uerykcuma®y BiAmoBigHO y
koMmGiHanii 3 GeBarM3ymMaboM i XiMioTepamicro acoIIOeThCsS 3i 3HWKEHHAM BWXKUBaHHA 6e3
MPOrpecyBaHHs Ta/abo 3arajibHOro BIKMBAHHS, 8 TAKOXK 31 3GIMBIIEHHAM TOKCUMHOCT] Y OPIBHSHHI
3 TAKMMHE OpPH 3aCTOCYBaHHI GeBanu3yMady [UIFOC XiMioTepanis OKpeMO.

Ocobausocmi 3acmocy6anHHA
[lpocTexyBaHICTh




3aTs MOKPAIIEHHS MPOCTEXYBAHOCTI MEAUYHUX GiONIOriYHMX MpEnapariB TOProBenbHa Ha3Ba i
HOMeEp Cepil BBEIEHOr0 JTiKapChKOro 3acoby MOBUHHI Oy TH YiTKO 3aJOKyMEHTOBAHI.

T[epdopatii wayHkoro-kuukororo tpakry (LIKT) ta Hopuui (aue. posain «[loGiuHi peakitiin)

V maii€eHTiB, Ki OTPUMYIOTh JIKyBaHHS JiKapchbkUM 3acobom Ospac, iCHye MiJBUILECHHA PU3UK
PO3BUTKY fepdoparlii [UTyHKOBO-KUIIKOBOrO TPAKTY i JKOBYHOro Mixypa. BHyTpilHpOUepeBHUMI
sanajpHHUI mpouec Moxe 6yTu dakropom pusuky nepdopauii IIKT y nauieHtis 3 MeTacTaTH4HUM
KOJIOPEKTANGHHM PAKOM, TOMY HEOOXIHO HPOSIBIISTH OOEPEKHICTb MPH JIIKyBaHH] TAKUX [ALIE€HTIB.
ITonepenne ompowminenHs € dakropom pusuky nepdopauii IIKT y nmauiedtis, ski OTPUMYIOTH
nikyBanHs npenapatoM OsBac 3 MPUBOAY MEPCUCTYOYOrO, PEUMANUBYIOUOro ab0 METAaCTaTUYHOrO
paKy IUHifku MaTKu; BCi nanienty 3 nepdopauiero IIKT Manu onpomiHeHHs B aHamHes1. JIiKyBaHHS
CITiJ TIOBHICTIO MPUMHMHMTH MallieHTaMm, Y JKUX PO3BHHYIacs nepdopalis HUTyHKOBO-KHIIKOBOIO
TpPaKTYy.

CacTpoiHTecTHHANBHO-BariHansHi HopuLi B gocaimkenHi GOG-0240

[MamieHTH, fKi OTPUMYIOTH JiKyBaHHs npenaparoM OsBac 3 OpUBOY MEPCUCTYHOHOrO,
pELUAMBYIOHOr0 a60 METaCTATUIHOIO paKy WIMHKM MaTKH, MalOTh NIABUILECHUA PH3HK PO3BHUTKY
HOPULIP MK MixBolo i Gymp-skum Bigaitom IHIKT (ractpoinTecTMHAIBHO-BAariHalbHi HOPHLL).
[lonepenHe ONPOMIHEHHA € OCHOBHHM (AKTOPOM pPH3MKY PO3BUTKY TaCTPOIHTECTHHANBHO-
BariHAJIBHMX HOPHUIb; BCi MAIIEHTH 3 [AaCTPOIHTECTUHANBHO-BAriHAIBHAUMY HOPHLSMH Majl
OMpPOMiHeHHs B aHaMHe3i. PeLw/uB paKy B IiNAHI, J€ MPOBOMMIOCA MOIMEPEAHE ONPOMIHEHHS, €
NONATKOBHM BaXUTMBUM (aKTOPOM PU3MKY PO3BHUTKY [aCTPOiHTECTHHAIBHO-BATIHAIBHUX HOPUL.
HopHili. He moe’s3aHi 3i LITYHKOBO-KHIIKOBUM TpakTom (aue. po3ain «[lodiuni peakiiin)

V nauieHTiB, SKi OTPUMYIOTH JIIKyBauHs Ipenapatom OsBac, iCHy€ NABULICHHNA PU3HK BUHUKHEHHA
Hopuue. Jlikysanus npemapatom OsiBac Cmif BiAMIHMTH MallieHTaMm 3 TpaxeoesodareanbHOR
HOpuIlero a6o Hopuuew OyAb-sKoi Jiokamisamii 4 cTyneHs. [Hpopmauis IOAO NPOTOBKEHHA
3aCTOCYBaHHS JiKapchKoro 3acofy OsBac naiieHTaM 3 iHIIMMY HOPULAME OOMEKEHa.

[Tpu mosiBi BHYTPILIHBOT HOPHIL, SIKa HE IPOHUKAE B IIITYHKOBO-KMIIKOBHH TPaKT, CI1iJl PO3IIISHYTH
NUTaHHS Tpo BiAMiHy nmpenapaty OsBac.

VekiaaHeHHs NPoLecy 3aroeHHs pan (Jme. po3ain «[ToGiuni peakiii»)

OsiBac MOXKe HEraTHBHO BIUIMBATH Ha 3aro€HHs pad. [ToBimomuisnocs npo cephO3Hi yCKIaTHEHHS
[POLIECy 3arOCHHS paH, BKIOYalOuy HOPHILIO aHACTOMO3Y, 3 JieTalbHuMK Hacnikamu. JlikyBaHH:
GeBal3yMaboM He CHlijl pO3MOYMHATA MEHIUE HDK dYepes 28 AHIB IMiCAA BENMKOro XipyprivHoro
BTpy4aHHs ab0o 1O TMOBHOIO 3aroeHHs Xipypriudoi panu. Ilpu BUHHKHEHHI Oif Hac JiKyBaHHS
yCK/IaHeHb, OB’ A3aHHX i3 3arOcHHAM paHy, JTiKyBaHHS npenapaToM OfBac HEOOXIAHO TUMHACOBO
BiZIMIHUTH 0O TIOBHOrO 3arocHHA paHu. JIiKyBaHHS HEOOXiTHO MPUIOMHUTH Y pa3i NPOBEACHHS
IUTAHOBOr'O Xipypri4Horo BTPy4aHHs.

Pifko MOBiZOMISUIOCA NMPO BHHMKHEHHS HEKPOTH3YI04Woro Qacumiry, y TOMy yMCli 3 NETalbHUM
HACJILIKOM, y TAallieHTiB, sKi OTpUMyBaIu JTiKyBaHHs Npenaparom Osmac. Llei cran 3BHYaiHO €
BTOPMHHHM [0 YCKNaJHEHHs 3arOeHHs paH, IUIyHKOBO-KWIIKOBOI nepopauii abo yTBOpEeHHS
nopuui. Takum uuHom, OsiBac ciif BiIMIHHTH NallieHTaM, Yy SIKMX PO3BUHYBCS HEKPOTH3YIOWHE
dacuuiT, Ta HEBIAKIAAHO IPU3HAYUTH IM BiNOBiIHE JTiKYBaHHSL.

Aprepianesa rineprensis (aus. po3ain «IToGivyHi peakitiin)

V mauieHTiB, sxi OTpUMyBanu JiKyBaHHs npenapatoM OsBac, criocTepiranacs MijBUIICHA 4acTOTa
BHHUKHEHH: apTepiansHol rineprensil. KimiHiuni qani moxo 6€3mexku JaroTh 3MOT'Y IIPUILYCTUTH, IO
YaCTOTA BUIAAKID apTepiannioi rineprersii 3anexuTe Big Ho2u OGepaunzymaby. Ospac MOXHA
[PU3HAYATH SIMIIE XBOPHM 3 TONEPeAHBO KOMIIEHCOBAHOK apTepianbHoro rineprensicro. Hemae
JaHUX LIOJI0 BIUTUBY JiKapchkoro 3acoby OsBac y NauieHTiB 3 HEKOHTPOILOBAHOK TilePTeH3IE0 Ha
yac MoYarTKy JIiKyBaHHS.

ITix gac Tepamii npenaparom OABaC peKOMEHAYEThCS MPOBOUTH MOHITOPHHT apTePiallbHOrO THCKY.
V 6inpmocTi BHIOAZKIB HOpMAali3auis apTepianbHOro THCKY [OCATAa€ThCi IIPU 3aCTOCYBaHHI
CTaHIAPTHOIO aHTHUTIMEPTEH3UBHOIO JIIKYBAHHSA 3aJ€XKHO Bill KOHKPETHOI KniHigHOT curyauii. He
PEeKOMEH/YEThCA TpU3HAYaTH AIyPeTHKU MallieHTaM, AKi OTPUMYIOTH XiMioTepamiio Ha OCHOBI
urcruaTiHy. OfBac il BiAMIHUTH, SKIO apTepialbHa TilepTeHsid, BUPaXeHa 3 MEAUYHOI TOYKH
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30pYy, BiAMOBIAHAM YMHOM HE KOHTPOJIFOETECA 3 AOTIOMOTOIO aHTUrinepTeH3uBHOI Teparii abo y pasi
PO3BUTKY TEPTOHIYHOTO KPU3Y 4K rinepTeH3uBHOT eHLIedanonarii.

CunapoM 380poTHOT 3311k entedanonarii (C33E) (AnB. po3jin «IToGiuni peakitiin)

V nauieuTiB, SKi oTpuMyBamu OsBac, PiIKO CHOCTEPIraid CUMIITOMH, IO CBigYaTh MpO CHHIPOM
3BOPOTHOI 3a/iHb0I eHuedanonarii. C33E € HEBPOJIOrYHOIO MATONOrI€N0, AKA PiAKO 3yCTPIHAEThCA i
MPOSBJIAETHCS, 30KPEMA, TAKUMH CHMITOMAaMHu: CyNOMHM, rojiopHui 6iNb, MOPYWEHHSA MCUXIYHOTO
CTaHy, MOpYIIEHHs 30py, KipkoBa ciinora 3 acOLHOBAHOO apTePiabHOIO rinepTensieio abo 6e3 Hel.
IliztBepautu miarHos C33E moxHa 32 JOMOMOrOKo METOIB Bizyasizauil rooBHOr0 MO3KY, IpH
[bOMyY IIE€peBara HafacThCsl MarHiTHO-PE3OHAHCHIM tomorpadil (MPT).

[pu possutky C33E cnifi mpoBOAUTH NiKyBaHHS CrelnQiYHUX CHMIITOMIB, BKJIIOYArOYU KOHTPOIIb
aprepiaibHOL rinepTeHsii, Ta NPUITUHATH Tepanito npenapatom Ospac. besneka MoBTOPHOro Kypey
Teparlii mpenapatoM OsBac I TaKUX HanicHTiB HEe BCTAHOBJICHA.

Tpoteinypis (B, po3in «[ToGiuHi peakiiin)

Pusuk po3BUTKY MPOTETHYpil MiABHILCHHUH Y MAL[EHTIE 3 apTePiaNbHOIO TillepPTeH3I€0 B aHAMHESI.
HaseHi maHi cBigd4aTs, MO OpOTEiHYpis yciX CTymeHIB (zaranbHi KpuTepii HeOaKaHHX ABHIL
HarjionansHoro iHcTUTy Ty paxky CIIIA, sepcis 3.0 (NCI-CTCAE v.3) moxe 6yT# [108’5132Ha 3 JO30t0
npemapary. JIo mo4aTKy i mij ac Tepartii npenaparom OsBac peKOMEHY€EThCS MOHITOPUHT 11010
npoteinypii. [IpoTefnypito 4 cTynens (HepOTHYHHE CUHAPOM) CTOCTepirand y Marxe
1,4 % naiieHTiB, AKi OTPUMYBAIM JIKyBaHHA MPENapaToM Osiac. Tlpu po3BUTKY HEPPOTUHHOTO
cunapomy OsiBac HEOOXiHO BIAMIHUTHL.

ApTepianbaa TpomGoemGonis (aus. pozin «[To6iuHi peakiii»)

V KIIHIYHMX JOCTIDKEHHAX YacTOTa PO3BUTKY apTepiaibHOl TpomGoemGonil, BKIIOYAIOYH IHCYIIBT,
TPaH3UTOPHY ilIEMiuHy aTaKy Ta iHpapkT Miokapyia, Oyna BHILOK Y MAL{eHTiB, SKi OTPHMYBAIH
Ossac y komGinauii 3 XimioTeparnicio, Hixk y NaLiEHTIB, SIKi OTPUMYBAJIH JIHILIE XiMioTepanito.
AprtepiajibHa Tpomboembonis B anamuesi, giaber aGo Bik monam 65 POKiB acOUIOKOTHCA 3
NiIBHILIEHNM PH3NKOM BUHHKHEHHS apTepiambHol TpomGoeMBOIil Mia yac JiKyBaHHs [pErnapaToM
OsBac runoc Ximiorepanis. Crig OyTi ofepexHHMH [1PH NiKyBaHHI UMX MALieHTIB MpenapaTtoM
Osac. [Tpu po3suTKy aprepiansaoi pomboembonii Ospac HEOOXiAHO BIAMIHHTH.

BenozHa TpomboemGoris (aus. po3in «[1o6iuni peakuiin)

[lin uac nikyeauus mnpenaparoMm OsBac CrOCTEPIracThes MiABMILEHHI PH3HK BEHO3HOT
TpoMB0oeMBoIil, y TOMY YMCIIi JIEreHeBOl eM6omil.

[amienTy, sAKi OTPHUMYIOTH JiKyBaHHA mpemapaToM Ossac y KoMGiHALil 3 TMakIiTakcenoMm i
[IUCIUIATHHOM 3 [IPUBOIY MEPCUCTYIOYOro, PEeHUIUBYOHOrO a60 METACTATUYHOTO paKy MIMHAKH
MATKH, MOKYTh MAaTH ITi/IBULICHAN PU3UK PO3BUTKY BEHO3HHX TpoMGOEMOONIYHHX SBHILL.
JlikyBanus npenapatom OsBac HeoOXiAHO NPUITMANTH ITPH BHHHKHEHHI TpomGoemboii, wio
3arposKy€ KUTTIO (4 CTYNeH:), y ToMy uncni nereresoi pomboemtonii (NCI-CTCAE v.3). V pasi
TpomBoeMbouii cTymeHs < 3 CIIijl MPOBOIUTH peTesbHUIT MOHITOPHHT CTaHy MallieHTa (NCI-CTCAE
v.3).

KposoTeyi

TMamicHTn, SKi JIKyIOThCA OeBauu3ymMatoM, MaiOThb IIJBHINCHUWH PH3UK KpOBOTEH, 0cobJIMBO
[OB'S3aHUX 3 [yXJIMHOK. [Ipi BUHUKHEHH]I KpoBoTedl 3 abo 4 crymeHsd (NCI-CTCAE v.3) OsBac
cnip BigMinnTH (nuB. posain «ITo6iuni peakiyiiy).

[aicHTIB i3 03HAKAMHM Ta CHMIITOMaMH{ HEJIKOBAHMX METacTas B LeHTpabHil HepBOBill cHCTeMi
(LILIC) He BKIIOYAN Y KTiHIHI IOCIIIKCHHA IPCIIapaTy OfBAC Ha OCHOBI pe3yJILTATIB JOCILIKEID
pisyamizauii. Tomy pusuk kposoredi B [IHC y TaKux Naifi€eHTiB He BHUBYABCA IMPOCIEKTHBHO B
PaHIOMI30BaHUX KIIHIGHHX JOCIIiIKEHHSAX. PEKOMEH/YEThCA MOHITOPHHE MamiceHTiB  IIOAO
puHMKHeHHs cumnTomis kpoeoteui y IHC. Tlpu [10sIB1 BHYTPIlIHE0YEPENHOT KPOBOTEUI JIIKYBAHHA
npenaparom OsBac CIIi TIPUITHHHTH.

Hemae indopmanii mogo mpodimo OGe3mexkd 3acTOCYBaHHA Mpelapatry OsaBac naii€eHraMm 3
BPODKEHHM [eMOpariaHum aiate3oM, HalyTowo KoaryJIONaTi€lo Ta marieHTam, ki OTpUMYIOTh NOBHY
03y AHTHKOATYISHTIB 3 TPHBOOY TpomGoeMBoNii MO MOMATKy JiKYBaHHA NpenaparoM Osieac,
OCKIIBKH TaKi MNami€HTH OymyM BHKIIOYeHi 3 KIIHIYHHX nociimKeHb. TakuM YHHOM, CIUJ
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JOTPHMYBATUCS OOEPEXHOCTI y pasi NMpusHaueHHs npemapary OsBaC TakuM MALi€HTAM. OnHak
y NaLieHTiB 3 BEHO3HUM TpoMGO30M, SIKi oTpuMyBaiik OsBac Ta BappapuH 0JHOHACHO Y MOBHiH 103i
y 3B’513Ky 3 BUHHKHEHHSM BEHO3HOIO TPOMGO3Y, He CIIOCTEPIranocs MifABMICHH YaCTOTH PO3BUTKY
KpOBOTEYi 3 CTYMEHS TSHKKOCTI Ta BUIIE.

Jlerexepa KpOBOTE4A/ KPOBOXAPKAHHSA

[MaiieHTH 3 HeAPIGHOKMITUHHUM PaKOM JIEreHs, ki oTpumyBaiiu OsBac, MaloTh i ABUILEHUN PU3KK
CepHO3HMX, a B NEKUX BUIIAJKaX JIETATBHUX JIETCHEBUX KPOBOTEY/ KPOBOXaPKaHE. IMTauieHtaMm, fAKi
MaJT¥ HELIOABHO KPOBOTEHi/ KpoBOXapKaHHs (Ginbwie 2,5 M KpoBi), He il npusHadati OsBac.
AHEBPH3MH TA PO3CIUSHHS apTepiii

3acrocypanHs iuribiTopis dakropa pocty exporesnito cyaun (VEGF) y nauiestis 3 rinepteHsieto abo
6e3 Hei MOXE CIPHUATA YTBOPEHHIO aHeBpu3M Ta/abo poscideHHio aprepidt. Ilepen rmodaTkoM
NiKyBaHHA JiKapcsKuM 3aco60M OABAC CITiA PETENBHO BPAXyBaTH LEH PUSHMK Y Mali€HTIB 3 TAKUMHU
dakTopaMu pH3EKY, K TillepTeH3is ab0 aHeBpU3Ma B aHaMHE31.

3acTiiina ceprieBa HeocTaTHicTh (AUB. po3ain «[Tobiuui peakitiin)

V KTHIYHAX HOCTiKESHHIX MOBIIOMIISUIOCA TTPO Peakwil, 1o BiANOBiAaloTh BU3HAYCHHIO 3acriitHa
cepueBa HemocTarHictb. CrocTepiranuch Ak Ge3CHMITOMHE 3HIDKCHHA dpakuii BUKMAY JiBOrO
UUTYHOYKA, TAaK i 3acTifiHa cepuesa HeZOCTATHICTH, IO MoTpeGysasa Tepaii ado rociitasizauii.
Heo6xiaHo 3 06epexHicTIo npr3HadaTi OfBac NallieHTaM 3 KIiHIYHO 3HA4YIUM CEPLIEBO-CY IMHHIM
3aXBOPIOBAHHSAM, TAKUMH sK illeMiuHa xBopoba cepus abo 3acTiiiHa ceplesa HEAOCTaTHICTh, B
aHaMHe3i.

V GibIIOCTI BAMAAKIB 3aCTifiHa ceplieBa HENOCTATHICTh BUHMKANA Yy MAlliCHTIB 3 METaCTaTUUHMM
paKOM MOJIOYHOT 3aJI03H, SIKi TONMEpeHbO OTPUMYBAH JIKYBaHH: AHTPALMKITIHAMY, TIPOMEHEBY
Teparito Ha JIiBy CTOPOHY rPY/AHOT KIIITKH, 8 TAKOX 3 IHLIMME (aKTOPaMK PU3UKY PO3BUTKY 3acTifHOl
CepLEeBOi HEeTOCTATHOCTI.

V pocnimkenni AVF3694g y naiienTis, aKi OTpEMYBai aHTPALMKIIIHY, i Y TALIEHTIB, AKi paHile
HE OTPMMYBAJIU AHTPALMKITIHU, HE CIHOCTEPIranocs MiABUIICHHS YaCTOTH BAHMUKHCHHS 3acTiifHOl
ceplieBol HEJOCTATHOCT YCiX CTYNeHiB THKKOCTI B IPYI JIKYBaHHS 33 CXEMOKO aHTpalMKIiH +
GeBauu3yMa® y MOpPIBHAHHI 3 MOHOTepaIliclo aHTpauuKIiHamy. 3acTiiiHa cepresa HEJOCTATHICTh
3 cTynens a6o BHUIE ACIIO YACTIlIE criocTepiranacs y NalieHTiB, AKi oTpuMyBak Geparusymad y
xoMbinamii 3 XimioTepamiero, y TMOpiBHAHHI 3 TaKOK Y MNALICHTIB, AKI OTPUMYBANd JALIE
ximioTepanito. Taki & pe3yJbTaTH BIA3HAYATMCA B iHIUMX AOCIIDKEHHAX METACTATUIHOrO paKy
MOJIOYHOT 3aJI03M Y TAL€EHTIB, AKi He OTPUMYBAIM CYNMYTHE JiKyBaHHA aHTPaLUKITiHAMY (NCI-
CTCAE v.3).

Heiitponenis ta indexuil (nue. po3ain «[ToGiuni peakiii»)

Ipu Tepamii mpenapatom OsiBac y KOMGiHaIiT 3 AEAKMMU MIETIOTOKCHYHUMY PEXXKMMAM U ximioTepanit
y MOpiBHAHHI MMINE 3 XIMIOTEpami€l0 CHOCTEPIranocs MiABMILEHHS 4acTOTH PO3BHUTKY TSAAKKOT
HelfTporeHii, (pebpunbHOl HedTponeHii abo iHdexuid 3 THOKKOO Hefitporiediero abo 6e3 Hel
(BKJIFOYAIOYM BHIIAJIKY 3 JICTAIBHUM HacllizkoM). BkasaHi siBULIIa B OCHOBHOMY crocTepiraiucs rpu
sacTocyBaHHi npenapaty OsiBac y koMGiHauii 3 XiMioTepanicio Ha OCHOBI INIATHHY 260 TaKCaHiB JJIs
MiKyBaHHS HeJPiGHOKIITMHHOIO paKy JereHb, METACTATHYHOIO PaKy MOJIOYHOI 3ano3u iy
KOMGiHALIl 3 MAKJTITAKCENOM i TOMOTEKAHOM JUTS JTKYBAHHS MEPCHCTYIOHNOro, PEIHANBYIOHOro abo
METACTATHYHOr0 paKy WIMHKH MaTKH.

Peakuii rimepuyTnuBocTi (BKiuawun anabimaxrnduuii wok)/ indysiini peakuii (muB. po3din
«ITo6iuHi peakiii)

Npu Tepanii mpemaparoM OsBac CHOCTEPIracThCA IIABULUICHUHA PUIHK PO3BUTKY indysifHux
peakuiit/ peakuiil rimepdyyTIMBOCTI (BKIIOYAOYHM aHad) TaKTHYHUMA wok). SIK 1 mpu 3acTOCyBaHHI
6yIOb-IKHX TYMaHi30BAHMX MOHOKIOHATRHHX AHTUTLN, IiJ Yac JIKyBaHHA NpernapaToM Ospac
PEKOMEH/YEThCS PETENbHHI MOHITOPUHT CTaHy nauieHTa. Hpu BUHHUKHEHHI peakiiii iHdy3iro ciin
NPUMUHATA Ta TMPU3HAYWTA BiALOBixHE JTiKyBaHHA. 3aCTOCYBaHHS CHCTEMHOT npeMeauKanii €
HEeOOIPYHTOBAHUM.

Octeonekpos menenu (OTIIL) (nus. pozain «TobidHi peakuiin)




Buragxu OHIL] 3apeecTpoBaHi y NALEHTIB 3 pakoM, sKi OTpHMYBAIH JTiKyBaHHs npenaparoM OsBac.
BifbInicTs BUMAAKIE BUHAKAIM Y MALiEHTIB, AKi NONEpefHbo abo oaHOYacHo 3 npenaparom OsBac
OTPMMYBAJIH BHYTPilUHbOBEHHO GicocdoHaTn, Ans AKUX BCTaHOBAEHO pusuk po3sutKy OHILL
HeobximHo 6yTu  ofepexHMMM [Npd TNpu3HadeHHi npemapaty OsiBac  OJHOYacHO 3
BHYTPIlIHEOBEHHMM 3acTOCYBaHHsM Oicdocdonarip abo mnpu MoCHiIOBHOMY 3aCTOCYBaHHI
npenapaty OsiBac Ta 6ichocdoHaris.

[HBa3MBHi CTOMATOJIOT i YHi BTpyYaHHs € BigoMuM daxktopom pusiky BiunukHenHs OHILL. [lo mo4atky
NiKyBaHHS nperapaToM OsBac MauieHTaM HEOOXiZHO MPOBECTH CTOMATONOTIUHE OOCTEKEHHS
POTOBOT TOPOKHMHM Ta Y pa3i HEOOXITHOCTI MPOBECTH MPOINAKTHIHE CTOMATONOrIYHE BTPYYaHHL.
SIKIIO MOXITMBO, CJNIA YHHKATH MPOBEAEHHS iHBA3UBHMX CTOMATONOIIYHMX BTPYYaHb y MAl(i€HTIB,
SIKi paHilie OTpUMYBaIM a00 OTPHMYIOTH GicocdonaTr BHY TPIIIHLOBEHHO.

[HTpaBiTpeatbHe 3aCTOCYBAHHA

OsBac He oKaszaHui )18l IHTPaBiTPEATIbHOrO 3aCTOCYBAHHS.

[opyiuerts 3 60Ky opratis 30py

TToBiOMIISIIOCA TIPO OKPEMi BUIAKHK Ta IPyNH cepio3HUX NOGIiHHEX peakiliif 3 60Ky opratie 30py
[PH HE3apEECTPOBAHOMY iHTPaBiTpealbHOMY 3aCTOCYBaHHi GeBaru3ymaby, oTpUMaHOro 3 GakoHis,
MPU3HAYEHUX [ BHYTDILUHBOBEHHOIO BBEJECHHS, NAIliCHTaM 3i 3JIOAKICHAMH IyXJIMHAMH. LLi
peaKiii BKmouamy iHdeKuiiHui eHRodGTaNbMIT; BHYTPILIHBOOYHE 3aIANCHHS], 30KpeMa CTEPUIIbHUH
eHfodTaNEMIT, YBEIT i 3amaneHHs CKIMCTOrO Tilia; BiAWIAPYBaHHs CiTKiBKM; PO3DHUB IrMCHTHOTO
eniTeNif0 CIiTKIBKM, IiABHIIEHHS BHYTPIIIHHOOYHOrO THCKY; BHYTPIIIHLOOYHHM KpPOBOBHIIUB,
30KpeMa KPOBOBMJIME Y CKJTMCTE TijIo, KPOBOBUIIUE Y CITKIBKY; KPOBOBHJIMB y KOH FOHKTHBY . JlesKi 3
Mopy1IeHs 3 60Ky OpraHis 30py IPU3BENM O BTPAaTH 30py Pi3HOIO CTYMEHS TSHKKOCTI, BKITIOYAI09H
NOCTIfHY CIINOTY.

CucTteMHi eheKTH Mic/is iHTPABITPEANLHOrO 3aCTOCYBAHHSA

3HWKEHHS KOHLEHTpalii upKymorodoro ¢akropa pocty enporenito cymun (VEGF) 6yno
[POJEMOHCTPOBAHO TMICNs IHTpaBiTpealbHOro BBEACHHs iHriGitopis VEGF. Ilicns in’ekuil
iuri6itopie VEGF y CKJIMCTe TiNO MOBIZOMIIANOCS MPO CHUCTEMHI peaKilii, y TOMy H4HCIHI Mpo
KpOBOTeHi 11032 OpraHaMu 30py i po apTepianbHi TpoMGoeMboii.

HenocratuicTs GyHKLUIT seqHUKIB / hepTUILHICTE

BeBauyayMab MOxe MOpYIIyBaTH (QEepTHIBLHICTE y KIHOK (IMB. po3limu «3acTOCyBaHHS y MEpiod
BaritHocTi abo romyBaHHA Ipyamo», «[loGiumi peakuii»). ToMy mepei MOYATKOM JIiKYBAHHS
npenaparom OsBac HeoOXiMHO OGrOBOPUTH 3 MAli€HTKAMM PETPOLYKTHBHOTO BiKy CTpaTerii
30epexeHHs GepTUIILHOCTI.

JIonOMIXHI peqOBMHH 3 BiTOMUM edeKToM

B 1 ¢naxoni o6'emom 4 M Mictutbes 1,6 Mr nosmicopbary 20.

B 1 dnaxoui o6'emom 16 mi MicTuThCs 6,4 Mr nosicop6ary 20.

[Tonicop6aT MOXYTE CIIPHYMHATH ajlepridHi peakuii.

3acmocyeannsa y nepiod eazimuocmi apo 200y6anHA 2pyooio

Kinkn penpoyKTUBHOIO BIKY

JKiHKkaM penpofyKTHBHOrO BiKy i 4ac JiKyBaHHs Ta IPOTAroM 6 MiCAUIB Micis 3aBepIUCHHA
JNiKyBaHHSA CiJl 3aCTOCOBYBATH Ha/ii{Hi METOMM KOHTpPALENLIl.

BariTHicTb

Hemac Maikx KIHITHHX FOCTIKEHL IOJO 3acTOCyBaHHs GeBanu3ymaly BariTHMM KiHKaMm.
JIOCII/KEHHsS. HA TBAapHHAX MPOJEMOHCTPYBAIM PENPOAYKTHBHY TOKCHYHICTB, y TOMy 4HCII
MOXUTMBICTD BUHUKHEHHS BpPOMKEHHMX Baj. Bimomo, mo IgG mpoHMKArOTh 4Yepes IUIaueHTapHUH
Gap’ep, i 6epanusyMad MO)Ke NPHUTHIYyBAaTH aHrioreHes mioma. ¥ 3B’A3Ky 3 UM € MiJO3pH, IIO
GeBaLu3yMal CIIpHYHHsE CepiO3Hi Bai¥ pO3BHTKY IUIOAA [PH 3aCTOCYBaHHI BariTHUM.
V micaspeectpauiiiauii nepion 3acTOCYBaHHs IIpENapary CIIOCTEPIralucs BUNAKH aHOMalii moza
y XKiHOK, fAKi OTpuMyBanu JiKyBaHHS GeBal(3ymMaboM sK MOHOTepario abo y KoMOiHalil 3
XiMiOTepaneBTHUHHMU NpenapaTaMy 3 BiIOMOK eMOpIOTOKCHUHOIO JI€l0 (IMB. pO3ALI «ITo6iuHi
peakiii»). bepanuzymab NpOTHIIOKa3aHKil i Yac BariTHOCTI (AMB. pO3aLT «ITpoTumnokazaHHsa»).
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["onyBanus rpyuno

Hesigomo, um npoHukae GeBanusymaG B rpyaHe Monoko moauHu. Ockinbku IgG  matepi
CKCKPETYIOTBCA 3 TPYIOHHM MOJIOKOM, a 6GeBaluzymMald MOXXE MOpYUIYBaTH pICT 1 PO3BMTOK
HEMOBJISTH, JKIHKaM CJIiJ pEeKOMEHAYBaTH IPHUIMHUTH MOAYBaHHS IPYANEO MPOTSITOM Tepamii i aK
MiHIMYM POTAroM 6 MICsLIB Mic/s OTPUMAHHS OCTaHHBOI 103U OeBaLu3ymaly.

deprunabHICTh

JlocnimKeHHs TOKCHUYHOCTI HA TBapWHAX TOKa3alld, IO MpPU 3aCTOCYBaHHI MOBTOPHHX [03
GepalM3yMal MOXXE MaTd HETaTMBHUM BIUIUB Ha QepTUIBbHICTE ¥ camok. Y pociimkerHi I dasu
aJ’tOBAHTHOIO JIIKYBaHHS IIALiEHTIB 3 pakoM OOOMOBOT KHIIKH y JKIHOK Y IpeMeHonaysi
croctepiranocs 30iMBbIICHHS YacTOTH BHHHUKHEHHS HOBHX BHITaAKIB HEJOCTATHOCTI QyHKUIl
S€YHUKIB y rpyI 6eBanu3ymaby y MOPiBHAHHI 3 KOHTPOJBHO rpyroro. [Ticnsa BiAMiHH JIiKyBaHHA
besaun3ymMaboM QYHKLS sSI€HHUKIB BigHOBUNACS y OUIBWIOCTI mauieHTiB. JIOBroTpUBaIWil BILUIUB
niKyBaHHs 6eBauu3yMadom Ha GepTUNBHICTh HEBIIOMHUII.

30amnicmo ennueamu Ha WIBUOKICHb PeaKyii npu KepyeanHi A6MOmMPAHCROPMOM A00 iHwumMU
Mexanizmamu

besauusymab He BruTMBac ab0 Mae He3HAYHMH BIUIMB Ha 3JATHICTh KEPyBaTH TPAHCIOPTHUMH
3acobaMu Ta MpaLIOBATH 3 IHIIMMM MexaHizMamM. Taki CHMIITOMH, SIK COHJIMBICTH T4 CHHKOIIE,
criocTepiranucs mpu 3actocyBanHi 6esausymaby (auB. po3ain «Ilobiuni peaxuii). Axmo naienTu
BiZ4YBAIOThL CUMIITOMH, IO BIUTUBAIOTH Ha IXHIH 3ip, KOHLEHTPALiK Y4 34aTHICTh pearyBaTu, He CJIij
KEPYBaTH TPAHCHOPTHUMH 3aco0aMyi Ta NPALIOBATH 3 IHIUMMHU MEXaHi3MaMH, JOKH CMMITOMH HE
MUHYTb.

Chnocio 3acmocygeanHs ma 003u

Jlixysauus npemapatoM OsfBaC MOXHA IMPOBOJUTH TiNbKU I1J{ CIIOCTEPEKEHHAM JIIKAps, IKUHA Mae
JOCBII 3aCTOCYBAHHS MIPOTHUILYXJIMHHOI Teparmii.

IlozyBanns

Memacmamuunuil konopexmansuui pax (MKPP)

PexomenoBana fo3a npemnapary OsiBac ctaHOBUTB 5 Mr/kr abo 10 Mr/kr Macu Tina 1 pa3 Ha 2 THXKHI
qu 7,5 Mr/kr abo 15 Mr/kr macu Tina 1 pa3 Ha 3 THOKHI Y BUTAAI BHYTPIIIHEOBEHHOT iHQY3IT.
JliKkyBaHHS PEKOMEHAYETHCSA MPOMOBKYBATH O IPOrPECYBaHHSA OCHOBHOIO 3aXBOPIOBaHHA abo
PO3BUTKY HEMPUUHATHOT TOKCUYHOCTI.

Memacmamuunuit pax monoynoi sanosu (MPAM3)

PexomenioBana fosa npenapary Ossac craHoBuTh 10 Mr/kr macu Tinia 1 pas Ha 2 T¥OKHI i 15 Mr/kr
MacH Tifia 1 pa3s Ha 3 TYDKHI Y BUIIIAA] BHY TPIIIHEOBEHHOT iHPY3iT.

JIiKyBaHHA PEKOMEHAYEThCS MPOJOBXKYBATH O IPOrPecyBaHHS OCHOBHOFO 3aXBOPIOBaHHA abo
PO3BHTKY HETIPUHHATHOT TOKCHYHOCTI.

Heopionoxnimunnui pax aezene (HIIKPJT)

Hepwa ninis nixyeannus nennockoxnimunnozo HIKPJI y kombinayii 3 ximiomepani€io Ha OCHOGI
NOXIOHUX NAAMUHU

OsBac 3aCTOCOBYETLCSL ¥ KOMOIHaIl 3 XiMioTeparmicro Ha OCHOBI MOXiAHHUX IUIATHHY JO 6 KypCiB
NiKyBaHHS 3 HACTYIIHMM 3acCTOCYBaHHsAM Ipemapary OsiBac sK MOHOTepamii 1O MOABM O3HAaK
[IPOrpecyBaHHs] OCHOBHOIO 3aXBOPIOBaHH:.

PekoMeH0BaHa Jo3a npenapaTty OABAC CTAHOBMTH 7,5 Mr/Kr uu 15 Mr/kr Macu Tina 1 pas Ha 3 TMAKHI
Y RATIS/T RHYTPITUHBOBEHHOT iH]Y3Ii.

Kuiniuna kopucts y nauientis 3 HIKPJI nponeMoHCcTpoBaHa py 3aCTOCYBaHHi 000X 103 ~ 7,5 MI/KT
i15 mr/kr.

JlikyBaHHS PEKOMEH/YEThCS MPOJOBXYBATH IO IPOrpeCyBaHHA OCHOBHOTO 3aXBOPIOBAHHA abo
PO3BUTKY HEMPUHAHATHOI TOKCUYHOCTI.

Ilepwa ninis nikysanns uennockoxnimunnozo HIAKPJI 3 EGFR-axmueyroyumu mymayiamu y
KoMOinayii 3 epnomunioom
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Hocnimkenns wogo myrtanii EGFR cmig npoBogutd no novarky KOMOIHOBaHOIO JiKyBaHHS
npenaparom OsBac i epnoTuHiboM. BaxiuBo 3acTOCOBYyBaTM BaJlilOBaHUi i HafifHMK MeTOX 3
METOIO YHUKHCHHS XMOHHUX pe3y/bTaTiB.

PekomeHoBaHa 103a Jiikapcbkoro 3acoby OsiBac mp¥ 3acToCyBaHHI y KoMbGiHauii 3 eproTuHiGom
CTaHOBHUTH 15 MI/Kr MacH Tina 1 pa3 KOXkHi 3 THXKHI Y BUIJISLAI BHYTPILIHEOBEHHOT iHDY311.
PexomeHqoBaHO MPOAOBKYBaTH KOMOiHOBaHE JTikyBaHHsA npemnapatoM OsBac Ta epioTUHIOOM 10
IPOTPECYBaHHS 3aXBOPIOBAHHS.

3a indopmali€r o0 [03yBaHHS i cioco0y 3aCTOCYBaHHS eplOTHHIOY 3BepTaiiTecst 4O IHCTPYKIUIT
JUTSE MEUYIIOrO 3aCTOCYBAIIIIS epJIOTHIIIOY.

Po3znosciodaicenuii ma/abo memacmamuynul HUpKoeo-knimunnul pax (MHKP)

PexomengoBana no3a npemnapary OsBac cTaHOBUTE 10 Mr/kr mMacu tina 1 pa3 Ha 2 THXHI y BUTTAAL
BHYTPILUHFOBEHHOT iHY?3il.

JIiKyBaHHA PEKOMEHIYETHCS IMPOJOBXKYBATH O MPOrpeCYBaHHS OCHOBHOIO 3aXBOPIOBaHHS abo
PO3BUTKY HENPUHHATHOT TOKCHYHOCTI.

Enimenianonuil pax seynuxis, garroniceol mpyou I nepsunnuil pax o4epesuHu

ITepwa ninis nixysannsi. OsBac 3aCTOCOBYIOTH Y KOMOIiHaLil 3 KapOOIIATUHOM | MAKJIITAKCEIOM JI0
6 KypciB JIiIKyBaHHS 3 HACTYIIHHM 3acTOCYBaHHsM mOpermapaTy OsiBac K MOHOTepamil R0
[IPOrpPECYBaHHs OCHOBHOIO 3aXBOPIOBaHHS abo MpOTAroM MaxcumanbHO 15 micanis, abo go
PO3BUTKY HEMIPUHHATHOI TOKCUYHOCTI, 3aJIEXKHO Bif TOTO, IO HACTAHE PaHille.

PexoMengoBaHa mo3a npenapary OsiBac cTaHOBUTB 15 Mr/kr macu Tina 1 pa3 Ha 3 THXKHI Yy BUITIAAi
BHYTPILIHbOBEHHOT iHDy3il.

Jlixyeanns peyuousy 3ax80pr08aHHA, YYMAUEO20 00 Oii Npenapamis niarmuHy

OsBac Npu3HAYAIOTh Yy MOEIHAHHI 3 KApOOIUTATUHOM Ta FeMLIMTabiHOM MPOTAroM BiJ 6 Kypcis i 1o
10 kypciB nikyBanHsi, a6o B koMOiHaLlil 3 KapOOMIATHHOM Ta MaKJiTaKcenoM Bix 6 KypciB i o 8
KypcCiB JNiKyBaHHS, IIC/I HOro IPOAOBXKYIOTh 3acTocoByBaTH OsBac fK MOHOTEpaIilo [0
nporpecyBasHs 3aXBOproBaHHs. PekoMmenoBana goza OsBacy CTaHOBUTH 15 MI/KI Ha Macy Tina, Lo
BBOIUTECS | pa3 KOXHi 3 THXKHI Y BUITISIAI BHYTPIIIHBOBEHHOT iHOY3II.

JIixyeanns peyuousy 3axe0pro8anHA, Pe3UCMEHMHO20 00 Oil Npenapamie NIamuHu

OsBac MpU3HAYaAOTh y MOEHHAHHI 3 OAHHUM i3 HACTYIHUX IIpErapariB: MakJIiTaKcels, TONOTEKaH
(uroTkHA) abo MerinboBaHHM JiNOCOMaNbHUM NOKCOpyOiluH. PexomeHnoBaHa no3a mpemnapary
OsiBac craHoBUTh 10 MI/Kr Ha Macy Tijiia, WO BBOAUTBCS 1 pas Ha 2 THXKHI y BHUIIAAL
BHyTpiwHbsoBeHHOT iHDY3il. [Ipu 3acTrocyBanHi OsiBacy y moefHaHHi 3 TonortekaHoM (y 1-5 mHi,
KOXKHI 3 TUXKHI) pexoMeHoBaHa go03a OsBacy CTaHOBHTH 15 MI/Kr Macu Tija, [0 BBOAUTHCS 1 pas
Ha 3 THXHI y BUIIAAI BHYTPIUIHBOBEHHO! iHGY3ii. PeKOMEHAYETHCA NPONOBKYBATH JIIKYBaHHS [0
MPOrpecyBaHHs 3aXBOPIOBAHHS a00 HEMTPUHHATHOT TOKCUYHOCTI.

Pax wuiixu mamxuy

OsBac 3acTOCOBYIOTH Y KOMGIHALIT 3 OTHUM 3 TAKHX PEKHMMIB XiMiOoTepalrlii: makiiTakcen | HUCIIaTUH
abo makJjiTakces i TOIOTEKaH.

PexomengoBana go3a npemnapary OsiBac CTaHOBUTH 15 MI/Kr Macu Tina, Ky BBOISTH | pa3 KOXKHI
3 THOKHI Y BUTJIA/I BHYTPIlIHbOBEHHOT iHQY3il.

JIikyBaHHS pPEKOMEHIYETHCA NMPOJOBXKYBATH IO IMPOrPECYBaHHS OCHOBHOIO 3aXBOPIOBaHHA abo
PO3BUTKY HENMPUKHATHOT TOKCHYHOCTI.

Ocobausi 2pynu nayicHmie

ITayienmu nimnboco siky. [adien 1am Bikom Big 65 pokis Kupekuis qusn He HorpiOua.

ITapyuenns gaynxyii nupox. hesneka ta ePeKTUBHICTR 3aCTOCYBAHHA GEBALM3YMA0y MAlLi€HTAM 3
nopyeHHsIM QYHKUIT HUPOK He BUBYAIUCA (OUB. po3in « DapMaKoIoriuHi BIaCTHBOCTI»).
Iopywenns @pynxyii newinku. besneka 1a edekTUBHICTS 3acTOCYBaHHA OeBaLu3ymaly MalieHTaM 3
MOpyLIEHHIM GYHKUIT Me4iHKK He BUBYANMCA (JUB. po3Aia «DapMaKoIoriuHi BJaCTUBOCTI).
Crocib zacmocysanus

OsiBac MpU3Ha4YCHUI IS BHYTPILIHHPOBEHHOro BBeNeHHS. [loyaTkoBy 03y npenapary BBOAATH
npotTsaroM 90 XBUMMH y BUDIAAi BHYTpimmHboBeHHO! iHQY3il. Skumo nepma iHdysis go6pe
NEPEHOCUTLCS, TO [pyre BBEJEHHS MOXHAa HPOBOMUTU mpoTsiroM 60 xBuimuH. Skmo iHdy3is
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NPOTAroM 60 XBUITHH HOOpE MEPEHOCUTHCS, TO BCl HACTYIHI BBEAECHHS MOXHA OPOBOJUTH MPOTITOM
30 XBHIIHH.

BeoauTtd npenapat OsiBac BHYyTPilITHBOBEHHO CTPYMMHHO 4H 00/II0CHO He MOKHA!

He pexoMeHIy€eThCs 3HIKYBATH 03y GeBalu3ymaly depes nobiuni peakuii. 3a moTpebu Teparito
noTpPi6HO MOBHICTIO 260 THMHYACOBO NPUMUHUTHU (IUB. po3il « OcODIMBOCTI 3aCTOCYBAHHSY).
3acmepeacents wodo 3acmocy6ann ma 66edenns npenapamy Osaeac

He cTpyuryBatu GpnaxoH.

OsiBac NOBMHHI TOTYBAaTH A0 3aCTOCYBaHHS MEIMYHI CHELialicTM B acelNTMYHMX yMOBax MJid
3a6e3MeueHHs CTEPUIILHOCTI IPUrOTOBAHOrO po34duHy. Jit npurotysaHHs npenapaty OsaBac Ciif
BUKOPHUCTOBYBATH CTEPUIIbHY FOJKY 1 IUITPULL.

Osteac y Burisai indysiit He MOXKHA BBOIWTH ab0 PO3BOJUTH 3 PO3YMHaMM IIOKo3u. [Ipenapar He
MO>KHA 3MIIllyBaTH 3 IHIIMMH JIKapCbKUMHU 3ac00aMH, 3a BUHATKOM 0,9 % po3dnHy HATPirO XJIOpULY
JUTST 1H€KIIN.

Heobxinay KinbkicTs OeBanusymaby Clig BinibpaTH Ta po3BECTH A0 HEOOXIAHOro A/ BBEACHHS
06’emy 9 mr/mi (0,9 %) posurHOM HATPIKO XIOpUIY Wi iH ekiiil. KoHuentpauia 6esauusymaly y
IPUrOTOBAHOMY PO3YHHI MOBUHHA 6yTH B Mexax 1,4-16,5 Mr/mi. Y 6L1b1I0CTi BUITAAKIB HEoOXiHY
KiUTBKicTs npemnapary OsBsac MoxHa pozBecTd 0,9 % pO3YMHOM HATpilO XJIOpHAY JJIA iH’ €Kil 10
sarajpHoro 06’ emy 100 M.

[lepen 3aCTOCYBaHHSM [apeHTepaibHi JIKapchKi 3aco0M HEOOXiJHO OrNANaTM WIOAO HAsBHOCTI
MexXaHiYHMX BKIIFOYEHB Ta 3MiHH KOIBODY.

He crocrepiragocs HecymicHocTi mnpemapaty OsiBac i3 makeramu 3 MoJiBiHiTXyopuay a6o
nosmionediny, a TAKOX i3 cucTeMaMy A iHQy3ii.

OstBac 3 0JHOro (laKoHa MpU3HAYEHHUH TLUTBKU [Nt OJHOPA30BOr0 3aCTOCYBaHHS, OCKLIBKHM IIperapar
He MicTHTh KOHcepBaHTa. HeBukopucTaHuii mperrapat abo BiAXOAM CHif yTHJi3yBaTH 3rifHO 3
MICLICBUMH BUMOTaMH.

Ximiuna Ta }isuuHa cTabiIbHICTb MICS IPUrOTYBAHHA Y PO3UHHI HaTpito xopuxy 9 mr/mi (0,9%)
i iH'ekuiit 6yna npogemoncTpoBana npotsarom 30 aHiB npu temneparypi Big 2°C no 8°C mimoc
nomaTkosi 48 rogud npu temneparypi He Buire 30°C. 3 Mikpo6ioaoriqHoi TOUKM 30py, Ipenapat
CIIiI BHKOPHMCTATH HeraiHo. SIKio npenapar He BUKOPUCTAHO HEraiHo, 4ac Ta yMOBHU 30epiraHHs
IPUTOTOBIEHOrO PO3YMHY € BiAMOBIAANBHICTIO KOPUCTYBaYa i 3a3BU4all He MOBKMHHI [EPEBUILYBATH
24 roaunn mpu Temmnepatypi Bin 2 °C o 8 °C, Ko po3BEAEHHS HE IPOBOIUIIOCH B KOHTPOIbOBAHUX
Ta BaJIiZIOBAHNX aCENITUYHMX YMOBaX.

Himu

Bearieka Ta epeKTHBHICTb 3acTOCYBauHs GeBanusymaby IiTsM (BikoM Jio 18 pokiB) He BCTAHOBJIEHI.
HasieHi AaHi HaBegeHo y posainax «Ilo6iuni peakiiiiy Tta «@apMakoNOriyHi BIACTHBOCTI», MPOTE
BOHHM HE JaXOTh MOXJIMBOCTI HaJaHHA Oyab-sAKUX pEeKOMEHIALiH MO0 AO3yBaHHs.

BigmoBigni maHi o0 3acTocyBaHHs 6eBauu3yMaly OiTsSM JUT JIIKyBaHHs KOJIOPEKTAILHOTO PaKy,
paKy MOJNOYHOI 3a703H, paKy JereHb, paKy SE€YHHKIiB, danionieBoi TpyOM i MEPBMHHOLO paKy
OYEPEBUHH, IUHKU MATKH Ta HUPOK BiJCYTHI.

Ilepeoosysanna
[Ipy BBEAEHHI Npemapary B MaKCHMaIbHiA 03 20 MI/KT Macu Tina BHYTPIilIHBOBEHHO KOXHI
2 THGKHI y ICKIIBKOX MatieHTiB Oyia 3apcecTpoBaHa MIFPCHB TAKKOLO CTYTCHS.

IToGiuni peakyiv

Peszrome npodimo be3nexn

BarayibHUE Tpodine Gesmekn 6Gesauusymaby GasyeTbcs Ha JAHMX 3aCTOCYBaHHA OimblIe HiK
5 700 mauicHTaM 3 Pi3HMMHU 3JIOAKICHUMH IyXJIMHAMHY, SIKi Yy KIIHIYHUX ZOCTIIKEHHAX OTPUMYBaJU
NiKyBaHHs nepeBaxxHo GepanusymaboM y koMbiHaii 3 xiMioTeparniero.

Cepiio3HiluumMu  MOGIUHHUMH  peakuisMud Oymu: mnepgopallii IUIYHKOBO-KHMIIKOBOIO  TPaKTy;
KPOBOBMIMB, BKIIOYAIOYH JIEreHeBi KPoOBOTE4l/ KPOBOXApKAHHA, IO HACTILIE CHOCTEPIranucs y

pd
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fauieHTiB 3 HEAPIOHOKJIITHHHMM pakoM JiereHb, apTepiaibHa TpomOoemOomid (AUB. PO3ALI
«OCOOIMBOCTI 3aCTOCYBAHHAN).

B KJIiHIYHUX AOCIIKEHHAX y NaLi€HTiB, Ki OTpuMyBain OeBauu3ymad, qacTilie CrocTepiranucs
NigBUIIEHHS apTePialbHOrO TUCKY, CIIa0KICTh YU acTeHid, Aiapes Ta Oilb y XKHUBOTI.

AHaJi3 JaHuX 3 KIiHIYHOT 6e3MeKy CBIAYUTh, WO ITiABUIIECHHS apTepiabHOro THCKY Ta PO3BUTOK
npoTeHypil NpH Tepanii 6eBauu3zymaboM, IMOBIPHO, MaIOTh NO303ANICIKHUA XapaKTep.

[To6iuni peakuii, epesideHi y UbOMY pO3/Iili, XITATHCA 32 HaCTOTOKO HA TaKi KaTeropii: Ayxe 4acto
(= 1/10); wacto (8ix > 1/100 mo < 1/10); Hewacto (eix > 1/1000 go < 1/100); piaxo (Bix = 1/10 000
no < 1/1000); ayxe pinko (< 1/10 000); wacToTa HeBifoMa (HEMOXUIMBO OUIHMTH 32 HasBHUMH
JAHHUMH).

Hipkue HaBeAeHO MoBivHi peakilii, Ki acoUiroThes i3 3acTocyBaHHAM Geauusymady y komOiHamii
3 pI3HMMHU cxemMaMH XiMmioTepamnil NPM PI3HMX TI10Ka3aHHAX U 3aCTOCYBaHHSA, 32 CUCTEMHO-
OpraHHMMH KJlacaMi BimrmoBigHo fo cnosHuka MedDRA.

[o6iuni peakuii, 3apeecTpoBaHi y mHicigpeecTpalliiHiil MEPION CIIOCTEPEXKEHHS, BKIIOYCHO Y
Binmosiani migpesainu «IToGiuni peakuii 3a 4acToToO» Ta « TKKI NO6GIYHI peakuii 3a YaCTOTOION.
JletaneHy iHdopMmaniro npo peakuil, 3aJOKYMEHTOBaHI y IMicCIApeecTpalliiHuii mepion
CIIOCTEPEXKEHHS, HABEIEHO HIKYe Y BianmoBigHOMY nigpozaini «Ilobiuni peakuil, 3apeecTpoBaHi y
nicisipeecTpaliifHuii nepioay.

HapeseHni Hrkue mo6iuni peakiii BigHeceHi 1o BiAMOBIAHOT KaTeropii 4acTOTH 3rifHO 3 HAHO LBLIOK
4acTOTOIO, IO crnocTepiranacs it 0yab-IKOro MoKasaHHs.

V KOXKHi#f rpyni 3a 4acTOTOK HeGaxaHi peakiil peACTaBIeHO B OPAAKY 3MEHIIEHHs CEPHO3HOCTI.
Jleski 3 HeGakanux peakilifl € TAKUMH, sKi 3a3BUHall CIIOCTEPIraloTh y 3B’A3KYy 3 XiMioTepariero;
npote Oepanmsymab MoXe NOCMIMTH Ui peakuil [OpH 3acTocyBaHHi B KomOiHauii 3
XiMioTepaneBTHYHMMHE Tpenaparamu. [IpHKiIaan HeGaxaHUX peakuil BKIOYaoTh B cebe CUHAPOM
JOJIOHHO-IIOIIOBHOT €pUTpOau3ecTe3il y pa3i 3acTOCYBaHHA 3 IEriJIbOBAHUM JIINOCOMAILHHMM
JOKcopybiuuHOM 260 KareuuTabiHoM, epudepHuHy CEHCOPHY HEHpONaTilo y pa3i 3aCTOCYBaHHS 3
MaKJTiTaKceIoM abo OKCaNiMUIaTUHOM, OPYIIEHHS 3 60Ky HIrTie abo aNnorerio y pasi 3aCTOCYBaHHS
3 MMAKJIITAKCEJIOM Ta IapOHiXiil MPU 3aCTOCYBaHH{ 3 €PJIOTUHIOOM.

[To6iuHi peaxilil 3a 9YaCTOTOO

Hyixde 3a 4acTOTOK BUHUKHEHHS [IPEACTABIeHO BCi HeDaxaHI peakuii, [uig AKX 6yB BCTAHOBJICHUH
NPUYHUHHO-HACTIIKOBHUH 3B’ 30K i3 3aCTOCYBaHHAM OeBanusymaby:

. TIpH MOPIBHAHHI 4aCTOTH HeGakaHHX peakLiif, ki BiA3HAYAIM B KIIHIYHUX NOCTIKCHHSAX, Y
rpynax JiKyBaHHs (pisHuus He MeHuie 10 % MOPIBHAHO 3 KOHTPOJIBHOK [PYNOK IJIA Peakiii
crynens 1-5 3a NCI-CTCAE (kputepil OLiHKM CTyNeHd TOKKOCTI HaHGinbII yacTHX HeGaxaHux
aBuIl 3a gaHuMmu HarioHansHoro iHcTuTyTy OHKOjorii CIA) aGo He MeHwe 2 % NOpiBHAHO 3
KOHTPOJNBHOO rpymnoto ais peakuiit crynens 3—5 3a NCI-CTCAE);

. y micspeecTpallifHUX JOCIiIXKEHHAX 6€3eKH;

. 31 COOHTAaHHHUX IMOBIIOMJICHb;

. B €MiAEMIOIOTIYHMX JOCHIMKEeHHIX/HeIHTepBEHUIHHUX abo o6cepBaLlifHUX JOCITIHKEHHAX;
. yepes OLIHKY OKPEMMX KIiHIYHUX BUIAIKIB.

Ingperyii ma ineasii

UYacro: cencuc, abeuec™d, 3ananenss mimukipHol ximiTkoBuHM, iHbexuil, iHdekuii ceqoBUBiAHUX
HUISXIB.

Pinxo: HekpoTusyrounit dpacuuit’.

3 6oky kposi ma nimpamuynoi cucmemu

Jyxe uacto: GpeOpubHa HEUTPOIIEH s, IeHKoMeHis, HeliTpomneHisn®, TpoMBOUUTONEH .

YacTto: aHeMmis, iMGpOMEHis.

3 boxry imynHoi cucmemu

YacTo: rinepuyTHBicTh, iHby3iliHi peakii*>d.
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Piaxo: anadimakTiuunmil mok®d,

3 boky 0bMmiHy pewosur ma XapuyeanHs

Jy>e 4HacTo: aHOpEKCisl, rinomMarHieMisi, FinoHaTpieMisl.

YacTo: 3HEBOJHEHHS.

3 boky Hepsogoi cucmemu

Jly»e uacto: nepudepuiHa CEHCOPHA Hefponartis®, AM3apTpid, FOI0BHUI 6iNb, AUCTEB3i.
YacTo: nopyieHHss MO3KOBOro KpoBoobiry, HEMPUTOMHICTh, COHJIUBICTb.

Pigko: cuHApPOM 3BOPOTHOIL 3aAHBOL eHuetbanonaTil""b’d.

Jly)xe piako: rinepTeH3uBHA eHIedatonaris®,

3 boxry opzanie 30py

Hy>xe dacto: poznanu 3 60Ky oueld, HiIBUIIEHA CJIHO30TEYa.

3 6oxy cepya

YacTro: 3acTiiiHa cepiieBa HeJOCTaTHICTL™, HaJIIITyHOUKORA TaXiKapis.
3 boxy cyoun

Jly»xe gacTto: apTepiaibHa rineprensia™, TpomboemGonis (BeHO3HA
Yacto: Tpomboembonis (apTepiansha)®?, kpooteua®d, TpoM603 rTHEOKUX BEH.

YacTOTa HeBioMa: aHEBPU3MH Ta PO3CIUEHHS apTepiit, HUpKoBa TPOMOOTUYHA MiKpoaHTiomaTis®P.
3 60Ky OuxanbHOI cucmemu, Op2amie 2pyOHOI KIIMKU MA cepedO0CmiHs

Hyxe 9acTo: 3auIlKa, pUHIT, HOCOBAa KPOBOTEYA, KAILENb.

YacTo: JereHesa KpoBoTeda/ KposoxapkaHHA™, TpomBGoemGonis nereHeBoi aprepii, rimoxcis,
nuchoHif’.

YactoTa HeBigoma: Jieresena rinepredsia’, nepdopaiis HOCoBOT neperopoaxu®.

3 60Ky WAYHKOBO-KUULKOBO20 MPAKMY

Hy>ke gacto: pekTajlbHa KpoBOTE4a, CTOMATHUT, 3aI0p, Aiapes, HyA0Ta, OFOBaHHs, Oib Y XKUBOTI.
Yacto: mnepdopallis OUTyHKOBO-KMIIKOBOIO TpakTy®d, mepdopanmis KHIIEUHHKY, i€y,
HEMPOXi/IHICTb KAWEYHHMKY, PEKTOBariHalbHa HOPULAY®, LITYHKOBO-KHIIKOB] pO3JIa Iy, MIPOKTATis.
YacToTa HeBiiOMa: LTy HKOBO-KUIIKOBI BUpa3Ku®.

3 60Ky NeuiHKU MA HCOBUOBUBIOHUX WISLXIE

YacToTa HeBigoma: mepdopallis xKOBIHOro Mixypa®P.

3 boxy wikipu ma niowKipHoi KIIMKOGUHU
Jly’e 9acTo: YCK/IAMHEHHS 3arOCHHA PaHu®
KOJIbOPY WIKipH.

YacTo: CHHAPOM JOJOHHO-MIAOIIOBHOT €pUTPOAU3ECTESIT.

3 b6oxy cxenemno-m 30601 cucmemu | CROIYYHUX MKAHUH

JlyKe 4dacto: apTpaliris, Miajris.

Yacto: Hopuua™d, M’ 1308a cnabKicTs, 6inb y criuHi.

YacToTa HEBiIoMa: OCTEOHEKPO3 IMENEenu™®, OCTEOHEKPOo3 3 JOKAMI3aLi€i0 032 HIDKHBOI
menernown™.

3 60Ky HUPOK i Ce40BUBIOHUX WNAXIE

Jyxe dacto: mpoTeinypis™.

3 boky penpoOyxmueHoi cucmemu i MOTOYHUX 37103

Jyxe 4acto: HeAOCTATHICTE QYHKIUIT scuHMKiB>Y,

Yacrto: 6inpb B AiNAHII Taza.

Bpodotceni, cimeiini mu cenemuuni pusiuiu

YacToTa HerijiomMa: anomanii mnoa®®,

3azanwHi nopywientst ma peaxyii y micyi 66e0eHHs

Jlye Jacrto: acTeHis, ciiabKicTh, rineprepMis, 6iIb, 3aMaICHHS CRU30BOT 00ONOHKMU.

YacTo: 3arajlbMOBaHICTb.

Obcmesicennsn

Jyxe gacTo: 3HMXKEHHS MacH Tija.

b.d

4 excomiaTuBHME NepMATHT, CyXiCTh WIKipH, 3MiHH
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Kony npoTsiroM KIHIYHHAX JOCTimKeHb QikcyBai D0oOIYHI peakiil BCIX CTYICHIB, BKIIFOYHO 31 CTYNEHEM 3—

5, Takox GikcyBanacs HalBHUINA 4aCTOTa BUHMKHEHHS 10OIYHUX peakwiil. laHi He CKOpUIoBaHi 00 pi3HOro

qacy JikyBaHHs.

2 MMus. Takox migpo3ain «[Tobiuni peakiil, 3apeecTpoBaHi y micaspeecTpallifHuil nepioa» HUKUE.

® Tepminu BinOGPakArOTH IPYIy SBHIL, SKi OMUCYIOTH MEAHYHE MOHSITTS, & HE OOUH TUIBKH CTaH ab0 TepMiH
nepeBaxxHOro Bukopucradus 32 MedDRA (MeauuHuit CTOBHUK JUIA HOPMAaTHBHO-IIPaBOBOi AisutbHOCTI). 1A
rpylla MeIWUYHHX TEPMiHIB MOXe MaTH OOHakoBy 0a30By marodisziosorio (HAMpUKIAL apTepianbHi
tpoMBoemGoITianl peakiii, Yy TOMy 4MCIi TOpYLUIEHHS MO3KOBOro KpoBoobOiry, iHbapkr Miokapaa,
TPaH3UTOpHA iUIeMidHa aTaka Ta iHIi aprepiaiibHi TpomMbGoemboiyHi peakiil).

°Ha oCHOBI MimOOCTiIKeHHA, sAke OpoBomwin y pamkax NSABP C-08 (Hauionanpiioi mnporpaMu 3
a1’ FOBAHTHOT Tepartil paky MOJIOYHO! 3aJI03H 1 TOBCTOT KMIIKHY) 32 y9acTio 295 naui€eHTiB.

4 JTup. Takosx miaposnin «Omuc OKpeMuX Cepiio3HuX MOGIUHUX peakiiiy.

¢ PexToBariHaibHi HOPHUILIL € HaUOGIIBUI IOIIUPEHAMH B KATEropii «racTpOiHTECTHHAIBHO-BAariHATBHI HOPULI».

f Cnoctepiranu nuuie y mitei.

Tsxki nobiuHi peakiii 3a 4YacTOTOK

Huskue npeacTapieHo TskKi mobidHi peakuil 3a 4acTOTOK BUHUKHEHHA. TSDKKI peakuii BU3HAYa0Th
AK HeGaxkaHi ABHUINA 3 PI3HHMLEI y YacTOTi He MeHIIe 2 % MOpPIBHIHO 3 KOHTPOJBLHOI IPYIOK B
KJIIHIYHMX JOCITIIKEHHAX Ta 13 TSOKKICTIO CTyrneHs 3—5 3a kiacudikairielo HalioHansHOro iHCTUTY Ty
paky (NCI-CTCAE). Cronu Takox BKJIFOYEHO HeOakaHi peaxuil, Kl po3INIAJaroThCs BJIACHUKOM
PEECTPALIIHOTO MOCBIAYEHHS K TaKi, IO € KJIHIYHO 3HAYYIUMH ab0 THKKMMHU.

Ingpexyii ma ineasii

Yacto: cercuc, abcuec®?, 3amajeHHs MigUIKIpHOT KIITKOBHHM, iHbeKuUil, indekuii ceqoBuBiqHuUx
LTAXIB.

YacTtora HeBizmoMa: HEKpOTH3YIOUMH daciuiT.

3 boky kpoesi ma nimgpamuynoi cucmemu

Hyxe yacto: ¢ebpunbHa HEUTPOIEHis, IeHKOoneH s, HeHTponeHia?, TPOMOOLUTONEH .

YacTo: a”HeMis, TiMponeHid.

3 boky imyHHOI cucmemu

YacTo: MigBHUINEHA Yy TIHBICTD, iHbYs3iiiHi peakuii*®®.

Pinko: aHadimakTuuHmMi ok S,

3 6oky 0bMiIHY penosun ma Xap4yeanusa

Yacto: 3HCBOAHEHHS, TilIOHATPIEMI.

3 boky nepgogoi cucmemu

Hyxe JacTo: nepudepriHa ceHcopHa Heliponaris®.

YacTo: NOpyIIEHHS MO3KOBOIO KPOBOOOITY, CHHKOIIE, COHMBICTE, TOJIOBHUM 61Nk,

YacToTa HEBiZIOMA: CHHAPOM 3BOPOTHOT 3aHBOT eHIledanonatii®>®, rineprensuena eHuedanonatis’.
3 boky cepya

YacTo: 3acTiliHa cepleBa HeJOCTaTHICTL>Y, Ha/IILTYHOUKOBA TAXiKap/Iis.

3 6oky cyoun

Jlyxe 4dacTo: rineprensis®P.

Yacro: TpomGoemGonia (apTepiansua)>®, kpopoTeda®®, TpomboembGonis (BeHo3Ha)™", TpomMGo3
rMUOOKUX BEH.

YacroTa HEBiOMA: aHEBPU3MHU Ta PO3CiYEHHS apTepiil, HUPKOBA TPOMOOTHYHA MiKpOaHTionatis
3 Boky QUXQNLHOT CUCMEMU, QPLAHIR 2PYOHOT KNIMKI MA CepednCminta

YacTo: nereneBa KpoBoTeua/ KposoxapkauHa™®, Tpom6oem6osiis nerenesoi aprepii, KpoBoTeda 3
HOCa, 3aJUIIKa, MIoKCis.

YacToTa HEBIAOMA: JIereHeBa rinepredsis’®, mepdopallis HOCOBOT MePEropoIKu’.

3 60Ky wWinyHKOBO-KUUKOBO20 MPAKMY

Hyxe dacTo: miapes, HyoTa, OIXOBaHHSA, OUIb Y XKHBOTI.

Yacro: nepdopallis KULIEYHHKY, iN€yC, HEMPOXiJHICTh KMIIEYHMKY, PEKTOBAariHajlbHa HOPULA™Y,
[IUTyHKOBO-KHUIIIKOBi pO3JIa i, CTOMAaTUT, IPOKTANTis.

b,c
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Yactora Hepimoma: mepdopallis UUTYHKOBO-KHILIKOBOTO TpaKTy*®, UUTYHKOBO-KMIIKOBI BHpPa3KH’,

peKTabHI KpOBOTEMI.

3 60Ky neviHKU Ma HCOEHOBUBIOHUX UWLILAXIB

YacroTa HeBifmoma: nepdopalis JXOBUHOrO Mixypa®®.

3 6ory wipu ma niOWKIPHOT KNIMKOGUHU

YacTo: yCKIaJHEHHS 3ar0eHHs paHu™®, CHHAPOM JIOJIOHHO-III OLIOBHOT EPUTPOAU3ECTESI.

3 oKy CKeaAemHO-M H30601 CUCHEMU | CIIONYHHUX MKAHUN

YacTo: ivlopuuza-b, Mianrisi, apTpanris, M’ 43082 cnabKicTb, 6B y CIHHI.

UacToTa HERiIOMA: OCTEOHEKPO3 Meernn’ .

3 GOKY HUPOK T CCHOBUBLOHUX ULTAXIB

Yacto: npoTeinypis™.

3 60Ky penpoOdyKmMUHOL cucmemu [ MONOYHUX 34103

UacTo: 6iJ1b B UTAHLI Ta3a.

YacTOTa HEBIIOMA: HEJOCTATHICTD BYHKIIT ACYHUKIB®C.

Bpooxceni, cimetini ma 2enemuyni po3naou

YacroTa Hepioma: agomanii nioxa™.

3azanvii NOpyuleHHs. ma peaxyii' y micyi 66e0eH s nPEnapamy

Jly’Xe 9acTo: acTeHis, cnabKiCTb.

YacTo: OL1b, 3aralbMOBaHICTB, 3anaJieHHA CIM30BOT O0OOJIOHKH.

V migposzini mpeacTaBieHo TOKKI No6iHi peakuil 32 1acTOTOI0 BUHAKHEHHA. Tsoxki peakilii BU3HAYAIOTH K

HeGaxkaHi ABUILA 3 PI3HUILEK y 4acToTi He MeHUIe 2 % MOPIBHAHO 3 KOHTPONBHOWO IPYyIIOd B KJTiHIYHIX

MOCTI/DKEHHSX Ta 13 TSKKICTEO CTymeHs 3-5 3a wracudikariero HauioHanmsHOro iHCTHTYTY pPaKy (NCI-

CTCAE). Cromu TakoX BKIHOYEHO HebaxaHi peakwil, AKi PO3ITANAIOTBECA BIACHUKOM peecTpaliifHoro

IOCBiMYEHHS K TaKi, 110 € KIIHI4HO 3HATy MU 200 THKKUMH. Ll knisiuHO 3Hadywi HebaxaHi peakuii Oynu

3apeecTpoBaHi y KITIHI4HAX MOCHIKCHHAX, ajle 4acTora peakuiil cTyrmeHs 3—5 He pocAraia pizuaLi 2 %

MOPIBHAHO 3 KOHTPOJBHOO IPYTIOL0. Hapeeri 1aHi TAKOX BKJTIOHAKOTE B cebe KITiHIYHO 3HAYYI Hebaxani

peakuii, ki cocTepirany TUIBKM y Mepiofl MicIApeecTPaLlifHOro 3aCTOCYBaHHA Npenapary, ToMy HacToTa i

crynei peaxuit 3a NCI-CTCAE nesinomi. OTxe, i KTiHIYHO 3HauyIll peakuii 6y0 BKIFOYEHO IO IPyIH

«UacTOTa HEBIAOMAa».

@ Tepmian BiaoOpaxaroTs rpymy ABUIL, SIKi OMUCYHOTH MEMYHE MOHSATTS, & HE O[NH TUTBKH CTaH abo TepMin
[iepeBaHOr0 BUKOPHCTAHHSA 38 MedDRA (MenguvHuii CIOBHIK A4 HOPMATHBHO-TIPABOBOT AiAnbHOCTI). LA
rpyna MeIMHHHX TEPMIHIB MOXe MardH ONHAKOBY GazoBy marodizionorio (HanpuKnam aprepianbHi
TpomGoeMBoTiuHi peakiii, 1o BRIYAI0Ts B ceBe nopyIIeHHs MO3KOBOro KpoBoobiry, in(apkr miokapaa,
TPAH3UTOPHY iLIeMidHy ataKy Ta iHuli aprepiansui TpomGoemdoniuHi peaxiiii).

® JTuB. TakoX Mixpo3ain «OkeC OKpeMUX CepHO3HMX MOGIMHUX peaKLii».

¢ ITus. Takox miapo3ain «[To6iuni peaxwii, 3apeeCTpoBaHi y micnApeecTpatinHui nepion».

d PexroBariHaNpHi HOpHII € HaWbIMbUl NOMIMPEHUMU HOPHULAMH B KaTeropii «racTpoiHTECTUHAIBHO-

BariHaNbHI HOPHUII».

Onuc OKpeMUX cepiio3nux noGiuHMX peaKiii

Hopuyl wiyHKo60-KUUIKOB020 MPaKimy (muB. po3ain «OcobamBocTi 3aCTOCYBaHHAN)

JlikyeanHsi Gepaiu3ymaboM acouiloBaliocs 13 THKKAMH  BHIAIKaMHU nepdopalii IUTYHKOBO-
KHIIKOBOI'O TPAKTY.

V TiHIYHMX JOCTiIMKEHHX nepdopallii Iy HKOBO-KUIIKOBOrO TPAKTY CrIoCTepiranycs MeHIe Hx
y 1 % nauicHTiB 3 HETIOCKOKITITHHIHM e APIBIOKTITHIIIMM PAKOM Jierelln, OpUOIH3LO Yy 1,3 %
ManienTis 3 METacTATHYHMM DAKOM MOJIOYHOT 3aJI03H, npubmazao y 2,0 % mailieHTiB 3
METACTATHYHUM HUPKOBO-KNITHHHUM pakom abo [AIEHTIB 3 PaKoM SIEUHHUKIB, AKi OTPUMYBaJX
nikyBaHHA mepiuoi JiHil, Ta npubmisHo y 2,7 % TMAaIli€HTIB i3 METAaCTaTUYHUM KOJIOPEKTAIbHUM
paKoM (BKJIFOYAFOUM racTPOIHTECTHHANBHY HOPULIO Ta abeuec). Y xofi KIHIYHOTO JOCHIIKEHHS 38
y4aCTIO MALI€HTIB 3 MEPCHCTYIOUMM, PELMANBYIOTAM a60 MeTacTaTUUHUM pAKOM MIMHKM MaTKH
BHITaKH NiepdopaLliil HLTyHKOBO-KUIIKOBOTO TPAKTY (Bcix ctynenis) Gynu 3apeectposani y 3,2 %
namicHTiB, TOOTO y BCiX MALi€HTIB, SKi Manu B aHaMHezi ITONEpeHE OMPOMIHEHHS B JIIsHLL Tasa.
BUUMKHCHHS [MX SBHUII BApiOBANO Bifl O3HAK BIIBHOTO rasy IpH peutrenorpadii 4epeBHOL
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TOPOXXHMHHM, AKMM 3HHKAB Ge3 JiKyBaHHA, A0 nepdopalil KMIIEHHUKY 3 JETATbHUM abcuecoM
YepeBHO! MOPOXKHUHU. Y AESKUX BUITAJKAX CHOCTEPIrasocs BHYTPIUIHLOYEPEBHE 3AMANCHHS, SKe
BUHUKAJIO B pe3yJIbTaTi BAPA3KOBOI XBOPOOH LITYHKA, HEKPO3Y MyXJIMHH, JIMBEPTHUKYJITY 200 KOMITY,
acoLifOBaHOro 3 XimMioTepamniero.

JletanpuuMu 6ymu NpubIM3HO TPETHHA CEPHO3HUX Mep(opallii [UTYHKOBO-KHIIKOBOTO TPaKTY,
T06T0 y 0,2—1 % ycix mauieHTis, ki oTpuMyBanu Gepauusymas.

V' KIHIYHEX JOCHIDKEHHSX 3aCTOCYBaHHS OeBaluv3yMaly BUMAAKH ILTYHKOBO-KHUILKOBOI HOPHILL
(Bcix cTymeHiB) 6yiM 3apeecTpoBaHi 3 HacTOTOR g0 2% Y MaicHTiB 3 METaCTaTUYHUM
KOJIOPEKTATBHIM PAKOM Ta PaKoM SEMHUKIB; Ta 3 MEHILIOK YaCTOTOIO Y MALIEHTIB 3 HIIMMH TUIIAMH
paxy.

TacmpoinmecmunanyHo-6a2iHANLHE HOPUYL 8 OOCALONCEHH] GOG-0240

V' jocimKeHH] 3a YHACTIO MALIEHTIB 3 IEPCHCTYIOHHM, PELAIMBYIOYMM a00 METAaCTATHYHUM PaKOM
WK MATKU 9aCTOTa BUHMKHEHHS FacTPOiHTECTUHAIBHO-BariHaIBHUX HOPULb CTaHOBMNA 8,3 % y
MALEHTIB, Ki OTPUMYBaTH JiKyBaHHs GeBauusymatom, Ta 0,9 % y mauieHTiB KOHTPONBHOI rpymH,
TO6TO y BCIX MALi€HTiB, AKi MalM B aHaMHesl MOTIepe/lHE ONPOMiHEHHs B JLMAHLI Tasa. Yacrota
BUHUKHEHHS FacTPOiHTECTUHAIbHO-BAriHAIBHUX HOPHLb B TPYILL, SIKa OTPUMYBaja 6eBayuzymab +
ximiorepanio, Gyna BHWIOK y NAUi€HTIB 3 PELMAMBOM B JUISHLI MONEPEIHBOTO OMPOMiHEHHS
(16,7 %) TNOpiBHAHO 3 DAUieHTaMH, y SKMX PELMAMB CIIOCTEpIraBCi 3a Me¥amu JTSTHKA
nomnepeaHsoro onpomineHHs (3,6 %). BinnoeigHi MOKAa3HUKM YacTOTH B KOHTPOJBbHIM rpymi
[TAIlCHTIB, AKi OTPUMYBATH JHIE XiMioTepariio, cTanoBuH 1,1 % mopisasHo 3 0,8 %. [MauienTy, y
SIKMX PO3BMHYNMCS TacCTPOIHTECTHHANbHO-BAriHANBHI HOPHUI, MOXYTh TaKOX MAaTH KULUKOBY
HENPOXiAHICTE | MOTPEOYIOTE XipypriiHOro BTpYUaHHs, a TaK0XK BUBEACHHS CTOM.

Hopuyi, He noeé’sa3ani 3i ULIYHKOBO-KUUKOGUM MPAKMOM (nuB. posmin  «OcobaMBOCTI
3aCTOCYBaHHS»)

JlikyBauHa GepauusymaboMm Oyno MOB’sA3aHe 3 CEPHOZHMMYU BHIIJIKAMU yTBOPEHHSA HOpHLID,
BKJIFOYAOYH JIETANIbHI.

V xofi KIHIYHOro HOCHIIKEHHS 32 YYacTIO MALIEHTIB 3 NEPCHCTYIOUMM, PELUAMBYROUUM abo
MeTacTaTi4HUM paxom mmiiku Matku (GOG-0240) y 1,8 % nauieHTis, AKi OTpUMYBaIH JIIKYBaHHS
Gepauusymabom, Ta y 1,4 % nauieHTiB KOHTPOJBHOI IPYNH IMOBLIOMJIATIOCA MPO HOpHULI IiXBH,
CEuOBOro Mixypa abo JKiHOYHMX CTaTeBUX UUIAXIB, HE OB’ A3aHI 31 UIyHKOBO-KHUIIKOBUM TPAKTOM.
Heuacro (Biz > 0,1 % 10 < 1 %) noBiioMiA10Cs TIpo HOPHUL, NP AKX Y MPONEC 3aTyHaaucs iHmi
UISHKHM Tita (HAIpUKIa GPOHXOMIEBpabHi HOPHII Ta HOPHII XOBUOBUBIAHMX LIJLIXIB), mig 4gac
3aCTOCYBaHHS TpU pi3HMX NokaszaHHAX. IIpo yTBOPEHHA HOPHMUB TaKOX MOBiIOMJISIIOCST B
nicnspeectpalifHuit mepion.

I1po HOpPMLI MOBiTOMIISUIM B PI3HHH YaC IPOTATOM JIKYBaHHA: SIK Yepe3 1 THKIeHb, Tak igepes 1 pik
Ta Mi3HilIe Micis MOYaTKy JiKyBaHHs GeBanu3ymaboM, OiNBIIICTE peaKuid BHHHUKAIM IPOTATOM
nepumx 6 MicAniB Tepartii.

3azoenns pan (qus. po3it «OCOBGMMBOCTI 3aCTOCY BAHHS»)

OckinbKy GeBann3yMat MOKE HETaTUBHO BIUIMBATH HA 3arOCHHS PaH, MALEHTIB, SKUM IPOBOIMIIOCE
BEJIMKE OIEPATHBHE BTPY4aHHA MPOTArOM OCTaHHIX 28 mHiB, Oyn0 BUKIIOHCHO 3 KJTiHIYHUX
mocnimxens 111 gazu.

YV  KIHIUEEX JOCTi/[DKEHHSX METACTATHMYHOrO KOJOPEKTAJIBPHOro paKy He Crocrepiranocs
36 IbLICHHS PU3UKY MICIAONEPALifHIX KpOBOTEY ab0 MOPYIICHb 3arOCHHS paH y MAIi€HTIB, AKUM
[IPOBO/IHIIOCE BCJIMKC ONCPATHBHC BTPYUYAHHS IPOTATOM ocTaHHiX 28-60 AHIB 0 MOYATKy JIIKYBaHHA
Separu3yMaboM. 36iIbIIeHHs 4aCTOTH MicIAonepalifHuX KpOBOTEY a00 YCKIIAMHEHHSA 3ar0€HHA paH
npotarom 60 OHIB Iic/is BEMMKOrO ONEPATHBHOIO BTPYYaHHS CHOCTEpIrasocs, SKIO HaLliEHTH
OTpUMYBATH JliKyBaHH: OeBalM3yMaboM Mid 4ac XipyprivHoro BTpYYaHHS. YacToTa BKa3aHHUX
Cepito3HuX NO6GIYHMX ABUL BapitoBana B 10 % (4 3 40) mo 20 % (33 15).

[ToBimoMisiiocss MPO CepHo3Hi YCKIaJHEHHS 3arO€HHS paH, BKIIOYao4H AQHACTOMOTHYHI
YCKITaIHEHHS, IEAKI 3 HUX MaJiH JIeTalbHi HACIIiIKH.
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VY IOCHTiIKEHHX MIiCIEBO PELIMAUBYIOYOro Ta METACTATUYHOIO PAaKy MONIOYHOT 31031 yCKIIaIHEHHA
3—5 CTyIeHs, OB’ s3aHi i3 3arocHHAM paHH, croctepiranuck y 1,1 % nauieHtis, ski oTpUMyBaI
6eBanuzyma6, y nopisesaHHi 3 0,9 % nauieutis kontponeHux rpyn (NCI-CTCAE v.3).

VY KIHIUHAX JOCTIIKEHHSX paKy S€YHMKIB YCKIaAHEHHd 3—5 CTyINeHs, MOB’A3aHi i3 3arO€HHAM
paHm, cioctepiranucs y 1,8 % nauieHtis B rpyi JiKyBaHHs 6eBaunszymabom y nopiusHHI 3 0,1 %
B xoHTposbHil rpyni (NCI-CTCAE v.3).

Apmepiansna 2inepmenszis (IB. po3ain «OCO6IMBOCTI 3aCTOCYBAHHSI»)

V KJIHIYHAX DOCTiKEHHAX, 33 BHHATKOM gociimkends JO25567, 3arajibHa 4acToTa apTepialbHOT
rineprensii (ycix crymeHiB) gocarama 42,1 % y rpymax NiKyBaHHS 3a CXEMamH, 10 MiCTHIH
GepauusymMab, y MOpIiBHAHHI 3 14 % B KOHTPOJBHHX IpyHax. 3araibHa 4acToTa apTepianbHOl
rimeprensii 3 i 4 cryneus 3a knacudikauiero NCI-CTC y nauieHTis, ki OTpUMyBanu feparuzymab,
papiroBana Bin 0,4 % mo 17,9 %. AprepianbHa rineprensia 4 crymeHs (rirnepTeH3uBHUM KpH3)
criocrepiranack y maibxe | % nauienTie, ski orpumypaty 6esauusymad i ximioTeparito, MOPiBHAHO
3 0,2 % NauieHTiB, AKi OTPUMYBAIH JIHIIE XiMIOTEpAITiKO.

V  pocrmimkerHi JO25567 apTepianbHa rimeprensis ycix crymeHis cmocrtepiranacs y 77,3 %
MALli€HTIB, AKI OTpUMyBaNM Gepanu3yMad y KoMGiHauil 3 eproTHHIGOM K mepury JiHio JIKYBaHHS
HETLTOCKOKITITHHHOIO HeApiGHOKIITUHHOrO paky jeredb 3 EGFR-akTuByroummu myTauismu, y
mopiBusHEi 3 14,3 % nauieHTis, SKi OTPUMYBAK JHUIE €PJIOTHHIO. ApTepialbHa rinepreHsis
3 cTymeHs crmoctepiranacst y 60 % malieHTiB, fKi OTpUMYBaIH fepanuzymab y xomOiHamii 3
eploTUHiGoM, y nopiBHsaHHI 3 11,7 % MalieHTiB, AKI OTPUMYBAIIM JUIIE epnoTHHI6. ApTepiaipHa
rinmeprensist 4 aGo 5 cTyIeHs He crocTepiranacs.

3aranoM apTepiajibHa CilepTeH3is aHeKBaTHO KOHTPOJIOBajacs 3a JONOMOIOK MEpPOpalibHUX
AHTUrIEPTEH3MBHIX 3aC06iB, TAKMX SK IHTiGITOPY aHTiOTEH3UHNEPETBOPIOBAIBHOIO (YEPMEHTY,
JiypeTHKH Ta 6I0KaTopW KalbLieBUX KaHaiB. ApTepianbHa rilepTeHsis piAko MpU3BOaMIa N0
BigMiHH JiKyBaHHs OeBanu3yMaboM 44 rocIiTatizamii.

Jlye piIKo MOBiIOMIANOCH MpO BUIAAKH ridepTeH3uBHO! eHuedanonartii, feski 3 SKUX Oynu
AeTalbHUMU. PH3MK BHHUKHEHHS apTepialbHOl rinepTeHsii, acowiioBaHOl i3 3acTOCYBaHHSIM
6epanusymalby, He KOpelIOBaB 3 IIOYAaTKOBUMHU XapaKTEpUCTUKAMHU [ali€HTIB, OCHOBHUM
3aXBOPIOBAHHSM YK CYITyTHBOIO TEPAITI€HO.

Cundpom 360pomHoi 3a01b01 enyedpanonamii (TuB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS)

V nauieHTiB, sKi oTpuMyBaIu Gepanu3yMal, PiAKO CIOCTEPIraTMcs CHMITOMH. WO CBIIYATH NMPO
CUHJpOM 3BOPOTHOI 3aaHbOI enuedaronarii. C33E e HEBPOJIOTIYHO [aTOJIOTIEr0, KA PLIKO
3yCTpIiYaeThCsA | MPOSBIAETHCS TaKMMHM CHMITOMAaMH: CyHOMH, IOJNOBHHH OLtb, MOPYIICHHS
ICHX{YHOro CTaHy, MOPYIIEHHS 30py, KipKOBa CIIMOTa, IO MOXYTh CYNpPOBOKYBATHCs abo He
CYIpPOBOMKYBATHCA rineprensieio. KITiHiYHI IPOSBH CHHAPOMY 3BOPOTHOI 3aXHBOT eduedaronatii
yacto € HecneuudidaMMy, ToMy NiJTBEpIUTH LEH JiarHo3 MOXHa 3a JONOMOroo METO/IB
Bizyanizauii roTOBHOrO MO3KY, IIpK LI5OMY TEPEBara HafaeThCs MArHiTHO-PE3OHAHCHIH tomorpadii.
V  pa3si pO3BUTKY CHHAPOMY 3BOPOTHOI 3amHBOI eHuedanonarii PEKOMEHAYETbCS —pPaHHE
pO3Mi3HARAHHS Ta LIBMAKE JIKYBaHHA CHEUM(IYHMX CHMITOMIB, BKJIIOYAOYM KOHTPONDb
apTepianpHOl rimeprensii (MpU HasBHOCTI TsDKKOT HEKOHTPOJILOBAHOI rimeprensii), i mpunUHEHHA
Teparii 6epanusyMatom. CHMIITOMH 3a3BM4ail 3HUKAIOTE 200 3MEHIIYIOTECS IPOTATOM HaHOMKIUX
JAHIB [iC/s MPUIUHEHHS JKyBaHHS, XO4a y NEAKHX MAllieHTiB MOXyTb CIIOCTepiraTHes nesKi
HeBponoriuni Hacnigku. besneka MOBTOPHOrO TpusHadeHHs OeBauusymaby mauieHTaMm i3
CHH/IPOMOM 3BOPOTIIOL 3011501 enedanonaTii b anamuesi resigoma.

VYV  KUHIYHEX ~ DOCHIMKEHHAX 3apEECTpOBAaHO 8 BUNAJKIB CHHAPOMY 3BOPOTHOI  3aJHBOL
ennedanonatii. V 1Box i3 BOCEMHM BUNAAKiB He OyI0 OTPUMAHO PEHTIEHOJIOTI9HOrO MiATBEPHKEHHS
METOOM MarHiTHO-pe30HaHCHOI ToMorpadii.

IIpomeinypis (nuB. po3ain « Oco6IUBOCTI 3aCTOCYBAHHS»)

V  KIHIYHUX JOCTDKEHHSX [po HpoTeiHypito mnosimommsmocs y 0,7-54,7 % mnauieHtis, ki
oTpuMyBatu 6epauusymad.

3a crymeHeM TSXKKOCTI MPOTE{HYpis BapioBata Bil KIHIYHO GE3CMMHITOMHOrO TPAH3UTOPHOTO
BUSIBIEHHS CIIiiB 6iiKa B cedi 10 HePOTHYHOrO CHHAPOMY, NpPH LUbOMY y OilbIOCTI BUNAIKIB
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roBigoMasIocs npo mpotetHypito 1 ctynens. Ilpoteinypis 3 ctynens criocrtepiranacs y 10,9 %
narrienTis. [Ipoteinypis 4 cTyneHs (HeppoTHuHHt CHHAPOM) criocTepiranacs y 1,4 % nauieHTis, ski
OTpHMYBaK jlikyBaHHsI. [[o nmodarky Teparii npenaparoM OsBac peKOMEHAYEThCS MPOBOAUTH aHAI3
cedi IMOAO BUSBJIEHHSA MpOTEiHypii. B OUIbMIOCT] KIiHIYHUX JOCHTIKEHb piBeHb Oifka B ceul
> 2 r/24 rogviHU NPU3BOIUB JIO IPUITHHEHHS Tepamnii 6eBau3ymMabom 00 3HMKEHHS OUTKa B cedi 10
piBHs < 2 r/24 roguHu.

Kposomeui (nuB. po3ai «OcobIUBOCTI 3aCTOCYBAHHS»)

VYV  KIHIYHUX JOCHI/DKEHHSX 3arajbHa 4YacroTa BHHHUKHEHHS KpOBOTed 3-S5 CTymeHs 3a
kracudikagiero NCI-CTCAE v.3 npu npuiiomi 6eauusymaby 3a yciMa MOKa3aHHAMM CTAHOBHIIA
0,4-6,9 % y nopiBHsHHI 3 4,5 % Halli€HTIB y KOHTPOJIbHIN IPpyIi OTpUMaHHs XimMioTeparii.

V  xomi kniiniyHoro pgocmimxkenus (GOG-0240) 3a ydacTiO TMAI[iEHTIB 3 MEPCUCTYIOUUM,
peLHIUBYIOUMM ab0 METaCTaTHYHUM PAaKOM IUMHKY MaTKy BHIAAKH KpoBoTedi 3-5 cryneHs Oynu
3apeecTpoBani y 8,3 % nailieHTiB, fKi OTpUMYyBaiM JNiKyBaHHA OeBaluzymabom y komOiHauii 3
MAKJIITaKCeJIOM | TOMOTEKAaHOM, y MOpiBHAHHI 3 4,6 % NauieHTiB, SKi OTPUMYBaTH JiKyBaHHS
MMAKJTITAKCEJIOM 1 TOIMMOTEKAHOM.

Hajiuacriie KpoBOTedi, fKi crocTepiramucs B KIHIYHHX JOCHIIKEHHAX, Oynu nop’s3aHi 3
LY XJIMHOKO UM Oy HEBETUKUMH CITH30BO-IIKIPHUMM (HANPUKIa] HOCOBA KPOBOTEHA).

Kpoeomeui, acoyitiosani 3 nyxaunoro (IUB. po3fin «OcobIUBOCTI 3aCTOCYBAHHA)

3uayni abo0 MacUBHI JiereHeBi KpOBOTEHi/ KPOBOXApKAaHHS Yy JOCHIDKEHHSX CIOCTEPiraaucs
NEePEeBaXHO y MAL€HTIB 3 HEAPIOHOKIITHHHUM paKkoM JiereHb. MOXIMBUMHU (PaKTOpaMH PHU3HKY
JIEreHeBMX KpPOBOTEY/ KPOBOXapKaHb € IUIOCKOKIITHHHA TiCTONOTIA  KJIITHH, JIKyBaHHS
MPOTUPEBMATUYHUMY/ — T[POTH3AMANBHUMHU  [perapaTtaMd, aHTHUKOAryJsIHTaMH, [IONEpEeaHs
MpPOMEHEeBa Teparlis, Teparis 6epalu3yMaboM, aTepoCcKiepo3 B aHAMHE3 1, IEHTPaJIbHE pPO3Tallly BaHHS
MYXJIUHH, YTBOPEHHA KaBEpHU MyXJMHHW A0 abo mia 4ac JikyBaHHA. IIpu LBOMY CTaTUCTH4YHO
3HAYyl[l KOpesslii 3 KpOBOTEYCIO IpPH 3acTOCyBaHHI OeBanu3yMaly [JOBEAEHI IHUINE IIpPU
IUTOCKOKNITHHHIA ricTonoril wiiThH. IlauieHTu 3 HeApiGHOKIITUHHUM pPaKOM JIET€Hb 3 BIAOMOIO
NEPEBAKHOK IUIOCKOKJIITUHHOIO TiCTOJNOTNYHOK KapTUHOK 4M 3MIIIAHUM KIITMHHUM THUIIOM 3
[TE€PEBAKHO IUTOCKOKIIITUHHOKO [iCTONOr YHOKO KApTUHOO OYJTH BUKJIIOYEH] 3 HACTYIHHUX AOCHiIKEHb
I[II dasu, Toai AK MAUi€HTH 3 HEBIZOMOIO TiCTONOTIYHOK KapTHHOK NMyXJHMHU OynH BKIIOYEHI Y
JOCIiIKEHHS.

V mnauieHTiB 3 HeAPIOHOKITITHHHUM pPaKoOM JereHb, 3a BHHATKOM MEPEBAXKHO IIOCKOKIITUHHOL
ricTOMOriYHOT KapTUHY, SBHUIIA YCiX CTYIEHIB TSHKKOCTI CriocTepiraiucs 3 4acToTor 10 9,3 % npu
nikyBauHi OeBanusymaboMm y KkomOiHanii 3 Ximiorepamiero, MOpIBHAHO 3 5 % mallieHTIiB, sKi
OTpUMYyBay JuuIe XimioTepamniro. SIBuma 3-5 ctyneHs crnoctepiranuca y 2,3 % mnauieHTiB, AKi
oTpumyBanu Oepantuzymab B kombiHanii 3 XimioTepamniero, MOpiBHAHO 3 <1 % XxBopuX, AKi
OTPHUMYBaJIH JIUIIIE XiMioTepanilo. 3Ha4Hi a0 MaCUBHI JlereHeBi KpOBOTeHi / KPOBOXapKaHHA MOXKYTh
BHHUKATH PalTOBO, i O ABOX TPETHH CEPHO3HUX JIETEHEBUX KPOBOTEY OYJIU NETATBHIMHU.

VYV mauiedTiB 3 KOJOPEKTAILHUM PAKOM PEECTPYBAINCH KPOBOTEUi ULTYHKOBO-KMUIKOBOIO TPAKTY,
MOB’sA3aHi 3 MyXJIMHOIO, B TOMY YHCJIi PEKTajlbHI KpOBOTEUi Ta MeJIeHa.

AcouiiioBani 3 MyXJIMHOK KpOBOTEHI PIAKO crocrepiranvcs HpU IHIIMX TUNAX HyXJIMH 1 1X
mokamizauii i Bkmouwanu kposoredi y I[HC y mauientiB 3 Meractazamu B [[HC (aus. pozmin
«OCcOoOIMBOCTI 3aCTOCYBAHHS»).

Yactota xpooted y [ITHC y nauienriB 3 HenikoBaHumu Mmertactazamu B LIHC, axi orpumyBanu
Gepanusymal, MPOCIEKTHBIIO II€ BHBYAIACA B PAIJOMI3OBAIMX IUHIIYIIHX NOCHIKeNix. Y
JOCIAHUIIBKOMY PEeTPOCIIEKTUBHOMY aHali3i gaHux 13 3aBeplIeHHX paHAOMIZOBAHUX JOCIIIHKECHb
3a y4acCTIO Mali€HTIB 3 pisHUMH TUITaMU MyxJuH y 3 3 91 (3,3 %) xBOpOro 3 MeTacTa3aMH B rOJIOBHUM
MO30K po3euHyucs kpoBoteui B [ITHC (Bci 4 cTyneHs) npu jnikyBaHHI 6eBali3yMaboM MOPIBHSHO 3
1 Bunaakom (5 crynens) cepen 96 mauieHtiB (1 %), ski He oTpuMyBaiu OeBauuszymab. Y OBOX
HACTYIHUX JOCTDKEHHSIX 3a YYaCTHO MAL[iEHTIB 3 JIIKOBAHWMMU METacTa3aMu B IOJIOBHHUI MO30K
(ipu6nuzso 800 manieHTiB) Oys10 MOBIAOMIIEHO MpO OAWH BHMagok Kposotedi y IIHC 2 cTynens
TSOKKOCTI cepen 83 oci6, axi otpumyrann Oerarmaymad (1,2 %), 3a JaHUMH DPOMDKHOIO aHaslizy
6esnexn (NCI-CTCAE v.3).
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V BCiX KIHIYHUX JAOCTiHKEHHIX KPOBOTEUI CIM30BUX OOONOHOK Ta IIKIpH CIIOCTEPITralucs y Maixe
50 % xBOpUX, AKi oTpuMyBaiu Gesaun3ymat. Hacrime criocrepiralick HOCOBI KpOBOTeUi 1 CTyreHs
3a NCI-CTCAE v.3 TpuBajicTiO MEHIUE 5 XBHUIIUH, SIKi TPUNUHSIUCE O€3 MEJUUHOro BTPYYaHHs Ta
He NoTpebyBaJld 3MiHU PEXUMY JiKyBaHHs npenapatom Ospac. JaHi 3 KIiHIYHOT 6e3MeKu CBiIYATS,
[0 YACTOTAa HE3HAYHUX KPOBOTEU CIM30BHX OGOJOHOK Ta WIKipH (HAMpHKJIAJ HOCOBUX KPOBOTEY)
MOJKE 3aJIEXKATU BiJ JO3H.

Taxo>X MEeHII 4acTUMM Oy He3HAYHI KPOBOTeUi IIKipH Ta CIM30BUX OOONOHOK iHIIOT JOKaTi3amii,
TaKi sIK KpoBOTeYi siceH abo BariHanbHi KpOBOTEY.

Tpomboembonis (muB. po3ain « Oco6IMBOCTI 3aCTOCYBAHHAY)

Apmepianena mpomboembonis

36iMbIIEHHS YACTOTH BHHMKHEHHS apTepiaabHOl TpomMGoeMOOoii, BKIIOUAIOUM IHCYNBT, iH(apKT
MioKap/ia, TPaH3UTOPHY illleMidyHy aTaKy TOLIO, CHOCTEpIrasiocs y MAaLi€HTIB, AKi OTPUMYBAIA
Oeparir3ymabd mpHu pi3HUX MOKAa3aHHAX.

VYV  KJIHIYHEX JOCHI/DKEHHAX 3arajbHa YacToTa apTepiabHUX TpoMOOoeMOOMiuHUX peakuiit
BapitoBaia Bix 3,8 % B rpynax JKyBaHHS, [0 BKIOYasio 6epanusymabd, g0 2,1 % B KOHTPOMBHUX
rpynax ximiorepamii. JleransHi Hacmigku croctepiramuca y 0,8 % mauieHTiB, AKi OTpUMYBaIu
6epanmsymab y KoMOiHanii 3 ximiotepamiero, nmopiBHO 3 0,5 % mauieHTiB, fAKi OTpUMyBaly JIMLIE
xiMioTepanito. [HCYBT (BKIIFOYAIOYH TPaH3UTOPHY ilueMiuHy aTaky) OyB 3apeectpoBanuit y 2,7 %o
MaLi€HTIB, 9Ki OTpUMYBaIK JiKyBaHHs OGepaluzymaboM y komOiHaUil 3 XiMioTepanieto, MOPIiBHAHO 3
0,5 % MalieHTIB, AKi OTPUMYBAIU TUIBKK ximioTeparniro. [Ipo iHbapKkT Miokapaa MmoBigoMIIsIOCH Yy
1,4 % malieHTiB, AKi oTpuMyBau 6eBauu3ymad y kombinanil 3 ximioTepariero, nopisasaHo 3 0,7 %o
DAUi€HTIB, AKi OTPUMYBAIH TiNBKH XiMioTEpaMito.

B ongHe KiHiYHE HOCIiHKEHHS OLiHKY 6eBanu3zymaly y KomGiHanii 3 S-dpTopypaunnom / posieBoro
kucioTor (AVF2192¢g) 6ynu BKtOUEH] NALIEHTH 3 METACTATUYMHUM KOJIOPEKTAJIBHIM PaKoM, AKi He
OyaM KaHAMAATaMHd I8 JIKYBaHHSA ipMHOTEKAaHOM. VY [BOMY [OCII/DKEHHI apTepianbHa
TpoMmGoemboris crocrepiranace y 11 % (y 11 3i 100) nauienris nopisua=o 3 5,8 % (y 6 31 104)
Nali€HTIB Y KOHTPOJIBHIH rpymi XimioTeparif.

Benozna mpomboembonia

YacroTa BeHO3HOI TpoMOOeMOOITIT B KITIHIYHUX JTOCITIKEHHIX Oyna MOPiBHAHHOIO Y MAli€HTIB, AKi
OTpUMYBaNH JikyBaHHs Oesanu3yMaboM y KoMOiHaL|l 3 XiMioTepami€ero Ta MalicHTIB KOHTPOJIBHOL
rpyIH, AKi OTpUMYyBaH uule XiMioteparito. BeHo3Ha TpoMGoembonis BKIIOYAE NereHeBy eM60I1ito,
TpoMG 03 rIuOoKHX BeH i TpoMOodnediT.

VY KIiHIYHMX DOCHIIKEHHIX 3aCTOCYBaHHS 3a PI3HMMM IIOKA3aHHAMH 3arajbHa 4acToTa BEHO3HHX
TpoM6oemboIiii BapiroBana Bix 2,8 % no 17,3 % B rpymi JikyBaHHs, W0 BKIOYana 6esanu3ymao,
nopiBHSHO 3 3,2-15,6 % B KOHTPOJILHUX IPyIax.

Beno3Hi Tpom6oem6Gonnii 3—5 cryners (NCI-CTCAE v.3) 6ynu 3apeecTpoBani y 7,8 % nmauienTis, sKi
OTpUMYBaIM XiMmioTepartito + Gepalu3ymad, MopiBHAHO 3 4,9 % NalieHTiB, sKi OTPUMYBAIH JIMIIE
xiMioTepaniro (32 yciMa MOKa3aHHSMH, 33 BHHATKOM MEPCHCTYIOHOro, penuAuBy04oro ato
METACTATUYHOIO paKy IIMHAKY MATKHM).

VY xoni KIiHIYHOro HOCHTIIPKEHHS 3a YYaCTIO MAIiEHTIB 3 HEPCUCTYIOUHM, PELHIUBYIOUMM abo
MeTaCTaTHYHUM pakoM muiiku Matku (GOG-0240) sBrma BeHo3HOT TpoMboemGoiii 35 cTyneHs
Oynu 3apeccTpoBaHi y Maibxe 15,6 % nauieHTiB, fAKi OTpUMYyBanu JiKyBaHHs GeBauuzymabom y
KoMOiHauUii 3 MaKiiTakcenoM i LMCIUIATHHOM, y NopiBHsAHHI 3 7,0 % NalieHTiB, AKi OTpUMYyBaIM
JMKyBaHHs HaKTiTAKCCIIOM | LIMCIIIATHHOM.

V nauieHTiB, y SAKMX BUHHKAIA BEHO3HI TpoMOoeMOOiT, MOAUIHBE MiJBUILEHHS PUIUKY PELHUAUBY
npu JiKyBaHHI npenaparom OsiBac Ta XiMioTepamniclo MOpPIBHAHO 3 TAKMM IPH 3aCTOCYBAHHI JIMILE
ximioTeparrii.

3acmitina cepyesa nedocmamuicme (3CH)

JloTerep y KIIHIYHMX JOOCIIKeHHSX 3acTiiiHa cepuera HegoctatHicTe (3CH) BuHuMKama npu
3acTocyBaHHi OeBanu3ymaly 3a BCiMa IIOKasaHHSMHM [pd paKy, ajie B OCHOBHOMY [IpH
MeTaCTAaTHYHOMY paKy MOJOYHOI 3amo3d. Y uotupsox mocnikentsx 11 gasu (AVF2119g, E2100,
B017708 Ta AVF3694g) y naujieuTis 3 METACTATHYHAM pakoM Mono4HoT 3ano3u 3CH 3 ctyneus abo

21



-

pume crocrepiranacs y 3,5 % mauieHtis, sxi oTpumysain 6eauusymab y komOiHaii 3
ximioTepariiero, y mopisHsHHi 3 0,9 % B KOHTPOJIBHUX rpynax. ¥ MAaLi€HTIB Y4aCHUKIB AOCITIDKEHHS
AVF3694g, ki OTpUMYBaIf aHTPAUUKIIHA OJHOUACHO 3 OeBalM3ymaboM, YacTOTa BHHMKHCHHS
3CH 3 crymens abo BHIE B rpylax OTpUMaHHA Oepauusymaby 1 KOHTPONIBHMX Trpyrax Oyna
NOPIBHAHHOIO 3 TAKOK B {HIIMX IOCHIDKEHHAX METACTATHYHOTO PaKy MONOYHOI 3aN03H: 29% B
rpyIi aHTpauuKiiH + GeBauusymat i 0 % nauieHTiB B rpyIi aHTpaurKIIin + mane6o. Kpim Toro, y
nocnimkenni AVE3694g uacrora BunukHerHs 3CH ycix cTymeHis Tsxkocti Oyna nonibHOO B
rpynax JiKyBaHHS 32 CXEMOI aHTPALMKIiH + Gepauusymad (6,2 %) Ta aHTpPALMKIiH + 1anebo
(6,0 %).

V 6inbmiocti marieHTiB, y akux possunyinacs 3CH y xoai MOCHIIKEHHS METaCTaTHYHOrO paky
MOJIOUYHOT 3a/03H, CIIOCTepiranocs MocnabieHHs CHMITOMIB Ta/abo MmoKpauleHHs (yHKIIT JiiBoro
UITYHOYKA MIC/sA BIAMOBIIHOTO MEIMKAMEHTO3HOIO JIIKYBaHH.

3 GUTBLIOCTI KITiHIYHMX HOCHimKeHbs Gepalusymaby nauientn 3 icHytodoro 3CH II-IV kmacy 3a
knacudikamiero Hero-Hopkebkoio kapaiooriquoro acouiauiero Oyn BUKITIOUEHI. TakuM 4MHOM,
Hemae indopmanii mwoxo pusuky 3CH y mux maiieHTis.

ITonepeaHs Teparis aHTpaUMKIiHaMK Ta/abo MomepestHs NPOMEHEBa Teparis Ha OUITHKY TpyAHOL
KJIITKH MOXXYTB 6YTH MOXIMBUME (hakTopamu pusuky possutky 3CH.

[TigBHIueHHs YacToTy BuHnkHenHs 3CH crocTepiranocs B KilHIYHMX TOCTIDKEHHAX Y NAli€HTIB 3
AHGbY3HOK B-BelMKOKIITHHHOW TiMPOMOIO, K1 OTPUMYBATH fepannsyMad i3 KyMyJISTHBHOIO
7103010 AOKCOpY6iluHy, sika nepesuilysana 300 mr/M?. B upoMy kiiniuHomy mocnimpkenHi Il dpasu
HNOpiBHIOBABCH putykcumab/mukIodochamin/ToKcopyGiluH/BiIHKPUCTHH/IPEHI30T0H (R-CHOP)
+ 6esaunsymal i R-CHOP 6e3 Gepauusymaby. Yacrota sunmkHenHs 3CH B obox rpymax byna
BUILOKO, HDK PaHillle CIOCTepiranacs NpH Teparii JoKCopyOiluHOM, TPH BOMY 4aCTOTa BAHUKHEHHA
3CH 6yna Bumowo B rpyni R-CHOP + 6epanusyma6. Lli pesymbraru cBigyarh, IO 332 CTAHOM
Mali€eHTIB, SIKI OTPUMYIOTh KyMYJSTHBHY 103y AokcopyOinuHy mnowaz 300 Mr/mM? y Kom6iHaLii 3
GeBaun3yMaboM, CITiJ peTebHO CIIOCTEPiraTh Ta MPOBOIUTH BiATIOBIHE OOCTEKEHHS CepLS.
Peaxyii zinepuymaueocmi (8K10YHO 3 AHAQINAKMUYHUM wokom)/ ingy3itni peaxyii (TUB. PO3ALI
«OcOBIMBOCTI 3aCTOCYBAHHAY Ta MiAPO3ALT «3aCTOCYBAHHS Y MiCAAPEECTPaUiHHIMA nepiony HAXKYE)
V HesKHX KIiHIYHMX NOCHIMKEHHSIX [P0 BMHMKHEHHS aHAaimaKkTMYHMX peakuid i peakmin
aHa(iTAKTUYHOrO TUIY NOBLIOMIIANOCH HYacTimle y MAl{€HTB, AKi OTPUMYBaIH 6epaunsymald y
xoMGiHauii 3 ximioTepaniero, y NOpIBHAHHI 3 NallieHTaMu, K1 OTPUMYBaIX JIMILE ximMioTepario.
BHHUKHEHHS LUX peakiiii B JeAKMX KIIHIYHUX JOCHIKEHHIX € qacTuM (1o 5 % DALi€HTIB, SIKi
oTpuMyBaJu Oepanu3ymab).

Inghexyii

V xomi KJIiHIYHOrO ZOCHIDKEHHS 33 YYacTIO TAUi€HTIB 3 MEPCHCTYFOYMM, PEUMAMBYHOUHM abo
MeTacTardyHuM pakoM muiiku Mmatku (GOG-0240) punmaakm indexuit 3—5 cTynens Oynu
sapeecTpoBadi y 24 % MNalieHTiB, AKi OTPUMYBAIN JIKyBaHHA 6epauusyMmabom y KombiHaLii 3
[aKIIiTAKCeNIoOM i TOMOTEKaHOM, y NopiBHAHHI 3 13 % mauieHTiB, AKi OTpUMYyBaly JIiKyBaHHS
MaKJIiTaKCEeJIOM 1 TOMOTEKAHOM.

Hedocmammicmy @yuxyii acunuxie / pepmunsricme (IuB. po3fing «Oco6GIMBOCTI 3aCTOCYBAHHS» i
«3acTocyBaHHS y nepio BariTHOCTi a60 royBaHHs rPYIAIIO»)

V pocmimkenni III pasu NSABP C-08 3actocyBanns Oepauusymaly B am’FOBaHTHIA Tepamil
DaiieHTIB 3 pakoM 006010BOT KMIIKM 4aCcTOTa BUHUKHEHHA HOBUX BUIAAKIB HEXOCTATHOCTI QYHKIIT
SCUIMKID, AKI DHIIAYATHMCA AK aMeropes mpoTsrom 3 micauis  aGo  Gimbiue, pieln
donixyaocTumMymo040ro ropmMory > 30 MMO/MA i HeraTuBHI pe3yNbTaTH TECTY HA BariTHICTb 3a
JIOTIOMOTOK0 BHU3HAYEHHS B-TIOJCLKOrO XOPIOHIYHOrO rOHAJOTPOIIHY, BUBYANIACA Y 295 xiHOK B
npemeHonaysi. [Ipo HOBi BUIIaJKM HEJOCTATHOCTI dyHKuii sedHUKiB moBigomnsnocs y 2,6 %
nauienTie B rpyni mFOLFOX-6 y nopisusiagi 3 39 % y rpyni mFOLFOX-6 + 6esaruzymad. ITicns
BimMinM JikyBaHHA OepauusymaGoM (YHKUIS A€YHUKIB BINHOBHIAC Yy 86,2 % KIiHOK.
JloBroTprBauii BIUTMB JiKyBaHHA GeBauu3yMaboMm Ha (bepTUIBHICTE HEBIJOMHH.

Bioxunenns 1abopamopHux NOKASHUKIE
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3MeHIIEHHS KIIBKOCTI HEHTpodiniB, IeMKOUUTIB Ta HAABHICTL GiNKa B ceui MOXKe acoliroBaTHCs 3
nikyBaHHsIM GeBalu3yMaboM.

V KTIHI9HUX DOCTIIKEHHIX HIOKYE3a3HaueHi BiAXMIEeHHs JTabopaTOPHNX MOKA3HKKIB 3 1 4 CTyIeHs
(NCI-CTCAE v.3) cnoctepiranucs i3 pisHMUE0 moHaAMeHWe 2 Yo y NalicHTiB, AKi OTPUMYBalu
NiKyBaHHs 6eBanu3yMaboM, TOPIBHAHO 3 MAliEHTaMU KOHTPOJIBHUX IPYIL: rimepriikeMisi, 3SHMKCHHA
piBHA reMorno6iHy, TinoKaiemis, riOHATPiEMis, 3HWKEHHS HYHCNA JICHKOLMTIB, 301/BLICHHS
MDKHApOZHOTO HopMajtizoBaHoro crieBigHomenns (MHC).

KniHiuxi JOCHI/OKEHHS MpPOAEMOHCTPYBANMd IIOB’A3aHE i3 3aCTOCYBAaHHAM Besauzymady
TPAH3UTOPHE ITiABMILICHHS PIBHS KpeaTHHIHY B CUPOBATL{ KpOBi (B 1,5-1,9 pasiB BuLIe MOYATKOBOIrO
piBHSA), AK 3 NpOTeiHypicto, Tak i 6e3 Hei. Take MIABUIICHHS HE acoU{OBAIOCS 3 BUILIOK YaCTOTOKO
IHI9HUX [pOSBIB MOpyWeHHs GYHKUil HMPOK Y TAaUieHTiB, SKi OTPUMYBAIH JiKyBaHHS
feparuzyMaboM.

OcobnuBi rpyIiH naiieHTiB

Hayienmu nimnvo20 6ixy

V paHZOMi30BaHMX KIIHIYHUX JOCTIIKEHHAX BIK MAli€HTa MOHAN 65 pOKiB acOLFOBAaBCA 3
[ IBMIIEHUM PU3HKOM BUHUKHEHHS apTepiaibHol TpoM6oeMboii, BKIOYAKYM PO3BUTOK IHCYNBTY,
TpaH3UTOPHO! imeMivHOT aTaky, iHdapkTy Miokapaa. ¥ malieHTiB BIKOM moHaja 65 pokiB TaKoX 3
BUILOI YAaCTOTOK CHoCTepiranucs JeHKoneHis 3—4 CTyneHs Ta tpombonuronenis (NCI-CTCAE
v.3), a TaKOX HelTporeHis (BCiX CTyNeHiB TSKKOCTL), Jiapes, Hy10Ta, rOJIOBHHM 6ib i cIabKicTh y
nopiBHSHHI 3 mMaiieHTamu BIiKOM < 65 pOKiB, fAKi OTPAMYBaM JIIKYBaHHS GeBauuzymMaboM (ouB.
«Tpomboembonis» y posainax «OcoGIMBOCTI 3aCTOCYBaHHA» 1 «TTo6iyni peakuii»). B omHomy
THIYHOMY JOCHIDKEHH] YacToTa BHHUKHEHHs apTepiafbHOl rirmeprensii > 3 cryneus TSKKOCTI
6yiia BABiYi BHIIOW y MALieHTiB BIKOM MOHAJ 65 POKiB, HDK Yy mauieHTiB BikoM < 65 pokiB. ¥
JOCTi/KEHH] 3a Y4acTIO MAIliEHTIB 3 PELMAMBYIOYMM DPAKOM SE€YHHUKIB, PE3UCTECHTHHM JO It
fMpenapatie [UIATHHU, TaKoX OyJio 3apeecTpOBAHO BHIEJIKH anoneyii, 3amajeHHs CIHU30BUX
060I0HOK, TeprdepudHoi ceHcOpHOI Heliponarii, mpoTeinypii Ta aprepiambHol rinepTeHsii, sAxi
CIIOCTEpIraIuCs 3 YacTOTOM, NMPUHAWMHI Ha 5 % BHILOKO Y rpyi nikyBagHs Gesanusymabom 3
xiMioTeparriero nauienTis Bikom > 65 poKiB, AKi oTpuMyBay Gepanu3yma, TIOPiBHSHO 3 Mali€HTAMU
BIKOM < 65 pOKiB, siKi oTpuMyBaH GeBanu3ymas.

YacToTa PO3BUTKY iHIIMX MOGIMHUX peaxuidt, y Tomy 4ucii nepdopauii MUTYHKOBO-KUIIKOBOIO
TpaKTy, YCKIIaHEHHs 3arOcHHs paH, 3acTifiHOi cepueBoi HEAOCTATHOCTI i KpoBoTeui, y maruieHTiB
niTHBOrO Biky (moHan 635 pokiB), siki oTpuMyBamu Gepauuzymal, Oysia MOPIBHAHHOK 3 TAKOK Y
nanieHTiB BIKOM < 65 pokiB.

Jlimu

Besmeka Ta edeKTUBHICTb 3acTOCyBaHHs OGesanu3symaby miTam (Bikom 1o 18 POKiB) HE BCTAHOBJIEHI.
V nociimkedHi BO25041, y skomy OeBauusymab Jonasaid AO micnsoneparifHoi MpOMEHEBOI
Tepamii i3 CYIYTHBOIO Ta aJ'FOBAHTHOIO Tepali€io TEMO30JIOMIiIOM y AiTell i3 ymnepiue
JiarHOCTOBAHOIO CYIPATEHTOPIANBHOW0, iHPATEHTOPIATEHO, MO30YKOBOK ab0 MeXYHKYJIAPHO
ITiOMOIO Ha Mi3HIX cTamisx, mpodins Gesneky y aiteil 6yB NOPiBHAHHUIA i3 TAKHM, IO crniocTepiraecs
3 iHIIMMM BHIGMH [IYXJIMH Y JOPOCIHX, AKi OTpHUMYBay Gepauunsymad.

V nocmimkensi BO20924, y sxomy 6eBanu3yMab 3aCTOCOBYBAJIH i3 CY4aCHUM CTaHAAPTOM Teparnii 3
npuBoay pabaoMiocapKoMu Ta CApKOMM M’SIKMX TKaHHH, IO HE € pab1oMiocapkoMoro, Npodiie
Gesnexu y AiTeil, AKi OTpuMyBanu 6eBalu3ymat, 6yB MOPIBHAHHM I3 TAKHMM, LIO crocrepirascs y
JOpOCHHUX, K OTpuMyBanH Geanusymad.

Bepauu3syMab He CXBaIEHMH [ 3aCTOCYBaHHA MallicHTaM BIKOM JI0 18 pokis. Omy6ikoBaHo AaHi
mpo Te, MO0 y maudieHTiB BikoM g0 18 pokiB, sKi OTpUMYBAJIHU niKyBaHHs OGeBalu3yMaboMm,
CIIOCTEpiralu BUIAAKA OCTEOHEKPO3Y 3 JIOKANI3AUIEIO 11032 HIKHBOIO IEJIENOTO.

3acToCYBaHHS V MICAIpeccTpalliiHui nepion
Iobiuni pearuii, 3apeccmposani y nicaapeccmpayiisuil nepioo
Ingpexyii ma ineasit
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Hexporusyrouuit ¢bacuuiT, 3BUYaHO BTOPMHHMEA JO YCKIAJHCHHA 3aro€HHs paH, IUTYHKOBO-
KUILKOBOT mepdopallii Ta yTBOPEHHS HOPHULB (PiaKo) (AMB. pO3ALT «OCOBMBOCTI 3aCTOCYBAHHSAY).
3 6oky imynHol cucmemu

Peakuii rimepuyTiuBocTi, iHdy3iiini peakuii (4acTo); 3 MOMNUIMBAMH CYIYTHIMH IPOABAMHU:
3aVlIKa/yTPyIHEHE AUXAHHS, [PHUIUTIABI/TIOYEPBOHIHHA/BUCUIIAHHS, apTepiasbHa rimoreHsis abo
apTepiaipHa rineprTeHsis, AecaTypalis KUCHIO, Oinb y rpyadii kritui, 03HOO, HymOTa/OMoBaHHS
(muB. po3ain «OcobIMBOCTI 3acTOCYBaHHs» Ta «Peakuil rinep4y TIMBOCT, indy3ifiHi peakuii» BUILE);
aHadinakTHaHUil WoK (pifKo) (AMB. TaKOX po3ait «OcobmmBoCTI 3aCTOCYBAHHSIY).

Hesponoziuni po3naou

TneprensuBHa ennedanonaris (gyxe pigxo) (muB. posnin «OcoGIMBOCTI 3aCTOCYBAHHA» Ta
«TTo6iuni peaxuii, inepTensis»); CHHAPOM 3BOPOTHOI 33HBOI eHUedanonarii (piaKko) (muB. po3min
«OcoBIMBOCTI 3aCTOCYBAHHS).

3 6oy cyoun

Hupkosa TPOMGOTHYHA MiKPOAHTIONATISA, 10 MOXE KITIHIYHO POABIATUCS MpoTeiHypiero (4acToTa
HeBigoMa), i3 CyIyTHIM 3aCTOCYBaHHAM CYHIiTUHIOY uu 6€3 HBOrO (IUB. «Ipoteinypis» y posainax
«OcobnuBocTi 3acTocysaHHs» Ta «[To6iuHi peakiii»).

3 60Ky OUXanLHoi cucmeMu, Op2aHia epyOHOT KNimKu ma cepe0OCmInHA

[lepdopaliiss HOCOBOT EPErOPOAKH (MaCTOTa HEBIIOMA), NIETreHEeBa rilepTeHsis (vacToTa HEBIIOMA),
nucdorist (4acTo).

3 60Ky WAYHKOBO-KUULKOBO20 MPAKMY

Bupaska Iy HKOBO-KHIIIKOBOTO TPAKTy (4acToTa HeBioMa).

3 6oky 2enamobiniaproi cucmemu

ITepdopallisi >KOBYHOro MiXypa (4acToTa HEBiIoMa).

3 6oky onopHo-pyx060i cucmemu ma CnoIyiHol mKaHuHu

IIpo BHIAJIKH OCTEOHEKPO3y LICIIEHH IOBIJOMIANOCS y MAli€eHTIB, SKi OTpUMYyBalli JIIKYBaHHA
Gepanu3yMaGoM. BiMBIICTE TakMX BUIAAKIB CIIOCTEPIraycs y MALEHTIB 3 BIAOMUAMM bakropamMu
pusvxy Bunukaenns OHI, 30kpeMa y MAUi€HTIB, SKi OTpUMYBalH Gichocdonatu Ta/abo mManu
[IATONOrif0 ficeH B aHaMHe3l Ta MOTpeOyBaiu iHBA3UBHOTO CTOMATOJIOTIYHOrO BTPYYaHHs (AMB.
po3ain «OcobnMBOCTI 3aCTOCYBaHHA»). BHMagKy OCTEOHEKPO3Y 3 JIOKaNi3alli€lo 1no3a HIKHBOKO
LIeJTeNOkO CIIOCTEPirany y iTei, AKi OTpMMyBaJH iKyBaHHA GeBauusymaboM (auB. po3ain «[To6iui
peakuil. JliTu»).

Bpodaceni, cnadkosi ma 2enemu4ni poznaou

CriocTepiranucsa BUNaaKy aTONOTiH [0 y XKIHOK, SKi OTPUMYBaJIH niKysaHHs 6eBalu3yMadboMm AK
MOHoTepamilo a6o y komGiHauil 3 XiMioTepanmeBTMMHMMHM IpeHapaTaMd 3  BiOMOIO
eMGPIOTOKCHYHOIO Ti€k0 (IMB. PO3ALT «3aCTOCYBAHHS Y NIEPiO BAriTHOCTI 60 ronyBaHHA TPYAAION).
SIKIlo 3a3HaYeHa YaCTOTa, JaHi Ipo Hei 6y OTpUMaHi Ha MiICTaBi KIiHIYHMX HOCIIIIKEHS.

3BiTYBaHHA 1O MiA03pioBani MoGiuni peakiii

TToBizoMIIeHHS Ipo o6 iuHi peakuil micms peectpanil TikapchKoro 3acofy Mae BaXUIMBE SHAHCHHS.
Lle 1ae 3Mory IpPOBOJMTH MOHITOPHHI CIiBBiJHOIIEHHS KOPUCTB/PH3HK MPHU 3aCTOCYBaHHI LibOIO
JiKapchKoro 3acoby. MequdHuM Ta GapMaNeBTUIHAM NPALIBHUKAM, 8 TaKOXK narienrtaM abo TXHIM
3AKOHHAM NPEACTABHUKAM CITiZl HOBIAOMJISTH MPO YCi BUMA/KK MifO3PIOBAHMX MOOITHHX peakiliii Ta
BiJICYTHOCTi edeKTUBHOCTI JiKapchKoro 3acofy 4epe3 ABTOMATU30BaHY indopmaniiny cucremy 3
dapmakoHaraay 3a nocunaHHAM: https:/aisf.dec.gov.ua.

Tepmin npugaTHocTi. 30 MicALIB.
Tepwmin mpuAaTHOCTI micna posBeaeHHs 30 AHIB Opu temnepaTypi Big 2°10 8 °C ta mpogarkoso 48
rofuH npu Temrepatypi ue sunie 30° C.
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YMoBH 30epiranus

36epiraTi y XonoAWIbHUKY npu Temmnepatypi 2°-8 °C. He zamopoxxyBaTtu. 36epiratu ¢akoH B
opuriHaNbHI KapTOHHIN yrmaKoBUi AJs 3aXUCTY Bif CBIT/IA.

JletanpHo YMOBM 30epiraHHs Micsl po3BeNeHHsS 3a3HaueHO B posaini «Crocid 3acTtocyBaHHs Ta
JO3HY.

HecymicHicTb

IIpenapar He MOXHa 3MilTyBaTH 3 iHIIMMU JiKapCBKUMHU 3acobamu, 3a BUHATKOM 0,9 % po3uuHy
HaTpito xyopuny s iH’exuii. Ilpu possenenni Oepammsymaly 5 % pO3UMHOM TIIFOKO3U
criocrepirascs npodins aerpananii Oepaiu3zymady, 3ane)XHUH Bil KOHLEHTpaLil.

Ynakoeka
ITo 100 mr/4 mn a6o mo 400 mr/16 mut y duakoHi, o 1 ¢pnakoHy B KapTOHHIH KOPOOLI.

Kareropis Bianmycky. 3a peLientom.
BupoOnukH.

CTAJIA Apunaiimitrens Al (Bumyck cepii),
I'X TEHXEJIIKC C. A.(unyck cepifi).

Micue3HaxoxkeHHs BUPOOHMKA Ta agpeca Miclsl NPOBaJKeHHS HOro AISIBHOCTI
Crangainrpacce 2-18, 61118 bax ®insbens, HimeuunHa,
Texnomnapk Jleon, 6yaisns TEHXEJIIKC, Byn. Jixxynis Moppoc, ¢/H ApmyHis, 24009 Jleon, Icnanis.

JaTa 0CTaHHBLOIO Neperysay. P 4 O8. 088
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