3ATBEPKEHO

Haxka3 MinicTepcTBa 0X0pOHH
310poB’a YKpaiHu

04.02.2022 Ne 232

Peecrpaniiine nocBixueHnst
Ne UA/19062/01/01
Ne UA/19062/01/02
Ne UA/19062/01/03
Ne UA/19062/01/04
Ne UA/19062/01/05
Ne UA/19062/01/06
Ne UA/19062/01/07

3MIHU BHECEHO
Haxa3 MiHicTepcTBa 0XOpOHH
oB’s YKpainu

L5 AOLY N fd 5

IHCTPYKIIA
JJISl MEJMYHOr0 3aCTOCYBaHHSI JIIKAPCHKOro 3aco0y

Jenanmigomin KPKA
(Lenalidomide KRKA)

Cknao:

Oitoua pevosuna: lenalidomide;

1 xancyna TBepza MiCTUTB JeHanizoMiny 2,5 Mr abo 5 mr, abo 7,5 mr, a6o 10 mr, abo 15 mr, a6o 20 mr, abo
25 Mr y BUTJIS/I JIEHAIIOMiYy TipOXIOpHIY MOHOTIAPATY;

donomixchi pevosunu: Mauit (E 421), uemonosa MiKpOKPHCTaNiYHA, KPOXMAlb MPEXKETaTHHI3OBAHMUIA,
BHHHA KHCJIOTA, TJITIEpoN qubereHar;

06010HKa 2iNPOMENO3HO Kancyny: TITPOMEN03a, BOAA OUHINEHa, KAJI0 XJIOpH, KappariHaH, TATAHY
nioxenn (E 171), 3aniza okcua xostuil (E 172) (xpiM Jo3yBaHHS 5 Mr), 3a71i3a oxcuy 9epBonuit (E 172)
(kpiM mo3yBaHHs 2,5 Mr, 5 Mr Ta 20 Mr), 3ai3a okcuy dopHuii (E 172) (xpim n103yBanns 2,5 mr, 5 Mr 12 20
mr), inpurokapmis (E 132) (kpiM no3yBasHs 7,5 Mr Ta 25 Mr);

cknad Gapbu ona 6i0bumxy: menax, 3aniza oxcuy 4opHui (E 172) (kpim mosysanns 7,5 mr, 10 mMr ta 25 mr),
TIOBIiZOH (TibKH Iy Ao3yBaHHs 7,5 mr, 10 mMr ta 25 mr), Tutany giokcua (E 171) (Tiibku nmis 103yBaHHS
7,5 mr, 10 M Ta 25 Mr).

Jlikapceska ¢popma. Karcynu TBepai.

OcHrogHi Qizuxo-ximiuni enacmueocmi:

xancynu meepdi no 2,5 m2: Xalcyld TBEpAi i3 3e/ICHO0 KPHIIEUIKOIO Ta 3eJIEHUM KOPITyCOM i3 BiIOMTKOM
YOPHOTO KOJIBOPY 2.5, HAOBHEHI IOPOLIKOM Bij 61710T0 110 XKO0BTO-6i10r0 260 KOPHIHEBO-OLIONO KOIBOPY:;
xancynu meepdi no 5 M2: Kancy/d TBEpAi 3 GIAKUTHOIO KPHUINEUKOO Ta GIAKUTHAM KOPITYCOM i3 BIIOHTKOM
YOPHOTO KOJIBOPY 5, HANOBHEH] IOPOLIKOM Bif G1I0TO JI0 %OBTO-6110T0 260 KOPHYHEBO-OLIOI0 KOIBOPY;
Kancynu meepdi no 7,5 Me: KalCylW TBEPAl i3 KOPHYHEBOIO KPHIICUKOI TA KOPHYHEBMM KOPIyCOM i3
BiIGMTKOM 61JIOT0 KOJIBOPY 7.5, HAIOBHEHI IIOPOLIKOM BiZ 6110r0 10 XOBTO-0110r0 460 KopuIHEBO-0110r0
KOJIbOPY;

xancynu meepdi no 10 m2: Kancyim TBepA i3 3eI€HOI0 KPHIIEUKOI0 Ta KOPUIHEBAM KOPITYCOM i3 BIIOHTKOM
6isoro xonpopy 10, HAIOBHEH] IIOPOIIKOM BiJl GL10T0 10 0BTO-6110r0 60 KOPUIHEBO-O1JI0TO KOIBOPY;
kancynu meepdi no 15 me: Kancyid TBepAi i3 KOPMYHEBOIO KPHMIIEUKOIO T2 GIIAKUTHAM KOPIYCOM i3
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BiIOMTKOM YOPHOI0 KOJILOPY 15, HATOBHEH] OPOIIKOM BiJ OL10r0 10 K0BTO0-61/10r0 a60 KOpHYHEBO-1710T0
KOJNBODY;

kancynu meepoi no 20 M2 Kancyiu TBep/i i3 3eJeHO0I0 KPUIIIEUKOIO Ta 0JaKUTHUM KOPITyCOM i3 BIIOHTKOM
4OPHOTOo KOJIKopY 20, HATOBHEH] MOPOIIKOM BiJ] 61710r0 K0 K0BTO-61110r0 260 KOPUIHEBO-61I0r0 KOJILODY;
xancynu meepdi no 25 mez: KalCylid TBEepHi i3 KOPHYHEBOIO KPHINEUKOIO Ta KOPHYHEBHM KOPIYCOM i3
BiIOMTKOM 61i10r0 KOIbopy 25, HaOBHEH] HOPOLIKOM BiJ GiIOro 10 kKOBTO-6110r0 a60 KOPHIHEBO-O1II0TO
KOJIBOPY.

dapmMakoTepaneBTHYHA rpyna. AHTHHEOILIACTHYHI 3acO0M Ta IMyHOMOIYJTOpH. IMyHOCYIpecaHTH.
Iaimi imynocympecanTa. Jlenanigomin. Kox ATX L04AX04.

dapmaxonoziuni eracmugocmi.

Dapmarxoounamika.

JlenanizoMiz 3B’s3yeThes GE3MOCEPEAHBO 3 HEPeOIOHOM, KOMIIOHEHTOM KYJIIHOBOTO KUTBIS KOMIUIEKCY
depmenty E3 ybGikpiTummirasu, g0 sxoro Bxoauts 6inox 1 (DDBI1), mo 3B’43ye€ThCd 3 IOIIKOMHKEHOIO
nezoxcupubonykieinoporo kucnororo (JIHK), xymin 4 (CUL4) ta perymsrop kymHiB 1 (Rocl). ¥V
FEMOIIOETHYHUX KIITHHAX JECHATIOMI 3B’ s13y€ 1epeOIon AT HaKOIMMYeHHS cyOcTpaTHHUX O1TkiB Aiolos Ta
Ikaros, gKki € TiMGOIIHAMH TPAHCKPHUIIIHHIME HaKTOpaMH, IO NPU3BOAUTE 10 IXHBOro yOiKBITHHYBaHHS
Ta TONANBIIOIO PO3May, HACTIAKOM 4Oro € IpsAMa IIUTOTOKCHYHA Ta IMyHOMOIYJIIO0Ya Jii.

30kpeMa NeHanigoMix iHribye mpomiepario Ta MOCHIIOE anoONTO3 OKPEMHX IeMONOETHYHMX KIITHH
OyXJIHHA (BKJIFOYHO 3 IIa3MaTHYHUMH KIIITHHAMU IyXJIHHE MHOKMHHOI MienoMu (MM) Ta myXJIMHHAMH
KIiTHEAMH QOJIKYISpHOT TIMPOMH T4 TAKUMH, SKi MAIOTh AENElii XpOMOCOMH 5), NOCHIIIOE KIITHHHHM
iMyHiTeT, omocepeakoBanuit T-KiniTHHAME Ta TpUpogHUME KniTuHaMH-Kinepamu (I1K), 36imb0rye KinbKicTh
MK, T-xmitua ta [IK T-xmitad. [Ipu mienogucmmactuuanomy cuaapomi (MJIC) Del (5q) nenaminomin
BUOIpKOBO iHriOye aHOMATBHE KIOHYBaHHS IIIIXOM 36imbp1IeH s antonTo3y kmitae Del (59).

Kom6iHamis nemamimominy Ta puTyKcuMaly 30iNbIIye aHTHUTIIO3ATEXKHY KIITHHHY LIUTOTOKCHYHICTH
(A3KI) i mpsiMuii alonTO3 MyXJIMHY B KIITHHAX QOTIKYIIpHOT TiMOOMH.

Mexagi3M [ii JEHATiIOMiLy TakoX OXOIUTFOE JOJATKOBI aKTHUBHOCTI, Taki SK AaHTHAHTIOreHHI Ta
TIPOEPUTPOIIOETHYHI BiacTUBOCTI. JleHamimomin iuribye anriorenes, OIOKyIOUH Mirpaliifo ¥ ajresiro
SHIOTEANBHNX KIITHH Ta YTBOPEHHS MIKPOCYIWH, IOCHIIOE BHPOOHMIITBO (DETAIBHOIO IeMOTrNOOiHY
TEMONIOETHIHUME CTOBOypoBuMH KiiTmHamMd CD34+, a TakoX IPUTHIYYE CEKPENilo Mpo3analbHHAX
IIMTOKIHIB (HanpHKiIan, Gaktopy Hekposy myxiuau-o (DHII-0) Ta intepneiikiny (1J1-6) MmoromuTamu.
DapmakoKinemuxa.

Monekynaa JeHATIOMIAYy MICTHTh aCHMETPHYHHM aTOM BYTJICIIO, TOMY Wi XiMi4Ha DPEYOBMHA MOXE
icCHyBaTH y BHIJIAII OnTHYHO akTUBHHX (opm S(-) i R(+)-emantiomepin. JleHaminomin BHPOOISIOTE SK
pameMiudy cymim. 3arajoM JeHaTiOMiA Kpallle PO3UMHHHK B OPraHiYHHX PO3YMHHMKAX, i€ BUSBIISE
HaKOLIbILY po3unHHICTh ¥ Oydepromy 0,1 B po3unni HCI.

Abcopbmis

[Tliciss IEpOPanbHOrO 3aCTOCYBaHHS 3JOPOBHMH JOOPOBONBLSMH HATIIE JIEHANIIOMIJ IIBHIKO
BCMOKTYEThCS, TIPH IIEOMY MakCHMaJlbHa KOHIIEHTpaIlisl B IJIa3Mi KpoBi focsiraeTbes 9epes 0,5-2,0 rogunm
IHicJis 3acTOCyBaHHS. Y IAICHTIB, a TAKOX Y 3[0POBHUX A0OPOBOIBIiB MakcuMaIbHa KOHIEHTPANis (Cmax) i
mwioma mig kpuBow Kounentpamis/gac (AUC) mHigBHIMYIOThCS IPONOPLIHHO 30LMBIICHHIO [O3H.
BaraTopa3oBi 1034 He CIPMYMHSIOTH MMOMITHOTO HAKOMMYCHHS JIKapChKOro 3acoly. Y IuasMi KpoBi
BifiHOCHA excro3ulis S- Ta R-eHmanTioMepiB NeHANIIOMIy CTaHOBUTH mpubm3HO 56 % 1 44 % BiAnOBIAHO.
OmHOYacHE 3aCTOCYBAaHHS 3 JKHPHOK Ta BHCOKOKATOPIHHOIO 1XKEI0 Y 3[0pOBHX JOOPOBOJBIIB 3HHXKYE
CTyIiHb BCMOKTYBAHHS, HacigkoM doro € mpubnusHo 20 % 3menmenHs AUC Tta 50 % 3amxeHHS Cmax Y
nasmi Kposi. [IpoTe B ONOPHUX peecTpaIliifiHuX JOCIiDKeHHSX 3a ydacTi nanientis 3 MM ta MJIC, B sxux
BCTAHOBIIOBAIN €(EKTHBHICTh 1 G€3MeKy JICHAIIOMiy, JTiKapChKHi 3acid 3aCTOCOBYBANTH HE3aJIEXKHO Bil
BXKUBaHHsA Dki. OTKe, TeHaTiJOMi MOXKHA 3aCTOCOBYBAaTH HE3aIEKHO Bijl BXXUBAHHA 1XKi.

Honynauifiauit hapMakoKiHeTHIHHMN aHa3 BKa3ye Ha Te, IO IOKa3HUK IEpOPaJbHOTO0 BCMOKTYBAaHHS
JeHaTiIOMiAy ofHaKoBHid cepen nanientis 3 MM, MJIC i MarTi#fHOKTiTHHHOIO JiMdomoro (MKII).
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In vitro 38’s3yBanns (*4C)-nenanigominy 3 6inkamu m1a3Mu KpoBi HU3bKe y manienTis 3 MM Ta 310poBux
J06GPOBOIIBIIIB 1 CTAHOBUTH B cepeanboMy 23 % i 29 % BiamosiaHo.

JlenaminoMin HasBHEE# y ciM’anil pimuni (<0,01 % Bix mo3u) micis npuiomy #oro B 1031 25 Mr/no0y Ta He
BHUSB/IETHCS B CIM’SHIH PifiMHi 340pOBHX IOOPOBONBLIB depe3 3 JHi MIC/A NPHIMHEHHS 3aCTOCYBaHHS
npenapary (auB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHSN).

Biorpancdopmaitisi Ta BUBEICHHSA

PesynbTaTH JOCHIMKEHh MeTaboNi3My B JIOAMHM in Vifro BKa3ylOTh Ha Te, IO JEHATIOMIX HE
MeTabommizyerses  ¢pepmentamu rumToxpoMmy P450. Ile m03BOJs€ MPHITYCTUTH, INO 3aCTOCYBaHH:
JNICHAI TOMi Ty 3 TiKapChKUMH 3acobamt, Wo iHribyoTs hepMerTH uTOXpoMy P450, MasoiiMoBipHO MaTuMe
CBOTM HACHiKOM MeTaboIi9Hy B3aEMOIIIO JTiKapChKUX 3ac00iB y MoAMHM. JIOCTiIKEHHS i1 Vilro BKa3ytOTh
Ha Te, IO JIeHANLIOMiA He Mae inribitoproro BBy Ha CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2E],
CYP3A a6o UGTI1Al. OTxe, MaTOHMOBIPHO, L0 JEHATIAOMIJ CIPHYUHSE OyIb-AKy KIIHIYHO 3HATYILy
B3a€EMO/IIIO JIKApCHKHUX 3aC06iB IIPH OJHOYACHOMY 3aCTOCYBaHHI 3 cyOcTpaTaMy IHX GEpMEHTIB.
JTOCIiKEHHS in Vitro BKa3yrOTh, 0 JIEHATIAOMIJ He € cybcTpaToM Gifka pe3sMCTEHTHOCTL PaKy MOJIOYHOL
sanosu moxuun (BCRP), tpancnoprtepis 6inka MHOXHHHOI Tikapcbkoi pesucteHTHOCTI (MRP) MRPI1,
MRP2 a60 MRP3, Tpancnoprepis opraniunux aniouniB (OAT) OAT1 ta OAT3, noninentuay-TpaHcnoprepa
oprasigamx amionis 1B1 (OATP1B1), tpascmoprepis opraniunux xarionis (OCT) OCT1 i OCT?2, Ginxa
excTpy3ii Jikapchkux 3acobis i Tokcunis (MATE) MATE] i HoBoro TpaHcIopTepa OpraHiqHUX KaTiOHiB
(OCTN) OCTN1 i OCTN2.

JIocTimKeH s in Vifro BKasyloTh Ha Te, IO JIEHANIIOMIJ He Mae iHriGiTOpHOro BIUIMBY HA IIOMIL, SKa
excropTye xoBuni kucnotu moausn (BSEP), BCRP, MRP2, OAT1, OAT3, OATP1B1, OATP1B3 ta
OCT2.

Binbima gacTuHa JICHATIIOMIly BABOJUTELCH 3 cedero. Y 0ci6 3 HOPMAIbHOO (QYHKIIEI0 HAPOK BUBEICHHS
HUPKaMH B 3aralbHOMY KiipeHci craHosHTb 90 %; 3 KaJoM BHBOAUTECA 4 % JeHATIIOMITy.

Jlenanmimomin Maiixke He MeTa0ONI3y€ETBCS B OpPraHi3Mi, ockibku 82 % #Horo 103u BUBOJMTHCS 3 CEUCHO Y
He3MiHeHoMy BHTJAAi. Iiapoxcunenarigomin i N-aneTui-neHalniloMiq CTaHOBIATH Binnosimmo 4,59 % i
1,83 % BuBexeHoi 1031, TakUM YHHOM, HEPKOBHI KIIPEHC MEPEBHIIY€ [IBHAKICTD KIyO0UK0BOi (imbTpaii,
TOMY IIPOIIEC BUBEICHHS Ma€ 10 IEBHOI MipH aKTUBHUHI XapakTep.

IIpu 3acTocyBaHHI B A03ax 5—25 Mr/no6y mepios HamiBBUBEIEHHS 3 IUIA3MH KPOBi CTAHOBHTE IPHOIH3HO
3 rOAHHY B 37I0POBHX A0OPOBOJIBIIB i 3—5 roaus — y nanienTis i3 MM, MJIC a6o MKJIL.

[MamieHTH TITHHOIO BIKY

He mpoBOIHIH CTIEIIANBHAX KIHIYHUX JOCIIDKEHb IS OLIHIOBaHHA (GapMaKOKiHETHKH JICHAIIAOMILY Y
IAIi€HTIB JITHROTO BiKy. 3a pe3yJbTaTaMu MOMYISIiHHOr0 papMaKOKIHETHIHOIO aHalli3y, IO OXOIUIIOBAB
narienTiB BikoM 39-85 pokis, 6yII0 BCTAHOBIIEHO, 10 BiK HE BIUIMBAE HA KIIPEHC JICHATITOMi Ty (€KCIIO3HUILis
y ma3mi kposi). OCKiIBKY B TIAIIEHTIB JITHHOrO BiKy IMOBIpHICTS IOTipIIeHHs QYHKIIT HUPOK GinbIna, O3y
npenapaty Tpeba MifbupaTta Kyxe 00EPEKHO; PEKOMEH/IOBAHO 3iHCHIOBATH MOHITOPUHT GYyHKIii HAPOK.
[TarienTy 3 mopymeHHsIMH QVHKIIT HEPOK

dapMaKOKiHETHKY JIEHATIAOMIZAY BHBYANK B OCi6 3 HHPKOBOIO HENOCTATHICTIO, IO HE CIPHYIMHEHA
3TOSIKICHAM HOBOYTBOPEHHSM. VY IIBOMY JOCTi/DKEHHI OyNI0 BAKOPHCTaHO 1BAa METONH A Kinacu(ikauil
dyHKIi HEPOK: KIipeHC KpeaTWHiHy cedi, BAMIPSHHN ympomoBK 24 rojuH, i KIpeHC KpeaTHHIHy 3a
dopmynoro Koxpodra-Tonra. Pesynbrats BKasylOTb Ha Te, INO 3arajibHUM KIPEeHC JEHATLAOMILY
3HIKYETHCA IPONOPIIIHO 31 3HMKeHHAM QyHKIIT HEPOK (< 50 MIV/XB), Hacmiaxom Joro € mixuimeHHs AUC.
AUC nigsuimyBanacsk npu6auszso y 2,5, 4 Ta 5 pasis B oci6 3 moMipHEMH NOpyIEHHsME QyHKIiT HAPOK,
TSOKKHMH TIOPYIIEHHAME (QYHKIIIT HIPOK Ta TEPMiHATBHOIO CTafi€l0 HIPKOBOI HENOCTATHOCTI BiIOBI/IHO, B
MOPIBHAHHI 3 TpPYIOI0, MO CKIAJAIocs 3 0Ci0 3 HOPMalbHOIO (YHKIICIO HHPOK i 0ci6 3 JerkuMu
mopylmeHHIMH (QYHKIi HEpok. Ilepiox HamiBBHBENEHHs JCHANIJOMITY IiJBUILYBABCS NPUOIHU3HO 3
3,5 roguEM B ocib i3 KimipeHcoMm kpearuHidy > 50 Mi/xB g0 Oinblue HiX 9 roguH B 0Ci0 31 3HHKEHOIO
dynkuiero mEpoK, mo BusHavanacs Ak KK < 50 mi/xs. OnHak nopynieHHs yHKIT HIPOK He 3MIHIOBAIIO
TepopanbHy abcopOIiifo ieHatioMisy. ¥ 310poBUX H0OPOBOJIBLIB i MaIieHTiB i3 nMopymeHHaMy GyHKII
HHPOK Cmax 6yna ofHakoBoro. [Ipu6mmsHo 30 % JikapchKoro 3aco0y BHBOAMIOCS 3 OpraHismy I Hac
4-rogMHHOTO Ajamizy. PekoMeHJOBaHE KOPUTYBaHHS MO3M y HAlli€HTiB MOpYUICHHAMM (YyHKI[i HAPOK

3a3HaveHe B po3aim «Croci6 3acTocyBaHH Ta JO3H». "
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[ManienTty 3 nopymeHHaMy QYHKIIT NeUiHKA

3a pe3ynpTaTaMd MOMYJISANIHHOrO (GapMaKoKiHETHYHOTO aHANI3y, IO OXOIUIIOBAB MAIEHTIB 3 JIETKUMH
nopymenusMu GyHkuil nedinku (N=16, 3aransHuii 6inipy6in — Bix > 1 no < 1,5 X BepXHs Mexa HOPMH
(BMH) a6o ACT > BMH), 6y10 BCTaHOBIIEHO, IO JIeTKi NOpyIIeHHs (QyHKIII IeYiHKK HE BIUIMBAIOTH Ha
KITIpeHC JeHaTi JOMiTy (eKCIIO3uIlis B Iia3Mi KpoBi). HeMae JOCTYIHIX JAHUX MIO0 HALEHTIB 3 IOMipHUMH
Ta THKKAMHY MOPYIICHHAMHA QYHKIIT MeUiHKH.

Iami igaMBiavansHi hakTopu

IMonynanifiauii (apMaKOKiHETHUHHMM aHani3 BKasye, mo Maca Tina (33-135 xr), crare, paca Ta THI
reMaTOoJIOTiYHOro 3710siKicHoro HoBoyTBopeHHs (MM, MJIC yn MKJI) He MaroTh KIIHIYHO 3HAYYIIOTO
BIJIMBY HA KIIiPEHC JICHAIIIOMIy Y JOPOCIIUX MAlli€HTiB.

KainiuHi xapakTepHCcTHKH.

Iloxazanua.

MuoxurHa Miesioma (MM)

Jlenanigomin KPKA sx MoHOTepamis MOKa3aHWil OIS MiITPUMYBAIbHOI Tepamii JOPOCIMX MAIi€HTIB 3
yIlepiie JiarHocToBanow MM, sikuM GyIio IIPOBEIeHO TPAHCIUIAHTAII0 Ay TONOTI4HIX CTOBOYPOBUX KIITHH
(TACK).

Jlenanimominy KPKA y xomGimamii 3 mexcamerasoHoM, aGo Gopre3oMiboM Ta JeKCaMeTa3oHOM, abo
Men(haTaHoM Ta MpeaHi3oHoM (auB. po3nin «Crocib 3acTocyBaHHS Ta JO3M») MOKA3AHUH IS JIKyBaHHS
JOPOCIHX TAIIEHTIB 3 paHilie He JikoBaHOI MM, sKi He IiUIIraroTh TPaHCILIAHTALII.

Jlenamigomin KPKA y koM6iHamii 3 JekcaMeTa3o0HoM OKa3aHuii A7 JiKyBaHHS JOPOCIUX HallieHTiB i3 MM,
SKi OTpUMaH, IPUHARMHI, O/IHY JiHiIO Teparii.

Mienoaucmnactugdi cuaapomu (MJIC)

Jenanimomin KPKA mokasanumii 1u1s TiKyBaHHS JOPOCIUX MAIEHTIB i3 TpaHCchy3iHHO 3aI€eXKHOI0 aHEMIEIO
BHACJIINOK HM3BKOro- abo mpomixkuoro-1 pusuky uHHkHeHHS MJIC, NOB’d3aHMX 3 HUTOT€HETHYHOIO
AHOMAJTIEIO y BUTTIA/I i30JIb0BAHOI JeNeNii 5¢, KOJu iHII BapiaHTH JiKyBaHHS HEJOCTAaTHI 260 HEMPUAHSITHI.
MasuritnoxniTaaaa gdiMdoma (MKJT)

Jlenanizomin KPKA sk MOHOTepamis oKasaHui st JIIKyBaHHS JOPOCIUX IAIli€HTiB 3 PEUIUBYIOUOI0 a60
pedpaKkTepHOIO MAHTIHHOKIITHHHOO JiM(bOoMOIO (uB. po3ain «OCOGIMBOCTI 3aCTOCYBAHHS).
donikynapua gimboma (DJI)

Jlenanimomin KPKA B xoMm6inamii 3 purykcumabom (antu-CD20 aHTHTINO) MOKa3aHHH I TKyBaHHS
JIOPOCTHX TAII€HTIB, SIKi paBille OTPUMYBAIH TiKyBaHHA (onikymaproi mimbomu (cTamia 1-3a).

IlIpomunoka3zanna.

- Iinep4yTaIHBiCTh 0 0401 pe40BUHH ab0 10 Oyb-gK0i JOMOMIKHOI PEYOBUHH.

- Ilepion BariTHOCTI.

- Kinku 3i 36epeKeHOI0 PelpOAyKTUBHOIO (QYHKIIEIO, 32 BUHATKOM BHIIAJIKIB, KOIH JOTPUMAHO BCIX
ymoB «IIporpamm 3anoGiranss BaritHocTi» (muB. po3fimm «OcoOmHMBOCTI 3aCTOCYBaHHS» Ta
«3acTOCyBaHHA y IEpiojl BariTHOCTI a00 TOyBaHHS IPYIUIIO»).

Ocobnugi 3axodu be3nexu.
Karncynmu He MOXHa Bigkpupati ab0 noapiOHioBary. Y pasi KOHTAKTy MOPOLIKY JEHATIOMify 3i WKipoo
HeoOXiZHO HEraifHO Ta peTeNbHO MPOMHUTH IIKIpY BOAOK 3 MEJIOM. Y pa3i KOHTAaKTy JEHATAOMImy 3i
CIIM30BMMH 00O0JIOHKAMH, 1X TIOTPIOHO peTEIHFHO IPOMHTH BOAOKO.
Menu4Hi HPAIiBHEKA Ta 0COOH, IO 3AiHCHIOIOTH JOIVS 3a MAIiEHTAMH MAlOTh HAAAraTH OIHOPa3oBi
PYKaBHUKH IIpU MOBODKEHHI 3 GmictepoM abo kamcymamu. Ciifl oGEpexHO 3HATH PYKaBHYKH, 10O He
JOIYCTATH KOHTAKTY 3i IIKIpOIO, MOMICTHTH iX y IeépMETHYHHUH MONIETHICHOBHH MaKeT i yTHII3yBaTH
BiNMOBiZIHO [0 MicieBHK BHMOr. IIOoTiM IOTPIOHO pETENBHO BHMHTH PYKH BOZOIO 3 MUIIOM. BariTHuM
XiHKaM abo >KiHKaM, fKi IIJ03PIOIOTh, IO BOHH MOXYTh OyTH BariTHMMM, HE BapTO JOTOPKaTHCS MO
6icTepa abo Karcyu (uB. po3ait « OcoOIMBOCTI 3aCTOCYBAHHAY).
HeBUKOpHCTAHMI TiKapchkuii 3aci6 aGo BiIxomu ciif MOBEpHYTH JUIA Oe3medHoi yTumisamii 3rigHo 3
MICIIEeBUMH BHMOTaMH.
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B3aemodia 3 inmumu nikapcoKumu 3acobamu ma iHuwi 6udu 63aEmMo0Li.

EpuTponoeTryni 3aco6u, a TakoX iHuN 3aco0u, sSKi MOXYTh IiIBHINYBAaTH PH3MK TPoMOO3y, HAIPHKIIAL
JiKapchKi 3aco0u IS 3aMiCHOT TOPMOHAIBHOIL Tepartii, IOTPiOHO 3aCTOCOBYBATH 3 OOEPEXKHICTIO NAIEHTaM
i3 MHOXHMHHOIO MI€JIOMOIO, SIKI OTPMMYIOTH JIEHATIIOMIZ y KOMOiHAIil 3 JekcaMeTa3oHOM (IUB. PO3ALIHA
«OcobmuBocti 3acrocyBaus» i «I1o6iyni peaxitiin).

[lepopasibHi KOHTPALEIITUBY

JlocIikeHb B3a€MOIIT 3 IIEpOpaIbHAME KOHTPAICITHBAMH HE MPOBOAMIN. JIeHaNiIoMi]] He € iHIYKTOPOM
depmentiB. V AOCTiIKeHHI in Vitro 3 TeHaTONUTAMH JIIOAWHM JEHATJOMIiJ y Pi3HHX BMIPOOYBaHHX
xoHneHTpamisx He inmykysas CYP1A2, CYP2B6, CYP2C9, CYP2C19 i CYP3A4/5. Tomy, mpu
3aCTOCYBaHHI TUIGKH JIEHAII IOM1y HE OYIKYETBCS 1HTYKIIT, 10 IPU3BOAUTE O 3MEHIIEHHS ¢(EKTUBHOCTI
JiKapchKuX 3acobiB, 30KpeMa TOPMOHAIBHHX KOHTpanenTuBiB. OJHAK BiOMO, IO AEKCAMETA30H —
cnabkuii abo momipumii impykrop CYP3A4, BiH Tako MOXKE BIUIMBATH Ha iHINI (EPMEHTH, a TaKOK
TpaHcopTepr. He MOXXHA BUKIIIOUATH 3MEHIIEHHs e(eKTHBHOCTI IIEPOPaIBHAX KOHTPAIEITUBIB y MEPio
nikyBaHHs TeHamigoMigom. Ciix BxuBari eheKTHBHUX 3aXOZiB U 3a06iraHHs BariTHOCTI (JMB. PO3/iM
«OCco6IHBOCTI 3aCTOCYBAaHHA» Ta «3aCTOCYBAHHS y IEPioJ BariTHOCTI ab0 TOLyBaHHS IPYANION).
Bapdapun

OmHOYAcHE 3aCTOCYBaHHS 6araTopasoBux 103 mo 10 Mr JeHamiioMiny He BIUIMBANO Ha (papMaKOKIHETHKY
pa3oBoi 1034 R- i S-Baphapuny. OnHOUaCHE 3aCTOCYBAHHS Pa30BOi 103H 25 MI BapdapuHy He BIUTMBAJIO Ha
dapMakokiHeTHKY JeHaninomMiny. OfHaK HEBIZIOMO, YH iCHy€e B3a€eMOZis Hill Yac KIIHIYHOTO 3aCTOCYBAHHS
(oaHOUYACHE 3aCTOCYBaHHs 3 JeKcamera3oHoM). JlekcamerasoH — Iie ciabkuif abo MOMIpHHH iHIyKTOp
depmenrTiB; #oro BmiuB Ha BapdapuH HeBimomuit. Ilin Yac JiKyBaHHS DPEKOMEHIOBAHO DPETEIBHO
KOHTPOJIIOBAaTH KOHIIEHTpANio BapdaprHy.

JlurokcuH

OnHouacHe 3aCTOCYBaHHS 3 NleHayrigomMizoM 10 Mr oauH pas Ha 100y HiABHIYBANO €KCIO3ULIIO JUTOKCHHY
B miasmi kposi (0,5 mr, oxHopasosa mo3a) Ha 14 % i3 90 % M1 (momipumii imtepsam) [0,52—28,2 %].
Hesinomo, 4u edekT € iHIMM TpH KIiHIYHOMY 3aCTOCyBaHHI (BHINI JO3M JIEHATIOMIAY Ta OJHOYACHE
3aCTOCYBaHHsA 3 JeKcameTa3oHoM). ToMy mig dYac JIKyBaHHS JICHANJOMiZOM DPEKOMEHIOBAHO
KOHTPOJIFOBAaTH KOHIICHTPAIIIO JUTOKCUHY.

Cratuau

IcHye migBMINEHHN pHU3KMK paGIOMIONi3y MpH 3aCTOCYBaHHI CTATHHIB 3 JEHAIOMiNOM, sSKuif Moxe GyTH
apocTo aauTuBHAM. CJTil POBOAMTH PO3MIMPEHUIA KITiHIYHUHM 1 1ab0paTOpHU KOHTPOIb, 0OCOOIKBO ITij1 Yac
HEPINHAX THXKHIB JIIKyBaHHS.

Jekcamera3on

OaHo4acHe 3aCTOCYBaHHs pa30Boi ab0 GaraTopa3oBux 103 nekcamerasoHy (40 Mr oauH pa3 Ha 100y) He Ma€e
KTiHIYHO 3HAYYIIOrO BILIMBY HA (apMaKOKiHETHKY OaraTopa3oBUX 03 JICHATiAoMINy (25 Mr ouH pa3s Ha
J100y).

Baaemois 3 inridiTopamu P-raikonpoteiny (P-gp)

In vitro nenamimomin € cyGctpatom P-gp, ame He iHribitropom P-gp. OpHouacHe 3acTOCYBaHHS
6araTopasoBHX 03 IMOTYXHOro iHriGitopa P-gp ximimummy (600 Mr aBiui Ha m00y) abo moMipHOro
imribiTopa/cy6erpara  P-gp  Temcuponmimycy (25 Mr) He Mae KIIHIYHO 3HAQ4ymioro BIUIMBY Ha
dbapMakokiHeTHKy JeHamigoMimy (25 wmr). OpmHodacHe 3acTOCYBaHHS JICHANJOMiZy He 3MiHIOE
bapMaKOKiHETUKY TEMCHPOIIMYCY.

Ocobnusocmi 3acmocyéaHHA.

SAxmo JeHaxiAoMiX NPH3HAYATH Yy KOMOiHanii 3 iHIMHMH JiKapcHbKHMH 3ac00aMH, A0 TOYATKY
Tepamii MOTPiGHO o3HAlloMHTHCH 3 BiINOBiTHOIO IHCTPYKII€I I MEAMYHOIO 3aCTOCYBaHHS
JiKapcbKoOro 3aco0y.

3acTepeskeHHs U100 BariTHOCTI

JleHanmimoMin — 1€ CTPYKTYypHHM aHaior Taimizomiay. Bizomo, 10 3aCTOCYBaHHsS BariTHUMH >KiHKaMH
TamiIOMify, IO Ma€ BUPAKEHY TEPATOreHHY [IiF0, CIIPUYHHSE TSDKKI TOPYIIEHHS BHYTPIIIHIX OpraHiB IUI0Ja,
AKi MOXYTh 3arpOXKyBaTH KHUTTIO JUTHHH. EKCIEpUMEHTATbHI JOCITI/PKEHHS JICHATiIOMidy Ha MaBax
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TIOKAa3aId Pe3ylbTaTH, MOAIOHI 0 THX, SKi OyJIO OfepXKaHO paHillle MiJ 4ac 3aCTOCYBAHHS B [[UX TBApHH
Tamigominy (muB. poszin «Ilobiuni peaxuii»). ¥V pasi 3acTocyBaHHS JEHANiZOMily B MEpioJ BariTHOCTI
OYiKy€TBCS TEPATOT€HHA Jisl JTCHAIIAOMIAY Y JIFOUHH.

BuMora oTpuManHs ycix BuMor [IporpaMu 3amoiranss BariTHOCTI MOMIMPIOETECS HA BCIX NAIIEHTOK 31
36epexneHOI0 PEIPOYKTUBHOIO (GYHKILIEH0, IKIIO TUIBKY HasBHI HEPEKOHIHBI H0Ka3H ii BiICyTHOCTI.
Kpurtepii ais Bu3HaYeHHS 30epekeH0] penpoayKTHBHOT QyHKIIT

[TamienTtka a0 MapTHEPKA YONOBiKa-NIAIEHTA BBAKAETHCS 34ATHOO 10 JITOHAPO/KEHHS OKPIM BHIAIIKIB,
KOJIY HasgBHUH x04a 6 OuH i3 HIKYe3a3HAYCHUX KPHUTEPIiB:

- Bik >50 pOKiB i TpEBaTiCTE MPUPOHOT aMeHOpel >1 poKy (aMeHOpest BHACHIOK OHKOTEpartii a0o mijt
9ac TOAyBaHHS IPY/UII0 He BUKIIFOYAE 31aTHOCTI IO iTOHAPOKEHHS);

- TepeadyacHe 3racanHs QYHKIIl S€UHUKIB, M ATBEPDKEHE TiKapeEM-TIHEKOJIOTOM;

- aBo6idHa canpainroodpopexktomis abo ricTepekToMis B aHaMHE31;

- redotun XY, cuaapom TepHepa, areHe3id MaTKH.

KoHcynbTyBaHHS
3acTOCYBaHHS JIEHAITIIOMiTy JKiHKaMu 31 30€peKESHOI0 PEIIPOLYKTUBHOIO (PYHKITIEIO MPOTUIIOKA3aHE, SKIIO
HE BUKOHYIOTBCH yCi 3a3HaY€H1 HUKYE YMOBH:
- BOHA YCBIZOMIIIOE OUiKyBaHy TepaToreHHy Airo npemnapary Jlenaminomin KPKA na iz
- BOHA po3yMi€ HeOOXiNHICTh GE3MEPEPBHOTO BHKOPHCTAHHS ©(PEKTMBHHX METOIB KOHTpAIEmuil
IpoTAToM 4 THXKHIB 0 MOYATKY JHKyBaHHS, IiJ Yac JiKyBaHHS Ta BIPOJOBX 4 THOKHIB MiCis
3aBepIICHHS JIIKYBaHHS JICHATIIOMiI0M;
- kiHKa 37aTHA A0 JITOHAPOKEHHS, HABITh y BUIAAKY aMEHOPE], JOTPUMYETHCS BCiX pEKOMEHAITIH
o0 e(pEKTUBHUX METOJIIB KOHTPALETIIi;
- BOHA CIIPOMOJXKHA JOTpUMYBaTHCS ¢EKTHBHUX 3aXO/1iB KOHTpAUEILIii;
- BOHA 3HA€ Ta YCBiJIOMJIIOE MOMJIMBI HACIIJKK BariTHOCTI Ta HEOOXiJHICTh TEPMIHOBOTO 3BEPHEHHSI
JIO JIIKaps B pasi mij03py Ha BariTHICTB;
- BOHA pO3yMi€ HEOOXiAHICTH HEraiHOro MOYATKY JIKyBaHHS JEHATIZOMIIOM Bifpasy MiCis
OTPMMAHHS HETATHBHUX PE3yNbTATIB TECTY Ha BariTHICTS;
- BOHA YCBiZIOMIIIOE HEOOXiAHICTh MPOBEACHHS TECTY Ta IIOT0KYETHCS IPOXOAUTH TECT Ha BATITHICTh
KOXHi 4 THXHI, 32 BHHATKOM IIiITBEP/KEHO] CTEPUITI3AIil IIITXOM TPYOHOI OKITIO3ii;
- BOHA IiATBEPIKYE, IMO posymic HeGesmeKy i HeoOXimHICTh 3aloOLKHMX 3aXOMiB, MOB’A3aHUX 13
3aCTOCYBaHHAM JICHATIIOMi/TY.
PesynsTatd apMaKOKiHETHYHUX JOCIIIKEHD JIEHATIOMINY B HOJIOBIKiB-06POBOJIBIIB CBiYATH MO T,
IO T 9Yac JTiKyBaHHS JCHANIIOMiJ HasBHMM y CiM’sHiM pif¥HI y IPAHMYHO HHM3BKHMX KOHIEHTpAIIAX; Y
370pOBHX JOJIOBIKiB NpENapar y)ke He BHSBILIETHCA y CiM’sHIH piauHi yepe3 3 mHi MiCISL NPUNMHCHHS
nikyBanHS. SIK 3amOGiKHMI 3axin Ta, 3BaXKA0YM HA OCOONMBI IPYNH MAIi€HTIB 3 TPHBAIMM [EPIOAOM
BUBCACHHS, HAIPUKIAL i3 HHPKOBOIO HEIOCTATHICTIO, BCI HAUI€HTH YOJOBiUOi CTaTi, SKi IpHAMAIOTH
JIEHATOMi, MAOTh BIIIIOBiJaTH TAKUM BAMOTaM:

- YCBiIOMITIOIOTE O4iKyBaHHM TEPATOreHHMI PU3UK Y Pasi CTATEBOrO KOHTAKTY 3 BaTiTHOKO XIHKOIO a00
XKIHKOIO 31 30€pEXKEHOI0 PEPOIYKTHBHOIO QYHKIII€IO;

- PO3YMiIOTh HEOOXiNHICTh BUKOPHUCTAHHS NpPE3epPBAaTHBA IIifl Yac CTATEBOIO KOHTAKTy 3 BariTHOIO
XIHKOIO a60 XKIHKOIO 31 36€peXEeHOI0 PENPOIAYKTHBHOIO (YHKIN€I0, sKa He BUKOPHUCTOBYE IHIIAX
e(eKTHBHAX METOMiB KOHTpamenuii (HaBiTh SKIIO HONOBIKY 3pOOMIM Ba3eKTOMIIO), B MEpPio
NiKyBaHHS T4 IPOTAroM 7 JHIB IMiC/IA IEPEPBHU y JiKyBaHHi/3aBEpPIICHHS JIiKyBaHH;

- YCBiJOMJTIOIOTE, IO SKINO HOTO IapTHEpKa 3aBariTHie, y To# Jac, KoM BiH NpuiiMae JIeHAm 1oMiz abo
HEBJOB3i IiCIA HPHIMHEHHS, BiH HEraiHO [OBMHEH IOBLIOMHMTH IpO I€ CBOTO JiKapsd i IO
PEKOMEHIOBAHO CIPAMYBATH NIAPTHEPKY MAIIEHTA 0 JiKaps, SKHil CIemianizyeTscst a6o Mae 10CBix
3 TepaTOJIOTi], I OIiHIOBAHHS PU3MKIB IPeNapary IS [I0Ja Ta OTPHMAHHS PEKOMEHIAITIH.

Jlikap, sxwif npusHadac JikyBanus mnpenaparom Jlenaminomin KPKA ximkam 31 30epexeHOIO
PEMPOIYKTHBHOIO QYHKIIEIO M€ MEPEKOHATUCS B TOMY, II0:

- HAlli€HTKa JOTPUMYEThCS YMOB [lporpamu 3amo0iraHHs  BariTHOCTI, 30KpeMa OJepXaTH
HiATBEPKEHHS TOTO, 0 BOHA HAJISKHO YCBIOMIIIOE CHTYAIIIO;

- [allicHTKa BU3HAIA YMOBH, BKa3aHi BHIIIE.




Kontpaneniis
XKinkm 31 36epexeHO PENpPOAYKTHBHOK (YHKUI€I0 IOBHHHI BHKOPHCTOBYBAaTH OJHH 3 €(QEKTHBHHX

METO/IiB KOHTpPALENIIii IPOTATOM 4 THIKHIB /10 IIOYATKY Teparlil, I ] 9ac Teparii, a TAKoX IPOTATOM 4 THKHIB
IicyIs 3aBepINEHHS Tepallii IEHAT TOMIOM i HaBiTh y pasi NepepB y JiKyBaHHI. BHHATOK CTAHOBIIATS JIMILE
Ti DAI[i€HTKH, SKi TIOBHICTIO YTPMMYIOTLCS Bijl CTATEBUX KOHTAKTIB IPOTATOM YCHOTO 3a3HAUEHOTO TEPMIHY,
IO MiATBEPKYEThbea IoMicans. SIkmo mamieHtka He mimiOpana eheKTHBHOTO METOXY KOHTpAIEIii,
HOTPiGHO CIIpAMyBaTH ii 10 JiKaps, SKHH Mae HaJeXHy KBaliQikalliio A KOHCYJBTYBaHHs 3 IHTAHb
KOHTpalenlii, mo6 MoxHa 0yJ10 po311o4ary ii BAKOPUCTOBYBATH.
J1o NpUHHATHAX METOAIB KOHTPAIIEIIIil HAIEXKaTh:

- KOHTpAIICITUBHIH iMIUIaHTAT;

- BHyTpimmHbOMaTKOBa cucTeMa (BMC), 110 BUBLIBHSE IEBOHOPIECTPE,;

- JeNo-IIpernapaTd MEAPOKCHIPOTeCTEPOHY alleTaTy;

- CTepHUITi3allist IJISIXOM TPYOHOI OKITFO3iT;

- CTaTeBl KOHTAaKTH 3 IApTHEPOM, SKOMY 3pOOMIIM Ba3eKTOMiIO; Ba3eKTOMis mapTHepa Mae OyTu

IiATBEP/DKEHA BOMA HETAaTHBHUMHY aHaJli3aMH ciM’sHOI piTUHH;

- 3aco6u, IO IHTIOYIOTH OBYJIALIO, SIKi MiCTSTE TUTBKH IPOrecTepOH (HAIPUKIA, A€30TE€CTPEN).
He peKoMEHIOBaHO 3aCTOCOBYBATH KOMOIHOBaHI OpanpHi KOHTpalleNTHBH marieHTKaM i3 MM, saxi
NpUiMaroTh JEHATIIOMI y CKiIaai KOMOIHOBAHOI Tepallii, i MEHIIOI Mipoto — marfieHTkam i3 MM, MIIC
ta MKJI, 110 3aCTOCOBYIOTH MOHOTEPAIIO JICHATIOMIIOM (TakoX JUB. po3linl «Bzaemomis 3 iHIIMMU
JTKapChKMMHU 3aco0aMe Ta iHII BHAW B3a€EMOIiM») y 3B’A3Ky 3 IIJBHIICHAM DPHM3UKOM BEHO3HOI
TpoMOGoeMboJIii. SIKINo manieHTKa 3acTOcOBy€e KOMOIHOBaHi NepopanbHi KOHTPAlEITHBH, BOHA Ma€ EPEHTH
Ha OMMH 3 e(QEeKTUBHMX METOMIB KOHTpAlEMNIlii, HepesliueHuX BHUINE. PHU3MK pO3BHTKY BEHO3HOI
TpoMGoeMOGomii 30epiracTbCs MPOTArOM 4-6 TIKHIB TiCHs TIpPUNUHEHHS OpuioMy KoMOiHOBaHHX
HEPOPAIBHUX KOHTpanenTusiB. EQEeKTHBHICTS MPOTU3AILTJHIX CTEPOiAHUX 3ac00iB MOXe OyTH 3HMKEHA
IpH OAHOYACHIH Tepaii 3 JexcaMeTa3oHoM (JIUB. po3ain «B3aemomis 3 iHIMMMHU JIiKapchbKUMH 3aco0aMu Ta
IHIIT BUIW B3a€EMOJTIi»).
KonrpauentusHi immiantate ta BMC, 10 BHBUIBHSIOTE JE€BOHOPrecTpell INOB’s3aHi 3 IIJABUINEHUM
pusEKoM iH(QIKyBaHHS IiJ YaC BCTAHOBJICHHS Ta HEPETYJSPHAMM BariHIbHEMM kpoBoTedamu. Cnin
pO3MJIANATH MOXUIMBICT TpOGIMaKTHYHOTO 3aCTOCYBAaHHS aHTHOIOTHKIB, 30KpeMa MallicHTKaM i3
HEUTPONEHI€I0.
Buxopucranus BMC, mo BUBIIBHSIOTH Mifb 3a3BH4ail HE pPeKOMEHIOBAHE depe3 IOTCHIINHMA pU3UK
iH(iKyBaHHS i1 Yac BCTAHOBJIEHHS Ta iIBHINEHOI KPOBOBTPATH IIiJ] 4ac MEHCTpYallii, IKa MOXKE TIOCHIIUTH
CTYIIHB TSHKKOCTI HEHTpPOIIeHiT a0 TPOMOOIUTONEHI] B AIIEHTKH.
Tect Ha BariTHICTH
TecTr Ha BariTHICTH YyTJIHMBICTIO HE MeHINE HiK 25 MMO/MI MarOTh BUKOHYBAaTH 34 BKa3iBKaMM JIiKaps
BiAMOBIMHO IO HMXYE3a3HAYEHOI METONMKA BCi JKIHKH 31 30€pEKEHOI0 PernpoIyKTHBHOIO (YHKIIEIO,
BKJTIOYHO 3 THMH, XTO IIOCTIMHO Ta IIJIKOM YTPUMYETHCS BiJl CTAaTeBHX KOHTAKTIB. B ifeani TecTyBaHHs Ha
BATiTHICTH, BUIMCYBaHHs PELENTa Ta BUJa4a JiKapchKoro 3aco0y HallieHTIi NOBMHHI BiAOyBaTHCA B TOH
camuil eHb. Buada neHamimominy iHkaM 31 36epeeHO0 PenpoAyKTUBHOIO (YHKII€IO Mae BiIOyTHCS
OPOTATOM 7 JHIB MiCJIs NpU3HAYECHHS.
[lepeo nouamrxom niKyeanisa
TecT Ha BariTHICTh IIij| HATJISIOM JiKaps Tpeba MPOBOAUTH I Yac KOHCYNbTalil, Ha fKill IpH3HaYacThCA
JTeHamigoMin, abo 3a 3 AHI IO Bi3MTy IO JKaps, ICJI TOTO, SK HalliEHTKa BUKOPHCTOBYBana e(PEeKTHBHY
KOHTPAIEMIIiIO IPOTArOM He MEeHIIe 4 THXKHIB. Pe3ynbTaTi TeCTy MOBHHHI MiITBEPIUTH, IO HAIliEHTKA HE
BariTHa Ha MOMEHT II0YaTKY JiKyBaHHs JIEHAIIJOMIJIOM.
Iooanvute chnocmepedicenns Ma 3a6ePULCHHA NIKYBAHHA
TecT Ha BariTHICTH i HATIAAOM JiKaps MOTPIOHO BHKOHYBATH MOBTOPHO IIOHAMMEHIIE KOXKHI 4 THXHI, B
TOMy YHMCII IpHHAWMHI uYepe3 4 THOKHI MMiCIOs Tepamii, 3a BHHSATKOM IAllieHTOK i3 IiATBEPIDKEHOO
cTepuiizamicro nuxoM TpyOnoi oxmo3ii. Taki TecTH Ha BariTHICTE BHKOHYIOTH Yy JI€Hb YEPrOBOrO
NpU3HAYEHHS JIIKyBaHHs a00 3a 3 OHi A0 Bi3UTY A0 JiKaps.
JlonaTkoBi 3aCTepeiHi 3aX0/H
[TanicHTH He MOBHHHI IepefaBaTH Led Tikapchkuil 3aci0 iHmMUM ocobam. HeBuxopucTaHumi mpenapar
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OTPiOHO MOBEPHYTH 0 MEAWIHOTO 3aK/Ia Ty Micis 3aBepIICHHS JTIKYBaHHS [UIL Oe3MeYHOl yTHTi3allii.
[MamieHTH HE MOXYTH OYTH JOHOPAMH KpPOBI HPOTSTOM YCBHOIO KypCy JiKyBaHHS JICHATIJOMiZOM Ta
IIIOHAKMEHIIIE BIPOJOBX 7 AHIB IMiCIIs 3aBEPIICHHS Tepallii.

[1{06 mictaTu Kamcyiy 3 6GiicTepa Ta TOTYIOUH 1 40 MpUiioMy Mami€eHTOM, MEW4HI PalliBHAKU Ta 0CO0H,
IO 3MiMCHIOIOTH OIS 3a HAi€HTaMH, MalOTh HAAATATH OJAHOPA30Bi pykaBWUKH. BariTHum xiHkam abo
XIHKaM, K1 IT1J03PIOI0Th, [0 BOHH MOXYTH OyTH BariTHUMH, HE CJIiJl IOTOpKaTHCcA 0 OiicTepa abo Kancyinu
(muB. po3ain «OcobnuBi 3axoau OE3MEKM»).

HaguasbHi Marepiamm. 0OMeXeHHs B IPU3HAYCHH] Ta BAAYi Ipenapary

3 METOK [OMOMOrH MaIlieHTaM 3ano0irTH BIUIMBY JICHATIAOMIAY Ha IUTIA BJIACHUK pEECTpanifiHOTo
IOCBITYEHHS Ha IeH JIKapChKMil 3aci6 Mae HajgaTH MeJUYHOMY IIE€pCOHATy HaBYabHI MaTepianu 3
inpopMamicro Ui MOKPIUIEHHS 3acTepexKeHHs MO0 OYiKyBaHOI TEpaTOTeHHOCTI JIEHATIIOMIAY,
pPEKOMEHIAIl]T 3acTOCOBYBATH KOHTpALIEIIiI0 Iepe] MOYaTKOM Tepamii Ta po3’sCHEHHS Mali€HTaMm
HeoOXiTHOCTI MPOBEAEHHS TECTIB Ha BariTHiCTh. JIikap Mae noiHGOpMyBaTH ManieHTIB YOJIOBIUOT Ta XKiHOYOL
cTaTi mpo OYiKyBaHy TEPATOTEHHY AiI0 JEHATIJOMILY Ta CYBOPi 3aXONHU IOAO HOIEPEPKEHHS BariTHOCTI
BianoBiaHo Ao IIporpamu 3amoGiraHHs BariTHOCTI, a TAKOXK 3a0€31EUNTH Mali€HTa HaBYaIbHOIO OpPOIIyPOrO
Ta KAPTKOIO MAalieHTa Ta/ab0 eKBIBAIIEHTHAM IOKYMEHTOM 3TiIHO 3 BIPOBAPKCHOIO HAIiOHAIBHOIO
CHCTEMOIO KapTOK marmieHTiB. HaiioHanbHy cHCTeMy KOHTPOJBOBAHOI BHAQuYi LBOro Ipemapary Oyio
BIIPOBA/’KEHO B CHIBpOOITHUIITBI 3 HAlliOHAJIBHUM KOMIIETEHTHAM OPraHoM BIIaJu KOXHOI Kpainu. CuctemMa
KOHTPOJIBOBAHOI BHIaYi IIperapary OXOILUIIOE BHKOPHCTAHHS KapTKH Ialli€eHTa Ta/abo €KBIBaIEHTHOIO
JOKyMEHTa s KOHTPOJIFO MPU3HAYESHHS Ta/ab0 BUAadi, a TAKOX 301p JOKIaAHUX JaHUX MO0 IPU3HAYECHHS
3 METOI0 PETENLHOTO CIOCTEPE)XEHHS y MeXKaxX KpaiHW 3a BUKOPUCTaHHSM IIperapary 3a IOKa3aHHAMM, HE
3a3HAYEHAMH B IHCTPYKIIIT U MEIMUHOTO 3aCTOCYBaHHs. B iieari TecTyBaHHS Ha BariTHICTh, BUIUCYBAHHS
pelienTa Ta BUAAYa JIKapchKOro 3acoOy MAIlieHTI NMOBHHHI BinOyBaTHCA B TOM camuil JeHb. Bupaua
JEHATIIOMiZly XKIHKaM 3i 30epeXeHOI0 PenpOAYKTUBHOIO (YHKIiEI0 Mae BinOyBaTucs He Mi3Hime 7 AHIB
IiCJIs IpU3HAYEHHs Tepallil Ta OTPUMAHHS HEeraTHBHOTO Pe3yNbTaTy TECTy Ha BariTHICTh, BUKOHAHOTO Mil
HATJISLIOM JIiKaps.

101 0cOGIUBOCTI 3aCTOCYBaHHS

Indhaprm mioxapoa

V narienTis, AKi mpuiMain JeHaTi 1oMi, OyJio 3apeecTpoBaHO BUIIAAKH iHbApKTy Miokap/a, 30Kpema B 0cib
3 PH3HKOM CEpIEBO-CYJWHHHX 3aXBOPIOBaHb, YIPOJOBXK MNepHuX 12 MicAmiB IpH 3acTOCYBaHHI B
KOMOIHAII] 3 leKcaMeTa30HoM. 3a CTAHOM IIAIliEHTIB 3 BiTOMUMH aKTOpaMu PU3HKY, 30KpeMa TpoMOo3H1 B
aHaMHe3l, HeOoOXilHO pEeTeNbHO CIIOCTEpiraTd, a TAKOXX BXXUBATH 3aXO[iB, CIIPIMOBAHUX Ha MOXIIUBE
3MEHIIEHH] BIUIMBY YHMHHHKIB pPH3HKY, SIKi MOXyTh OyTH 3MiHeHi (HampWKiIaj NaTiHHS, apTepianbHa
rinepTeHsis, rinepimigeMis).

Benosna ma apmepiansna mpomboembonis

V xBopux i3 MM Ha Tii KOMOIHOBaHOI Tepamii JICHATITOMIZOM 1 JEeKCaMeTa30HOM CIOCTEPIraloTh
HiJBUIIEHHS PU3UKY BEHO3HOI TpombGoeMmOomil (mepeBaXHO TPoMOO3iB IMUOOKHX BeH i TpoMboemOomil
JIET€HEBOI apTepii), 0 BiJ3HAYAETHCS MEHINOK MIpOK IPH 3acTOCcyBaHHI KoMOiHamii deHamizoMimy 3
MepaIaHOM i IPEIHI30HOM.

V nanientis i3 MM, MJIC ta MKJI nikyBaHHS JISHATIZIOMiZIOM y BHTIISLII MOHOTepamii 6yso MoB’sA3aHOo 3
HIDKYMM DH3HKOM BEHO3HOI TpoMmGoemOomil (mepeBakHo TpomOO3iB I'THOOKHX BeH 1 TpomboemOomii
JereHeBoi apTepii), HiX y mamieHTiB 3 MM, IO OTPUMYIOTH JICHATIIOMiA y KoMOiHOBaHi# Tepamii (1uB.
posainu «B3aemois 3 iHmuMy mikapchKkuMu 3aco0amu Ta iHm Buau B3aeMmofiit» i «[ToGiuHi peakmiin).

VYV nanientiB i3 MM Ha T koMOGiHOBaHOI Tepamil JIEHATIZOMIZOM 1 JEeKCaMeTa30HOM BiJ3HA4YalOTh
Ii(BHINEHHS. PU3HMKY apTepiaibHoi TpombGoemGoii (3mebinbioro iHdapkTy Miokapia Ta iHCYNBTY), IIO
CIIOCTEPIraiyd MEHIIIOK MipoIO TIPH 3aCTOCYBaHHI KoMOiHaMii TeHanigoMiny 3 MenadanaHoM i IpeIHI30HOM.
Pusuk aprepiansHoi TpoMGoeMGOil HHKYHMM y mamieHTiB i3 MM, SKkux JiKylOTh JICHATIIOMIIOM y BHIIAAL
MOHOTEpAIII, HiX y TAKHX MAI[i€HTIB, AKi OTPUMYIOTH JIEHATILIOMiZ Y BUITLIAI KOMOiHOBaHOI Tepailii.

Omxe, MOTPiGHO pETENBHO CIIOCTEpIraTH 3a MAallieHTaMH, SKi MAalOTh B aHAMHE3l YMHHHKM DH3HKY
TpoMGoeMGoutii, 30kpema i TpomGo3u. HeoOxinHO BKUBATH 3aX0/iB, CIIPSIMOBAaHMX HA MOKIIMBE 3MEHIICHHS
BIUTMBY YHMHHHKIB PH3UKY, SKi MOXYTh OyTH 3MiHeHi (HalpuKial, NaTiHHS, apTepiaibHa IilepTeH3is,
rinepimigemis). Pusik TpoMOOyTBOpEHHS MOKE TAKOXK IIIABUITYBATH CYIIyTHS TEpAIIis EpUTPOIIOCTHYHUMMU
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3acobamu a6o TpoM6oeMOOoNiuHi ycKknaaHeHHs B aHaMHesi. OTiKe, epUTPONOETHYHI JIKapChKi 3aco0u, a
TaKoX iHIN TpemapaTH, fKi MOXYTh IMiABHIIYBATH pPH3MK PO3BHTKY TpomOO03iB (HampHKIan,
rOpMOHO3aMiCHA Tepailis), CHif 3 OOepeXHICTIO NpU3HAdYaTH mHadieHTaM i3 MM, ski mnpuiiMaioTh
JNeHATiIOMix pasoM i3 dekcameTaszonoM. KoHueHrpamis reMorio6iny, Buima 3a 12 r/mm, mepenbadae
NpPHIHHEHHS Tepalil epUTPONOSTUYHUMH JIIKApCHKUMHU 3aC00aMH.

Jlikapi Ta MAIli€cHTH MAalOTh YB&XHO BifCTeXYBaTH O3HAKM Ta CHMITOMH TpomboemGonii. IlauienTis
IIOTPiOHO MOMIEPENUTH IIPO HEOOXiTHICTH HeralHOro 3BEPHEHHs O JIKapd B pa3si BUHMKHCHHS TaKHX
CHMIITOMIB, SIK 3aHINKA, Oilb y TPyMHiN KIiTil, HAOPAK BepXHB0i a00 HIKHBOI KiHIIBKH. PEKOMEHIOBAHO
3aCTOCOBYBATH MNpO(MiTakTAYHi aHTHTPoMOOTHYHI 3aco6HM, OCOONHBO IAli€HTaM 13 [IOJATKOBHMH
YUHHAKAME PW3HKY BHHUKHEHHS TpOMOO3iB. PilleHHS INOJO NpU3HAYeHHA NPOQiTaKTHIHUX
aHTUTPOMOOTHYHHX 3acO0IB BAPTO MPHAMATH MIC/S PETEIBHOTO OIiHIOBAHHS OCHOBHHMX IHIMBINyaNbHAX
YMHHWKIB PU3HKY Y TAI[i€HTA.

SIKmo B Malli€eHTa BUHUKAE TpoMbGoeMbois, Tpeba NMPUIHHKUTH JIIKYBaHHS JICHATIZOMIZIOM 1 IPA3HAYUTH
CTaHAAPTHY aHTHKOATYIAHTHY Tepartito. ITicist Toro, sk cTaH manienTta cTabimi3yeThcs Ha aHTUKOATY IAHTHIA
Tepamii Ta BCi YCKIaJHEHHs, CIPHYUHEHI TPOMGOEMOONIYHIM SBHINEM, OyMyTh YCYHEHI, MOXHA 3HOBY
pO3NOYATH JIKYBaHHSA JIEHANIZOMIZOM Y IIOYAaTKOBil J03i, 3al€XHO BiJl OUIHKM CIIiBBiJHOLICHHS
KOpHCTH/pu3uK. IlalieHTy NOTPiOHO IPONOBKHTA AHTHKOATYJISHTHY TEPAII0 NPOTArOM YCBOIro
HOJANBIIOrO MEPIOLY JIIKYBaHHS JICHATIIOMiIOM.

Jlezenesa cinepmen3sia

V mnamieHTiB, SKi OTpUMyBalHM JeHamigomin, OyJlo 3apeecTpOBAHO BHIIAJKHM JIETEHEBOI TIillepTEH3il,
JEKLIbKa — 3 JIETAIHHIM HacIiakoM. Ilepe oYaTkoM Ta B [iepio]] Teparii TeHaIi JOMiToM alieHTiB Tpeba
06CTEXYBATH LIOMO0 O3HAK i CHMIITOMIB OCHOBHOI'O CEPIEBO-JIETEHEBOTO 3aXBOPIOBAHHA.

Heilimponenis ma mpomboyumonenis

JIo OCHOBHHX [O3ONIMITyBAIBHMX TOKCHYHHX e(eKTiB IeHamimoMily HanexaTh HEWTponeHis Ta
TpoMGonuToneHia. Ha mouaTky Tepamii Ta NpOTSrOM IepIIMX 8 THXKHIB JIKyBaHHS JIEHANIZAOMIZOM
PEKOMEHIOBAHO IMOTHXKHS TPOBOAMTH PO3TOPHYTHH aHANi3 KpPOBi, 30KpeMa BM3HAYECHHS JICHKOLUATAPHOL
dbopMyIH, piBHS TPOMOGOIHUTIB, reMOrIO0iHy, réeMaTOKPHTY, 2 Hajali MPOBOJUTH aHATI3 LIOMICSUS I
BHM3HAYEHHsS BHHMAKHCHHS IMToNeHil. V mamientis 3 MKJI Takuil KOHTpodb Tpeba 3MiMCHIOBATH KOXHI
2 TYKHI T Yac HUKIiB 3 Ta 4, a HOTiM — Ha IMoYaTKy KoxHoro mukity. IIpu @JI neit posropayTuii aHami3
KPOBi MOTPiGHO IPOBOIUTH IOTHIKHS MPOTACOM NEPIIKX 3 TYKHIB mukiy 1 (28 1HiB), KOXKHI 2 THKHI MiX
yac nuKIiB 2—4, a IOTIM Ha IOYAaTKy KOXHOrO IHKIY micis Iporo. Moxke 3HamoOMTHCS IEepepBaTH
NiKyBaHHS Ta/a60 3HU3UTH 03y (aMB. po3ain «Cocib 3aCTOCyBaHHS Ta JI03M»).

[Ipr HeMTpomeHii Nikap MOBHHEH PO3IISIHYTH MOXIHBICTH NPHM3HAYEHHs MAIi€HTY (akTopiB pPOCTY.
[arieHTiB Mae 6yTH T0iHGOPMOBAHO PO HEOOXIHICTH CBOEYACHO TTOBIJOMIIATH JIKaps PO ITiABHINCHHS
TEeMITepaTypH.

PexOMEH0OBAHO 37IifiCHIOBATH pEeTEbHUI KOHTPONb i3 GOKy Jikaps Ta MallieHTa CUMIITOMIB ITiABALIEHOL
KPOBOTOYMBOCTI, BKTIOYHO 3 METEXIAME Ta HOCOBOIO KPOBOTEUEIO, OCOOJIMBO B MAII€HTIB, SKi OXHOYACHO
OTPUMYIOTH JIKApCHKi 3acO0H, IO MOXYTb CIPHYHHATH KpoBoTedy (muB. posjin «[lobidmi peakiii»
I'emopariusi po3nagm).

[ToTpi6HO 3 06EPEKHICTIO MPU3HAYATH JICHATIIOMIZ 3 IHIIMMHE Mi€TOCYIIPECHBHIMH 3aCO0aMH.

Viyepine piarsoctosana MuoxaHAA Mieoma (YIMM): nmanientu, skum 3podunu TACK Ta ki OTpUMYIOTh
[iATPHMYBAILHY TEPAIIIO JIEHATLIOMIIOM

V nocnimkenni CALGB 100104 10 no6GiyHuX peaxilili HajexXand sBUINA, SKi OyIo 3apeecTPOBaHO ITICIs
sacTocyBaHHS BHcOKHX 103 Menpamany ta TACK (BIM/TACK), a Takox sBama 3 mepioay
MiTpUMyBaTbHOI Tepamii. V IpyroMy aHami3i BHSBISIM SBMINA, IO CTAIMCA MiC/Hs [OYATKy
miarpuMyBansHol Tepamii. Y mocmimkerni IFM 2005-02 mo6iuni peakuil peecTpyBaiy TUIBKH B IEPIOX
I ITPUMYBAILHOI TEpaii.

3arajioM y ABOX JOCTiMKEHHAX, J€ IiATPHMYBAIbHY TEpaIliio JICHAIIIOMiZIOM OUiHIOBAIM y NAIli€HTIB 3
VIIMM, siki nepeneciu TACK, neiitponenito 4 cTyneHs TSHKKOCT] OyIo BiI3HAYEHO 3 BUIIOIO YAaCTOTOIO B
rpynax HiATpUMyBaIbHOI TEPAILi JIEHATIIOMIAOM y IOPiBHSAHHI 3 rpymamu miane6o, (32,1 % mporu 26,7 %
[16,1 % mpotu 1,8 % micisa modarky minTpuMysaisHoi Tepanii] y aocmimkenni CALGB 100104 ta 16,4 %
mporu 0,7 % y nocmimkerni [FM 2005-02, Bigmosigno). Hefitponenis, sika BUHUKIA Ha TIIi JIIKYBaHHS, Ta
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IpH3BOAMIA /IO TPHMIMHEHHS 3aCTOCYBaHHS JieHaTigoMiny, Oyiaa 3apeecTpoBaHa BimmosimHo y 2,2 %
narienTiB y gocuimxesri CALGB 100104 ta 2,4 % nanientiB y mocmimxenHi IFM 2005-02. B o6ox
JIOCHiIKEHHAX (eOpHIIbHY HEMTPOIEHIIO 4 CTYIEHs peecTpyBaIM 3 OJHAKOBOK YacTOTOX B rpymax, e
HpHAMAaITH i ATPEMYBAILHY TEpAIiIo JIEHAIOMIZIOM, y HopiBHAHHI 3 rpynamu mwianedo (0,4 % npotu 0,5 %
[0,4 % nportu 0,5 % micig moYarKy miZTpUMyBansHOI Tepamii] y mocmimxenHi CALGB 100104 1 0,3 %
npotu 0 % y aocmimkenni [FM 2005-02, BiamoigHo). ITamieHTH MaroTh HETaltHO MOBLIOMIISTH IIPO BUIIAIKH
TIiIBUILICHHS TEMIIEPaTypH; MOXKE 3HaIOOUMTHCS MepepBa y JIiKyBaHHI Ta/a0b0 3HIKEHHS JO3H (IUB. PO3/LI
«Croci6 3aCTOCYBaHHS Ta JIO3W»).

V IOCTiMKEHHSX, JI¢ OLHIOBAIH IIiATPUMYBAIBHY TEPAIIfo JCHATIIOMIIOM y marieHTiB i3 YIMM, sxum
3po6um TACK, TpoMGormTOneHito 3—4 CTyIeHs CIOCTepiraity 3 BUMIOI0 YaCTOTOO B IPyTIaxX HallieHTiB, AKi
NpuiAMany IiATpPEMYBAILHY TEPAI0 JIEHANITOMIIOM, B MOPiBHSAHHI 3 rpynaMu miane6o (37,5 % nportu
30,3 % [17,9 % npotu 4,1 % nicns movarky miarpumMyBaibHOi Tepamii] y Aocmimkerni CALGB 100104 i
13,0 % mpotu 2,9 % y mocnimxenni IFM 2005-02, BinqnoBigHo). PekoMeHI0BaHO 3M1HCHIOBATH PETEIBHUM
KOHTPOJIb JIKAPEM T2 MAUi€HTAMH 3a O3HAKaMH i CHMIITOMAaMH IIiIBHIIEHO] KPOBOTOYHBOCTI, BKIIOYHO 3
HeTeXisAsMH Ta HOCOBOIO KPOBOTEUEO, OCOOJIMBO B TIAIIEHTIB, SIKi OMHOYACHO OTPHMYIOTh JIiIKapChKi 3aco0H,
IO MOXYTh CIPHYMHATA KpoBoTeuy (muB. po3zin «[lo6iuni peakiiiy, ['eMopariuni posnaan).

VJIMM: nauienty, siki ve niyusrarors TACK Ta oTpuMyroTh JeHanizomin y komoinanii 3 6opresomidom i
JeKcaMeTa30HOM

V mocnimkerri SWOG S0777 relitponeniro 4 crymens 0yIo 3apeecTpOBaHO 3 MEHIIOK0 YaCTOTOIO B IPyIi
KoMbigamii nenammomin/6opresomit/nekcamerason (RVd) nopisusHO 3 rpynoro nopiBHsHHEA Rd (2,7 %
npotu 5,9 %). ¥ rpynax RVd ta Rd wacrora debpuisHoi Hefirponesii 4 crynens 6yna mogi6noo (0,0 %
npotu 0,4 %). IlaricaTd MarOTh HeraHO MOBITOMIIITH PO BHUIAJKY IIJBHINCHHS TEMIEPATYPH; MOXKE
3HaJ06MTHCS MIEpEPBa y IIKyBaHHi Ta/abo 3HMKeHHS 1031 (AuB. po3ain «Crocib 3acTocyBaHHS Ta JO3U»).
YactoTta TpoMGonumToneHii 3-4 crynens Gyna Bumoro B rpyni RVd mopisHaHO 3 rpymnoro nopiBrsaEg Rd
(17,2 % npotu 9,4 %).

YIMM: nanientd, sxi He MiIATaroTh TPAHCIUIAHTAL] Ta 3aCTOCOBYIOTH JEHANAOMiA y KomOinamii 3
HU3bKAMH J03aMH JEKCaMETa30Hy

Heiitponenio 4 crymeHs 6ylI0 3apeecTpOBaHO piimie B Ipymax JeHATiJAoMixy B KoMOiHamii 3 HM3BKOKO
J03010 IEKCAaMETa30Hy, Hix y rpymi mopiBasuHs (8,5 % y Rd [rpuBane nixyBaum:a] Ta Rd18 [nikyBamus
yOpomoBx 18 woTMpuTHXHeBMX uuKiiB] B mopiBHgHHI 3 15% y rpym  xomGiHarii
Mendanan/npennison/Tamigomin) (aus. posain «[loGiuni peakuii»). Emizomm ¢ebGpunsHOi HeHTpomeHii
4 crymens ysromkysanucs 3 rpymnoro mopiasHHES (0,6 % y Rd i Rd18 y mamienrtis, aki oTpuMyBanu
TeHanigoMin/nexcameTason nopisasHo 3 0,7 % y rpymi mendanany/npeIHi3oHy/TamijoMiny) (MB. po3ail
«[ToOiuHi peakmii»).

TpombouuToreHito 3 a6o 4 cTymneHs cnocrepiraty pimme B rpynax Rd ta Rd18, mix y rpymi nopiBHsIHHS
(8,1 % mpotu 11,1 %, BiznOBiAHO).

VJIMM: namicHTH, SKi He MiUIAraroTh TPAHCIUIAHTAIIT T4 OTPUMYIOThH JICHANIOMIA Yy KomOinamii 3
mendantaHoM i IpeHi30HOM

Kom6inarris nesanifomigy 3 MenaiaHoM i MIpeaHi30HOM y KIIHIYHAX BUIIPOOYBaHHX NamienTis i3 Y MM
TIOB’S3aHA 3 BHINOI0 4acToTol  Helrpomenii 4 crymens (34,1% y rpymi  KkomOGimamii
Mendanan/IpeaHi3on/TeHATI oM, micns Kol WAYTh MaIlieHTH, SKi OTpUMYyIOTh JeHamigomin [MPR+R] i
KoMGiHarliio Mendanad/npeIHi3on/TeHATi IoMi, 1 Hai #ayTh nanieHTH, ski oTpuMyroTh miane6o [MPR+p]
B TOpiBHAHHI i3 7,8 % cepen maieHTiB y rpyni xomGinauii MPp+p) (mmB. poszin «[loGiuni peakmii»).
Emisomu ¢ebpunsHoi Heltpomenii 4 crymens cmoctepiramu Hedacto (1,7 % cepel Mali€HTiB Tpym
MPR+R/MPR+p B nopisnsnsi 3 0,0 % y nanientis rpyna MPp+p) (qus. po3ain «[lo6idni peakirii»).
Kom6inariis neHanigominy 3 MeadanaHoM i MpeaHi3oHoM y Hali€HTiB i3 MHOXHHHOIO Mi€JIOMOIO II0B’d3aHa
3 BHIIOIO 4YacToTol0 Tpomboumromenii 3—4 crymens (40,4 % y mnaumientiB rpyn MPR+R/MPR+p B
nopiersuHi 3 13,7 % cepen nauienTis rpymu MPp+p) (muB. po3nin «[lobigni peakiii»).

MM: naniesTy, SKi OTPUMAIH IPHHAKNMHI OJIHY JiHIIO Tepamnii
Kom6inalis eHarioMiy 3 JeKcaMeTa3oHoM y mauieHTiB 3 MM, siki oTpuMany npuHaiMHI OfHY JNiHIIO

Teparii, OB si3aHa 3 BHUINOK YacTOTOI HedTporeHil 4 crymens (5,1 % y DalieHTiB, SKi OTpUMYBaIH
JeHaTioMi/AexcaMeTa3oH y nopiBHsHHI 3 0,6 % ceper mauieHTiB, AKi IpuiiMaTy ane6o/AeKcaMeTa3oH)
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(muB. posain «[lo6iumi peakuii»). Emizomn ¢ebpmisHoi HeftTponenii 4 cTyneHs Oyno 3apeecTpOBaHO
geuacto (0,6 % y mamicHTiB, SKi OTpHMyBaiM JeHamimoMin/mexcamerasod mopiBHsHO 3 0,0 % cepex
HAIi€HTIB, AKi NpuiManu mianebo/aekcamerason) (muB. po3ain «ITobidHi peakiiin).
Kom6iHaris IeHami oMy 3 JeKcaMeTa30HOM Y MALIE€HTIB i3 MHOXHHHOIO Mi€JIOMOIO [I0B’S3aHa 3 BHILOIO
4acToTo0 TpoMmbomuronenii 3—4 crynens (Biamosiguo 9,9 % i 1,4 % cepen NaIieHTIB, SKi OTPUMYBAIK
JeHaJTiAoMi 1/ fekcaMeTa30H nopiBusHO 3 2,3 % 1 0,0 % y marieHTiB, sSKi npuitMamu 1ane6o/ 1eKkcaMeTa3oH)
(auB. posnin «[loGiuHi peakiii»).
MJC
JlikyBanua nenanigoMizom y narientis 3 MJIC noB’s3aHe 3 BUIIOIO YaCTOTOIO HEUTpOMNEHil 3—4 cTymeHs Ta
TPOMOOLIUTONEHIT B OPIBHAHHI 3 Halli€HTaMy, siKi npuiiMany miane6o (auB. posmin «[lo6iyni peakmiin).
MKJI
JlikyBaHHs neHantizomigoM namienTis 3 MKJI moB’s3aHe 3 BHLIOI 9acTOTOXO HeWTponeHii 3—4 crymnens B
HOpIBHAHHI 3 MAlll€HTaMu B KOHTPONBHIM rpymi (nuB. po3ain «[lobigHi peakiiin).
@J1
Kom6inariis nenamigominy 3 purykcumaOoM y namientis 3 GJI moB’si3aHa 3 BHIIOIO YaCTOTOI HEHTPOMNEHil
3—4 cryneHs B NOpIBHAHHI 3 mNamieHTamMH B Tpymi komOinanii miamebo/purykcumab. DeOpuibHy
HelTpoNleHiI0 Ta TPOMOOIMTONEHIKO 34 CTymeHs dYacTillle peecTpyBaiM B TIpymi KoMOiHarii
neHamgoMin/putykcumab (aus. po3ain «IlobigHi peakmiin).
Poznadu 3 6oky uwjumonodionoi 3anozu
3adikcoBaHO BHNAJIKH TIiNOTHPeo3y Ta rimeprupeody. Ilepen mouaTkoM JiKyBaHHS pPEKOMEHIIOBAHO
IPOBECTH OITHMAILHHMM KOHTPOJB CYIYTHIX 3aXBOPIOBAaHb, SKi MOXYTh BIUIMBAaTH Ha (QYHKILIO
IUTONIOAIOHO] 3a1031. PeKoMeH10BaHO 3/IiiCHIOBATH KOHTPOJIb (PYHKI] ITONOAIOHOT 311031 Ha ITOYaTKY
Ta BIPOJIOBX JIIKYBaHHS.
Hepucdhepuuna netiponamis
JlenanmifioMisT — Il CTPYKTYPHMEH AHAOT TAliJOMidy, IO, SK BiJJOMO, CIPHYUHAE TDKKY HEpUMEpHIHY
Heitponatiro. He cmocrepiranu 36inbiueHHss wactoTd mepudepuunHol HeHpomarii IIpH 3acTOCYBaHHI
JTeHamizoMify B KoMOiHamii 3 mekcameTasoHoM abo MendanaHoM Ta NpeAHi30HOM, abo MOHOTepamii
JEHATAOMIZIOM, a60 IIPK TPUBAIOMY 3aCTOCYBAHHI JICHATIIOMiy Ui JiKyBaHHA Y J[MM.
KoM6iHarlis neHamigomixy 3 BHYTPIIHEOBEHHHM GOpTe30MiGOM i IekcaMeTa3oHOM y HamieHTiB 3 MM
IOB’S3aHA 3 BHIIOK 4Y4CTOTOK mHepmbepuudoi Heiipomaril. [Ipu migmkipHOMy BBelNeHHI GopTezomily
gactota Oyma Hmk4owo. Jsg oTpumaHHS moxarkoBoi iHdopmanii mmB. posxin «[lobGiumi peakmii» Ta
IHCTPYKIIIO [Tt MEMYHOTO 3aCTOCYBaHHS 60pTE30MilYy.
Peaxyis mpansumopro20 nOZipuienns KNiHIYHUX NPOABIE NYXiuHU ma cunopom aisucy nyxauny (CJIIT)
3 orysiAy Ha aHTHHEOIUIACTHYHY aKTHBHICTP JICHATiIoMiTy MoxyTs BUHUKaTH ycknanaeHns CJIIL ITix gac
NiKyBaHHS JIeHATiIOMiToM moBigomisuiu nipo Bunaaxu CJIIIT, y ToMmy dmcii neTansHi (auBs. po3ain «Ilo6ivni
peakii»). Haiipurmuit pusux sunukuerss: CJIII Ta peakiuist TpaH3HTOPHOTO NOTipINEHHS KIIHi9HUX NPOSIBIB
NyXIMHK iCHye B MAlli€HTiB, sIKi MalOTh BHCOKE MyXJNMHHE HABAHTAXKEHHS IEPE] MOYaTKOM JIKyBaHHI.
TakyM XBOPHM IIPU3HAYATH JICHAIIIOMI BApTO 3 00EPEXHICTIO. 3a MMM NallicHTaMK IIOTPiOHO peTENbHO
crocTepiraty, OcoOIMBO IIiJi Yac MEPIIOro MUKTy abo IpH IiABHINEHHI [03H; TaKoX IOTPiOHO
JTOTPHMYBATHCS BiIIOBITHAX 3aCTEPENKHUX 3aXOIB.
ManTiHOKIiTHHHA JiMboMa
PeKOMEHIOBAHO NPOBOJMTH PETENbHHUM MOHITOPHHI Ta OLIHKY peakiil TpaH3UTOPHOTO MHOTipHICHHS
KIiHIYHMX IIPOsABiB MyxJuHH. [TallieHTH 3 BECOKAM 3HA4CHHSIM MIDKHApOAHOrO IPOrHOCTHYHOIO iHAEKCY
npy MaHTiHHOKIITHHHIM niMpomi (MMIII) Ha MOMEHT IIOCTAHOBKH [iarHo3y a0 reHepasizoBaHHM
3aXBOPIOBaHHAM (IPUHANMHI OJ[HE BOTHHUINE PO3MIpoM > 7 ¢M y HaiOiIbIIOMY JiaMeTpi) Ha II0YaTKOBOMY
piBHI MOXyTh OyTH B IDyIli PH3MKY PO3BUTKY PH3HKY PeakUif TPaH3UTOPHOTO NOTipIIEHHS KIIHIYHHX
nposiBiB IyxyuHA. Taki peakiii MOXyTh OyTH NOAIOHHMH A0 TIPOTPECYBaHHS 3axXBOPIOBAHHA. Y
nocmmxeHHEssx MCL-002 it MCL-001 mamieHTH, B SKHX PO3BHHYIIMCS PEaKIlil TPAH3UTOPHOTO HOT1PIIEHHS
KTiHIYHMX OPOSBiB IyXIMHH 1-2 CTymeHs, OTPUMYBIH AJIA JiKyBaHHS CHMIITOMIB KOPTHKOCTEPOIAH,
HECTEPOiNHI MpOTU3aNalbHI Ta/abo HapkoTH4HI 3HeOCOmOBaNbHI 3acobu. PimIeHHS mpo 3acTOCYBaHHS
TepaneBTHYHHX 3aXOMiB IIPY TAKUX PEaKIlisiX BapTo MPUHMATH IICNISA PETENBHOI KIiHIYHOI OMIHKH CTaHy
KOHKPETHOTO IaricHTa (auB. po3ainu «Crocib 3acrocysanHs Ta 1o3u» Ta «[1oGiuni peakiriin).
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QounikyisipHa giMboMa

PeKoMeHJOBaHO MPOBOJWTH PETENLHHUA MOHITOPUHI T4 OIIHKY peakmii TPaH3UTOPHOTO IOTIpIIECHHS
KJTiHIYHAX OposBiB myxmuHn. Taki peakitii MOXXyTh OyTH MOAiGHUME IO IPOTPECYBAHHS 3aXBOpIOBaHHs. [l
JNiKyBaHHS CHAMITOMIB MAIIEHTH 3 PEaKI[isiIMi TPAH3UTOPHOTO MOTIPINEHHS KIiHIYHUX NPOSBIB MyXJIMHY 1—
2 CTyIEeHs OTPUMYBAIH KOPTHKOCTEPOI/IN, HECTEPOIAHI IPOTH3ANATIBHI Ta/ab0 HAPKOTUYHI 3HEOOIIOBATIBHI
3acobu. PillleHHs ITpo 3aCTOCYBaHHS TEPANEBTHYHMX 3aXOJiB IIPH TAKHX PEAKIisX BapTO MPUAMATH MiCIA
PETENLHOT KIIIHIYHOT OMiHKK CTaHy KOHKPETHOTrO MamieHTa (auB. po3aimu «Crnocib 3acTocyBaHHs Ta JIO3U»
Ta «[ToOi4HI peakmii»).

PexoMeHTOBaHO 37ilicHIOBaTH perebuuii Mouitopuar CJIIL. ITamienTn MaroTh OyTH no6pe rigpaToBaHi Ta
oTpumyBatH mpodinaktauny tepamito CJIIT Ha m07aTOK A0 MIOTHXHEBOro 0ioXiMiYHOro aHami3y KpoBi
NPOTATOM HEPIIOTo MUKy Tepamii abo TOBIIe, 3aIeXHO Bil KIiHIYHUX moka3aHp (quB. po3ainu «Crocié
3acTOCyBaHHs Ta A03u» Ta «I106idHiI peaxIii).

[lyxaunne HABAHMANCEHHA

MamnrTiliHokniTHHHA JiMdoma

Jlenamizomia He peKOMEHIOBaHUI JUIS JIIKyBaHHS NAIi€HTIiB 3 BACOKUM ITyXIMHHUM HaBAHTAKEHHSM, SKIIO
JOCTYIIHI aJIbTepHATHBHI BapiaHTH JTiKyBaHHS.

Panusa cmepmeo

V nocnimkerni MCL-002 3arainom Gysio Bi3HAYEHO SIBHE HiIBUIICHHS YaCTOTH PAHHBOI CMEPTI (BIIPOIOBXK
20 TkHiB). ITaieHTH 3 BUCOKUM ITyXJTHHHAM HABAHTKCHHAM Ha ITOYATKY JTiKyBaHHS MalOTh I ABUINCHUH
PH3UK PaHHBOI CMEPTi; B rpymi JeHamigominy Oymo 3apeectpoBano 16/81 (20 %) paHHix cmepTeid, a B
KOHTpOJIBHIH rpymi — 2/28 (7 %). Ypomosx 52 THXHIB BiqOBiHI Moka3HuKK cTanoBumm 32/81 (40 %) Ta
6/28 (21 %).

IHobiuni peaxyii

V pocmimxerri MCL-002 B rpymi nmenamigomigzy 11/81 (14 %) y malfieHTIB 3 BHCOKHM IyXJIMHHUM
HABaHTAXKEHHSIM NPHIMHMIA JTIKYBaHHS [l Hac MEpLIOro NWKIY JiKyBaHHS npotH 1/28 (4 %) ocib y
KOHTPOJBHIN rpymi. Y Ipymi JEHaliZOMiLy OCHOBHOIO HPHYMHOIO CKAaCyBaHHS Tepalii B IAI€HTIB 3
BHCOKHM ITYXJIMHHHM HaBaHTaXEHHAM IIiJ Yac MEpIIOro UMKILY JiKyBaHHA Oymu mobiuni peaxii, 7/11
(64 %).

ToMy 3a DaLi€HTAMH 3 BACOKUM IMyXJIMHHUM HaBaHTKEHHAM IOTPiOHO PETENHHO CIOCTEPIraTH Ha BUNAL0K
BHHUKHEHHS MOOIYHHX PEaKI(il, 30KpeMa O3HAK PeaKIlii TPaH3UTOPHOTO HOTipINEHHs KIiHIYHHX IIPOSBIB
myxarHM. [HdOpMAIis 100 KOPUIYBAHHS J03M B pa3i BUHUKHEHHS TaKUX PeakIliif MiCTHTHCS B PO3ALIL
«Cmoci6 3acTocyBaHHS Ta HO3HM». BHUCOKe IMyXMHHE HABaHT)KEHHS BH3HAYAJIOCH SK IOHAKMEHUIE OIHE
IIyXJIMHHE BOTHHUINE >5 M Y miameTpi abo 3 BOTHHINA PO3MIPOM >3 CM KOXKHE.

Anepeaiuni peaxyii ma msicki wiKipni peakyii

V nauieHTiB, 0 3aCTOCOBYBAIH JICHAIOMIT, Oy10 3adikcOBaHO BUIIAJKHU AJICPriUyHUX PEaKIlii, BKIIOYHO 3
AHTIOHEBPOTHYHMM HAGPIKOM, aHA(DIIAKTHIHOIO PEaKIi€lo Ta TSHKKMMHE IIKiPHUMH PEAKIIIMH, BKIIFOYHO 3
cuagpomoM CriBencona-J[xoncona (CCJ), TtoxcuunuM emimepmamsamM Hekpomizom (TEH) i
MeIUKaMEHTO3HY PeaKiliio 3 eosunodimiero ta cucremunmu cumrroMamu (DRESS) (us. poszin «ITo6iumi
peakiii»). JIikapi MaroTh moinOpMyBaTH HAMiEHTIB PO O3HAKU Ta CHMIITOMM X PEAKIliif, B pasi pO3BUTKY
SKUX TALI€HTaM CJIiJl HETalHO 3BepTaTHCs [0 Jikaps. Y pa3i BHHAKHEHHS aHT1OHEBPOTHYHOIO HaOPSKYy,
anadinakTHYHOI peaknii, ekcomiarnBHuX a6 OyIHO3HUX BHCHIIIB Ha IKipi a6o mino3pu Ha po3BuToK CCl,
TEH a6o DRESS Tpe6a NpUIHMHATH 3aCTOCYBaHHS JICHAMiOMidy. Y pa3i BHHHKHEHHS IHINMX BHJIB
IIKIPHAX peaKiliif, 3aJeXHO BiX IXHBOI CEpHO3HOCTi, BapTO PO3MNIAHYTH HEOOXIAHICTH NEPEPBH Y
3acTocyBaHHI 260 BiaMiHM JeHanizominy. IlanieHTH, y SKHX paHillle IIpH JTiKyBaHHI Tamigomizom Oynu
anepriuni peaknii, MaroTh mepeOyBaTH i PETENBHEM KOHTPOJEM, OCKUIBKH B HAyKOBiH JiTeparypi €
TIOBiITOMJICHHS IIPO MOXIIHBY IIEPEXPECHY Peakilito MK JeHamigoMinoM i tamizomigoM. Jlenamigomin He
MOJXKHA NpPHU3HAYATH NAI€HTAaM, Y SKAX B aHaMue3l Oymd TSOKKI IIKipHI peakiii Ha Tii 3aCTOCYyBaHHS
TaJi IOMiTy.

Lpyee nepsunte 3nosaxicue nosoymeopenns (JIUI3H)

V knigiuamx BumpoOyBaHHSAX OyJIO Bi3HA4YEHO BHINY YaCTOTy BHHMKHEHHS [PYroro I€PBHHHOIO
3n0sKicHOro HoBoyTBopeHHs (JIII3H) cepen maimieHTiB 3 Mi€TOMOIO, SKi paHillle OTPEMYBAIH JTiKyBaHHS
xoMOiHamieo aeHamgoMin/nexcamerason (3,98 ma 100 nroaMHO-pOKIB) y MOPIBHSAHHI 3 KOHTPOJBHOKO
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rpymoro (1,38 wa 100 moxuno-pokis). Heiupasuui JII3H oxommoBanmi 6Ga3albHOKIITHHHEHK i
IUIOCKOKJIITUHHUM paK mKipu. Binsuticts insasuBHux JII3H Gynu 310SKICHUMHU COTIJHUMH ILyXJIMHAMHA.
V kiIiHiYHMX BUIPOOYBAHHSX CEepejl MAIEHTIB 3 BIEpIIe JiarHOCTOBAHOI MHOXKMHHOIO Mi€JIOMOIO, SIKI HE
HiUIArafoTh TpaHCIUIAHTAIlii, Oyao BigsHaveno 36inpmenHs B 4,9 pasu dacrotd remaronorigaux JII3H
(Bumazgxu roctpoi mienoinHoi neiikemii (TMJI), MJIC) y mamieHTiB, sKi OTpHMyBalH JICHAIIOMIJ Y
xoMbinamii 3 MendananoM i mpeAHi30HOM 10 mporpecyBaHHs 3axBoproBaHH (1,75 Ha 100 m0AMHO-POKIB) B
IOPiBHSAHHI 3 THMH, XTO IpuiiMas mendanad y komOinarii 3 mpexaizoroM (0,36 Ha 100 iroquHO-POKIB).

V maumienTtis, ski npumiiMamd Jenamigomin (9 uuiie) y komOiHamii 3 MendanaHOM 1 HpeTHI30HOM,
crocTepirany 36inpmends y 2,12 pasu actotu comiasonyxiauaaux JIII3H (1,57 na 100 moxuno-pokis) y
TIOPIBHSHHI 3 XBOPHMH, II[0 3aCTOCOBYBaTH Menbanan y kombiHanii 3 mpearizornom (0,74 ma 100 moxuno-
POKIB).

Cepen mamieHTiB, SKi OTpUMYBAIH JICHANIZOMIN y KoMOiHamil 3 JEKCAMETa30HOM [0 IIPOrpeCyBaHHS
3aXBOpPIOBaHHsA a60 BIpoaoBxK 18 Micsris gacrora remaronorigaux JI13H (0,16 ra 100 moauHO-pOKiB) HE
Oya BHIIOIO B MOPIBHAHHI 3 MAIliEHTaMH, SKi 3aCTOCOBYBATH TalifoMin y koMmbiHamii 3 mendanaHoM i
mpeauizonoM (0,79 ra 100 moauHO-POKIB).

Cepen marieHTiB, sSKi OTpUMYBaIM JieHaTioMix y komOiHamii 3 A€KCaMeTa3oHOM O IPOrpeCyBaHHsS
3aXBOPIOBAHHA a00 BIPOOBK 18 MicsuiB, ciocTepirany migBUIIEHHS B 1,3 pa3a 4acTOTH COITHUX ITyX/IMH
JITI3H (1,58 ma 100 moauso-poKiB) B OPIBHAHHI 3 Alli€HTAMH, SIKi 32CTOCOBYBAaTH TaiJOMiZ y KoMOiHamil
3 Mendananom i npenizonom (1,19 va 100 moauHO-poKiB).

V nanjenris 3 VIMM, sxi oTpuMyBaId JeHATIZOMII B KOMOiHAIil 3 GOpTe30MiOOM 1 AEKCAMETA30HOM,
gacToTa remarosorianux JIII3H cranosuia 0,00-0,16 aa 100 T0AUHO-POKIB, 8 9aCTOTA COJIAHOMYXTHHHUX
JII3H mopieuioBana 0,21-1,04 Ha 100 mroanHO-pOKIB.

Iigsumenuii pusuk BunukHenns JII3H, noB’s3anuii i3 TeHaNiJOMIIOM, TAKOX PEICBAHTHHH y KOHTEKCTI
VJIMM micis TpaHcIulaHTaIlii cToBOypoBrX KITiTHH. Xoda Iei PU3HK IIe He J0 KiHII BHBYCHHH, Tpeba
aM’sITaTH PO HBOTO, INIAHYIOYH 3aCTOCYBAHHS JICHATIIOMIly 32 TAKHX YMOB.

YacToTa reMaToJOriYHIX 3I0SKICHEX HOBOYTBOpeHsb (Habiyactime e I'MJL, MJIC i B-xniTuHHI 37105KicHI
HOBOYTBODEHHs, 30Kkpema JimMdpoma Xomkkina) crasoBmiaa 1,31 nHa 100 iromuHo-pokiB AIs Ipyn
nenamigominy ta 0,58 ma 100 moauHo-pokis mms rpyn mwiarne6o (1,02 za 100 moauHO-pOKIB /IS NAIIEHTIB,
axi mpuiimanu nenanigomin micas TACK i 0,60 Ha 100 moauHO-pOKiB 171 NANi€HTIB, AKi HE NpHiiMann
nenamigomin micias TACK). Yacrora conimmonyxmmanux B3H cranosuna 1,36 Ha 100 moauHO-pOKiB 11
rpyn nenamigomizy ta 1,05 na 100 moausO-pokiB mis rpyn mrane6o (1,26 ma 100 moamHO-pOKIB U
manienTiB, ki mpuiiMamu nenamigomin micist TACK i 0,60 ma 100 mroxuHO-pOKiB VIS MALIEHTIB, SKi HE
npuiivany desatigomiz micins TACK).

Ha pusux possutky remaronorigaux J[T3H Bapro 3BakaTH mepex NMpU3HAYCHHAM JEHANOMiTy abo y
koMOinanii 3 Mendaranom, abo oxapasy micias Bucokoi no3u Mmendanany ta TACK. BuxopucroByroun
CTaHJApTHI JiarHOCTHYHI METOAW JiKapi NOBHHHI SK 10, TaKk # YIOPOJOBK JIKYBAHHS, DPETEIBHO
o6cTexyBaTy XBOpUX Ha BUnanok Busisienss JII13H, i npoBoxuTy miKyBaHHS BilOBIAHO A0 MOKA3aHb.
Ipozpecysanns 0o 2ocmpoi mienoionoi reiikemii npu MJIC nuzbko20- ma cepednv020-1 pusuxy

Kapiotun

BuxinHi HOKa3HUKH, BKIFOYHO i3 KOMIUIEKCHOO IHTOT€HETHKOIO, OB’ A3aHi 3 IPOrPECYBaHHAM A0 FOCTPOL
MienoinHoi nefikemii (TMJI) B ocib, ki 3ayiexXaTh BiJi MEpeIMBaHHS KPOBi Ta MAIOTh TCHETHYHY aHOMAJIiO
Del (5q). B 06’¢ananomy anaimisi fBoX KiiHi9HEX BANpoOyBaHb jeHatifomigy npu MJIC 3 Hu3pkuM- abo
cepenHimM-1 piBHEM pU3HMKY B OCi0 i3 KOMIUIEKCHOIO IHTOTEHETUKOIO OyB HaWBHINMI PO3paXyHKOBHH 2-
piYHHI KyMyISTHBHME pu3uk mporpecyBanns 1o I'MJI (38,6 %). V marieHTiB 3 i30/1b0BaHOI0 aHOMAJTIEIO
Del (5q) neit mokasuuk cranosuB 13,8 % y mopisusuHi 3 17,3 % mns maniedTis 3 generiero (5q) Ta oaHiero
JIOJATKOBOIO IUTOT€HETHYHOIO aHOMAITIEIO.

SIK HacCJIiJOK, CITiBBiAHOIIEHHS KOPUCTE/pU3UK JteHanigominy, komu MJIC nos’s3anuii 3 anomaiiero Del (5q)
Ta KOMIUIEKCHOIO IIUTOTEHETHKOIO, HE B1IOMO.

Cratyc TP53

Myranis TP53 npucytus y 20-25 % mauientis 3 MJIC HH35KOr0 pH3HKY, IO MAIOTh AaHOMAJLIO JIEELI€r0
(59), i moB’s3aHa 3 BHUIMM pPH3MKOM IIpOrpecyBaHHS A0 rocTpoi MmiemoimHoi neikemii (I'MJI). V
PETPOCIIEKTUBHOMY aHaNi3i KIIiHiYHOro BUIIpoOyBaHHs teHatigoMigy npu MJIC su3skoro abo cepeiHboro-
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1 pusuxy (MDS-004) po3paxyHkoBa 2-piuna dacTora nporpecyBanus o I'MJI cranosuna 27,5 % cepen
HA€HTIB 3 IO3UTHBHAM pe3yibTaroM iMyHorictoximignoro (II'X) nocimxenHs excupecii 6inka p53 (1 %
HOPOTOBHi PiBEHB CHIBLHOTO SAEPHOro (apOyBaHHS 3 BUKOPHCTAHHSIM IMyHOTiCTOXIMiYHOTO OIIHIOBAHHS
6inka p53 gK HEMPAMOIo MOKasHHUKa crarycy mytanii TP53) ta 3,6 % y namienTis 3 HeratusHuM [I'X-p53
(p=0,0038) (muB. po3ain «Ilo6iuni peaxmii»).

Pozeumox inwux snoskicnux nosoymesopens npu MKJT

I'MJI, B-xmiTuHHHI 370sKicHI IyxXIUHH Ta Hemenanomumit pak mkipu (HMPII) e igeHTudiKoBaHMME
pusukamu mpu MKIJL

Jpyze nepsunne 3109KicHe HOBOYMBOPEHHA NPU orikyaapHil nivgbomi

V jocrmifkeHHI 3a ydacTi IANIEHTIB 3 pPeLUAMBHON/pedpaKkTEepHOIO IHIONEHTHOIO HEXOMKKIHCHKOIO
nimpomoro (iIHXJI), B sike 6yI0 BKIOYEHO MAIEHTIB 3 (GOIIKYIAPHOIO JiMOMOIO, HE CIOCTEPIraid
migsumenns pusuky JII3H y rpyni xomGiHanii JeHaminoMin/puTykcumab y MOpPiBHSHHI 3 TpPYIOIO
nnanebo/putykcumab. Y rpyni komGiHamil JeHATIOMiJ/pUTYKCHMab 4acToTa TaKOro Ie€MAaTOJIONYHOro
JII3H, six AT'JI, nopisaroana 0,29 na 100 sroauno-pokis y mopiesiaHi 3 0,29 Ha 100 1roauHO-POKIB cCepe
Hali€HTiB, AKi OTpEMYBaH maneGo/purykcumab. 3aransHa 4acToTa TeMaTOIOTIYHHX 1 CONTHOMY XTHHHUX
JIT3H (uxmouno 3 HMPIII) cranoBuna 0,87 na 100 nroquHO-pOKiB B IPYII JIEHAT JOMil/pATYKCHMA0 y
nopipasHAL 3 1,17 Ha 100 moguHO-pOKIiB cepel malieHTiB, AKi OTpuMyBamH mianedo/purykcumatb i3
cepeHiM MEPioIoM MOAATBIIOTO crocTepexeHHs: 10 30,59 micans (ainazon: 0,6-50,9 micsrs).

HMPIIl sBmage coboro ineHTU(IKOBaHWN PU3MK 1 OXOIUTIOE IUIOCKOKIITHHHHM pak mKipu a6o
0a3anbHOKIIITUHHUH pak.

JlikapsM MOTPiOHO CTEXWUTH 3a MallicHTaMu Ha BUmagok po3uTKy JIIZH. Posrnsnaroum MOXIMBICTH
NpH3HAYEHHs JICHANOMily, BAPTO BPAaxOBYBATH SK NOTEHIIHHY KODHCThH JICHAJOMiXy, TaK i pHU3MK
punukHeHHS JI13H.

Posznaou ¢hyuxyii neuinku

V nmanieHTiB, SKi OTPHMYBAJIH JIEHANIZIOMI y CKJIa[i KoMOiHOBaHOI Tepailii, Oy10 3apeecTpOBaHO BHIIAIKH
HEeYiHKOBOI HEJOCTATHOCTI, BKIIOYHO 3 JIETAJIbHUMH BHIa Kamu. [IOBiTOMIIIN PO Taki MOPYIIEHHS, SK
roCTpa NediHKOBA HEJOCTATHICTh, TOKCHYHUM TeMaTUT, IUTONITHIHHHN TeIIaTUT, XOJIECTATHIHAM IeNaTuT i
3MImaHWH TUTONITHIHUNA/XOIECTaTHYHUA rematut. MexaHi3M# TSDKKOI TeaTOTOKCHYHOCTI, CIIPHYMHEHO]
IpenapaToM, HE BiIOMi, XO4a B JESIKHX BHUNAIKaX YNHHHUKAMH PH3UKYy MOXe OyTH HadBHE B aHAMHE3I
BipyCHE 3aXBOPIOBaHHs MEYiHKH, [iJABMINCHUN BUXi[HUN pPiBEeHh INEUiHKOBHX (EPMEHTIB i, MOXIHBO,
JIIKYBaHHS aHTHO10THKAMHU.

Byno 3aikcoBaHO BUNAAKH BiJXMJICHHS BiX HOPMH pe3ybTaTiB QyHKIIOHAIBHUX Npo0 MEYiHKH, SKi Oyiu
3a3BHYal 6E3CHMIITOMHMMH Ta IIOBEPTAIUCA 10 HOPMH IICIIS IPUIIHHEHHS JiKyBaHHA. ITicis moBepHEHHS
[apaMeTpiB 0 BUXIJHOTO PiBHS MOXHA PO3TILIHYTH MOXIIUBICTE IPOJOBXXEHHS 3aCTOCYBAHHS IPEIapaTy B
HAXKYIA 1031.

Jlenanimomin BEBOAUTBCS HHpKAaMH. BaXIMBO KOPHMTYBAaTH 03y B HAIU€HTIB 3 NMOPYIICHHAMH QYHKIII
HUPOK JIJIi YHUKHEHHS JOCATHEHHS B IUIa3Mi KPOBI PiBHIB, SKi MOXKYTb ITiJBUIUTH PH3HUK FEMATOJNOTIYHUX
HO0OIYHMX peaxiiii abo renaToTOKCHYHOCTI. PeKoMEHJ0BaHO MOHITOPHHT QYHKIIIT NEYiHKH, 30KpeMa KO
HasBHA 260 Oyna B aHaMHe31 BipycHa iHQeKIIis meqinku, abo KoM JeHATIAOMiT KOMOIHYIOTE 3 JIIKapCHKHMH
3acob6aMu, sIKi [IOB’A13aHi 3 MOPYIICHHAMH (YHKIIT HEIiHKH.

Indhexyin 3 neiimponenieio abo be3 Heumponeuil

[anieaTn 3 MM cxunehi 10 imdexmii, 30kpema 1o mHeBMoHii. YacToTa iH@exmid Oyma BHIIOK IpU
3acTOCYBaHHI JeHamoMiay B KomGiHauii 3 mexcamerasonoM, Hix 3 MIIT (mendanan, mpenmizon i
Tamigomia) y nanienTis 3 VMM, ski He MiAJIsraroTs TpaHCIUIAHTALT, 1 TPH 3aCTOCYBaHH] MATPAMYBATBHOL
Tepamii JNeHATIOMiZoM y mopiBHSHHI 3 Iianebo cepex nanieHTiB 3 Y/IMM, sxum 3pobuna TACK.
Iadexuii > 3 cTyIeHs BUHAKAIM B KOHTEKCTI HEUTPOIeHil y MEHII Hix ofHiel TpeTuru nanienTis. [TorpibHO
YBaXXHO CIOCTEPITaTH 3a MAIliCHTaMM 3 BiJOMMMH YHHHUKAMH PH3UKY BHHHKHEHHs iHQeKuii. Vcim
Hani€HTaM BapTO PaJWTH HETAHHO 3BEPTATHCS 10 JiKaps MpH IEpIIMX O3HakaX iH¢ekuii (Hampukiam,
KallleNb, IiJIBUIEHHA TEMIIEpATYpH Ta iH.), 00 BYACHO PO3MOYATH JIKYBaHHSI Ta 3MEHIIMTH TSKKICTh
IIPOSBIB.

Peaxmusayis gipycnol ingexyii

V manieHTiB, SKi OTPUMYyBaId JieHANigoMin, Oyio Bil3HaueHO BHIIANKH PEaKTHBAIil BipyCy, 30Kpema
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Cepiio3Hi BAIAIKH PEaKTHBAIII OIepi3yBalbHOTO repiecy abo Bipycy renatury B.

Jleski BUIIAAKy BipyCHOI peakTHBaIlii MaaH JeTATbHI HaCIiAKA.

HactigkoM fesIKuX BUIIAAKIB peaKTHBAIIIT OIepi3yBabHOTO reprecy Oyinu IuceMiHOBaHU onepizyBalbHUMA
repriec, MEHIHTITHHN OIEpi3yBaIBHMIA repmec abo ONEpi3yBaJIbHUN Teprmec 3 OQTaIbMOJIOTIYHMMH
YCKIafHEHHSMH, [0 BHMAarac TUMYAacOBOIO YTPHUMAaHHS Bif JIIKyBaHHS a00 IOCTIHHOTO IPHUIUHEHHS
NiKyBaHHS JICHATIIOMIIOM 1 IpU3HAUEHHS HAJIEKHOI IPOTUBIPYCHOT Teparlii.

3pigKa peecTpyBaIM BEIAAKA PEAKTUBAL] reaTuTy B y marieHTiB, 0 OTpAMYBAIM JECHATIIOMIJ, AKi Oy
nonepeaEbo iHdiKoBaHi BipycoM remaruty B. Jleski 3 TUX BUNAAKIB IPOTpeCyBaIy 0 roCTpoi Ne4iHKOBOI
HEIOCTATHOCTI, HACJIiAKOM AKOI OYJIO IPUIIHHEHHS 3aCTOCYBaHHS JICHAIIOMiAY Ta IPH3HAYE€HHS HAEKHOL
npoTHBipycHOT Tepanii. [Tepes moyaTkoM 3acTOCyBaHHS JEHATIIOMi Ly TOTPiGHO BCTAHOBHTH CTaTyC BIpyCy
remaruty B mamienta. IlamieHTaM 3 DO3MTHBHEM pe3yJdbTaToM aHai3y Ha Bipyc remartuty B
PEKOMEH/TyeThCsl KOHCYIIbTALlis JIiKaps, SKiii Mae OCBij y NikyBaHHi renatuty B. Tpeba 3 oGepexHicTio
3aCTOCOBYBATH JIEHAIIJOMI/l y IAI[i€HTiB, omepeAHbo iHdikoBaHUX renaTutoM B, 30KpeMa B Malli€HTiB, IO
¢ antu-HBc no3utuHuMY, ane HBsAg meratusaumu. I1i yac miKyBaHHS MOTPiGHO yBaXHO CIIOCTEpiraTH
3a UMM [aIlicHTAMHE Ha BHIIAJ0K BUHUKHEHHS O3HAK i CHMIITOMIB aKTUBHOTO renarury B.

Ipozpecyioua myremuporarpra aetikoenyedaronamis (ITMJT)

IIpu 3actocyBanHi neHamizominy Oyno Bia3HadeHo Bumanku IIMJI, BKIIOYHO 3 BHIAAKaMH 3 JETaNbHUM
HacmigkoM. IIMJI peecTpyBanu B NEpiox Bif KiNBKOX MICSIIB IO KiJIbKOX POKIB MiCIIS HOYATKY JIKYBaHHS
neHanizomizoM. IIMJI ciocTepirany 9acTilie B MAI[€HTIB, SKi CYIIyTHBO 3aCTOCOBYBAIM JIEKCAMETa30H abo
HOIIEPEHEO 3aCTOCOBYBAM IMYHOCYIIpECUBHY XimioTepamito. Jlikapsm Tpeba 3MiHCHIOBATH PETYJISpHUM
KOHTpPOJb CTaHy HamieHTiB i 3Baxkatu Ha [IMJI, mpoBomsum aubepeHIlifiHy MiarHOCTHKY B MALEHTIB 3
BUHUKHEHHSM HOBHX a00 HOTIPIIEHHSIM B)K€ HASBHHX HEBPOJOTiYHUX, KOTHITHBHHX a00 IOBENIHKOBHX
o3HaK i cumnToMiB. IlarieHTaM TakoX BapTo peKOMEHIYBATH iHGOpMyBaTH CBOTO YOJIOBiKa/ApYXHHY ab0
ocib, sKi 332 HEMM JOINSIAI0Th, IIPO CBOKO TEPAITi0, OCKIIBKH OJIU3BKI MOXYTh IIOMITUTH CHMIITOMH, AKHAX
MALIE€HT HE YCBIAOMIIIOE.

OmnintoBarns [TMJI Mae rpyHTYBaTHCS Ha HEBpoJIoriunomy obcrexerHi, MPT romoBHOro Mo3ky Ta aHaisi
cIIMHHEOMO3K0BOI pinuau Ha JIHK Bipycy Jxona Kanninrema (BJIK) MeTomoM mostiMepasHoi JIAHIFOTOBOL
peaknii (ITJIP) a6o 6Giomcii rososroro mo3ky 3 pocmixerasM Ha BJIK. Herarusuuii pesymsrar ILJIP-
ananizy Ha BJIK me Bukmouae IIMJL JlomarkoBe CHOCTEPEXKEHHS Ta ONIHIOBAHHSI MOXYTh OyTH
BUIIPAaBIAaHUMHU, AKIIO HE MOXKHA BCTAHOBHUTH aJIbTEpPHATUBHMH J1arHO3.

V pasi migo3pu ma [TMJ] nofansiie 3acTOCYBaHHs Ipenapary Tpeba MpH3ynuHATH 10 BUKIodeHHs [IMJL.
Sxmo miaTBepmKeHo miarHo3 IIMJI, nikyBaHHs NeHamioMizoM mOTpi6HO cKacyBaTH Ta Oinmblie HeE
[IpH3HAYaTH IIpenapar.

Iayienmu 3 Y/IMM

BuIy Y4acToTy HENEPEHOCHMOCTI criocTepiramy (robiuni seuina 3 a6o 4 crynens, cepiiosHi moGiuHi ABHIIA,
NpUIKHEHHS JIKyBaHHs#) B MarieHTiB BikoM > 75 pokiB, cramiero III 32 MDKHapOIHOI CHCTEMOIO
cragiroBanas (ISS), 3 PYHKIIOHATLHUM CTaHOM manieHTa 3a mkanoro ECOG <2 ao KiIipeHcoM KpeaTHHiHy
(KK) <60 Mi/XB, KOMM JIEHATiZOMig 3acTocoByBaid B KoMbGiHamii. IToTpiGHO peTenbHO OUiHIOBATH
HAI{i€HTIB o0 TXHROT 3[aTHOCTI IEPEHOCUTH JIEHATIIOMi y KoMOiHaIil, 3Ba)katouu Ha BiK, cTafiero I1I 3a
ISS, bynkiiosaneRmi cTan manienta 3a wkano ECOG<2 abo KK<60 mn/xp (mus. posauma «Cmoci6
3acTocyBaHHs Ta 103u» Ta «[1o6iuHi peakmii»).

Kamapaxma

YactoTa KarapakTd Oyna BHINOK B MAI€HTIB, SKi OTPAMYBAIM JICHATZOMiA y KomGimamii 3
IEeKCAMETA30HOM, 30KpEMa IPH 3aCTOCYBaHHI BIPOAOBXK TPHBAIOro uacy. PeKoMeHIOBaHO peryssipHUi
MOHITOPHHT 30pYy.

3acmocysanns y nepioo eazimmocmi abo 200y8anHa 2py00i0.

Uepes TepaTOTeHHHH MOTEHIAN JICHATIAOMIZ IPH3HAYAIOTh 32 YMOB JOTpUMaHHA ITporpamu 3anoliranss
BariTHOCTi (UB. po3Ain «OCOGIMBOCTI 3aCTOCYBAHHS»), 32 BUHATKOM iCHYBaHHS HaJiHHHX JOKa3iB TOrO,
II0 JKiHKa He MOJXe 3aBariTHITH.

Kinxu 3i 36epesicenon penpodykmuenolo yukyicio/konmpayenyis y JHCiHOK i YoN08IKi6

Xiakam 3i 36epexeHMM PENpOIYKTUBHOK (GYHKUIEO MOTPIGHO BHKOPHCTOBYBaTH E(pEKTHBHI METOIM
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KOHTpalemuii. SIKImo B KiHKM, fKa 3aCTOCOBYE JICHATIAOMiJ, IiarHOCTOBAaHO BariTHICTB, MOTPIGHO
NPUITEHATH TEPAIIiIo JIEHATIIOMIZIOM, a MalieHTKy TpeGa HaIPaBUTH O JKaps, AKui CIemiani3yeTses abo
Mae JIOCBiJl y TEpATOIOTii [/ OLiIHKK PU3MKIB Ta OTPUMAHHS PEKOMEHAAIIN. Y pasi, AKIIO y JKiHKH, KA €
CTaTeBUM NApTHEPOM TAIli€HTA, KUY OTpEMYyeE JIiKyBaHHS JICHATiJOMiJOM, BCTAHOBIIIOIOTH BariTHICTH,
HOTPiOGHO CHpSMYBaTH NapTHEPKY MAllieHTa 10 JIKapst, KU cremiamizyeTses a0 Mae JOCBiN y Teparoorii
JUISL OIIIHKY PU3HKIB Ta OTPUMaHHS peKOMEHIAIiH.

JlenanizoMin HasBHUH y ciM’sHiH piavHi y TPaHMYHO HU3BKUX KOHIIGHTpALIfX B IIepioj TiKyBaHHS 1 HE
BH3HAYAETHCA Y CiM AHIM pifuHi depe3 3 aui mic/is NPUNUHCHHS 3aCTOCYBAHHS Y 3/0pOBHX Cy6’€KTiB. SK
3amoOKHIU 3aXi, 3BaXKaI0ul HAa MOYKIIMBE 3HIDKEHHS IIBHMKOCTI BUBCACHHS JIECHATIIOMiAYy B OCOONMBHX
Ipylax Halli€HTiB, HAPUKJIAK y MAUI€HTIB i3 mopyureHHsME QYHKITIT HEPOK, BCi IallieHTH Y0JI0BiYOl CTarTi,
AKi TNpUMMAIOTH JICHAOMiJ, HOBMHHI BHKOPHCTOBYBaTH IIPE3EPBATHBU IPOTATOM YCHOTO KypCy
JNiKYBaHHS, IiJ] Yac IPU3YIHMHEHHS IPUHOMY [PEapary i IpoTsAroM 1 TYDKHA MiCIIs NPUITHHEHHS JIKyBaHHSL
B TOMY pa3i, SKIIO HOTO CTATEBUM MAPTHEPOM € BariTHa jiHKa abo JKiHKa PelpoyKTHBHOTO BiKy, SKa He
BHUKOPHUCTOBYE BHCOKOe(EKTHBHI METOIM KOHTpaIEMIi.

Bazimnicmo

JleHanimomiz — Ie CTPYKTYpHHUH aHaior Taiizominy. Bimomo, INO 3acTocyBaHHS BariTHEMH JKIHKAMH
TANiIOMi Ty, IO Ma€ BUPaKeHy TEPATOTEHHY JIi0, CIIPUYHHSIE TKKI IOPYIIEeHHs BHYTPIIIHIX OpraHiB ILIOAa,
AKi MOXYTb 3arpoXKyBaTH XKHUTTIO JUTHHH.

V MaBm JEHATIIOMil BUKIHKAB BaJ¥ PO3BHTKY MOMIOHI /10 ONUCAHKX Y TaliloMiny. OCKiIbKH OYiKYEThCH
TepaToreHHMH e(eKT, JEHATIOMiA [OPOTUNOKasaHWit y Tepiox BariTHOCTi. (IWB.  pO3ALN
«IIpoTurokasanHsy).

L ooysanms 2py0doio

HeBinoMo 4¥ BHAUISETHCS JTEHATIAOMIL 3 TPYJHHM MOJOKOM, TOMY y MEpioj JIKyBaHHs J€HaiI0OMiJOM
T'OJTyBaHHS IPYAIIO IOTPIOHO MIPHIIMHUTH.

Depmunvricmo

TocmimkeHHs GepTUILHOCTI B MAIIOKIB i3 103amu HeHarizominy mo 500 mr/xr (mpubnusHo y 200-500 pasis
6inplne 3a BiMOBiMHI 103K, peKOMeHT0BaH] 1is JroauaH (25 Mri 10 Mr), Ha OCHOBI ILIOIII MOBEPXHI TiNa),
HE MaJIF HEraTHBHOTO BILTMBY HA QEPTUILHICTD i HE COPHYUHSIA 6aThKiBCHKOT TOKCHYHOCTI.

30amuicmy enaugamu Ha WEUOKiCMb peaxyii npu KepyeawHi agmompancnopmom abo  IHuUMU
MeXaHiZMamu.

JlenanigoMin Mae He3Ha4yHHit a60 MOMIpHHI BILIMB Ha 3/IaTHICTH KepyBaTH aBTOTPAHCIIOPTOM ab0 1HIIMMH
MexaHizMamu. I1i 9ac 3acTOCYBaHHS JIEHAIIJOMi Ty OB JOMJISUIH [IPO BTOMY, 3a1aMOPOYEHHS, COHIIMBICTS,
BEPTHIO Ta HEUiTKui 3ip. ToMy Ipy KepyBaHHi aBTOTPAHCIOPTOM ab0 IHIIMMH MEXaHi3MaMH Mali€HTaM
PEKOMEHIOBAHO OYTH 00EpE)KHUMM.

Cnocib 3acmocyeanna ma 003u.

JIikyBaHHS NEHATIIOMIZOM MOTPIOHO WPOBOAMTH IiJ HATNSIOM JHKaps 3 JOCBIIOM IIPOBEICHHS
IPOTHPAKOBOI Teparii.

Jns BCiX MOKa3aHb, ONHCAHUX HUXKYE:

- Jlo3y Tpeba 3MiHIOBATH Ha ITiJICTaBi KIiHIYHUX i JAGopaTOpPHUX JaHUX (mUB. po3ain «OcobmuBocti
3aCTOCYBaHHS).

-V pa3i po3BUTKy HEHTpOIEHiT, TpOMOOLMTONEHIT a60 IHIIX BUAIB TOKCHYHAX QEKTIB 3—4 CTyNeHs
TSKKOCTI, SKIIO BBAXKAETHCH, 10 BOHH OB A3aHi 3 3aCTOCYBAaHHSAM JICHATIIOMINY, PEKOMEHTOBAHO
3MIHHTH JI03y B IIPOLEC JIiKyBaHHs a60 MOHOBICHHA TepaIlii.

-V pasi HeiiTporneHii Jikap Ma€ PO3IIISIHYTH MOXIHBICTh IIPH3HAYEHHA NallieHTy GaKTopiB pocTy.

- SIKmo 3 MOMEHTY IIPOIIyIIEHOro MPHHOMY Iperapary MHHYJIO MEHIIE Hixk 12 roJMH, HaIli€HT MOXe
NPUMHATH If0 MPOMYIIEHyY A03Y Iipenapary. SIKmo 3 MOMEHTY MpPOIYyIIEHOro IPHHOMY IIpenapary
MHHYJIO Oinblie 12 roawH, malieHTy He Tpeba NpHHMAaTH MPOITYIIEHY 03y, HPOTE CIIiJ MPUAHSITH
HACTYIIHY 103y Y 3BHYHHI 9ac HACTYIHOTO JHS.

EOS YBaHHA

Vinepue diaenocmosana muodcunna mienoma (YIMM)
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Jlenaninomin vy xomOiHaiil 3 JleKcaMeTa30HOM JI0 NPOrpecyBaHHsS 3aXBOPIOBAHHS B MALCHTIB, AKi HE
M1 UISTAF0Th TPAHCIIAHTALT

JIikyBaHHS JICHANIJOMIIOM HEe MOYKHA PO3IOYMHATH, SKINO abCOMOTHA KinbKicTh HeHTpodims (AKH)
cranoButh < 1,0 x 10%1 i/a6o pisens TpomGommTis < 50 x 10%/11.

Pexomenooeana ooza

PexoMeHTOBaHa II0YaTKOBA 034 JIEHAIIJOMiy CTAaHOBHUTE 25 M IiepopaiibHo 1 pas Ha 100y 3 1 mo 21 news
HOBTOPHMX 28-IE€HHUX IUKJIiB.

PexoMenmoBaHa 03a nqexcamerasony — 40 mr nepopaibio 1 pas Ha no6y B 1Hi 1, 8, 15 i 22 nosropamx 28-
JIEHHMX IMKIB. IlalieHTH MOXXYTh IPOAOBKYBAaTH TEPANil0 3 3acTOCYBaHHAM JICHALJIOMiZy Ta
JeKcaMeTa30Hy JI0 TIPOTPECYBaHHS 3aXBOPIOBAHHS a00 PO3BUTKY HETIEPEHOCHMOCTI TIKapChKOro 3aco0y.
IHoemanne 3nudNCeHHA 003U

JlenagigomMia? JlexcameTazon?
IloyaTkoBa 1032 25 Mr 40 M
PiBenr no3vBanng 1 20 Mr 20 MT
PiBenr go3yBanus 2 15 Mr 12 Mmr
PiBens so3vBanus 3 10 Mr 8 Mr
PiBeus mo3ysaHHS 4 5 MT 4 Mr
PigeHs mosyBaHHA S5 2.5 mMr He 3acTOCOBYETBCSA

2 3HKeHHs 103U U1 000X JIIKApChKUX 3aC001B MOXKHA POBOAMTH OKPEMO
TpomboyumoneHis
Sxmo pisenb TpoMGonutie | PexomeHnoBaHi i
3MEHIIIYEThCS JI0 < | IlepepBary JTiKyBaHHS JICHAILIOMIIOM IO KiHIIA TUKIy”
25 x 10°/n
BimHoBmoeTbes 10 > | SIKIIO 3aCTOCYBAHHS IIOHOBIIOETHCS B HACTYITHOMY IIMKJIL, 3SMEHIIIMTH JI03Y
50 x 10%/n Ha OJIMH PiBEHb
2 ko Ko30miMiTyBaNBEMM TokcHuHEH edekt (JIITE) BuHHKaE MizHilre 15 JHS MUKITY, 32CTOCYBaHHS JIEHATIIOMILY
Tpeba NPUMMHUATH IPUHAHMHI [0 KiHI HOTOYHOrO 28-1€HHOTO HHKITY.
Abconomnua xinexicmo netimpoginie (AKH) — neiimponenis
Sxmo AKH PexkomennoBani aii?
Crepmy 3MeHIIyeTbesa 10 < 0,5 x 107/ [MepepBary JiKyBaHHS JIEBATIZIOM1IOM
BinmHosmoerbecs g0 0 > 1 x10°n, womu | IIoHOBHTH  3aCTOCYBaHHS  JICHANZOMILYy B
HeWTpoIeHis — equHuil ToKCHIHME edekT, IIo | movaTkoBii mo3i 1 pas Ha no0y
CIIOCTEPITa€THCS
Bimmomoerscs g0 > 0,5 x 10°/m, sxmo | IToHOBATH 3acTOCyBaHHS IEHATiZOMiZy B 1031
Bi3HAYAIOTHCS  JO303AIEKHI  I€MaTOJOTIYHI | IEPINOro piBHS A03yBaHHS 1 pa3 Ha 100y
TOKCHYHI e(beKTH, BiIMiHHI BiJ HeHTpomneHii
V pasi koxHOro mogambmoro 3meHmeHHs < | [lepepBaTu JTikyBaHHS JEHAIITOMIAOM
0,5 x 10°/n
BigHoBmoeThCs 10 > 0,5 x 10°/n IToHOBUTH 3aCTOCYBAaHHS JICHATIAOMITYy B JI03i
HACTYIIHOTO HH)KYOTO piBHs 1 pa3 Ha 100y.
2 Ha po3cy Jlikaps, IKIIO HEHTPOIEHIst — €AMHI TOKCHYHHUH edeKT 3a 6y/1b-IKOro piBHS JO3yBaHHs, MOKHA 101aTH
rpaHyOLUTapHUI KooHiecTHMy moBabHIA (axrop (T-KC®) i minTpuMyBaTH piBeHb JO3yBaHH: JEHATIOMILY.
V pasi po3BHTKY reMaToIOTi9HIX TOKCHYHUX e(eKTiB 3aCTOCYBAHHS JICHATIJOMi Ty MOXKHA Bi/IHOBHTH B 1031
HACTYIIHOT'O BHINOTO PiBHA J03yBaHHS (@K IO MOYAaTKOBOI ZO3M) IICIS MOKpAIIeHHs QyHKIUIT KiCTKOBOTO
MO3KY (BiZICYTHICTH T€MATONOTIUHKMX TOKCHYHHX e(eKTiB yIPOMOBXK HMPHHANMHI 2 IOCHIIOBHAX LHKIIB:
AKH >1,5 x 109/n, akmo piseHs TpomOouuTis > 100 x 109/1 Ha moYaTKy HOBOTO IIHKILY).
Jlenanizomin y koMbinarii 3 6opre3oMiboM Ta eKcaMeTa30HOM i3 MONANBIIO0 TEPaIlielo TeHATIIOMI/IOM 13

MeKCAMETA30HOM JI0 NIPOrPECYBAHHS 3aXBOPIOBAHHS B MAINIEHTIB, K He NiIAral0Th TPAHCILIAHTAIIT
Ilouamxose nixyeanna. Jlenanioomio y kombinayii 3 6opmesomibom i Oexcamemazonom

JlixyBaHHA JTeHaNiToMiToM y KoMOiHaII] 3 60pTe30MiOOM 1 IEKCAMETa30HOM HE MOXKHA PO3IIOYMHATH, SKIIO
AKH <1 x 10%n i/aGo pisens TpomGoruTis <50 x 10%/1.
PexoMeHTOBaHA TOYATKOBA 7034 JIEHATIIOMIAy B pasi ioro 3acTocyBaHHs B KoMOiHalii 3 GopTezomibom i
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JIeKCaMEeTa30HOM CTAaHOBHTE 235 Mr nepopaibHo 1 pa3 Ha 100y 3 1 mo 14 neHb K0XHOTO 21-A€HHOro IMKITY.
Bopresomi6 Tpeba BROAMTH IULAXOM TiiImKipHOi is’exiii (1,3 Mr/m* mwiommi Tina) 2 pasy Ha THXICHb Y IHI
1,4, 8 ta 11 xoxxHOro 21-gennoro nukiay. JlogarkoBy iHGopMarliro Ipo 1034, rpadik 1 KOPUTYBaHHS 03K
JMiKapchKHMX 3acobiB, fKi 3aCTOCOBYIOTHCS B KOMOiHAmii 3 JIEHAIIIOMITOM, MMB. B IHCTPYKISX IHX
npenapariB. PexoMeHI0BaHO 10 BOCEMHE 2 1-I€HHUX IUKIIIB JTiKyBaHHS (24 THXKHI I0YaTKOBOTO JIIKYBaHHS).
IIpoooeoscenns nikysanns: Jlenanioomio y kombinayii 3 0excamemasoHom 00 NPOSPeCyEanHA 3AX60PIOBAHHS
V xoMOiHaIii 3 JeKcaMeTa30HOM IPOIOBKYIOTh PHHMATH JCHANIAOMIN y 1031 25 Mr nepopanbHo 1 pas Ha
100y, 3 1 mo 21 neus moBTopHUX 28-meHHuX nuKiIiB. JlikyBaHHS Tpeba MPOJOBXKYBATH IO IPOTPECYBAHHSI
3aXBOPIOBAHHA 460 PO3BUTKY HEMPUUHATHUX TOKCHYHMX €(EKTiB.

Iloemanmne 3nudicenHs 003u

Jlenamigomin?
IToyaTkoBa s103a 25 Mr
PiBens no3ysanss 1 20 Mr
PiBeHn qo3yBaHHs 2 15 mMr
PiBens no3yBanng 3 10 mMr
Pisens no3yBanag 4 5wmr
PiBenp go3yBaHHS 5 2,5 Mr

2 3HKMKEHHS JO3M TSl BCiX JIIKapChKUX 3ac00iB MOXKHA IIPOBOJMTH OKPEMO
Tposboyumonenis

Sxmmo piBeHb TPOMOOLIUTIB PexomennosaHi aii
3MermyeThes 10 < 30 x 10°/n [MepepBaty JiKyBaHHS JICHATIIOMIIOM
BinzoimoeTses 10 > 50 x 10°/1 IToHOBHUTH 3aCTOCYBaHHS JICHATIOOMITY B 7031

MEPIIOro PiBHS Jo3yBaHHs | pa3 Ha 100y
V pasi KOXKHOTO IOJANBIIOTO 3MeHINeHHs Hrk4e | [lepepBaT JIiKyBaHHS JIEHATIIOMIIOM

30 x 10%/n [TOHOBHTH 3aCTOCYBAaHHS JICHATIIOMIZY B J031
BinsoBmOETRCS 710 > 50 x 10%/1 HACTYITHOT'O HUKYOTO PIBHA JIO3yBaHHsS OJMH pa3s
Ha 100V

Abconiomua xinvkicme neuimpoghinie (AKH) — neiimponenis
Axmo AKH PexoMmenmoBani nii*
Crepury 3mMennIyeTbes 10 < 0,5 x 10%/n [NepepBaty JiKyBaHHS JICHATI IOMIIOM
BigHoBmoerscs g0 > 1 x10%n, xomm | [IoHOBUTH  3acTOCyBaHHS  JCHATiIOMimy B
HEHTPOIICHI — €IUHUM TOKCHYHHMN edeKT, INo | MOYaTKOBiH Jo3i 1 pas Ha noOy
CIOCTEPIracThCs

BigmoBmoetbes mo > 0,5x10%n,  sxmo | [IoHOBHTH 3acTOCyBaHHs JIEHATIIOMIAY B J03i
BiI3HA4AIOTHCA J0303aJICHKH1 reMaTOJIOTIYHI | IepIToro piBHA JO3YBaHHS | pa3 Ha K00y
ToKCH4YHI e(eKTH, BiIMIHHI Bif HeATponeHil
V pasi KOKHOT0 MOAAIBIIOro 3MEHIIeH s Hikde 3a | [IepepBaTu JiKyBaHHS JTeHATI JOMIIOM
0,5 x 10°/n
BigxosmoeThes 10 > 0,5 x 107/ [ToHOBHMTH 3aCTOCYBaHHS JIEHATAOMiZy B [03i
HACTYITHOTO HHYKYOro piBHA 1 pa3 Ha 100y

2 Ha poscyn Jlikaps, SKIIO HEUTPOMNeHiss — eUHU TOKCHYHUH edekT 3a 6y nb-IKoro piBHA J03yBaHHS, MOXHA A0JaTH
rpaHyJIOLMTapHuii konoHiecTumymosanshuit paxrop (M-KC®) i miaTpuMysaTu piBeHb A03yBaHHS JTCHATIAOMITY.
Jlenanimomin y xombinamii 3 Mendananom i npenHizoHOM i3 MOMAIBIIOK MiATPHMYBAITBHOI TEPAMIE0
JIEHATIIOMIJIOM Y MAMIEHTIB, AKi HE MUISraroTh TPaHCILIAHTALlT

JTiKyBaHHS JICHATIIOMiZOM He MOXHa posmoumHary, skmo AKH <1,5 x 10/ i/a6o piBeHb TpOMOGOLHTIB
<75 x 10%/n.

Pexomenooeana 0osa

PexoMeHI0BaHA IOYATKOBA [03a JeHANAoMiny cTaHoBuTh 10 Mr nepopaisHo 1 pa3 Ha 706y 3 1 mo 21 nens
MOBTOPHHUX 28-I€HHHUX IUKIIB YIIPOAOBXK IOHa0inbIe 9 mukiiB, Mendanany — 0,18 Mr/xr nepopaisHo 3
1 mo 4 neHp MOBTOPHUX 28-IE€HHUX IUKIIB, IPENHiI30Hy — 2 MI/KT IEepOopalbHo 3 1 110 4 I€Hb MOBTOPHHX
28-neHHUX IMKIiB. [lamieHTH, Mo NpoMmuM 9 UUKIIB JIiKyBaHHA a0o fKi HE MOXYTh 3aBEpIIUTH
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KOMOIHOBaHy Tepalniio 4Yepe3 HENepeHOCHMICTh, OTPUMYIOTH MOHOTEpAIiIO JICHATIOMIZIOM 3a TaKoOIO
cxemoro: 10 mr nepopainsHo 1 pas Ha 100y 3 1 mo 21 geHp MOBTOPHKX 28-eHHUX NMUKIIIB 0 IPOTpeCyBaHHs

3aXBOPIOBAHHS.
Iloemanne 3HudiCEHHA 003U
Jlenamigomiz Mendanan IIpenHizon

TlodaTkoBa qo3a 10 mr? 0,18 Mr/kr 2 MI/KT

PiBenr nozysanusg 1 7,5 mr 0,14 mr/kr 1 Mr/kr

PiBens no3yBanus 2 5 Mr 0,10 Mr/xr 0,5 Mr/kr

PiseHb mo3yBaBHA 3 2,5 Mr He 3acTocoByeThCs 0,25 mr/xr
2 ko HEWTPONEHis — €OUHUM TOKCHYHMM edeKkT 3a Oyap-SKOTO pIiBHA [JO3YBaHHSA, MOXKHAa OOJATH

rpadyJionuTapHuii KojoHiectumymoBanbauii gakrop (I'-KC®) i migrpuMyBaTH piBeHb 103yBaHHA JIEHAJIAOMITY

Tpomboyumonenisn

SIx1o piBeHb TPOMOOIIUTIB

PexoMmennosani mii

Crepmy 3MeHITyeThes 10 < 25 x 10%/1

IlepepBaTu HiKyBaHHS JICHATIIOM1IOM

BingrormoeTses 1o > 25 x 10°/n

[ToHOBUTH 3aCTOCYBaHHS JICHATIAOMIAY Ta MedanaHy B
JI031 IepIIoro piBHS JO3YBaHHS

V pa3i KOXKHOTO HOJATBIION0 3MEHIIEHHS
mkge 3a 30 x 1091

[epepBary TiKyBaHHS JEHATI TOMiIOM

BigrormoeTses 10 > 30 x 10°/n

1031
(piBeHB

[ToHOBMTH  3aCTOCYBaHHS JICHAIINOMiLY B
HACTYIHOrO HIDKYOTO PIBHS  JO3yBaHHS
no3yBaHHs 2 abo 3) 1 pa3 Ha 100y

A6conomna xinexicmo neiimpoginie (AKH) — neitmponenis

Sxmo AKH

PexoMennosani mit®

Cnepimy 3MermIyeThes 10 < 0,5 x 10°/n

[TepepBaTy TiKyBaHHS JICHAI JOMIJIOM

Bimmosmoerscs mo > 0,5 x 1091, xomu
HEHTPOIICHISI — €IWHAN TOKCHYHUM edeKT,
IO CIIOCTEPIraeThes

TTOHOBUTH 3aCTOCYBaHHS IICHANIZIOMIZAY B TOYaTKOBIM
71031 OZIMH pa3 Ha 700y

BimmoBmoetscs mo > 0,5 x 10%/n, sxmo
BI/IBHAYAIOTHCS  J0303a7E€XKHI reMaToJIoTIdHi
TOKCHYHI epeKTH, BIIMIHHI Bij HelTponeHii

[ToHOBHTH 3aCTOCYBaHHS JICHATIJOMITYy B 1031 [IEPIIOTO
PiBHS TO3yBaHHS OIHMH pa3 Ha J00Y

vy pa31 KOXHOI'0O IIOAAIBIIOIO 3MCHIIICHHS

[NepepBaTy TiKyBaHHS JICHATIIOMiIOM

mmkue 3a 0,5 x 10%/n
Bignormoetses 1o > 0,5 x 10%/n

[TomoBHTH 3aCTOCYBaHHSA JICHAIIOMIZY B 031
HACTYITHOTO HMXKYOTO PiBHS OJIMH pa3 Ha 00y

2 Ha poscya Jlikaps, SKIIO HEUTPOreHist — €JUHUIM TOKCHYHUEH eeKT 3a Oy Ab-IKOro piBHs J03yBaHH:], MOXKHA A0J1aTH
rpaHyJIOLMUTapHHIl KOOHiecTUMYMoBaIbHui daktop (I'-KC®) i minTpuMyBaTH piBeHb N03YBaHHS JIEHATIAOMITY.
IligTpuMyBanbHa Teparis JIeHATIOMIIOM MAMI€HTIB, SKHM [POBEICHO TPAHCILIAHTAIUD aYTOMOTTYHHX
croBOyposux kiaitul (TACK)

[lixrpuMyBanbHy Tepamilo JIeHATIIOMIiZOM Tpeba PpO3MOYMHATH ICHS HAIEKHOTO BiIHOBIECHHS
reMaroioriynux nokasuukis mcias TACK B marfieHTiB 63 03HaK MPOrpecyBaHHS 3aXBOPIOBaHHs. JIikyBaHHS
JNIEHATiIOMiZIOM He MOXHa po3noduHaTh, axmo AKH < 1,0 x 10%/1 i/a6o piens TpomGorurtis < 75 x 10%/11.
Pexomenoosarna ooza

PexoMeHi0BaHa OYATKOBA J03a JeHATiIOMITy cTaHOBUTH 10 Mr mepopanbHo 1 pa3 Ha 100y HpOTAroM
TpuBasIoro 4acy (3 1 mo 28 meHs moBTOpHUX 28-IE€HHUX [UKIIIB), Ky 3aCTOCOBYIOTH JO IIPOIPECYBaHHS
3aXBOpIOBAaHHS 200 BHHHKHEHHsS HemepeHocuMmocti. [licmst 3 1mkmiB  migTpuMyBanbHOI Tepamii
JCHATLIOMIIOM 03y MOXHa 301ThImuTH 10 15 Mr nepopaiiblo 1 pa3 Ha 100y, SKIIO A03a IEPEHOCUTECS.
Iloemanne 3nudcenus oo3u

IlouaTxoBa mo3a (10 mr)

S5wMmr

Swmr (31 1o 21 naa xoxui 28 nHiB)
He 3acTocoByeThCs

ITpu miaBuuenni no3u (15 mr)?

10 mMr

Sw™mr

Swmr (3 1 mo 21 neHp koxHi 28 qHIB)

) ;I_ //
A7 ¢

PiBeHs no3yBanHs 1
PiBeHs no3yBaHHS 2
PiBeHrs mosyBauug 3
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| He 3acTOCOBYBATH 103y, HIOKTY 33 5 Mr (3 1 110 21 s1erp koxHi 28 i) |

2 Tlicns 3 UMKJTiB MiATPHMYBAIBHOI TEpAIIil JIEHATIZOMiZ0M 03y MOXHA 36ibIMTH 10 15 Mr mepopaisHo 1 pas Ha

,2[06}/, SAKIO A03a IEPEHOCUTDHCA.
Tpomooyumonenis

SIK1mo piBeHb TPOMOOITHUTIB

PexomenoBani mii

3MmeHmyeThes 10 < 30 x 10%/n

ITepepBaTy JNiKyBaHHS JICHAIIOMIIOM

Bingopmoerses g0 > 30 x 10%/n

[ToHOBMTH 3aCTOCYBaHHS JICHANITOMIAY B 031 MEPIIOTO PiBHA
Jo3yBaHHS 1 pas Ha 106y

YV  pa3si  KOXKHOTO  MOJAIBIIOTO
3MeHIIenHs HIxde 3a 30 x 10%/1

INepepBaTh NiKyBaHHS JICHAIITOMIIOM

Binmosmoerses 10 > 30 x 10°/n

BigHoBHTH 3aCTOCYBaHHS JICHATIIOMiAYy B HO31 HACTYIIHOIO
HIDKYOTO PiBHS JO3yBaHHS 1 pa3 Ha 100y

Abcontomua xinvxicmo Hetimpoghinie (AKH)

— HeUmponeHis

SAxmo AKH

PexomMennorani mii?

3mermyeThes g0 < 0,5 x 10%/n

[MepepBaTh JiKyBaHHS JICHATIOMIZIOM

Binroemoerses 1o > 0,5 x 10%/1

[ToHOBHTH 3aCTOCYBAHHS JIEHATITOMITY B H031 EPIIOrO PiBHA

J03YBaHHS OJUH pa3 Ha 100y
IepepBatu JiKyBaHHS JIEHAIOM1IOM

YV  pa3si  KOXKHOrO  HOJAIBIIOIO
sMmeHnrerHs Hwk4e 0,5 x 10%/1

[ToHOBUTH 3aCTOCYBAHHs JICHANIOMiZy B /1031 HACTYITHOTO
HIDKYOTO PiBHA JO3YBaHHS OIMH pa3 Ha 100y

2 Ha po3Cy/ Jlikaps, SKIIO HeMTPOIeHis — eAuHHI TOKCHIHHH edekT 3a 6y Ab-IKOro piBHA 103YBaHHS, MOJKHA IOaTH
rpaHyJIOLUTapHHH KonoHiecTuMymoBaibHui daktop (I-KC®) i miaTpuMyBaT piseHb N03yBaHHS JCHATIAOMiy.
Muoxcunna micioma i3 RPUHAUMHI 3 0OHIEI0 NONEPEOHbOIO RTHICIO mepanii

JIiKyBaHHS JIEHAJIIOMiIOM He MOKHA po3nounHaTty, skmo AKH < 1,0 x 10%/1 i/a60 piBeHB TPOMOOIUTIB <
75 x 10°/n, abo, 3amexHO Bifg iHGIMBTpamii KICTKOBOrO MO3KY IUIa3MATHYHAMM KIITHHAMM, PIBEHb
tpoMbonuTie < 30 x 10°/1.

Pexomenooeana ooza

PexoMeH10BaHa [IOUATKOBA 7034 JIEHATIZIOMIy CTAaHOBUTD 25 MT nepopaibHo 1 pa3 Ha 100y, 3 1 mo 21 neHs
HOBTOPHUX 28-IeHHUX MUKITiB. PekoMeHI0BaHa 103a JekcaMeTa3oHy — 40 Mr nepopaibHO 1 pa3 Ha 100y B
mai3 1 mo 4,3 9 mo 12, 3 1710 20 K0XKHOT0 28-1€HHOTO MUKITY BIPOJOBXK IEPINNX 4 IHKIIB Teparii, a moTiM
40 Mr nepopansHo 1 pa3 Ha q06y B Hi 3 110 4 TOBTOPHUX 28-A€HHUX IUKIIIB.

Jlikap, SKWii mpH3HAaya€ IIKyBaHHS, MAc peTeNbHO OIIHHTH, Ky HO03y JEKCaMETa30HY 3aCTOCOBYBAaTH,
3BAXKAIOYH Ha CTaH MAIli€HTa Ta BUPAXKEHICTh 3aXBOPIOBAHHSL.

Iloemanmne 3nudicenns 003u

BinroBmoerses 10 > 0,5 x 107/1

ITouyarkoBa mo3a 25 mr
PiBenn mo3yBaHHs 1 15 Mr
PiBeHb J03yBaHHSA 2 10 mr
PiBens no3yBanns 3 SwMmr

Tpomboyumoneris
SIx1m0 piBeHb TPOMOOIHTIB
Creputy 3MermyeThes 10 < 30 x 10°/x
BigHoBmoerses 1o > 30 x 10%/1

PexomenmoBani it

IepepBaT TiKyBaHHS JICHAIIJOM1IOM

[ToHOBHTH 3aCTOCYBaHHS JICHATIAOMIZY B J03i
JTO3YBaHHS

[lepepBartu iKyBaHHS JICHAN1IOM1IOM

1 piBHA

V  pa3si KOXHOTO  IIOAAIBIIOTO
sMenmenns akde 3a 30 x 10%/n
BimmormoeTses 10 > 30 x 10%/n

TTOHOBHTH 3aCTOCYBaHHS JICHATOMIZy B J03i HAacTYNHOIO
HIDKYOTO PiBHS J03yBaHHS (piBeHD f03yBaHHA 2 ab6o 3) 1 pa3 na
n00y. He 3acTocoByBaTH 103y, HHKIY 3a 5 MI' OUH pa3 Ha 100y
Abconromua rinvkicmo netumpodpinie (AKH) — netimponenis

| SIxmo AKH PekoMmen0BaHi Jii® ]




Cnepury  3menmyerscss g0 < | [lepepBartu JiKyBaHHS JIEHATIZOMIIOM

0,5 x 10%x
Bignosmoersest 10 > 0,5 x 10%/11, xonu | [ToHOBHTH 3aCTOCYBaHHS JIEHATIIOMI/Iy B II0YaTKOBI# 1031 1 pa3
HEUTPOIIEHIA — €IUHUM TOKCUYHHE | Ha 00y

eeKT, IO CIOCTePiracThes
Bimnomoersest 10 > 0,5 x 10%/1n, | BinHoBHTH 3acTOCYBaHHS JIEHANI JOMiTy B 031 IIEpIIOTo piBHS
AKINO BiJ3HAYAIOTECA JIO303aJICXKHI | 103yBaHHS 1 pa3 Ha 100y

reMaToJIOTiuHi  TOKCHYHI  e(EeKTH,
BifIMiHHI BiJl HEHTpOTEHIT

V  pasi koxdoro momarsmoro | [lepeppatu JiKyBaHHS JTEHATIZOMIIOM
3MeHIneHHs Hkge 3a 0,5 x 10%/1
BigHoBmOeTHes 10 > 0,5 % 1071 BigHOBHMTH 3aCTOCYBaHHS JICHANIJOMIZY B 1031 HACTYIHOIO
HIDKYOTO PiBHs K03yBaHHS (piBeHB No3yBaHHA 1, 2 a6o 3) 1 pa3
Ha 100y. He 3acTocoByBaTH 03y, HIXKYY 3a 5 Mr 1 pa3 Ha 100y
2 Ha po3cy Jlikaps, AKIIO HEWTPONEeH s — €AHHMI TOKCHUHMI ebeKT 32 6y/b-AK0oro piBHA N03YBaHHs, MOXKHA A0JATH
rpaHyJIonUTapHUii KonoHiecTumymosanbauil pakrop (I-KC®) i mixTpuMyBaTH piBeHb J103yBaHHs JICHATIIOMI/LY.
Mienooucnnacmuuni cunopomu (MIIC)

JlikyBaHHS JieHaigoMiZOM He MOXXKHa po3nodnHaTd, skmo AKH < 0,5 x 10%/1 i/a6o piBeHB TPOMOOUUTIB
<25 x 10%n.

Pexomenoosana oosa

PexoMeHIOBaHA ITOYATKOBA 1034 JEHATIOMIAY CTaHOBUTH 10 M mepopaibHO OJWH pa3 Ha goly 3 1 mo
21 neHb HOBTOPHMX 28-ICHHUX ITUKIIIB.

Iloemanne 3HUNCEHHA 003U

ITogarkoBa no3a 10 mr 1 pas Ha 106y 3 1 mo 21 neHb KoxHi 28 1HIB
PiBenp mosysanns 1 5 mr 1 pas ma 106y 3 1 o 28 neHp KoxHi 28 1HIB
PiBens mo3yBaHHS 2 2.5 mr 1 pa3 Ha 700y 3 1 mo 28 neub KoXxHI 28 NHIB
PiBenp mozyBaHHs 3 2.5 MTr depes JeHb, 3 1 mo 28 nens KoxHi 28 MHIB
T pomboyumonenis
SIk1io piBeHb TPOMOOITHTIB PexoMmeHI0BaHi mii
3MeHmyeThes 10 < 25 X 10%/n TlepepBaTy JIKYBaHHS JIECHATIOMIJIOM

BiHOBIIOETBCS IO 3HAYECHHS, 10 3HaXOMUThCs | BiTHOBHTH 3acTOCYBaHHS JICHANioMiZy B  HO3i
B Mexax > 25 x 10°/1- < 50 x 10°/1 npyHalkiMHi | HACTYIIHOTO ~HIDKYOrO DPiBHA JO3yBaHHA (piBEHD
OBiui mpotsroM > 7 nHiB abo, SIKIIO piBeHb | Jo3yBaHHA 1, 2 abo 3)
TPOMGOIUTIB BiHOBIIOETHCA 110 > 50 x 10%/ny
Oynb-aKUi Jac
Ab6contomna xinekicme neiimpogpinie (AKH) — neiimponenis

Axmo AKH PexomentoBaHi mii
3mermIyeThes 10 < 0,5 X 10°/1 IepepBatH JiKyBaHHS JICHATIIOMIIOM
BinrosmoeTses 10 > 0,5 x 10°/1 BigHOBHTH 3aCTOCYBaHHS JIEHAIiIOMiZy B J03i

HAaCTYIIHOTO HKXKYOTO PiBHSA J03yBaHHSA (PIBEHB
noszyBaHHd 1, 2 a6o 3)

Ipununenns 3acmocy8ants 1eHanioomioy

IMaunienram 6e3 MprHAKMHI He3HAYHHX EPUTPOIMHAX PeaKiii IpoTsAroM 4 MiCAIIiB Micsi MOYaTKy Teparlii, B
SKVX CIIOCTEpiraioch 3HIKEHHs IOTpeGH y TpaHcdysisx ImoHaiiMeHme Ha 50 %, abo mamieHTam, sKi He
MaIH TpaHCdy3ilf, y AKHMX IIiIBUIIECHHS TeMOLNOOIHY CTAHOBHTH 1 TI/WI, CIiJl NPMIMHWUTH JIKYyBaHHSI
JICHAITI TOMiZIOM.

Manminnoxaimunna aimgpoma (MKJT)

Pexomenoosana 0osa

PexoMeHj0BaHa I0YATKOBA 7034 JIEHAJIi IOMi Ly CTaHOBHUTH 25 Mr nepopaibHo 1 pa3 Ha 100y 3 1 mo 21 xens
HOBTOPHHX 28-ICHHUX MUKIIB.

Ioemanmne 3nudicenHss 003u ,
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TTouaTkoBa mo03a

25 mr 1 pas Ha 100y 3 1 o 21 geHs koxHi 28 1HIB

PiBeHs no3ypanns 1

20 mr 1 pas Ha 100y 3 1 o 21 geHp koxHi 28 1HIB

PiBeHb J103yBaHHS 2

15 mr 1 pa3 Ha 100y 3 1 mo 21 neHs KoXHi 28 1HIB

PiBeHs no3yBaHHs 3

10 mMr 1 pa3 na 106y 3 1 mo 21 geHb KOXKHi 28 1HIB

Pisens go3ypanus 4

5 mr 1 pa3 na 106y 3 1 mo 21 neHb KoxHi 28 nHiB

PiBeHB m03yBaHHA 5

2,5 mr | pas Ha 106y 3 1 mo 21 feBb koxHi 28 HiB' 5 Mr Yepe3 JeHs 3
1 mo 21 nens koxHi 28 THIB

Loy KpaiHax, ie HasBHi Karcynu 2,5 Mr

TpomboyumoneHis

SIKio piBeHb TPOMOOIUTIB

Pexomennogani mii

3MeHmIyeThes 10 < 50 % 10%/1

[IpUOMHATH JTiKyBaHHS JECHATIIOMIZOM 1 HPOBOAMTH HOBHHH aHATI3
kpogi (ITAK) npunaiimMHi K0xKHI 7 JHIB

BinmoBiroeTses
60 x 10%/n

o >

BigHOBUTH 3aCTOCYBAHHS JIEHAIIZOMIIY B 71031 HACTYIIHOTO HMIKYOTO
piBHS [03YyBaHHS (piBeHb 103yBaHHA 1)

VY pa3zi KOXHOTO MOJAJIBIIOTO

[IpunueKTYA JTiKyBaHHS JTeHamigoMigoM i nposoguth [TAK npunaimMH

3MEHIIEHHS HIDKYE 3a | KOXHI 7 JHIB

50 x 10°/x

BigHOBIIIOETHCS hi(s) > | [ToHOBUTH 3aCTOCYBAaHHS JEHAIIJOMINY B 031 HACTYIHOI'O HHXYOIO
60 x 10%/n piBHsA no3yBaHHs (piBeHb HO3yBaHHA 2, 3, 4, a6o 5). He 3acTocoByBarh

JIO3H TIpenapary, HIK4i 3a piBeHb JI03yBaHHS J.

Ab6contomna xinekicmo Hetimpoginie (AKH) — neimponenis

Axmo AKH

PexomenmoBani aii

3menmyeTbes 1o < 0,5 x 10°/n

3menryeTbes 10 < 1 x 10%/1 mpotsirom 7 auiB aGo
3meHImyeThest 40 < 1 X 10%/11 y 3B'A3Ky 3 rapsAdko
(Temnepatypa Tiza > 38,5°C) abo

[IpunuHATA  JTiKyBaHHS JICHATZOMiZOM 1
nposoaut ITAK npunaiiMui koxHI 7 THIB

Binnosmoetses 1o > 1 x 10°/1

[TomoBWTH  JIIKYBaHHS  JICHAJIJOIOM  Ha
HACTYIHOMY HIDKYOMY DiBHI HO3yBaHHS (piBEHB
no3yBaHHS 1)

V pasi K0XHOTro MOJATBIIOrO 3HIKEHHA HIDKYE 1 X
10%/n mpoTtsrom npuHaiiMui 7 THIB a60 3HIKEHHS JI0
<1 x 10%n i3 HOB’SI3aHOI0 rapsuKol (TeMIepaTypa
tima > 38,5 °C) abo 3amxenns g0 < 0,5 x 10/n

I[TepepBaTy JIiKyBaHHS JIEHATLIOMiIOM

Binmosmoersest 10 > 1 x 1091

[loHOBHTH  JIiKyBaHHA JICHANIIOMIIOM Ha
HACTYyIIHOMY HHDXKYOMY PiBHI JJ03yBaHHS (piBEHB
nosysanHs 2, 3, 4, 5). He 3actocoByBatu 1031
Ipenapary, HiKdi 3a piBeHb JO3yBaHHS 3.

Donixynapua aimgoma (DJI)

JlikyBaHHS JeHANiIOMIiZOM He MOXHa posmoumHaTtH, akmo AKH <1 x 10°/1 i/abo piBeHH TPOMOGOLMTIB
< 50 x 10%/1, okpiM BHIAJKiB, KOJI TaKi 3HAYEHHS € BTOPHHHUMH depe3 iHdinbTpaito 1iMboMu KICTKOBOTO

MO3KY.
Pexomenoosana 0osa

PeKkoMeHI0BaHA TOYAaTKOBA 1034 JEHATIoMiy cTaHoBHTH 20 Mr epopainsHO 1 pa3 Ha 100y 3 1 mo 21 xeHs
TIOBTOPHHX 28-ICHHUX UMKIIB MPOTAroM 10 12 IHMKIIB JiKyBaHHs. PekoMeHJOBaHA MOYATKOBA 71032
puTyKkcuMaby — 375 Mr/M? BHYTpIIIHBOBEHHO (B/B) IOTIOKHA BIpoorx | mukmy (B 1, 8, 15 Ta 22 IHi), a
TPOTATOM IUKIIB 2—5 — y 1 IeHb KOXKHOro 28-I€HHOTO IUKITY.

IToemanue 3uudcenns 0o3u

IlouaTtkoBa mo3a

20 mr 1 pa3 Ha 700y, 3 1 70 21 qus xoxHi 28 nHIB

PiBenp no3yBanHs 1

15 mr 1 pas ma 106y, 3 1 1o 21 aus xoxHi 28 qHIB

PiBeHp To3yBaHHS 2

10 mr 1 pas Ha 100y, 3 1 o 21 mast KoxHi 28 1HiB

PiBeHp no3yBaHHA 3

5 mr 1 pa3 Ha 106y, 3 1 10 21 xHs KOXKHi 28 1HIB o
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[adopMariist M0N0 KOPUTYBAHHS JO3W Yepe3 TOKCHUHI eeKTH PHTYKCHMaby MICTHTBHCA Y BiANOBiAHIi
IHCTpYKIIT [UI MEAMYHOTO 3aCTOCYBaHHS JIIKapChKOro 3acoly.
Tpomboyumonenis

SIxo piBeHb TPOMOOITHTIB PexoMennoBaHi il

3menmmyeThes 10 < 50 x 10%/1 [lpunueuTE JiKyBaHHs JeHamigoMigoM 1 mnposogutd IIAK
IpUHAMMHI KOXHi 7 JTHIB
Bimmosmoerbes 10 > 50 x 10°/n | [ToHOBHTH JTiKYBaHHS Ha HACTYHOMY HIDKYOMY DiBHI JO3YBaHHS
(piBeHb HO3yBaHHA 1)
V pasi xoxHoro moganbmioro | [lpumuHuTH JiKyBaHHS JeHamigomigoM i nposopmtet IIAK
3MeHIeHHs Hrkde 3a 50 x 10°/11 | npuHaiMHi xoxHi 7 nHIB
BinropmoeTbes 10 > 50 x 10°/n | [ToHOBMTH JTiKyBaHHS Ha HACTYIHOMY HIDKYOMY DIBHI JO3yBaHHS
(piBenn mo3ysanHs 2 ab6o 3). He 3actocoByBaTH 1034 mpemapary,
HIDKYI 32 PiBeHb J03yBaHHS 3
Ab6coniomua xinvxicms neumpodgpinie (AKH) — neumponenis

Axmo AKH PexoMenoBasi mii*
3menmyeThes 10 < 1,0 x 10%/1 nporsrom 7 i | IIpunuHuTA JTiKyBaHHS JEHATIOMIIOM 1 IIPOBOJUTH
abo ITAK npunaiimMai koxHi 7 IHIB

3menmmyethes g0 < 1,0 x 10%/1 3 moB’s3aH0I0
raps4koro (Temmeparypa tina > 38,5°C) abo
3menmyeTbes 10 < 0,5 x 10/

Binmosmmoerbes 10 > 1,0 x 10°/n TlonoBuTH 3aCTOCYBaHHS JeHATiIoMiay Ha
HACTYIHOMY HIDKIOMY PiBHI JO3yBaHHS

(piBeHb Mo3yBaHH 1)

V pasi KOXHOTO MOAANBIIOr0 3MeHUICHHS | [[DUNHHATH TiKyBaHHA JEHATIIOMIZOM i IPOBOIHTH
amwxae 3a 1,0 x 10°/1 mporsrom npunaiimui | ITAK npuHaiiMHi K0XXHi 7 THIB

7 nuiB a6o smmkenHs mo <1,0 x 10°/m i3
[IOB’SA3aHOK0 TapsAYKOIO (TeMIeparypa Tina >
38,5 °C) a6o 3umxenss 1o < 0,5 x 10%/n
Bizzosmmacs 10 >1,0 x 10°/n [ToHOBHUTH NIKYBAHHS HA HACTYIIHOMY HH)XYOMY piBHI
nosyBanHs (piBeHb Jjgo3yBaHHA 2 abo 3). He
3aCTOCOBYBAaTH JIO3HM Mpemapary, HIDKYi 3a piBEHb
JI03yBaHHA 3.

2 Ha poscy Jlikaps, IKIIO HEUTPOTIeHis — €XMHAN TOKCHYHMH e(eKT 3a Oy1b-KOro piBHS JO3YBaHHs, MOXKHA 10aTH
rpaHyJOIUTapHUM KoJoHiecTHMY TIoBaTbHUH dakTop (I-KC®D).

Manmitmorxnimunna nimgpoma (MKJIT) yu conixyaspna nisgpona (PJI)

Cunopom nizucy nyxaunu (CJII)

Vi manieHTH MaloTh OTpEMYBaTH mpodinaktuany Tepamiio CJIIT (anomypuHomn, pacOypukasa abo aHajior
Bi/IOBIAHO M0 HACTAaHOB 3aKJIafy OXOPOHH 3J0POB’S)) Ta IIJTPUMYBATH HATCKHUH BOMHUM OanmaHc
(IIepOpaIbHO) TIPOTATOM TIEPIIOTO THIKHS NEPLIOro MUKITY a60 BIIPOJOBK TPUBATIIIONO MEPIOAY, SKILIO I
KIiHi9HO ToKasaHo. [t MonitopurTy CJIIT BUMAaraeThes MpOBOAMTH HalieHTaM GioxiMiuHMi aHami3 KpoBi
IOTHKHS IPOTATOM IIEPITOro MUKITY Ta 33 KIIHIYHAMHA TOKa3aHHAMH.

3acTOCYBaHHS JICHATIIOMiZy MOXXHA TPOJOBXKYBaTH (IATPAMYBaTH 103y) Y MAIH€HTIB i3 1ab0paTOpHHM
CJIIT a6o wminiuapm CJIIT 1 cTymeHs, abo Ha po3CyJ JKaps MPOJOBXHTH 3aCTOCOBYBATH JICHAITOMIZ,
3MEHIUVBINE JO3Y Ha OJHH piBeHb. JI0 MOMEHTY KOpeKIil IOPYIIeHb eTeKTPOIiTHOTO GaNancy moTpioHO
3a6€3MMeunTy JOCTATHIO B/B Ti/IPATaIlilo Ta HAIEKHUN MeJNYHWI CYHNpOBi MAlli€eHTa 3TiHO 3 MiCIEBIMA
CTaHAAPTAME HAJaHHS MEIMYHOI TOTMOMOTH. JIs 3MEHIICHHS TilepypuKeMii Moxe 3HaZ0GUTHCS Teparlis
pac6ypHKasoro. ['ocniTaiisanis naiieHra MpoBOJUTECA Ha PO3CY JIKaps.

V nanienTis 3 xminiuanm CJIIT 2—4 crynens Tpe6a mepepBaTy 3aCTOCYBAHHS JIEHANIAOMIY Ta IIPOBOJUTH
GioxiMiummil aHani3 MMOTWXHS a00 33 KIiHIYHMMH IIOKa3aHHsAMH. Jlo MOMEHTY KOpEKIii NOopyIIeHb
€IeKTPOJITHOTO OanaHcy TOTpiGHO 3a0e3neYuTH JOCTAaTHIO B/B TiIpaTalliio Ta HAIEXHWUH MeIMYHHH
CYIPOBi/l NaIli€HTa 3TiHO 3 MiCIIEBUMH CTaHJApTaMHU HaJIAaHHsI MeIMYHOI JOIIOMOTH.

/'//h.l_ (2 / //
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Teparist pac6ypHKa3010 Ta rocriTarisanis IpoBoAuThCs Ha po3cyx fikaps. Komu crynine CJII moBepHETHCSA
10 0 3a pileHHSM JIiKaps BiJHOBHTH 3aCTOCYBAHHS JICHATIAOMITY B HACTYIHIM HIDKYIK 1031 (IUB. pO3IiT
«OcoOIUBOCTI 3aCTOCYBaHHSI»).

Peaxyis mpanzumoprozo nozipuienHs KIiHIYHUX NPOAGI6 NYXIUHU

JIikyBaHHs JIEHAIIOMIZIOM MOXe OYTH MOAOBXKEHO y MAI[i€HTIB 3 PEaKIiIMUA TPaH3UTOPHOTO MOTIPUICHHS
KJTiHIYHHUX IPOSBIB MyxJuHHU 1-2 cTymens 6e3 IpHIUHEHHS TiKyBaHHSA a60 KOPEKIil 031 Ha PO3Cy/ JiKaps.
Jlikap MOXe [IPM3HAYMTH TEpamil0 HEeCTepPOiMHHMH TpoTH3amalebHuME  3acobamm  (HII33),
KOPTHKOCTEPOIiNaMu 0OMEKeHOT TPUBAIOCTI il Ta/ab0 HapkoTHYHUMH aHanbrerukamu (HA). V namieHTis 3
PEAaKI[iIMH TPAH3UTOPHOTO MOTiPIICHHS KIIHIYHUX HPOSBIB IMyXJUHYU 3—4 CTyNeHd, NOTPIOHO HPHIUHUTH
NiKyBaHHS JEHATIOMIIOM 1 posnouaru 3actocyBants HII33, kopTukocTepoiniB 06MeKeHOi TPUBATIOCTI il
ta/a6o HA. Ilicis Toro sk CTyIiHB PEaKIii TPaH3UTOPHOTO MOTIiPINEHHS KIiHIYHUX IIPOSIBIB IMyXJIHHH
oBepHEThCs A0 < 1 Tepariro BiJHOBUTH HA TOMY CaMOMY PiBHi JO3YBAHHS MPOTATOM PEIITH HAKITY. 3TiIHO
3 HACTaHOBaMH INOJAO JIKYBaHHS pEakKiliii TPAH3UTOPHOTO IOTIPIICHHS KIIHIYHHX MpPOSBIB IIyXJHHA 1-—
2 cTyHeHs NALi€HTH MOXYTh OJEP)KYBATH JIKYBaHHS JUIL 3HATTS CHMITOMIB (IUB. po3fin «Oco6amBocTi
3aCTOCYBaHHS).

Yci nokazannsa

V pasi iHmmx TokcH4HMX €(eKTiB 3—4 CTymeHs, IO NIOB’sI3aHi 3 JIEHATJOMiZOM, JiKyBaHHA Tpeba
NpPUIMHATH TAa ITOHOBMTH JIMLIE 3 BHKOPHCTAHHSM JO3H HIDKYOTO DIiBHA NO3YBaHHS, SKINO CTYIiHB
TOKCHYHOTIO e(eKTy IIOBEPHYBCS 10 <2 CTYIEH 3a PillICHHAM JIiKaps.

SIKIIO B MAli€HTa BUHHKAE MIKIPHUM BUCHI 2—3 CTYIIEHS, CJIiJ| PO3TIISTHYTH MOXIMUBICTh IIepepUBaHHA 200
NpUIMHEHAS 3aCTOCYBaHHs JieHamigominy. JleHamgoMmin DOTpiOHO BiAMIHMTH B pasi PO3BHUTKY
AHTIOHEBPOTHYHOr0 HaOPsAKy, aHA(iNakTWUHWX peakuiif, BHCHIY 4 cTymeHs, ekcdopmiaTmBHOrO abo
6yIIbO3HOTO BUCHILY, 9r skiro migo3pioetbes CCJI, TEH abo B pa3i DRESS cunapomy Ta He HOHOBIIOBATH,
AKIIO TEPAIito IPUITHHEHO Yepes3 Il peaKIii.

Oco6miBi rpyny nanieHTiB

Himu

JlenamigoMiz He CIij] 3aCTOCOBYBATH IiTAM BikOM 70 18 pokiB uepes3 MipKyBaHHS O€3IEKH.

THayienmu nimuv020 GiKy

HasBHi dapMaxokineTuuHi fqaHi omucani B posaimn ««®apmakonorigai BracTHBoCTi. dapMaKkOKiHETHKAY.
JleHamioMin 3acTOCOBYBAIM B KIIiHIYHMX BHIPOOYBaHHSX 32 ydacTi mauieHTiB 3 MM Bikom mo 91 poky,
nanienTis 3 MJIC Bikom 10 95 poxiB i B oci6 3 MKJI Bikom 10 88 pokis.

OCKilBbKM B IALIEHTIB JITHHOrO BIKY iIMOBIPHICTH MOTipmeHHsS QYHKIIT HUpOK Oinblia, 103y Ipemapary
Tpeba miabuparu ayxke 00€peKHO; PEKOMEHIOBAHO 3iCHIOBATH MOHITOPHHT QYHKIIIi HUPOK.

VIIMM: navienmu, Axi He nIOAL2a10Ms MPAHCNAAHMAYIT

ITepen NpU3HAYEHHAM JiKyBaHHS IMOTPIOHO PETENBHO OIIHUTH CTAH NAIlieHTiB BikoM Bix 75 pokis 3 Y/IMM
(muB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

JIi1s1 matienTiB BiKOM Bifl 75 POKIB, sIKi OTPUMYIOTH JIeHAJi IOMiT y KoMOiHamil 3 JeKCaMETa30HOM, II0YaTKOBA
J03a JieKcaMeTa3oHy cTaHoBHTH 20 Mr 1 pa3 Ha noOy, B mHi 1, 8, 15 1 22 koxsOro 28-1€HHOTO UKL
JTiKyBaHHS.

He 11oTpi6HO KOPHTYBaTH HO3H IJIsl IIAIlIEHTIB BIKOM BiJf 75 POKIB, SKi OTPHMYIOTH JIEHANAOMil y KOMOiHamii
3 MenhaaHOM i IpeIHI30HOM.

V namieHTiB BikoM Bij 75 pokie 3 YIMM, sKi OTpUMyBaIH JI€HATIIOMIiJ, OyI0 BI3HAYEHO BHIIY YacTOTY
cepiiosamx mOGIUHMX peaknifi i NOOIYHHX peaklii, WO NPHU3BOAMIM JO NPUIMHCHHS 3aCTOCYBAHHS
JiKapchKoro 3acofy.

Kom6iHoBaHa Tepamis 3 JIEHAOMiIOM Tipiiie nepeHocuiIacs naniedtamu 3 YIMM Bikom Big 75 pokiB y
NOpiBHAHHI 3 MOJOMIIMMY mamieHTamu. IL[i [amieHTH dYacTille NpUIMHAIM JIKYBAHHS 4epes
HENepeHOCHMICTh JIKapchKoro 3acoly (moGivmi sBuima 3—4 cTymeHS Ta ceplo3Hi moOGiuHi sBMING) y
MOPIBHSHHI 3 MAI[iEHTaMHU BiKOM JI0 75 POKiB.

MM: nayienmu 3 npunaiivii 00HUM RONEPEOHIM NIKYGAHHAM

Bigcotox mamieHTiB 3 MM BikoM Bim 65 3Ha4HO He BiApi3HSBCA MiX TpymamMHM KoMOiHaImif
neHaTimoMin/nekcaMeTasoH i mianebo/nekcameTaszod. He crioctepirany 3araibHUX BiIMiHHOCTEH y Ge3meni
Ta eQeKTHBHOCTI Ipemnapary MK MMM Ta MOJIOAMIMMY INAIiCHTAMH, ajle He MOJKHA BHKJIOYATH Oiibury
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CXUIBHICTH CTAPLIMX ITANI€HTIB O BHHUKHEHHS TOOIYHMX SBMIIL.

MIC

oo mamienTis 3 MJIC, siki 3aCTOCOBYBaNM JICHATIAOMIJ, He OyIo Bil3HAUeHO 3aralbHUX BiAMiHHOCTEH
o0 Ge3IeKd Ta ePeKTHBHOCTI IIpeTapaTy MiXK HallieHTaMu BikoM Bifl 65 POKiB i MOJIOAIIMMY MALiEHTAMH.
MKJI

V mamientie 3 MKJI BikoM Bim 65 pokiB, sfiKi OTpUMyBAIM JICHANIAOMIJ, HE CIOCTEPIranocs 3arajibHHUX
BiaMiHHOCTEH Y Geaneri Ta eeKTUBHOCTI IPENApaTy B OPIBHAHHI 3 MallieHTaMH BiKOM 10 65 POKIB.

DJ1

V namientie 3 ®JI BikoM Big 65 pokiB, AKki OTpUMyBaIH JIEHANiZOMix y KoMOiHAWii 3 pHTyKcHMabOM,
3arajbpHa YacTOTa MOGIYHKX SBHIN MOAIOHA JIO MALEHTIB BiIKOM 710 65 pokiB. Mix HUMH JBOMAa BiKOBUMH
rpynamu He 6yI0 BiI3HAYEHO 3aralbHUX BIAMIHHOCTEH B e()EKTHBHOCTI IIBOTO JIKapCHKOTo 3ac00y.
Hayienmu 3 nopywennamu QYHKyii HUpoK

JleHanimoMix BABOAUTHCS TIEPEBAKHO HUPKAMU; MAIICHTH 3 GLIBIINM CTyIIeHeM IIOPYIIEHHS QYHKIII HUPOK
MOXYTh IOTaHO HEPEHOCHTH JIKyBaHHs ([uB. po3iin «OcOOIHBOCTI 3acTOCYyBaHH:Y). Jl03y MiKapchkoro
3acoby cIIij miabupaTn 06epexHO; PEKOMEHIOBAHO 31 ICHIOBATH MOHITOPHHT (DYHKIIil HUPOK.
KopuryBaHH J03H He IOTPiOHe IS NAII€HTIB 3 IETKUM CTyIIeHeM opymeHHs Qpynkuii aupox i MM, MJIC,
MKIJI a6o ®JI.

HinkueHaBeeHe KOPATYBAaHHS JO3M PEKOMEHJIOBaHe HA IOYATKy Ta Hifl yac Tepamii i MaieHTiB 3
HOMIpHAME Ta TSKKMMH [OPYIIEHHSMH GYHKIII HHPOK YH TEPMiHAIBHOIO CTali€l0 HHPKOBOL
HEIOCTATHOCTI.

He 6y710 nipoBeieH0 BHIIpo6yBaHb genaiiominy dasu Il npu tepminanbHii cTanil HEpKOBOT HEOCTATHOCT]
(KK < 30 m/xB, OTpiOHMIA Aiami3).
Muooicunna mienoma

Hupxosa ¢pynkuia (KK)

Kopurysanus 1031

IMomipHi mopymenHs GbyHKIIi HIPOK 10 mr 1 pa3 Ha 106y'

(30 <KK <50 mn/xB)
TsoKKi mopyteHHs QYHKIIT HIPOK
(KK <30 mur/xB, Aiaii3 He HOTPIOHMIA)

7,5 mr 1 pas Ba 106y>

15 Mr yepe3 aeHb

5wmr 1 pa3 na no0y. Y aHi miamizy o3y moTpi6HO
3aCTOCOBYBATH MICIA Alajisy.

TepminanbHa cragis HHPKOBOI HEMOCTaTHOCTI
(TCHH)
(KK <30 mir/xB, mOTpiOHUH miaii3)

I Tosy npenapaTy MoxHa TixsuiuTy Jo 15 mr 1 pas Ha 1oGy miciis 2 LMKIIB Tepariii 3a BiACyTHOCTI BiAmoBiAi Ha
TEpAIIito, i 3a MEPEeHOCUMOCTI Teparlii.

2V kpaiHax, 1¢ HasBHi Karcyjiy JIeHaJIiIoMiay no 7,5 Mr.

Mienoducnaacmuini cunopomu
Hupkosa ¢pynxuis (KK)

Kopurysanusi no3u

nmo3yBaHHs 1*

[Momipri mopymenHs ¢yskuil | ITogarkoBa no3a | 5 mr 1 pas Ha 100y
uupok (30 <KK <50 mi/xB) (3 1 mo 21 neHp MOBTOPHHUX 28-IeHHUX IUKIIIB)
PiBens 2,5 mr i pa3 Ha 100y

(3 1 o 28 mensb MOBTOPHUX 28-AC€HHUX HUKJIB)

PiBenn
JT03yBaHHS 2*

2,5 Mr 4depe3 I€Hb
(3 1 mo 28 nenp moBTOpHUX 28-IE€HHHUX [HKIIB)

no3yBaHHs 1*

Tsoxki nopyimenss GpyHkiii aupok | [ToyatkoBa no3a | 2,5 mr 1 pa3 Ha 106y
(KK <30 w™n/xB, pmiams He (3 1 mo 21 meHs HOBTOPHUX 28-ICHHUX [TUKIIIB)
OTPiOHMIA) Pisenn 2,5 Mr depe3 I€Hb

(3 1 mo 28 nenp MOBTOpHUX 28-1€HHHX IHKIIIB)

Pisenn
Jo3yBaHHS 2*

2,5 Mr 2 pa3u Ha THXICHD
(3 1 mo 28 nenp MOBTOpHUX 28-ICHHHX IUKIiB)

TepMminanbHa CTamis HUPKOBOI
aepoctatHocti (TCHH)

TlouaTtxoBa go3a

2,5 mr 1 pa3 Ha 100y

(3 1 mo 21 neHp MOBTOPHUX 28-AEHHUX ITHKITIB)
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(KK <30 mur/xB, moTpibHwmii giani3) | Piens 2,5 Mr depes JeHb

mo3yBanug 1* (3 1 mo 28 neHp HOBTOPHUX 28-ICHHUX ITUKIIIB)
V nmHi giamizy mo3y motpi6HO | PiBeHb 2,5 Mr 2 pa3u Ha TUXIEHD
3aCTOCOBYBATH MICIIS JHiaNi3y. JTIO3yBaHHS 2* (3 1 mo 28 neHb MOBTOPHHUX 28-TEHHUX ITUKIIB)

* PexOMEHIOBaHI €TANM 3HWKEHHS J03M JIIKApChKOro 3aco0y MpOTSroM JiKyBaHHS Ta MiA Yac NOHOBJIEHHS Teparii
AN KepyBaHHS HeWTporeHiero aGo TpombouwToneHicro 3—4 cTymeHs abo iHIIUMH TOKCMYHUMH edekramu 3-—
4 cTyneHs, IO OB’ A3aHi 3 JICHAJIIOMIIOM, ONICAHO BHILE.
Manmiinoxnimuuna rimgomna

Hupkosa ¢pynxnia (KK) Kopurysanusi 103u
(3 1 mo 21 jenp HOBTOPHUX 28-IeHHUX ITUKIIIB)
IMomipHi MOpYIIEHHS bynkii aapok | 10 mr 1 pas Ha g06y’

(30 <KK <50 mi/xB)

Tsoxki mopyireHHs GyHKIIT HUPOK 7,5 mr 1 pas Ha 106y>

(KK < 30 mu/xB, miami3 He HOTpiOHUH) 15 Mr gepes JieHb

TepMiHanbHa CTajgis HHEPKOBOI HemoctaTHocTi | 5SMr 1 pa3 Ha 106y. Y qHi Aiamisy no3y mOTpiGHO
(TCHH) (KK <30 ma/xB, moTpiOHMI Aiami3) 3aCTOCOBYBATH IIiCIA Tiallizy.

| losy mpenapary moxHa migsuimuTs a0 15 Mr 1 pas Ha 106y micns 2 UMKIIB Teparii 3a BiACYTHOCTI BiAmoBiai Ha
Tepaltiio, i 3a MEPeHOCUMOCTI Teparii.
2V kpaiHax, Jie HasBHi KarcyJId JIEHATIAOMITy 10 7,5 MT.
Donixyaspra nimgoma
Hupkosa ¢pynknia (KK) Kopurysanns 103u
(3 1 1o 21 mHs DOBTOPHUX 28-ICHHUX IMKIIIB)
Tlomipri mopyienns dyuxmii mupok (30 < KK < [ 10 Mr ogun pas Ha 106y
60 mMi1/XB)
Tsoxki mopyineHHs QyHKIIT HUPOK BinomocTi BiacyTHi
(KK < 30 mu/xB, miaji3 He mOTPiOHMIT)
TepMmiHaipHa CTajis HHPKOBOI HeJOCTATHOCTI | Bimomocti BimcyTri®
(TCHH)
(KK <30 mu/xB, noTpibHUH Kiais)
! Skio BIpOAORXK 2 WMKIIB MALEHT MEPEHOCHB TEPAITIF, 03y MOXHA 30UIBIIHTH 10 15 Mr oauH pa3 Ha 100y.
2 Jlnd MalLli€HTiB 3 MOYATKOBOK J03010 10Mr y pasi 3MeHIUEHHs [O3M i JIKyBaHHA HeHTpomneHii abo
TpomGonuToneHii 3—4 cTyneHs abo iHILOro TOKCHIHOTO edexty 3—4 cTyneHs. SIKIIo pO3BHBAETLCA TOKCHYHUHA €(eKT,
AKUH 32 pillleHHsM JTiKaps TTOB’ A3aHUM i3 JIeHaiIOMIIOM, He BapTO MPU3HAYATH [O3H HIDKYE 33 5 MI 4epes3 JieHb abo
2,5 Mr oguH pas Ha 100y .
3 [NanieHTiB 3 TAKKOK HUPKOBOKO HenoctatHicTio a6o TCHH 6yi10 BUIITIOUEHO 3 HOCIIDKEHHS.
ITicas modaTKy Tepamii JIEHATIIOMIZOM MOJafbllia 3MiHA TO3W JICHAIIOMiJy B HAIl€HTIB 3 HUPKOBOIO
HEJOCTATHICTIO Ma€ IPYHTYBATUCS HA iHWBIIyalpHill IepEeHOCHMOCTI JIiIKyBaHHS MaIli€HTOM, AK OIMKCAHO
BHIIIE.
Iayienmu 3 nopywennamu yHkyii nevinku
JleHanizoMin He OCTI/KyBaH y HAIEHTIB 3 MOPYIIEHHAMH QYHKINI IEIiHKH, TOMY HeMae peKOMEHAalliH
1010 KOPUTYBAHHS JO3H Y ITilf TPyTIi MAIli€eHTIB.
Crocib 3acTocyBaHHS
JJist TepopaTbHOTO 3aCTOCYBAHHS.
JlikapchKuii 3aci6 ciin npuiiMaTy mepopaisHO MPUOITH3HO B TOM cammil 9ac y [Hi 3a posknanoM. Kancymu
He MO)KHA BiJKpHBAaTH, po3jaMyBaTH ab0 po3koByBard (muB. po3ain «OcobmuBi 3axomu Oe3meKn»).
Karncysmi morpi6HO KOBTAaTH MMM, HaliKparle 3 BOJOIO, HE3alIeXKHO BiJl BXXMBAHHS 1XKi.
Kancynu neHamigoMiny He MOXHA BHAABIIOBATH depe3 (Honbry B OIiCTEpHiH yIaKoBIi, OCKUIBKH 1€ MOXE
IIPU3BECTH A0 MOMIKOPKEHHs Kancyd. [[[o6 mictaTy Kancyiy 3 yIaKOBKHA IHOTPiOHO 3HATH (OJIBTy 3 OAHI€El
BiIOKpEMIICHOT OTiCTEPHOT YapyHKH.

Himu.
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3 MipKyBaHb GE3MeKH JEHATITOMII HE CIILJ 3aCTOCOBYBATH HiTAM Ta MiUTiTKaM BikoM 10 18 pokis.

Ilepeoo3ysaHua.

BincyTHilt KOHKPETHHIT HOCBI/ JTiKyBaHHs [EPEA03yBaHHsI JICHA JOMiZOM, IIOIIPH T€, IO Y AOCIIDKEHHAX
3 BH3HAUCHHS Jiala3oHy /03 YaCTHHA MAIICHTIB OTpUMYBaia X034 10 150 MI, a B AOCIIKEHHSX BILTHBY
O/IHOPa30BOi JO3M JesKi MaiieHTd oTpumyBand A0 400 Mr mpemapary. ¥V IEX JOCHiUKEHHSX TOKCHYHI
edexTH, aKi 0OMeXyBaH 03y Oy BUKIIOYHO reMaTONOTi9HUMME. Y pasi Mepe103yBaHH PEKOMEHYEThC
CUMIITOMATHYHA i ITPUMYBaJIbHA Tepallis.

Ilobiuni peaxuyii.
VIIMM: nayicumu, sxum_6vio nposedeno TACK ma xompi ompumyioms RIOmMpUMyeaibHy mepaniio
JleHanioomioom
Jlns Bu3HaveHHs nobiunux peakuiit y mocmimkenni CALGB 100104 BUKOpUCTOBYBalId KOHCCPBATHBHUH
minxin. [To6iuni peakuii, 3a3Hadeni B Tabnuni 1 — 1e BUNaAKH, 3apeeCcTPOBaHi MICIIA 3aCTOCYBAHHS BHCOKHX
mo3 mendanany (BJIM)/mposenenns TACK, a Taxox mpo mo6Gigni peakilii mpoTAroM miATpUMYBaIbHOL
Tepamii. J[pyruil aHani3, AKuil BHSBMB BHNAJKH, L0 BHHHKIH ICIS NOYATKy IiATPUMyBaNbHOI Tepamii,
IPOEMOHCTPYBAB, IO YaCTOTa BUHUKHEHHS OOIYHIX peakiliii, 3a3Ha4eHa B Tabmui 1, Moxe OyTH BUIIOKO,
HiX T4, IO (aKTHYHO CIIOCTEPIranocs MpoTAroM mepiofy miATpuMyBalbHOI Tepamii. ¥ nocmimkenni IFM
2005-02 mo6ivsi peaxiii peecTpyBasX TUIGKH B IIePio]] HiATPEMYBAIBHOI TEpamii.
Cepito3HEMH MOGIYHUMH peaKIlisiME, SKi peecTpyBaid dacTiure (>5 %) Hif Yac MiJTPAMYyBAIbHOI Teparrii
JEHATiIOMIIOM, HiX IIiJ{ Yac BUKOPHUCTaHHS Iu1anedo, Oymnu:
- B nociimxenHi IFM 2005-02 — nuesmonis (10,6 %, komOiHOBaHMI TEPMIH);
- B pocmimkenni CALGB 100104 — nerenesa indexnis (9,4 % [9,4% micna moyarky
i ITPAMYBaIBHOT Tepartii]).
V nocnimkenni IFM 2005-02 mo6iuni peakuii, ki BigzHa4amM 9acTilue Mix 9ac MiATPUMYBAIBHOI Tepamii
JeHANLTOMioM, HiX mpu mpuiiomi miauebo, Oymu: Heiitporenis (60,8 %), Gpomxit (47,4 %), miapes
(38,9 %), razodapunrir (34,8 %), cymomu M’s3iB (33,4 %), nefixonenis (31,7 %), acrenis (29,7 %), kaiuenpb
(27,3 %), TpombonuToneHis 23,5 %), ractpoeHTepuT (22,5 %) Ta rapsuka (20,5 %).
V nocmimxesHi CALGB 100104 no6iyHMMEM peakIisMy, 010 CIOCTEpirady dYacTillle IIia 49ac
HiATPEMYBAIBHOT TEPAIlil JIEHANI IOMiIOM, HiX I1ij1 9ac BUKOpUCTaHHA I1ane6o, Oymm: nelitponenis (79,0 %o
[71,9 % micns mouaTKy miaTpuMyBabHOI Tepamii]), TpoMGommToneHis (72,3 % [61,6 %])), miapes (54,5 %
[46,4 %), Bucun (31,7 % [25,0 %)), indexuii BepxHix nuxanpHuX IUEIXis (26,8 % [26,8 %)), BToma (22,8 Y%
[17,9 %)), neitxonenis (22,8 % [18,8 %]) Ta agemis (21,0 % [13,8 %)]).
VIIMM: nayieumu, sxi_ne nionseaioms mpancniaumayii i ompumyioms Jenanioomio y xomoinayii 3
bopme3zomibom i dekcamemasonom
V pocnimxerri SWOG S0777 cepitosHi moGiuni peakiii, sxi gactinre (>5 %) peecTpyBaiu IpH npuiomi
JNeHaTi IOMiAy B KoMOiHAIiT 3 B/B 60pTe30MiGOM i IeKcaMeTa30HOM, HiX IIPH 3aCTOCYBaHHI JIEHATIOMiy B
KOMOIHAIi 3 JeKcaMeTa30HOM OYJIIH TaKi:
- apTepianbHa rimotensis (6,5 %), neredera indexuis (5,7 %), sHeBoanesns (35,0 %)
Io6iuHi peakii, AKi JacTilme cocTepirany Ipy 3aCTOCYBaHHI JeHaTioMixy B KoMmbiHarii 3 6opTe3omiGom
i mexcaMeTa30HOM, HiXX NpM TpuifoMi JTeHaTizoMiay B KoMOiHamii 3 JeKkcaMeTa3oHOM Oyl TaKi: BTOMa
(73,7 %), mnepubepudna melipomaris (71,8 %), TpombomuToneHis (57,6 %), 3akpenm (56,1 %),
rinokansitieMis (50,0 %).
VIIMM: nayienmu, sxi ne nioisearoms mpancnianmayii ma 3acmocogyioms 1eHanioomio y komoinayii 3
HU3BKUMU 003aMU 0EKCaMEMAaA3oHy
Cepito3HUME NOOIYHMMM PeakilisiME, sKi peecTpyBany gactime (>5 %) mig gac Tepamii JEHATIAOMIZOM Yy
KOMOIHAIT 31 3HWKeHUME no3aMH AekcamerasoHy (Rd ta Rd18), mixk mig 4ac orpuMaHHS Mendanany,
npenHizony ta Tamigominy (MIIT), 6ynn:

. mHeBMoHiIs (9,8 %);

- HHMPKOBa HEJOCTATHICTH (BKJIOYHO 3 TocTporo Gopmoro) (6,3 %).
[ToGiUHNMHE peaxIfisaMHu, SK YacTime crocrepiramm mix ac Tepamil Rd ta Rd18, mix mixg wac MIIT, Gymu:
miapes (45,5 %), sroma (32,8 %), 6inb y cmudi (32,0 %), actenis (28,2 %), Ge3conns (27,6 %), Bucun
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(24,3 %), 3amxenns anetuty (23,1 %), kauens (22,7 %), rapsaaxa (21,4 %) ta cynomu M’s3iB (20,5 %).
VIIMM: nayicumu, axi ne nioaseqioms mpaicnianmayii ma _ompumylonts JeHanioomio y xomoinayii 3
mencharanom i npeonizoHom
Cepito3HuMy TIOGIYHMME peakilisMu, siKi crocTepiramd dacrime (>5 %) mix gac Tepamii mendananom,
IPEIHI30HOM i TeHATiIOMiIOM 3 TIOJAIBUIO M ATPEMYBAIBHOKO Tepamico neHanigomizom (MPR+R) a6o
MendanaHoM, NPEIHI30HOM i JEHAIIOMIZOM 3 MOJANbIIMM BHKOpHCTaHHAM Ianebo (MPR+p) B
NOpiBHAHHI 3 Tepamicro MendagaHoM, MpeaHi30HOM Ta mianebo 3 MoAaJbIIMM OTPHMAHHAM ILTanedo
(MPp+p), 6ynu:
- ¢ebpunpha HelTponeHis (6,0 %);
- anewmis (5,3 %).
[MobiynAMHE peakiisaMu, sKi yacTinre Bixsnadamu mix yac tepanii MPR+R a6o MPR+p, Hix mix yac MPp+p,
Oymu: HelTponenis (83,3 %), anemist (70,7 %), TpombormToneHis (70,0 %), neiikoneria (38,8 %), sakpen
(34,0 %), miapes (33,3 %), Bucun (28,9 %), rineprepmis (27,0 %), nepudepuunnit Habpsx (25,0 %), karmenb
(24,0 %), 3sumxenns anetuty (23,7 %) ta acreHis (22,0 %).
MM: nayicumu, axi ompumanu npuraQimni 00HY ainilo mepanii
V 1BoX mIane60-KOHTPOALOBAHUX Aociimkennsx dasu III 353 narientn i3 MM oTpuMyBanu KoMOiHAIiO
JeHAJIiToMi/ ieKcaMeTas30H, a 351 mamieHT oTpuMyBaB KoMOiHalliio miane6o/1ekcaMeTasoH.
Haticepiio3HilmuMy OGIYHAMY PEaKIiIMHE IIiJ{ Yac 3aCTOCYBaHHI KOMOiHaITiT JeHaiToMil/IEKCaMETa30H, B
TOpiBHSHHI 3 KOMOiHAIli€I0 1Tane0o/IeKcaMeTasoH, Oyiu:
- BeHO3Ha TpoMboemGomis (TpomMGo3 IMOOKHX BeH, eMOOIis JereHeBoi aprepii) (IuB. po3min
«OcoOIHBOCTI 3aCTOCYBAaHHS);
- "elTponenis 4 crymess (muB. po3ain «OcoO6IMBOCTI 3aCTOCYBaHHSA).

[ToGiunnMu ~ peakuisiMM, sKi  d9acTille CIoCTepirams i dYac  3acTOCyBaHHSA — KoMOiHamii
JeHaJTiIoMi I/ IekcaMeTa30H B MOPIBHAHHI 3 KOMOIHaIIEO I1ane0o/1eKcaMeTa3oH B 00’ €qHAHUX KIIHIYHEX
BHIPOOYBAHHAX 3@ y4acTi MAllieHTIB 3 MHOXHHHOIO Mienomoro (MM-009 ta MM-010), Gymu: BTOMa
(43,9 %), meiitponenis (42,2 %), sakpen (40,5 %), miapes (38,5 %), cymomu M’s3is (33,4 %), aHemis
(31,4 %), tpomGoruromnenis (21,5 %) ta pucun (21,2 %).
Mienooucnracmuyni cunopomu
BaranpHUI Ipodins Ge3neKd JEHAT AOMILY TPYHTYETBCS Ha JAHUX OXHOTO JociimxenHs ¢asu Il ta oxHoro
dazu III 3a yuacri 286 mauientis 3 MJIC. VY nocnimkerni ¢asu II yci 148 mamieHTIB 3aCTOCOBYBAIH
neHamigomia. ITpoTsrom moasiiiHo caimoro eramy ocitipkenHs ¢asu 111 69 mamieATiB oTpuMyBamy 5 Mr
JTeHANioMiny, iHmm 69 namienTie oTpuMyBatu 10 Mr aeHamigoMify Ta 67 nmalieHTiB OTpEMYBAIH IIae6o.
BinpmiicTe HOGIYHMX peakiiii BHHMKAIM NPOTATOM [epmuX 16 TWXHIB Tepamii JeHamigoMiIoM.
Cepitozanmu MOOIYHAMHE peakuisMu Oyiu:

- BeHosHa Tpomboembomis (TpoM603 IIMOOKMX BeH, eMOois yereHeBoi aprepii) (mmB. po3min

«OcobaMBOCTI 3aCTOCYBAHHS);
- HeliTpomeHis 3—4 crymens, ¢eOpwibHa HelTponeHis Ta TpoMOormToneHis 3—4 cTyneHs (I4B.
po3in «OcoOMUBOCTI 3aCTOCYBAHHS).

V nocnimxenHi ¢asu 11l HafinommpeHimuME TOGIYHUMI PEaKUisIMK B IPYIIi IEHAIIOMiy B OPiBHAHHI 3
KOHTPOJILHOIO Ipymoro Gyiu: HelTpomneHis (76,8 %), TpombomuToneHis (46,4 %), miapes (34,8 %), sakpen
(19,6 %), mynota (19,6 %), cBepGix (25,4 %), Bucun (18,1 %), BToma (18,1 %) Ta cynomu M’si3iB (16,7 %).
Manmiurnoraimunna 1ivgoma
3araneHui mpodins 6e3nexu neHamizominy B nanientis 3 MKJI rpyHTyeTbes Ha NaHUX, OJ€pXKaHuX Bix 254
HAIi€HTIB 3 paHAOMi30BaHOT0, KOHTPOJIBLOBAHOTO AocikeHH dasu 2 MCL-002.
KpiM Toro, B Tabmwmo 3 6yJ10 BKIIOYEHO Mo6i4Hi peakil 3 miarpuMysanbaoro gocnimkents MCL-001.
V  nmocmimxenri MCL-002 HadnmommpeHimAMEM CEepHO3HEMH MOGIYHEMM peakmisMM, sSKi dYacTime
peecTpyBanu (3 Pi3HUIEIO HE MEHIUE HDX 2 BiJCOTKOBI IyHKTH) B IyMi JEHANiZOMidy B HMODIBHAHHI 3
KOHTPOJIBHOIO FPYyIOr0 OyIIK TaKi:
. Helitponesis (3,6 %);
: siereneBa em6ouid (3,6 %);
- niapes (3,6 %).
VY nocnimxerri MCL-002 salimomupeHimiMe MOOIYHIMH PEakIlisiMH, SKi 4acTille BUHUKAIWA B TPyl
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JeHaTiIOMiZly B MOPIiBHSAHHI 3 KOHTPOJILHOIO IpyIoro Oyiu HelitponeHis (50,9 %), anemis (28,7 %), miapes
(22,8 %), Broma (21,0 %), 3akpen (17,4 %), rineprepmis (16,8 %) i BucHI (BKIIOYHO 3 &lEPriyHEM
nepmatutom) (16,2 %).

V nociimxenni MCL-002 3aranom 6yn0 Bin3HAYeHO SBHE ITiIBUIIICHHS YACTOTH PaHHBOI CMEPTI (BIIPOJOBXK
20 txHiB). [TalieHTH 3 BECOKMM IyXJIMHHAM HABAHTKCHHSIM Ha [TOYATKY JiKyBaHHS MAarOTh ITiIBHIICHHUM
PHU3HK paHHEOI cMepTi, 16/81 (20 %) Bumaakis paHHBOT CMePTI B rpymi neBamizominy Ta 2/28 (7 %) Bunajxis
paHHBOI CMEpPTi B KOHTpONBHiM rpymi. IlpoTsrom 52 THXHIB BiANOBiAHI ITOKAa3HHKM CTaHOBMM 32/81
(39,5 %) 1 6/28 (21 %).

ITix gac 1-ro muKIy NiKyBaHHS B IPyIIi JEHATIOMiAy Teparito Gyo ckacoBaHo B 11/81 (14 %) nauienTis 3
BHCOKMM IyXIMHHEM HABAHT@XEHHAM y mopisHsuui 3 1/28 (4 %) B KOHTpOmBHiM rpymi. ¥V rpymi
JEHATIIOMily OCHOBHOK IPUYMHOIO CKacyBaHHS Tepamii B MAlli€EHTIB 3 BHCOKHM IyXJIHHHHAM
HABaHTAXECHHAM IIiJl Yac HEPIIOro UKy JIiKyBaHHS Oymu no6iuni asuia, 7/11 (64 %). Bucoke myxnumne
HaBaHTAXXEHHS BH3HAYAIOCA K [MOHANHMEHIIE OJIHE IIyXJIMHHE BOTHHUINE >5 ¢M y xiaMeTpi abo 3 BorHuma
po3MipoM >3 cM KOXKHE.

Doxnixynspua rimgoma

BaraneHuit npodins Oe3mekw JleHANiZOMixy B KOMOiHAIiI 3 pUTYKcHMMaboM Yy HAallieHTiB 3 paHilne
nikoaHMMHE (oNiKynsSpHEMH JTiMOMaMH IPYHTYETHCS Ha JaHHX, OJEpXaHMX Bil 294 mnamieHTiB 3
PaHIOMi30BaHOTO KOHTpONbOBaHOro mociimkenus ¢asm 3 NHL-007. Kpim Toro, B Tabmumto 5 Oyio
BKJIXOYEHO N0OIYHI peakirii 3 miarpuMyBansHoro pociimpkeHas NHL-008.

V nociimxenri NHL-007H saiimommpesimmymMu cepito3HUMHI TOOIYHUMH peaKisMu (3 PI3HAIIEIO HE MEHIIE
Hix 1 BiZICOTKOBHI! IIyHKT) B IPYIIi JIEHAII JOMi/puTyKcuMal y IIOPIBHSAHHI 3 TPYTIOIO IIanedo/putykcumMal
Oynu:

- bebpunpHa HeWTponeHis (2,7 %);

- nereHeBa eM6oiist (2,7 %);

- mHeBMOHIA (2,7 %).

V nocmimxenni NHL-007 HalinomupeHimmuMuy MoOiYHAME PEaKIisIMU B TPyIi JeHATiI0Mi/pATyKCHMAal y
HOPiBHAHHI 3 IPYNOKO IUIanedo/putykcumab Oyim: (pi3HALS YaCTOT MiXK IpyllaMM CTAHOBHJIA LIOHAWMEHIIE
2 %) 6ynu HeitTponeHis (58,2 %), niapes (30,8 %), neitkoneHis (28,8 %), 3axpen (21,9 %), xamens (21,9 %)
i BTOMAa (21,9 %).

3Beena Tabauis MoGiYHUX peakiiiit

IMoGiuni peakiiii, fKi peecTpyBaju B MAIL€HTIB, JIKOBAaHUX JICHATiOMiIOM, HOJAHI 3a KJlaCaMH CHCTEM
opraHiB i yacToToro. Y KOXHil KaTeropii 4yactoTu mobiuHi peakIlii nojaHi 3a 3MEHIIEHHAM CEpPHO3HOCTI. 3a
4acTOTOIO ITOGIUHI peakiii po3moaineni Ha Taki kareropil: myxe gacto (> 1/10); gacto (> 1/100, < 1/10);
HegacTo (> 1/1000, < 1/100); pimzko (> 1/10000, < 1/1000); ayxe pinko (< 1/10000); gyactora HEBinoMa
(HEMOMKIIHBO OI[iHWTH 32 HASBHUMH JAHUMHU).

[To6iyni peaxiii BKIFOYEHI MO BiANOBIAHUX KaTeropiif y TaOJHii, MO HaBeJeHA HMKYE BIATOBIIHO JIO
HaWIOIHMpPeHimIoi moGivHo1 peakiii B 6yab-IKOMy 3 ONOPHHUX KIIHIYHHX BUNPOOYBaHb

o~

gedena mabnuya nobivHux peaxyill npu Monomepanii Jenanioomioom y nayicumis 3 MM
Jlani HUKYeHaBeIeHOT TabuIi Gyo oJepkano mix yac qociimpkeHb Y IMM cepen nauieHTis, skuM Oyiio
npoeenero TACK Ta oTpuMyBanu MOANBINY MiATPEMYyBAalIbHY Tepamiro neHamimomimoM. [lami He
KOPHTYBAIH BilIIOBIAHO [0 JOBLIOI TPHUBAIOCTI JIKYBaHHA B Tpymax Tepalil IEHaNiOMIiIOM, sKe
TPOJOBKYBaIACS 10 MOMEHTY IPOrPEeCyBaHHS 3aXBOPIOBAHHSA B MOPiBHAHHI 3 IPYIIOIO, IO OTPUMYyBaia
mIane60 B OMOPHHX KIIHIYHAX JOCIIIKESHHSIX 3aCTOCYBAHHS JeHANIoMify B maricHTis 3 MM.
Ta6mums 1 IMo6iuni peakuii, 3apeecTpoBani mix yac KIHIYHHX BHIpPOOyBaHB y HalieHTiB i3 MM, ski
OTPHMYBAJIH 1T ITPHMYBAIBHY TEPAIlilO JICHAI JOMIIOM
Kiac cucremu opranie/ | Yci mo6iuni peaxmii/Hactora [ToGiumi  peakuii  3—4 crynens/
[lepeBaxHu# TEPMiH YacTora
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Indexuii Ta inBazii

e 9acTo

[ueBMmomis®?,  imdexmis  BepxHix
JUXaIbHAOX IUXiB, iHbeEKIis Ha T
HEHTpONEHii, 6pomxit’, rpur’,
TracTpOEHTEPUT', CHHYCHT,
Ha30(apHHTIT, PUHIT

Yacto

- . . . *
Tudexrtis®, inpexuis cegopnx mumxie®’,
iHQEeKINS HAXHIX AUXATGHUX IUIIXIB,

nereHena inexiis’

E YK€ 4acTO

[Tuesmonin®?, imdexumia Ha T
HeHWTporneHii

YacTto

Cencuc®™®, Gakrepiemis, nercHesa
indexmis’, GakTepianbhi iHGEKIl
HIDKHIX IUXATEHUX [UISAXIB,
6porxit’, rpum’, racTpoenTepHt’,

onepizyBanbHuii repiec’, imdexis’

Jo6posikicHi, 37M05KicHI
Ta HEYTO4HEH]
HOBOYTBOPCHHS
(BKIIFOYHO 3 KicTamMul Ta
MOJIIITaMH)

YacTto
A - *
MienoaucIiacTaYHmi CHEAPOM®

3 Ooky xpoBi Ta | Jyxke 4acTo Jy>xe 9acTo
niMbaruunoi cuctemu | Helitponeris Heitrponenis *, bebpunpHa
de6punpHa HefTponeHis ', HelTpomnenis
TPOMOOIUTOMEHis *', aHeMisi, | TpoMGonuTOmEHiA ¥, aHeMis,
netikoneHis’, miMponeHis nefikoneHis’, TiMponeHis
YacTto
[MarnuTonexis’
Posnamgn wmetabomismy | Jdyxe gacto Yacto
Ta XapyyBaHHs [inokaiiemis I'imokamiemisi, merigparaiis
3 O6oky  HeproBoi | lyxke dacto Yacto
CHUCTEMH [TapecTesis [omoBHUit 611B
Yacto
IMepudepuyna Heliponaris®
3 6oky cyauH Yacto Yacto
Em6ouist neresesot aprepii Tpom603 rmboxux ped
Po3znanu 3 6oky opranis | Jlye 9acto Yacto
JUXaHHA, rpyasoi | Kamens Jucmroe’
KIIITKH Ta cepenocTinas | Yacto
Jucnroe®, punopes
I1I1yHKOBO-KHIIIKOBI Jlyxe 9acTo Uacto

po3naau

Hiapesi, 3akper, 0176 y XKHBOTI, HyZ0Ta
Yacto

Bbiroanus, 6inme y BepxHif YacTHHI
KHABOTA

Jiapes, 6moBaHHs, HyAOTa

['emaToGimiapHi
posnanu

Lyxe gacTo
BigxuneHus Big HOPMH pe3yJbTaTiB
TIEYiHKOBUX P00

YacTto
BiaxuieHHs BiJ HOPMH pPe3yJIbTaTiB
[I€YiHKOBHX P00

3 ©O6oky mkipu Ta | Jyxke gacrto Yacto
HiAIKipHOI TKAaHHHM Bucum, cyxicTs MKipu Bucun, cBepbixk
3 ©Ooky ckemetHo- | Jyxke dacTo
M’s130BOi cucremu Ta | CygoMH M'si3iB
CIIOTYYHOI TKAHWHU Yacto

Miauris, KicTKOBO-M’130BH# 0116
3arasipHI po3iaid Ta Lyxe gacTo Yacto

peakiii y Micti

BBCICHHA

Broma, acTteHis, rapsuka

BromMma, acTeHis
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® TIo6iuHi peakuii, 3apeecTpoBaHi sk Cepio3Hi B KIHIYHMX BUIPoOYBaHHAX y mauieHTiB i3 YIMM, sxum Gyno
nposeaeno TACK

* CTocyeThCs TUIbKH CEpHO3HMX MOGIYHMX peakiiiii Ha JlikapchkHi 3aci6

" Onuc Bu6panux nMoGiuHux peakiiii auB. y po3ain «I1o6iuni peakuii»

2 «ITHEBMOHI» — KOMOIHOBaHMIM TEPMiH MOGIYHIX peaKiiiif, O OXOIUTIOE TaKi TEPMIHHM MEPEBAKHOTO 3aCTOCY BAHHS:
GPOHXOIHEBMOHisl, 0TbOBA THEBMOHis, MHEBMOLMCTHA [THEBMOHisl, THEBMOHis, THEBMOHIs, cipuuuneHa Klebsiella
pneumoniae, NETiOHENLO3, MIKOILIa3MOBA THEBMOHsl, THEBMOKOKOBA ITHEBMOHIsl, CTPENITOKOKOBA HEBMOHIS, BipyCcHa
IHEBMOHisl, po3iaz 3 00Ky JiereHb, THEBMOHIT.

b «Cencuc» — KOMOiHOBaHHH TepMiH MOGIYUHUX peakiliif, O OXOIUTIOE TaKi TEPMiHU NEPEBAKHOIO 3aCTOCYBAHHI:
GakTepiajIbHUM CENCHC, MTHEBMOKOKOBHIA CETICHC, CeNTUYHMUIH 10K, CTadiTOKOKOBMI CETCHC.

° «[lepudepuuna Heifponaris» — KOMOIHOBaHMI TEPMiH NOOIYHMX peaKiii, IO OXOILTIOE TaKi TEpMiHH: NepudepuyHa
Helipornaris, mepuepruuHa CCHCOpHa Helponaris, nojiiHeiponaris.

4 «Tpom603 rMMGOKKHX BeH» — KOMOIHOBaHMIl TepMiH MOGIYHMX peakIii, IO OXOILIIOE TaKi TepMiHM: TpoM603
[THOOKMX BeH, TpoMO03, BEeHO3HUI TpoMO03.

3asedena mabruua nobiynux peaxyiy, 3apeecmposanux nid 4ac 3acmocY8AHHA NeHaNiooMiOy 6 CKIaoi
Kombinoeanoi mepanii npu muodcunnii mieromi (MM)

Jlani HIKYeHABEACHOT Tabuii OyJI0 onepkaHo B KIiHIYHUX AOCTIIKEHHSX 3aCTOCYBaHHS JICHALJOMINY B
cxnani komb6inosanoi Tepanii mprr MM. Jlani He KOpUTYBaIM BiAIOBIAHO JO DOBIIOI TPUBAJIOCTI JIKYBaHHS
B Ipymnax Tepamii KOMOiHAmii 3 JEHAIAOMIIOM, fK€ IPOJOBXKYBANIOCS IO MOMEHTY MPOTrpEeCyBaHHI
3aXBOPIOBAHHS B IOPIBHAHHI 3 IPYIIO0, IO OTpUMYyBajia IUanebo B OMOPHHUX KIiHIYHHMX MOCTIIKEHHSX
3aCTOCYBaHHS JICHANIIOMiTy B TAIlieHTIB 3 MM.

Ta6muus 2. [To6iuni peakwii, 3apeecTpoBani B KIiHIYHAX JOCTI/DKEHHSX Y nanieHTiB i3 MM, sKi oTpuMyBaH
JeHaniioMif y KoMGiHamii 3 6opTe3oMifoM Ta AeKCaMeTa30HOM, JeKcaMeTa3oHOM, abo MendanaHoM i
IPEIHI30HOM

Kinac cucremu oprauis/ | Yci mobiuni peakrmii/UactoTa ITo6iuni peakiii
[TepeBaxkHuit TepMiH 3—4 crynens/Yactora
[adexnii Ta iHBazii J{y>xe gacTto Yacto
ITremomis®®, indexuil Bepxnix | ITneBMonis®, GakTepianbi, BipycHi Ta
JIIXaTbHUX misxis’, | rpubKosi indexmii (BKIIIOYHO 3
6aKkTepiaibHi, BipycCHi Ta | ONMOPTYHICTUYHUMH indexmisvn)’,
rpubkoBi indexmii (BxmouHo 3 | memomnit’, cemcuc™®’, nerenesa indexuis®,
OTOPTYHICTHUHUMHU 6pomxit’, iHbexuia auxampEEX MmUIAXis®,
indexuismu)’,  maszodapumrit, | indexuis CCUOBHBITHUX msxis®,
dapunrit, 6posXiT’, pHHIT iHGexIiHAi eHTEPOKOTIIT
Yacro
Cencuc™®, nerenena indexuis®,
iHQeKIisn CCUOBHBITHUX
moxis®, curycnt’
HoGposikicHi, 3moskicHi | HeuacTto Yacto
Ta HeyTouHeHi | ba3anbHOKII THHHMH pak ¥, | Toctpa MienoinHa netkemis’,
HOBOYTBOPEHHS IUTOCKOKTITHHHMM pak mKipa ' | MienoaucnnacTuanmit cuaapom’,
(BKIIOYHO 3 KiCTamu Ta TUIOCKOKII THHHMM paK mKipy
IOJTiIIaMH) Heuacto
T-xytiTuHHA roctpa nefixemis’,
GasaIbHOKINITHHHHN  pak °,  CHHIPOM
T3KUCY NYXJIHHH
3 Ooky kpoBi Ta | Jlyxe dacto J1y>xe 9acTo
nimdbarianol cuctemn | Hetirponenis -, Heitrponenia %, TpomGonuronenis ",
tpom6Gormronenis %, amemis®, | anemia’, nefixonenis
reMoparigqHui posnax , | Yacro
NelKoreHis, TiMponeHis ®ebpunpaa HeHTpomeHis *,
Yacto MAHIMTONEHIS, FEMOJIITUIHA aHEMis
DedpuIbHA neiirporenist ¥, | HegacTo

/
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HAHIUTOIEHIs"
Heuacto

I'emomnis,
reMOJIITHYHA
reMOJIITHYHA aHEMIiS

ayToiMyHHa
aHeMis,

I'inepkoarysiis, Koaryaonaris

3 6OKy iMyHHOT

CHCTCMU

Hewacro
0 . A
['inepyyTIMBICTH

3 OOKy €eHIOKpUHHOI
CHCTEMH

Hacro
I'motupeos

Posnmamun metabomizmy
Ta Xap4yBaHHS

ﬂ YK€ 1acCTO

Tinoxamiemis %,
rimepririkemis,
rinoxansiemis’,
rimoHatpiemis®, 3HeBoOAHEHH,
3HIDKEHHS aneTuTy’’, SHIKEHHS

Macu Tina

riITormKeMis,

YacTto
[inokamemis®,
rimoxansmiemis’,
rinogocdaremis,

rimepypuxemis, 306, 3HeBOmHEHHS,
3HIDKEHHUH aneTnT’’, 3HIKEHHs MacH Tina

rimepriikeMis,
mykpoBuii  miaber’,
rimonarpiemis’,

Yacto
limomarmiemis, TrimepypuKeMmis,
rinepKanbIieMis”
3 60Ky NCUXiKu Jlyxe 9acTo Yacto
Henpecis, 6e3coHHS Hempecis, 6e3cOHHS
Heuacto
Brpara ni6igo
3 OGoky  HepBoBoi | Jlyxe 4acTo JIy>xe 4acTo
CHCTEMH I[Tepudepuyni neiiponarii®, | ITepudepuani metiponarii’®
mpecrtesis,  3amamopodueHHs"’, | Yacto
TpeMop, Au3reB3is, ronoBHUH | ['ocTpe HOPYIICHHS MO3KOBOI'O
6inb KpoBoo6iry’, samamMopouenns®’, cunkomne®,
Yacto HEBPAJITis
ArTakcis, mopymenHs piBHoBary, | Hedacto
cuaxomne®, meBpairis, | BHyTpimmasodepenHui KPOBOBMJINB",
JceCTe31s TPaH3UTOpPHA imemivuHa aTaxa,
nepebpaibHa irmemis
3 Ooky oprauiB 30py Jlyxe "acto Yacto
Karapakra, HewiTKuii 3ip Karapaxra
Yacto Heuacto
3HMKEHHS TOCTPOTH 30pY CrninoTa
3 60Ky oprasis cinyxy Ta | HacTto
BECTUOYILIPHOTO I'myxota (BKIIIOYHO 3
arapary TYTOBYXICTIO), I3BiH Y ByXax
3 60Ky cepust Yacto Yacto
diopunsis nepencepns’’’, | Indapkr Miokapzaa (BKIIOYHO 3 rocTpum) ¥,
OpaauKkapais bibpumsmis  mepemcepmp>®,  3actiitna
Heuyacto cepueBa  HENOCTAaTHICTR’,  Taxikapais,
AputMmis, IIOOBXEHHS | ceprieBa  HegoctaTHicTs ™,  imewmis
inteppanry ~QT,  TpimotiEms | Miokapma®
mepeacepab, IITYHOYKOBI
€KCTPACHCTOH
: _j i

32




3 6oky cynuH Jlyxe "acto Iyxe JacTo
Beno3Hi TpoMboeMGormiuni | Benosni  TpomGoemboriuni  sBHImE,
SBUINA, IIEPEeBaXXKHO TPoMOO3 | IEpeBAXHO TpoMOO3 TINMHOOKHX BEH Ta
rmMbOKHX BEH Ta JereHepa | nereHena em6ois
embomis %, aprepianbua | Yacto
rinepren3is®® Backymt, aprepiamsHa  TimoTemsis®,
Yacrto apTepiaibHa rimepreHsis
AptepiansHa rimepren3is, | Hewacto
eKximMo3” Imemisi, mepudpepuyna imemis, TpoM003
BEHO3HOTO CHHYCA FOJIOBHOT'O MO3KY
3 60Ky oprauiB | Jlyxe 4acTto Yacto
JAXaHHS, rpyzsoi | Tucnuoe™®, Hocosa kpoBotewa’, | Pecmiparopumit  mmerpec’, muacmoe®®,
KJIITKH Ta CEPEIOCTiHHS | Kallelb IIeBpUTHYEHNE Ginp B rpymmidt wmitimi®,
Yacto rimoxcis®
Huchonis
3 OGoky untyHKOBO- | JlyXe 4acTto Yacto
KHUIIKOBOTO TPAKTY Hiapes®®®, 3akpen®, 6imp y | IllnyHKOBO-KHIIKOBA kposoteua %0,
xuBoTi®®, Hymora, GmoBamHs", | HempoxigmicTs Tomkoi Kuuku'’, miapes’’,
mHCHencis, cyxicte y pori, | 3akpen’, 6im y kmBOTi®, HymoTa,
CTOMATHT 6moBanHs’’
Yacrto
ITI1yHKOBO-KUIIIKOBa KPOBOTEUA
(BKJIFOUHO 3 PEKTIbHOIO
KpOBOTEUEIO, TI'€MOPOiJalbHOIO
KpOBOTEYEIO, KPOBOTEHYCIO IIPH
MEeNTHYHIH BHpas3Ii Ta
KPOBOTOYHBICTIO SICEH),
mucdaris
Heuacto
Koutit, 3anayeHss cainoi KANTKa
I'emaro6imiapHi Jly>xe gacto Yacro
po3namu IlinBuinenus piBHSA Xomnectas’, TenaToTOKCHYHICTD,
anaHiHamiHoTpaHchepasy, renaToLeIIOIIPHE ypakeHHs",
M IBULICHHS piBHS | ITiJIBUINCHHSA piBHS

acmapraramizoTpaHcdepazu
Yacto
TenaTonemonspae ypaxeHHs'?,

BiIXWIIEHHS Bin HOPMH
pe3ysbTaTtiB  QyHKIIIOHATBHAX
npob, mopymeHHS — GYHKIT

neginkm’, rinep6inipy6inemis.
Heuacto

. . A
TleuinkoBa HETOCTATHICTE

ana”inaminoTpancdepasy, BiIXUIEHHS Bif
HOPMH pe3ynbTaTiB GyHKIIOHAIBHHEX Mpod
meginku’

Heuyacto

IlewiHKOBA HETOCTATHICTE
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3 Ooky mxkipm Ta | JlyXKe 9acTo Yacto
i AMKipHOT TKAHMHH Bucun®, ceep6ix Bucun®
YHacto Heuacto
Kpomnup’sHka, rineprigpos, | MeIMKaMeHTO3HHIN BHCHII 3 €03MHOMLIIEID
CYXiCTh LIKipH, | T2 CHCTEMHMMH CHMIITOMaMK’
rinepmirMeHTamnis mKipH,
eK3eMa, epuTeMa
Heuacto
MennkaMeHTO3HUH  BHCHI 3
€03UHODITIEI0 Ta CUCTEMHUMH
cuvmromamu®,  3HEGapBIEHHS
MIKipH, peakmis
CBITJIOYY TIMBOCTI
3 Ooky ckemeTHO- | Jly>ke 4acTo Yacto
M’s30B0i cHcTemu Ta | Mszoa  cmaGkicts,’cymomu | M’ssoBa cmabkicts®, 6imp y kictkax’,
CIIOJIYYHOT TKAHUHI M's13iB, 611b ¥ KicTkax®, M’ 130B0- | M 30BO-CKEJETHHMIA 1 CHOTYYHOTKAHHHHHAMI
CKEIIeTHH i|6ine 1 guckoMdopT (BKIIOYHO 3 6oIEM Y
CIONYYHOTKAHMHHHE  6ime i | crmmi®™™)

jquckoMbopT (BKIIOYHO 3 OojieM

Heuacto

y cmmai®®), 6inp y kinmiekax, | Habpsk cyrino6is
mianris, aprpanris’®
Yacro
Habpsik cyrnob6is
3 Goky wHupok Ta | Jlyxke 9acTo Heuacto
cedyoBuBinHOI cuctemu | Hupkosa HexocTaTHICTh | HupkoBuil kaHaIbIEBUH HEKPO3
(BKyTFO"aroun roctpy)’?
Yacto
I'emarypis”®, 3aTpuMka cedi,
HETPUMAaHHS CeYi
Heuacro

HaGyTuii cuaapom @ankoHi

3 GoKy penpoayKTUBHOL
CHCTEMH Ta MOJIOYHHX
3aJ103

Yacto
Epextunpna auchyHKIs

3arampHi po3nagu Ta | J{y)ke yacrto Jlyxe JacTo
cTanu B micni BBesenns | Broma®®, nabpsx (sxmouno 3 | Broma®®
nepadepiitHuM HabpskoMm), | Hacto
rapsuxa’®, actenis, | [lepudepuunmii  mabpak,  mipekcia™®,
rpUnonoNioHui CHH/IPOM | acTEHis
(3okpeMa  rapsuyka, KaIlieib,
Mianris, M’ SI30BO-CKEJIETHHH
Oinb, TOJOBHHH 61 1
PHUTiIHICTD)
Yacto
Bine y rpynsax®%, zerapris
BniuB Ha pesynbrard | Jlyxke 4acTo
naGoparopHux aHanmiziB | [[iZBuImeHHs piBHA  JIyXHOI
docharasu B KpoBi
YacTto
IlinBuimenns piBHS C-

pPEeaKTHBHOTO O1IKa
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TpaBmu, oTpyeHHs Ta | Hacto
poleaypHi Iagigns, 3a6uTTS
YCKJIQTHEHHS

% IMo6iuni peaxiiii, 3apeecTpoBaHi K Cepiio3Hi B KIIHIYHIX BUNPOOYBaHHAX y nauieHTis 3 Y IMM, ski oTpumyBaiu
JeHATiIOMi y KOMGiHALIT 3 GOpTe30MiOOM i IeKCaAMETa30HOM.

" Onmc BuOpanux no6iunux peaxuiit aue. y po3ain «I[lo6ivni peakuii»

® [ToGiuni peakiii, 3apeecTpoBaHi SK CepHo3Hi B KIHIYHHX BHUOPOOYBaHHAX y MalieHTiB i3 MM, aki nikyBanucs
JeHaTiAoMioM y koMbiHaLil 3 fekcameTa3oHoM abo 3 MenadaraHoM i IPEIHI30HOM.

* CrocyeThes JiLIe cepio3HUX MOOIYHUX peaKllii Ha rmpemnapar.

* BHOaAKH IUIOCKOKIITMHHOTO paKy IIKIpM 3apeecTpoBaHi B KIIHIYHMX BUNPOOYBAaHHAX Y paHille JIKOBaHHX
HALIEHTIB, SKi OTPUMYBAIH JIEHAIIIOMiZl/IeKCaMeTa30H Y MOPiBHAHHI 3 KOHTPOJILHOKO TPYIIOL0.

** Bumanakyl IUIOCKOKIITMHHOI KApLIMHOMH LIKipH GyJio 3apeecTpoBaHi B KIHIYHUX BHIIPOOYBAaHHAX Y MALli€HTIB 3
VMM, siki OTpUMYBaITH JIEHATIIOMi/AEKCaMETa30H Y MOPiBHAHHI 3 KOHTPOJILHOKO TPYIIOL0.

3eedena mabauys nobiunux peakyili NPU 3ACMOCYEAHILE NeHANIO0MIOY AK MOHOMEPAnis

HrpkueHaBeaeHi TabIHIIi IPYHTYIOTBCS Ha JAHKX, 3i0paHiX Y XOAi OIOPHHX JOCTiKEHb MOHOTEPAITii JIEHATIIOMiZIOM
npu M/JIC i MKJL

Ta6muns 3. [To6iyri peakiii, 3apeecTpoBaHi B KIiHIYHMX BHIIPOOyBaHHAX cepel mamieHTiB 3 MJIC, skux
AIKYBaJIH JICHAIJOM1IOM

Knac cuctemu | Yci mo6iuni peaknii/Yactota IMo6GivHi peaxmii
oprauis/ [lepeBaxHuH 3—4 crynens/YactoTa
TEpMiH
Iudexuii Ta inBasii Jly>xe gacTo Lyxe gacTto
BakrtepiansHi, BipycHi i rpubkosi | [Taepmomis’®
indexrii (Brmouaroun | Yacro
omopryHicTHuHi iHdekii)’ BakrepianbHi, BipycHi i rpuOKoBi iHbeKmii
(BKJIFOYAIOUH ONOPTYHicTHYHI indexii)’,
OpPOHXIT
3 ©Ooky kpomi Ta | Jlyxe gacTo [lyxe gacto
niMbarrunoi cucremu | Tpom6omuToneHis *, TpomGomuTonesis ~, Hefitponeris
HeHTponeHis *, nefikoneHis neKoneHis
Yacto

- . A
deGpunpHa HEHTPOTIEHs *

3 Goky eHmokpuHHOI | [lyxe gacTo

CHCTEMH ['imoTupeos

Posnagn merabonizmy | [yxe gacto Yacto

Ta Xap4IyBasH 3HUKEHHS alleTUTY Tinmepkamiemis’,
Yacto 3HHKEHHS allETHTY

Hajmmok 3amiza B Oprasi3mi,
3HIDKEHHSI MacH Tila

3 GOKy MCUXIKH Yacto

3minn HacTpor®~

3 60Ky HepBOBOI [lyxe gacto
CHUCTEMH 3amamMopoveHHs, TOJIOBHUH OLIIb
Hacro
[TapecTtesist
3 Goky cepus Yacro
Tocrpuit indapkT Miokapaa ™, ¢piGpuisuis
nepencep/s’, ceprieBa HelOCTATHICTE
3 60Ky cyauH Yacto Yacto
AprtepiaibHa rimeprensis, | BeHo3Hi TpoMOoeMO0I1i4H] SBHIIA,
reMaroMa IepeBaXHO TpoM003 TINHOOKMX BEH Ta

0

fereneBa eMOOTis




Pecniparopsi, [ly>xe gacto
TOpakalbHi 1a | Hocopa kpoBoTeda”
MediacTHHANBHI

pO3IIaaH

3 OOKy IUIyHKOBO-
KHIIIKOBOTO TPaKTy

JTy>e 4acTo
Tiapes®, 616 y KHUBOTI (BKIIIOUHO
3 OoyeM Yy BepxXHili YacTHHI

YacTo

Hiapes®, aynora, 3y6Huii 6inb

CIIOJIy4YHOI TKAaHUHH

CKeleTHHM Oinp (BKIIOYHO 3
6oneM y crmHi’ Ta GoneM y
KiHIIIBKaX), apTpaJIris, Mianiris

KHUBOTA), HyJI0Ta, OJIOBaHHI,
3aKpen
Yacto
CyxiCTB y pOTi, AUCTIETICis

I'emaroGimiapHi Yacro Yacto

po3naau Binxunenss BiJI HopMH | Bimxumenns Bix HOpMH  pe3yNbTaTiB
pe3yJIbTATiB NeYiHKOBHX MPob TIeYiHKOBHX TPOO

3 Ooky mkipu Ta | lyxe gacto Yacto

HimKipHOi TKAaHMHM | BucunanHs, cyxicTs  IIKipH, | Bucunanns, ceep6ix
cBepOiIX

3 Ooky ckenerHo- | Jyxke yacto Yacto

M’s130B01 cuctemu Ta | CynoMu M’SI31B, M’5130B0- | Binb y crumi’

3 60Ky HUpOK

Yacto

i CEYOBHBITHOL Hupkosa HemocTaTHICTEO
CHCTEMU
3aranpHi posnmagu Ta | Jyxke 4acto Yacrto
peakmii y  wicmi | Broma, nepudepuuni HaOpsku, | 'apguka
BBEJICHHS CHHAPOM TPHUIOOIIOHOTO
3aXBOPIOBaHHS  (BKIIOYHO 3
raps4Koro, KalneM, (apHHTITOM,
MiaJri€ro, CKEJICTHO-M SI30BUM
6oi1eM, TOJIOBHHM 00JIEM)
Tpasmu, oTpyeHss Yacto
Ta TIpOIIe Ty pHi [Napinus
YCKIIQJHCHHS

A Onuc BuOpanux noGiuHux peakuiii aus. y po3ain «[lobivni peakiiin
OITo6iuni peakitii, 3apeecTpoBaHi AK Cepio3Hi i Yac KIiHIYHMX BUIIpoOyBaHb cepen nauieHTis 3 MJIC.
~3MiHM HacTporo 610 3apeecTPoBaHO sk 4acTi nobiuHi peakwii mix vac ikypanus MJIC y KIiHIiYHUX BUIIPOOYBaHHSIX
dasu III; npote Boxu He Gynu po3uiHeHi sk no6iyHi peakwii 3—4 cTyneHs TSHKKOCTI.
AJITOPHTM, 3aCTOCOBaHMH il BKJIFOYEHHS MOGIYHMX peakuiii B iHCTPYKLilO JUTA MEAMYHOIrO 3acTOCYBaHHs: Yci
no6iyHi peakuii, BUABJEHI 3 BUKOPUCTAHHIM IrOPUTMY AoCiipkeHHs ¢asu III, mo BKIFOYEH B IHCTPYKIIIO I
MEIUYHOTO 3aCTOCYBAHHA JTIKAPCHKOro 3acoly. s umx moGiunux peakiiif Gyl0 BUKOHAHO NOJATKOBY MEPEBIPKY
4acTOTH NMOGIYHMX peakiliii, 3apeecTPOBaHMX 3a JOMOMOIOK alroputMy pociuimienHa ¢asu ll, i, sxkuwo yacrora
mobiunmx peakuii y aocnimkenni ¢asu [l Oyna Buioro, Hix y goctimkensi gasu I, nobiuHe sBULIEC BKIIOYATH B
iHCTPYKIIiIO /TS MEAMYHOTO 3aCTOCYBAHHS 3 YaCTOTOIO, 3 SKOIO HOro croctepiranu B gocimkenti dasu L.
* Anroputm, 3actocosanuii mpu M/IC:
- Jlocnimkenns ¢asu Il 3a ydacti maumientis 3 MJC (moaiiiHa ciime y momynsiii ais ouiHkk Gesnexu
3aCTOCYBaHHs Tpenapary, Pi3HHLW MK rpynamu JeHamigoMizy 5/10 Mr i miane6o 3a Mo4aTKOBOIO CXEMOIO
JI03yBaHHsl, CIIOCTEPIracThCs WOHAMMEHINe y 2 yJaCHHKIB).

o Vci mo6iuni sBuIua, sSKi BHHUKIH Ha TIIi JiKyBaHHS, y >5 % mauieHTiB, AKi OpUMaTH IeHATiAOMIN, i He
MeHIIe Hix 2 % PI3HMUS B YaCTOTi MK rpyIaMH JICHaTi JOMiAy Ta miaue6o.

o VYci nobiuni sBuMma 3—4 CTymNeHsA, 10 BUHMKIM Ha T JikyBaHHi B 1% mallieHTiB, AKi OpuiMati
NeHATIIOMI, i He MeHIIe Hixk 1 % pi3HMIA B 4aCTOTI MK rpynaMH JISHATiIOMiay Ta miaue6o.

o a8
/A
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o Vci cepiiosHi nobiuHi ABMINA, IO BUHAKIK Ha T/1i JIiKyBaHHS B | % mauieHTiB, sAKi npuiMau JeHali oML,
i He MeHIIe HK 1 % Pi3HMIIA B YACTOTI MiXK IpyHIaMH JIEHANIIOMiTy Ta utaue6o.
- Jocnmimxenns ¢asu Il 3a yyacri manienris 3 MJIC
o Vci mo6iuni sBuILa, SKi BUHUKIM HA T JIKyBaHHA B >5 % MauieHTIB, IKi NpUHMaIM JeHaTiI0Mi
o VYei mobiuni siBuma 3—4 cTyneHs, IO BMHMKIM Ha T JikyBaHHA B | % mamienTiB, ski npuimManu

JIeHAiJOMI.

o Vci cepiiosni moGiuni SBUINA, IO BUHMKIIK Ha Tl JIIKyBaHHs B 1 % nalienTis, ki NpUAMAaIM TEHATIIOMIZ,
Ta6muus 4. [ToGiuni peaxirii, 3apeecTpoBani B KiiHidHHX BHIpoOyBaHHAX cepen mamieHTis 3 MKJL, sxi

OTPUMYBAJIH JICHAJII IOMIJ

AprepiaipHa TinoTeH3isd

Knac cucremu oprasis / | Yei no6iuni peakuii/Yacrora [Mo6iuni peakmii
IlepeBakHHI TEpMiH 34 crynens/YacroTta
Indexii Ta igBasii Jly>xe dacto Yacto
BakTepianpHi, BipycHi Ta rpuOkoBi | Bakrepianbhi, BipycHi Ta rpubkosi
inGexmii (BKJIFOUHO 3 | indexmii (BKITFOYHO 3
onopryHicTHynuMe iHGEKIisIMU)Q, | OMOPTYHICTHIHHMH indexmiamMu)Q,
Ha30()apUHTIT, THEBMOHIAO IHEeBMOHis0
Yacto
Cunycur
Jo6posikicHi, 3nosikicHi | Hacto Yacto
Ta HEYTOYHEH1 Peakris TPAaH3UTOPHOTO | Peakilis TPaH3UTOPHOTO MOTIPIIEHHS
HOBOYTBOPEHHS HOTIpINEHHs KIHIYHAX IPOSBIB | KIiHIYHEAX IIPOSIBIB Ty XJIMHY,
(BKITFOUHO IyXJIUHHA IUTOCKOKJTITHHHUH pak mKipu”,0,
3 KICTaMH Ta HOJIaMH) 0a3anbHOKIITHHHIHA pak”,Q
3 Goky kpoi Ta | Jlyxe yacto Lyxe JacTto
niMGbaTHIHOT CUCTEMHU TpombGoruroneHis”, TpombonuToneHis , HeiTponeHis’,o,
HeiTpomneHisN,o, neiikonenis?, | aHemisd
aHeMisQ Yacro
Yacto ®ebpunbHa HeiiTponeHis”,0,
@ebpuitbHa HelTponeHis™,0 JIEUKOTIEHISIO
Posnaau merabomizmy Ta | Jlye d9acto Yacto
XapdyBaHHS 3HHKCHHS  aleTHTy, 3HWKEHHS | 3HEBOXHEHHSO, rimoHarpieMis,
MACH TiJIa, TiIoKaTieMis TiIOKAIBITEMIs
Yacto
3HEBOAHEHHSA(
3 6OKY ICHXIKA Yacto
be3coHHs
3 60Ky HepBoBoi cuctemu | Yacto Yacro
Jlucrensis, TOJIOBHHIA 6inb, | [lepudepuyna CEeHCOpHA
nepudeprdHa HeiiponaTis HeponarTis, MIISIBICTh
3 Ooky opraHiB ciryxy Ta | Hacro
BecTHOYJLIpHOTO anapary | Bepruro
3 H6oky ceprs Yacro
Iubapkr Miokapma (BKIIOYHO 3
roctpuM)",0, ceprieBa HEJOCTATHICTh
3 60Ky cyauH Yacto Yacto

TpoM603 rHOOKMX BeHO, IereHeBa
embonia’,0, aprepianpHa rimoTeH3isa0

3 GoKy opraHiB JUXaHHS,
TPYQHOI ~ KINTKH  Ta
CEPEOCTIHHS

E YK€ 9acTO

HucmHoeO

Yacto
Jucauoed

1% %)
(/)



3 6oky UuIyHKOBO- | J[yKe "acTto Yacto

KUIIKOBOTO TPAKTY Hiapes0, nynoral, O6mosanusQ, | diapeso, 6inb y xkHuBOTIO, 3aKpen
3aKpen

Yacto

Binb y xuBOTIO
3 6oky mkipu Ta | [LyXe gacto Yacto
i AKipHOT TKAHUHH Bucun (BxmouHo 3 anepriuauM | Bucun
JIepMAaTHTOM), CBEpOiNk

YacTto

Hiuna miTIuBIiCTh, CyXiCTh MIKIpU

3 OoKy ckeneTHO- | Jly>Ke 9acTo Yacto

M’s30BOT  cucTeMH Ta | M’s130Bi cra3MH, OUTb y CITHHI bine y cmouni, M’s30Ba crabKicTsO,
CITOTYYHOI TKAHUHU YacTo apTpajris, 611k y KiHIIIBKax
Aptpairis, Oinmk y KiHIBKax,
M’A30Ba CIabKiCTHO

3 ©Ooky HHpPOK Ta Yacro
CCYOBHBITHOT CUCTEMU Hupkosa HeIoCTATHICTS
BarawpHi  po3mamm  Ta | Jlyxke gacto Yacto

peakuii y miciii BBefienns | Broma, acremis0, nepudepuynmit | I'apsuxal, acrenisd, BToma
HAOpsIK, CHHAPOM T'PUNONOAIOHOrO

3aXBOPIOBAHHS (BKIIOYHO 3
rapsraKoIo0, KalieM)

YacTto

O3H06

AOmnuc BU6panux roGiuHux peakuiii quB. y po3ain «lobiuni peakirii».
0TTo6iuni peakuii, 3apeecTpoBaHi K cepio3Hi Mif Yac KIiHIYHMX BUNpoOyBaHe cepen nauientis 3 MKJL. Anroputm,
3aCTOCOBaHHI! TS BKJIIOYEHHS B iHCTPYKIIIIO [T MEAMYHOTO 3aCTOCYBaHHs MOGIYHMX peaKtiil, ski Oyso 3adikcosaHo
cepen nauienris 3 MKJI:
- Jocnimkenns ¢asu I 3a yuacti nanientis 3 MKJI
o Vci nobiuni SBUINA, 110 BUHUKIK HA TN JiKyBaHHs, y >5 % NauieHTiB, Aki NPUAMATTH JTEHATIOMI], i He
MeHIIe Hixk 2 % PI3HMIL B YaCTOTI MDXK IPYTIOO JIEHANIOMITy Ta KOHTPOJIBHOIO rPYIIOFO.
o Veci nobiyni sBuma 3—4 cTyneHs, IO BUHMKIM Ha Tii JiKyBaHHA B >1 % maiieHTiB, AKi IpuAMany
JICHATIAOMIJ, i He MeHIIe Hix 1 % pi3HUIIS B 4aCTOTi MK IPYIIOIO JICHATIIOMiZy T4 KOHTPOJBHOKO FPYIIOL0.
o Vci cepiiosni noGiuHi sBWINA, IO BMHUKIA HA T JiKyBaHHA B >1 % maui€eHTiB, AKi NpuAMay
JIeHANiIOMij, i He MeHIne HDK 1 % pi3HUI B 4aCTOTI MiXK IPYTOO JIEHATIAOMIAY Ta KOHTPOJILHOO PYTIOK0.
- Opuorpymnose pociipkenHs ¢asu 11 3a yuacti nanientis 3 MKJI
o VYci no6iuni ABUIIA, O BUHUKIM Ha TJIi JiKyBaHHA B >5 % NalicHTiB, IKi NPUHMAIIH JICHATi JOMII.
o Yci nobiuni spuma 3—4 cTyreHs, 10 BUHUKIM Ha T JIikyBaHHs y 2 abo Ginbuie ocib
o VYei cepiiosni no6iyni ABMINA, 1O BUHUKIX Ha TJIi JIiKyBaHH: y 2 abo 6usLie ocif.
3aeedena mabnuus nobiynux peaxuyill, 3apeccmpo8anux ni0 4ac 3acmOoCy8anHs AeHanioomioy 8 ck1aoi
kombinoeanoi mepanii npu DJI
JlaHi HIXK4eHaBeseHOi Tabmmmi Oyno ofepXaHo mix 4dac omopHuX gochmimxenbs (NHL-007 i NHL-008)
3acTOCYBaHH JIEHANiIoMiy B KoMOiHarii 3 puTykcumaboM nariearamu 3 @JL
Ta6mums 5: IMo6iuni peakuii, 3apeecTpoBani B KIiHiYHHX BHIPOOYBaHHSIX ceper mamieHtiB 3 @JI, sxi
OTpHUMYBAaJIH JICHAJIOML y KoMmOiHauii 3 puTyKCHMabom

Knac cucremu opramis / | Yci mo6iuni peakuii/Hactora [ToGiuni peakmii

IepeBaxkHuii TEpMiH 3—4 crynens/YactoTa

Ingexmii Ta iHBasii Jlyxe yacto Yacto
Indexnii BepxHix uxateEEX | [THeBMOHIS’, cericuc’, JlereHeBa
IIUISIX1B indexiis, OpOHXIT, TIaCTPOCHTEPHUT,
Yacto CUHYCHT, iH(}eKIis  CeYOBUBIIHHX
[TueBMOHIS®, rpuII, GPOHXIT, IUISXIB, HEMOMIT




CHHYCHUT, iH(EKIiS CeYOBUBITHUX
IIUTSIX1B

JloOposikicHi, 3n0skicHl | Jly>Ke gacto Yacto
Ta HeyTOYHeHi | Peakiis TpansuTopHoro | basamsHokmiTHEEM pak’™’
HOBOYTBOPEHHS IOTIipIIEHHS KIHIYHUX IPOSBIB
(BKJIFOYHO 3 KiCTaMH Ta | MyXJIUHH"
ITOJIIIIAMH ) Yacto
T10CKOKTITHHHIE paK mKipu’*
3 Goky kpori Ta | yxe dacto Lyxe gacto
niMpaTHIHOI cUCTEMU Heitrponeris”™®, anemis’, Heiitponenis *°
TpOM6OLII/ITOHeHi$IA, Yacto
nefixoneHis** Anemis’, TpoMbonmTONEHIS ,
Jlimbomenig*** bebpunsHa HeHTpomeHis’,
MaHIATOIEHIS,
netikoneHis* *, mimdbonenis***
Po3znamu metabonizmy Ta | Jlyxe 9acto Yacto

Xap4yyBaHHS

3HIKEHHS alleTUTY, TiOKaTieEMist
Yacto

3HEBOIHEHHS, TilepKablieMis’,

rimokatiemis, rinogocdaremis,

['imodocdaremis, 3HEBOAHEHHS rinepypuKemis
3 OOKy ICHXIKA Yacto
Jlenpecis, 6e3COHHS
3 00Ky HepBOBOi | Jlyxe gacTo Yacto
CHCTEMU ["onoBHwMiA 6116, 3aIIAMOPOYECHHS Cunxorne
Yacto
[Mepudeprana CEHCOpHAa
Helpomnaris, AucreB3is
3 6oky cepus Heuacrto
Apurmis®
3 6oKy CyauH YacTto Yacto
AprtepianbHa TiIoTeH3is JlereneBa emGoimis®,  apTepiambHa
rinoTeH3is
3 Ooky opraniB quxanss, | Jly>xe gacto Yacto
TPyOHOI  KIITKH  Ta JTucnHOE®, Kamens, Jucmaoe’
CepeNOoCTIHHS Yacto
OpodapunreansHuit Oinp,
Jchonis
3 ©Ooky 1mryHKOBO- | Jly>Ke 9acTo Yacto
KHITIKOBOTO TPAKTY Bine y xusoti®, miapes, saxpem, | Bime y skuBoti®, miapes, 3axper,
Hy/J0Ta, OJIIOBaHHS, JUCTIEIICIS CTOMATUT
Yacto
Binb y BepxHi#i 4acTHHI >XUBOTA,
CTOMATHT, CYXiCTh y POTi
3 O6oky mkipu Ta | Jly)e gacto Yacto
I AIIKIpHOT TKAHWHU Bucumn*, cBepOix Bucun*, ceepbix
Yacto
CyxicTh IIKipH, HIYHA MITIUBICTD,
epuTeMa
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3 Ooky  ckenerHo- | Jly»e gacTto Yacro
M’s30BOi cucTeMH Ta | M’s30Bi cmasmu, Gine y cmuHi, | M’s30Ba cnabKicTh, 6ib y mui

CIIOJTyYHOI TKaHHHU apTpairis
Yacto
bine B kiHmiBkax, M'sa30Ba
CIa0KICTh, M'SI30BO-CKEJICTHHH
6is1b, Mianris, 6116 y mmui
3 ©6OoKy HHpOK Ta Yacto
CEYOBMBITHOI CHCTEMH ['0CTpe TIONMIKO/KEHHS HUPKH
3araneHi  poznaau  Ta | Jyke gacto Yacro
peakirii y MicIii BBezieHHs | ['apsuka, BTOMa, acTeHis, | Broma, acteHis
nepudepuyHmii HabPIK
Yacto

Hesnyxanss, 03H00

BoniuB Ha pesynbratH | Jyxke gacTto
nabopaTopuux anamizip | [limBumeHHs piBHS
anaHiHaMiHOTpaHchepa3n
Yacto
3HMXEeHHS MacH Tija, MiIBHIIEHHS
piBHA GinipyOiHy B KpOBIi
AOnuc BUOpaHKX MoGIYHMX peakiiii auB. y po3nin «[1o6iuHi peakitii».
ANTOpuTM, 3aCTOCOBAHMI [/ BIJIIOYEHHS B iHCTPYKLIIO A MEJUYHOIO 3aCTOCYBaHHs IOOIYHMX peakuid,
3adikcoBanux cepen nauieHTis 3 OJI:
KonTtponpoBane punpobysanns dasu III:
- To6igni peaxuii y mocnimkenni NHL-007: Yei noGiyni peakuil, o BHHUKIM Ha TN JiKyBaHHsa B >5,0 %
y4acHUKiB y Tpyni komOiHauii jieHamimomin/purykcumab Ta ImoHaiimMenme Ha 2,0 % Oinbmia gactoTa B rpymi
JIEHATIAOMI Ty B HOPIBHSAHHI 3 KOHTPOJIBHOKO rPYNOr — (IOMyJIALLs A/ OLiHIOBaHHS Oe3Meku nmpenapary).
- IMo6iuni peaxuii 3—4 cryneus B gociimkeHHi NHL-007: Vei nobiuni peakuii 3—4 cTyneHs, 10 BUHUKIIM Ha
T JlikyBaHHA B He MeHwe HbK 1,0 % y4acHukiB y rpyni koMmGiHartii nenaninomin/purykcumab Ta moHaliMeHLe Ha
1,0 % 6inplua 4acToTa B IPyIi JICHANIAOMITY B MOPIBHAHHI 3 KOHTPOJIBHOIO IPyHO0 — (TIOMYJIALis A/ OLHIOBAHHS
Oesneku npenapary)
- Cepiio3ni no6iuni peakuii y nocnimxenni NHL-007: Vci cepiiosHi mobiuni peakiii, 1o BUHMKIM Ha T/
NiKyBaHHS B He MeHIIe Hix 1,0 % yyacHuKiB y rpyni komGiHawii eHanizomin/purykcumab Ta monakimerue Ha 1,0 %
OiNplIa YacToTa B TPyIi JICHATIOMIiAY B IMOPIBHSHHI 3 KOHTPOJBHOIO PO — (IOMYJIsLis i OLHIOBAHHS
Oe3meku npemnapary)
Onnorpynoge BunpoOyeaHHs ¢da3u 111 3a yuacti nauienTis 3 OJI:
- Tlo6iuni peakuii y mocmimxendi NHL-008: Yci mobiuni peaxuii, o BUHHKIM Ha T/ JiKyBaHHs B >5,0 %
YHYaCHHKIB.
- Tlo6iuni peakuii 3—4 ctynens B gocaimxenHi NHL-008: Yci nobiyni peakuii 3—4 cTyrneHs, o BUHUKIA Ha
T JTiKyBaHHA y >1,0 % y4acHUKiB.
- Cepiio3ni nobiuni peakuii y pocmimkenni NHL-008: Yci cepiiosHi mo6iuni peakiii, o BHHHKIA Ha T
nikyBaHHs y >1,0 % ydacHHKIB
0 IMo6iuni peakiii, 3apeecTpoBaHi K cepio3Hi MiJ 4ac KIHIYHHX BUNPoOyBaHb cepel nauieHTis 3 OJL
* CTocyeThbes uIle cepHo3HUX MOOIYHMX peakiii Ha JlikapchKui 3acio.
* Bucun OXOILTIOE TaKi MEpeBaXKHi TEPMiHH, K BUCHII I MAaKyJIONAIyIbO3HUM BUCHIT
** JleHKoOMeHis OXOIUIIOE TaKi MEPEBaAKHI TEPMiHM, K JICHKONEHis Ta 3MEHIIECHHS piBHA JEHKOLUTIB
*%* JTim(omneHis OXOILTIOE TaKi IepeBaXHi TEPMiHH, sk JiMGOIEHis Ta 3SMEHIIEHH PiBHA JTiMPOLMTIB
3asedena mabauys nodiunux pearkyill, 3apeecmposaHUX 6 niciapeccmpayiinui nepioo
Ha nomaTox [0 BHINE3a3HAYEHMX IIO0IYHMX peaKiliif, BUSBICHUX B OOPHUX KIIiHIYHUX BUNIPOOYBaHHAX, M
yac 3aCTOCYBaHHS JICHATIAOMiZly B micisipeecTpauifinuii mepiox Oymo ofepxaHO HaHi, 3a3HAaYeHi B
HIDKYESHaBeACHIH TabmuI.
Ta6mums 6. [To6iyri peakiii, 3apeecTpoBani B micaspeecTpariiHuil mepios y MalieHTIB, sKi OTPUMYBAJIHA
JIEHATIIOMIZ
| Knac cucremu opranmis / | Vci no6iuni peaxuii/Jacrora | ITo6iuni peakii |

)Y




IlepeBaxxHUit TEpMiH

3—4 crynens/Yactora

Iadexuii Ta iHBa3il

Hesinomo
BipycHi iH(eknii, BKIIOYHO 3
omepi3yBaJlbHUM  repmecoM 1

peaKTHBAIII€lo Bipycy renatuty B

Hesinomo
BipycHi  iHQexmii, BKIIOYHO 3
olepi3yBaJIbHUM reprecoM

peaKkTHBAITi€l0 Bipycy renatury B

JloGposikicHi, 3M0sKIiCHI Ta
HEYTOYHEHI]
HOBOYTBOPEHHS (BKJIIOYHO
3 KiCTaMH Ta MOJiITaMHK)

Pinko
CuHApOoM ITi3HCY MyXJINH

3 OOKy  KpoBi Ta

JiMpaTHUHOT CHCTEMHU

He Binomo
HaOyTa remodinig

3 60Ky iMyHHOI CHCTEMH

Pigko

AmnadinakTuysa peakiis”

He Bigomo

BigToprueHHs TPaHCIIAHTOBAHUX
COJIiTHUX OpraHiB

Pigko
AmnadinakTidHa peaxkmis”

3 O6okxy enmokpuHHOI | Yacto
CHCTEMH I'inepTtrpeos
Posnamu 3 Goky opraniB | Heuacrto Pinko
JUXaHHs, rpyaHol KTk | JlereHeBa rimepreHsis JlereHeBa rinepTeHsis
Ta CepeNOCTIHHS He Bigomo
IHTEpCTHITIATHHIN THEBMOHIT
3 6oky ITYHKOBO- He Bimomo
KHIIKOBOTO TPAKTY [Tankpeatut, mepdoparis ILUIYHKOBO-
KHIIKOBOrO TpakTy (BKIIOYHO 3
nepdoparnisaMu JTUBEPTUKYIA,
KHIIEYHUKA T TOBCTOI KMIIKH)"
I'emarobimiapHi po3iaau He Bizomo He Bigomo
T'octpa neuinkosa | ['ocTpa me4iHKOBa HEJZOCTaTHICTH",
HEOOCTATHICTE , TOKCHYHHUH | TOKCHYHHM remarur”
remaTtuT”, LIUTONI THYIHMH
remnatur’, XOJICCTATUIHUH
renaTuT’, 3MilTaHuH

LUATOJI THYHAN/X0JIECTaTHYHUHI
remnarut

3 Ooky Ikipy Ta

M AMKIpHOT TKAaHUHHA

Heuacto

AHTiOHEBpOTHYHHHE HAOPAK

Pinko

Cunnapom CriBenca-/[xoucoHa™,
TOKCHYHHM emijepManbauii Hekpomiz®
Heginomo

JleHKOUTOKIACTUIHHN BAaCKYJIT,
CHHIPOM MEMKaMEHTO3HUX PEaKIlii 3
€03NHOPLITIEFO Ta CHUCTEMHHMH
cumnrtomamu (DRESS)"

A Onvic Bubpanux nobiuHux peakiiil [uB. y po3aiti «[Tob6idni peakmii»

Omuc BuOpaHux NoOIYHNX peakinii

Tepamozeunicmo

JleHanizoMin — ILie CTPYKTypHHH aHamor Tajigomixy. BiZomo, Io 3acTOCYBaHHS BAariTHUMH KiHKaMH
TaJIIOMiy, [0 Ma€ BUPAXEHY TEPATOTECHHY JIit0, CHPHYMHSE TSKKI HOPYIICHHS BHYTPIIIHIX OPTaHiB IO/,
AKi MOXYTh 3arpoXKyBaTH JXHUTTIO NUTHHH. EKCIepUMEHTANBHI NOCTIKEHHS JEHAIIOMITy Ha MaBlax
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II0Ka3alny Pe3ylbTard, HOAIOHI M0 THX, AKi OyNIo ofepXKaHO paHille HiJ 9ac 3aCTOCYBAHHS B IMX TBApHH
Tamigomiy (muB. po3min «3acTOCYBaHHS y IMEpioj BariTHOCTi abo TOmyBaHHS TIPyAIO»). Y pasi
3aCTOCYBAHHS JICHATIIOMIJy B II€PioJ] BAriTHOCTI OYiKy€THCS TEPATOTEHHA Jisl JIEHATIOMIZy y JIFOEH.
Heitimponenin ma mpomboyumonetis

VIMM: nanientu, skum nposegero TACK Ta ki OTpUMYIOTE MiATPHMYBAIbHY TEPAITIO ICHANIIOMIIOM
V mopiBHAHHI 3 IUIae00 3aCTOCYBAHHS MATPpUMYBaIbHOI Tepamnii senanigominom micis TACK mop’s3ane 3
BHUILIOIO YaCTOTOIO BHHMKHEHHS HeiTponeHii 4 crynens (32,1 % npotu 26,7 % [16,1 % npotu 1,8 % micna
HOYATKy IiATpUMyBaIbHOI Tepamii] y nocmimkenni CALGB 100104 ta 16,4 % mpotu 0,7 % y AociioxenHi
IFM 2005-02, Bignosiguo). IToGiuni sBHIIa HeATpoeHil, SIKi BUHUKIX Ha TII1 TIKyBaHHS Ta IIPU3BOMIIH 0
IpHIMHEHHS 3aCTOCYBaHHs JIEHATIIOMITy, 3apeecTpoBaHi BiIOBIXHO ¥ 2,2 % TNaLi€HTiB y HOCIiKEHHI
CALGB 100104 Ta 2,4 % mnarmienris y gocmimpkenni IFM 2005-02. B o6ox pocnimkeHHSX (QeOpunbHy
HEHUTPOIIEHiI0 4 CTYIEHsS PeeCTpyBaId 3 OJHAKOBOIO YaCTOTOIO B IpyNax, /e IpUiiMay IiATPEMYBAIbHY
TepaIiio JeHaliIoMioM y opiBHsHHI 3 rpynamu mwiane6o (0,4 % npotu 0,5 % [0,4 % npotu 0,5 % micns
IOYaTKy MiATpUMyBalbHOI Teparii] y gocmimkenni CALGB 100104 i 0,3 % npotr 0 % y nocmimkenni IFM
2005-02, BignOBiAHO).

V nopiBHsHHI 3 Iane60 3acTOCyBaHHS MATPUMYBaIbHOI Tepaii neHanigomigoM micias TACK o’ sa3aue 3
BHIIOIO YaCTOTOO BUHUKHEHHs TpoMbormToneHii 3—4 crynews (37,5 % npotu 30,3 % [17,9 % npotu 4,1 %
micad modaTky migrpuMysanbHOi Tepamii] y CALGB 100104 i 13,0 % mporu 2,9 % B IFM 2005-02,
BiAMIOBIAHO).

VIMM: pamieHTH, SKi He MiUISraroTh TPAHCIIAHTALI] Ta OTPUMYIOTH JCHAIIIOMIJ y KOMOiHamii 3
HoprezomiboM i JiekcaMeTazoHOM

V nocnimxerni SWOG S0777 y rpyni kombinanii RVd gactora BUHUKHEHHS HEHTponeHil 4 cTynens Oyna
HIDKYOIO, HiX y rpymi nopisasuaas Rd (2,7 % npotu 5,9 %). V mopisasHHI 3 rpynoro Rd B rpymi RVd
criocTepirany Buiy 9actoty ¢ebpruisnol Heitrponenii 4 crynens (0,0 % npotu 0,4 %).

YacTtoTa TpoMbGonuTonenii 3—4 crynens 6yna suioro B rpyni RVd, mix y rpymni nopisasaas Rd (17,2 %
npotH 9,4 %).

VIMM: namicHTH, sKi He MiJUISTAIOTh TPAHCIUIAHTAIL TA OTPUMYVIOTH JICHAIIIOMIiN V KOMOiHari 3
IEKCAMETa30HOM

3acTocyBanHa KOMOIHAIi JeHaTioMiay 3 JekcaMeTa3oHOM Y marieHTis 3 VIMM noB’s3ane 3 HIDKYOO
4acTOTOO HeiTponeHii 4 crynens (8,5 % mpu 3actocypanni cxemu Rd i Rd18 y nopisransi 31 cxemoro MPT
(15 %). ®eGpwiIbHy HelTponeHio 4 crymnens peectpysanu Hedacto (0,6 % mpu 3actocyBanHi cxem Rd i
Rd18 B mopiBusHHi 3 0,7 % B rpyni MPT).

3actocyBaHHs KoMOiHAIii NEHANiIOMiny 3 JEeKCaMeTa30HOM Y IAIli€HTiB 3 BIIEpIIE JIarHOCTOBAHOIO
MHOXXHUHHOIO MI€JIOMOIO IIOB'SI3aHO 3 HKXKYOI0 4acToTor TpombOomuronenii 3—4 ctymens (8,1 % mpu
3acrocyBanHi cxeM Rd ta Rd18) B mopisrsnai 3 MIIT (11,1 %).

VJIMM: nauiedTH, SKi He Mmi/UIMrai0Th TPAHCIUIAHTAI] Ta OTPHMYIOTh JEHATIAOMIL Y KOMOiHAmil 3
mesdaiasoM i MpeaHI30HOM

3acTocyBanHs KoMGiHamil neHamiqomiay 3 mendananoM i mpeaHizoHoM y manienTis 3 YIMM no’d3ane 3
BUINOIO YaCTOTOIO BUHUKHEHHS HeHTponeHii 4 crynens (34,1 % upu 3acrocysanni cxeMm MPR+R/MPR+p)
B NOpiBHsHHI 31 cxemoro MPp+p (7,8 %). Crioctepiramy BuIlly JacToTy heOpunsHoi HeHTponeHii 4 crymnens
(1,7 % mpu 3actocyBanni cxem MPR+R/MPR+p B mopiBHsaHi 3 0,0 % mpu 3acTocyBanHi cxemu MPp+p).
3acTocyBaHHs KOMOIHAIIT JIeHATI JOMiy 3 MendananoM i npeaHi3oHoM y narienTis 3 YJIMM nos’g3ane 3
BHILOIO YA4CTOTOK0 BHMHMKHEHHs TpomOonuroneHii 3—4 crynmens (40,4 % IpH 3acTOCyBaHHI CXEM
MPR+R/MPR+p) B nopiBHsHHi 3i cxemoro MPp+p (13,7 %).

MM: nanieHTy, SKi OTpHMANK TPUHARMHAL OJIHY JiHIO Tepamii

3acTocyBanHs KOMOiHAIil NTeHAmiAOMiTy 3 JeKcaMeTa3soHOM y mnamieHTiB 3 MM mnos’s3ane 3 BHINOO
JacTOTOIO BHHUKHEHHs HelTpomewii 4 crymens (5,1 % cepen HaiieHTiB, SIKi 3aCTOCOBYIOTh KOMOIHAIIIO
JTeHaTigoMin/aeKkcaMeTa3oH y mnopiBHsHHI 3 0,6 % cepex mAami€eHTiB, SKi OTPUMYIOTh KOMOiHAIlIO
mwrane6o/nexcameraszon). Emizomu ¢pebpunsroi HeiiTponeHii 4 crynens peectpyBanu Hedacto (0,6 % cepen
HAILliEHTIB, $Ki 3aCTOCOBYIOTH KOMOiHaIlifo JeHawmimoMin/nekcamerason y nopiBeseHL 3 0,0 % cepen
MAI[iEHTIB, SKi OTPUMYIOTH KOMOiHaMiIO I1anebo/ IeKcaMeTa3oH).

3acTocyBaHHs KOMOIHAIil JIeHATiNOMiay 3 HeKcaMeTa30HOM y mamieHTiB 3 MM mnop’a3ade 3 BHIIOHO
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YaCTOTOIO BHHHKHEHHS TpoMOomutonenii 3—4 crynens (sigmosiguo 9,9 % i 1,4 % cepen nariedris, 110
3aCTOCOBYIOTH KOMOIHAIIIIO JIeHANi JoMi/ IexcameTa3oH y nopisHsAHHI 3 2,3 % i 0,0 % cepen mamieHTiB, gKi
OTPUMYIOTEH KOMOiHamifo mianedo/aeKkcaMeTasoH).

[amientu 3 MJIC

V mamienTis 3 MJIC 3acTocyBaHHS JICHAIIOMiLy I10B’sI3aHe 3 BUIIIOIO 9AaCTOTOO HelTpomneHii 3—4 cTynens
(y mocmigxensi dasu 11l Bunanku Helitponenii 3—4 cryness GyIo 3apeecTpoBaHo B 74,6 % cepel NallieHTiB,
IO MpHiitManu IeHamifoMix, y mopiBHsuHi 3 14,9 % manieHTiB, ski oTpuMyBamu Iiane6o). Emizomu
debpunpHoi HeliTpomenii 3—4 crymens BimsHauanu y 2,2 % mamieHTiB, MO MpHAMaNd JIEHANIIOMIZ, Yy
nopisasHH] 3 0,0 % nanieHTis, ki oTpEMyBaiH UIae60. 3aCTOCYBaHHS IEHATIAOMIY ITOB’I3aHO 3 BALIOKO
yactoTolo TpombGormronenii 3—4 crynens (37 % ceped NalieHTiB, MO NPUHMANOTH JICHANOMIZ, Y
mopiBHsHHI 3 1,5 % cepel MaIieHTIB, sKi OTPUMYIOTh Maneto).

IManientn 3 MKJI

V nanienTiB 3 MKJI 3acTocyBaHHS JIE€HATIIOMI/Y [OB’sI3aHe 3 BUIIOI0 YAaCTOTOIO HEHTponeHii 3—4 cTyneHs
(y mocmimxenni dasu Il Bunagkm Helitponenii 3—4 cryners 6yno 3apeectpoBaHo B 43,7 % mallieHTiB, sKi
OTpMMYBATH JEHANAOMin, y TopiBHsHHI 3 33,7 % cepen mamieHTiB y KOHTpombHiH rpymi). Emisomu
debpunpHoi HeiiTporenii 3—4 crynens crocrepiramd B 6,0 % marienTis, Mo mpuiMatd JEHATIIOMIA, ¥
TOpiBHSHHI 3 2,4 % TanieHTiB KOHTPOIBHOI IPYIIH.

HamienTu 3 ®JI

3actocyBauHs KoMOiHamii neHamimomimy 3 purykcumabom npu PJI mop’d3aHe 3 BHIIOIO YACTOTONO
Heiitponenii  3—4 crymems  (50,7%  cepex  mamieHTiB, IO  OTpEMyBanM  KOMOiHAIIiIO
JeHaNnioMia/puTykcumMab, B nopiBHaHHI 3 12,2 % cepeq nanieHTiB, sxi HpuiiMany miane6o/puTyKcuman).
Vi Bunanxv HeifTponeHii 3—4 cTynens 6y 060pOTHIMHE IULIXOM TUMYAaCOBOrO NEPEPUBAHHS JIIKyBaHH,
3MEHIIEHHS 03K Ta/ab0 MiATpUMYyBAILHOI Tepamii 3a 1omoMoroko ¢axropiB pocry. Kpim toro, Gedpuiapny
HEHTpONeHil0o peecTpyBamm Hedacto (2,7 % cepen mamieHTiB, mo IpHiiMagm  KoMOiHAIiO
JeHamigoMmin/putykcumab, B mopiBHsHHI 3 0,7 % cepen mamieHTiB, fKi OTpUMYBalH KOMOIHAIIIO
miane6o/purykcumal).

3acTocyBaHHd JICHATIAOMiNLYy B KoMOiHalil 3 pUTYKCHMAOOM TaKOX IIOB’s3aHE 3 BHINOIO YacTOTOIO
Tpom6bonutonenii 34 crynens (1,4 % cepex maiieHTiB, sSKi OTpHMYBaNd JECHANIIOMI/pUTYKCHMAO, B
nopisHsHH] 3 0 % cepen mauieHTiB, mo npuiiMany kombiHamiro miane6o/purykcumat).

Benosna mpomboembdonis

ITigBuImeHuil pU3HK Po3BETKY Tpombo3sy rimmbokux BeH (TI'B) i merenesoi em6onii (JIE) mos’sa3anmii i3
3aCTOCYBAHHAM JIEHATIIOMIDy 3 JAekcameTa3oHoM y marmieHTtiB 3 MM Ta MEHIOMO Mipoio B NAII€HTIB, AKi
OTPUMYIOTh JEHATLIOMIN y KoMOiHauii 3 MendananoM i npennisoHoM, abo B mamientis 3 MM, MJIC Ta
MKJI, sxi mpHiMaroTh JIEHATIIOMIA K MOHOTepamio (JuB. po3Ail «B3aemois 3 iHIIMMHA JLKApCHKHMH
3aco0aMu Ta iHIII BUAM B3AEMOILMN).

CyIyTHE 3aCTOCYBaHHS CTHMYJATOpIB epurporioe3y abo HasBHiCTE B aHamHesi TI'B Takox moxe
IIi IBUIIYBATH PU3HUK PO3BUTKY TPOMOO3iB ¥ TaKUX MALi€HTIB.

Inghapxm mioxapoa

IaapkT Miokapaa OyJI0 3apeecTpOBAHO B MANIEHTIB, IKi NpHAMaIH JCHATIIOMI/, 30KpeMa B THX, Y SKAX
OyJid HasSBHI YAHHUKY PU3UKY.

Temopaziuni poznaou

TeMopariuni po3Iaau MepeigeHo 3a AeKiIbKOMa KilacaMi CHCTEMH OpraHiB: 3 60Ky KpoBi Ta siMmdaruaHol
CHCTEMH, 3 GOKY HEPBOBOI CHCTEMH (BHYTPIilIHbOYESPETHUI KPOBOBHIIMB); 3 60KY OpraHiB JUXaHH:I, IPYIHOT
KJTITKH Ta CepefoCTiHHS (HOCOBa KpOBOTeYa); 3 GOKY IILTYHKOBO-KHIIKOBOTO TPAKTY (KPOBOTOYHBICTE SCEH,
reMopoilabHa KPOBOTEYa, PEKTATbHA KPOBOTEYa); 3 GOKY HHPOK Ta CEUOBHBIIHOI CHCTEMH (TEMAarypis);
TPaBMH, OTPY€CHHS Ta [IPOIEAYPHI YCKIaaHeHHs (KOHTY31i); 3 60Ky CyIHH (EKXiMO3H).

Anepriuni peakiiii Ta TSDKKI MIKipHi peakiii

V marnieHTiB, 0 3aCTOCOBYBAIM JICHATIAOMiJI, 6yJ10 3adiKcoBaHO BHIIAIKA aJePri9HUX PEAKIIiH, BKIIFOYHO 3
AHTiOHEBPOTHYHMM HaOpSKOM, aHA(LIAKTHYHOIO PEaKi€lo Ta TSHKKMMH MIKIpHUMH PEaKIisiMH, BKIFOYHO 3
CCJH1, TEH i DRESS. V HaykoBiif jiTeparypi € MOBiZOMICHHS PO MOXIIMBY EPEXPECHY PEAKIII0 MIXK
JAeHAToOMIIOM i TamimoMizoM. JIeHATiOMi HE MOXKHA MPU3HAYATH TAI[iEHTaM, Y SKUX B aHaMHe31 Oyin
TSDKKI NIKipHI peakilii Ha TJIi 3aCTOCYBaHHS TaniioMiny (IuB. po3ain «OcoOIHBOCTi 3aCTOCYBAHHSY).

I / 43
L W




ﬂmee nepeunie 3no0aKicHe HOBOVIMBOPEHHS

V KIIHI9HAX JOCTiIXEHHsSX IAUi€HTIB, SKi paHille OTPUMYBAIH IIPH JiKyBaHHI Mi€JIOMH JeHaIiIoMin i3
JIEKCAMETA30HOM, Y OPIBHAHHI 3 KOHTPOJIBHOIO TPYIIOI0, IPYre NEPBUHHE 37105KiCHE HOBOYTBOPEHHS OyJI0,
TOJIOBHUM YHHOM, 023 IbHOKIITHHHAM 200 ILTOCKOKIIITHHHIM PaKOM IIKIpH.

[ocmpa mienoiona netikemis (I'MJI)

MHoXUHHA MieToMa

Bunanku I'MJ] Big3Hadany B KIiHiYHMX BHMPOOYBaHHAX 3a ydacTi mamieHTiB 3 YJIMM, ski oTpuMyBanu
Tepalito NeHaaigoMinoM y koMmOiHarii 3 mendarnanoM, abo Bigpasy x micus npuitomy BIM/TACK (nus.
po3zain «OcobIuBOCTI 3acToCcyBaHHs»). Take MiIBUINICHHS HE CHOCTEPIrald B KIIHIYHHX BHIPOOYBaHHAX
npenapary B mamieHTiB i3 YIMM, ski oTpuMyBanH JeHANMiIOMiJ y KoMOiHamii 3 HU3LKHMH J03aMH
JIEKCaMETa30Hy, B IIOPIBHSAHHI 3 3aCTOCYBaHHSIM TaJliJOMiy B KOMOiHalii 3 MeI(alaHOM Ta IPETHI30I0OHOM.
MienoaucnaacTHYHi CHHAPOMHU

BuxingHi NOKa3HUKH, BKIIOYHO 31 KOMIUIEKCHOKIO IIHTOI€HETHKOIO Ta Myrtaiiero TP53, mor’s3ani 3
IPOrpeCYBaHHAM A0 rocTpoi mienoinuoi neiikemil ('MJI) B oci, sxi 3amexars Bill HepelHBaHHA KPOBi Ta
MaroTh reHetuuny asomaitito Del (5q) (muB. posmin «OcobamBocTi 3acToCyBaHHS»). Y MAIlieHTIB 3
izonpoBanoIo anoManiero Del (5q) po3paxyHkoBuii 2-pidHr# KyMyJISTHBHUM pU3HK nporpecysanss 10 I'MJI
cranoBuB 13,8 % y mopiBuamHi 3 17,3 % y mnamieHtiB 3 nenemiero (5q) Ta OAHIEO HOOATKOBOIO
IUTOreHETHYHOI aHoMati€eio Ta 38,6 % y mamieHTiB 31 CKJIaAHUM KapiOTHIIOM.

V perpocneKTHBHOMY aHasi3i KIiHiYHOro BHIpoOyBaHHS JieHaminoMiny mpu MJIC pospaxyHKkoBa 2-pidHa
yacToTa mporpecysanss 10 ['MJI cranoBuna 27,5 % cepes maiieHTiB 3 NO3UTUBHUM pesynsraroM II'X
JIOCTIKEHHS eKcIpecii 6inka p53 Ta 3,6 % y nanientis 3 verarusauM 1I'X-p53 (p=0,0038). V mamieHTis 3
nosutuBEAM II'X-p53 crmocrepirany HiKumii moka3HMK mporpecyBanHsS o I'MJI cepen maiieHTiB, sKi
JIOCSITAIM BiANOBiAL BimcyTHOCTI oTpeOn y Tpancdysiax (11,1 %) y nopiBHSHHI 3 THMH, XTO HE JOCATAB
Taxoi BignoBiai (34,8 %).

Hopyuenns gynxyii nedinku

B micnspeecrpariiiauii mepiox Oyno 3apeecTpoBaHO Taki MOOiuHI peakmii (JacToTa HEBiZOMa): rocrpa
HeYiHKOBa HEJOCTATHICTE Ta xoiectas (OOHWIBI — MOTEHIIWHO JeTalbHi), TOKCHYHHH TIeElaTwr,
IUTONITHYHMN FE€IaTUT, 3MIMIAHUM [TUTOTI THYHKN/X0JIECTATHIHHM TeIIaTUT.

Paboomioniz

V piaxicHMX BHIaiKkax peecTpyBagy pabaoMioni3; y OeSKHUX 3 HHUX, KONH JEHAJiJOMiJ 3aCTOCOBYBAIH 31
CTaTHHAMH.

Po3znadu 3 60Ky wumonoodionol 3a103u

Byny 3apeecTpoBaHO BHNAAKH TIOTHPEO3y Ta TimepTupeosy (IuB. po3ain «Ocob6IMBOCTI 3aCTOCYBaHHY,
Poznamu 3 60Ky mMUTOMOAIOHOT 3aI031).

Peaxyis mpanzumopno2o noz2ipulenns Kiinivnux nposeie nyxauny ma cunopom aizucy nyxaunu (CJIII)

V nocnimxersi MCL-002 mpu6iusao y 10 % namienTiB, SKHX JTiKyBaIH JICHATTOMIIOM, BUSBIISUIH PEAKIIiIO
TPAH3UTOPHOTO MOTIPIIEHHS KIIHIYHWX MPOSABIB MyXIWHHU B MOpiBHAHHI 3 0 % y KOHTPONBHIM Ipymi.
BinelmicTs BANAAKIB CTAMMCA IIiJ 4Yac MEPUIOro MUKIY TEparii, yci 3 HEX OyJlo OIHEHO SK IOB’SA3aHi 3
nikyBaHHSM, OinbimicTs BunankiB 6ymu 1-2 crynens. [lamienTu 3 Bucoxum MMIII Ha MOMEHT IIOCTAHOBKH
AiarHO3y 260 MacCHBHHM ypaKeHHsM (TpHHAMMHI OfHA IyXJIMHa >7 CM y HaMJOBIIOMY HiaMeTpi) Ha
HOYaTKy JiKyBaHHS MOKYTh MaTH PH3HK Takoi mobiunoi peakuil. ¥V mocmimxenai MCL-002 CJIII 6yino
3apEECTPOBAHO B OJHOTO MAIIEHTA B KOXHIM 3 IBOX TPYII JIiKyBaHHS. Y JoAaTkoBoMy jgocmimxerHi MCL-
001 mpubmusno B 10 % ydacHWKIB BHHHMKajna Peaxiis TPaH3UTOPHOTO NOTIPINEHHS KIHIYHMX IIPOSABIB
IyXJIMHH; BCl BHNaaku Oynm 1-2 crymeHs, i Bci Oy OLiHeHi SK IIOB’s3aHi 3 JTiKyBaHHAM. BiMbIIiCTh sBHIN
BHHHKJIO ITiJ{ 9ac mepuoro ukiy tepamii ¥ pocnimkenai MCL-001 ve 6ymno 3apeectpoBano Bunazakis CJIII
(muB. po3nin «OcobIMBOCTI 3aCTOCYBAHHS ).

V pocmimkenni NHL-007 peakiito TpaH3UTOPHOTO MOTipIIEHHS KIIHIYHUX IPOSABIB IyXJIHHH OyI0
3apeectpoBao y 19/146 (13,0 %) manienTiB y rpyni koMGiHanil JeHai 1oMi/pATyKCcUuMab y NOpiBHAHHI 3
1/148 (0,7 %) mauientis y rpymi ruianeGo/putykciMab. Binpimicts BHIDAIKiB peakiii TpaH3UTOPHOIO
HoripmeHHs KIiHiYEMX nposeiB nyxmumau (18 3 19), sapeectpoBaHMX y TIpymi KoMGiHamii
JeHAJTi JOMil/pUTyKcuMab, BUHUKIIH Mij 9ac MEePIINX BOX IUKIIB Teparii. B ogroro manienta 3 ®JI 'y rpymi
KoMGiHanii Jenamgominy/purykcumab 6yo 3apeecTPOBAHO BHUMAJOK peakiii TPAaH3UTOPHOTO HOTipIIEHHS
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KJTIHIYHHX IIPOSABIB MyXJIMHHU 3 CTYIIEHS; B IPYII IU1ane0o/puTykcuMad He Bi3Ha9aty i€l mo6iuHol peakrii.
V mocmimkxenni NHL-008 y 7/177 (4,0 %) maumientie 3 ®DJI cnocrepiraiy peakiiio TPaH3UTOPHOIO
MOTipIICHHs KITiHIYHHUX MposiBiB myxiuHY; (3 Bunaaku 1 crymens, 4 — 2 cTyneHs TSXKOCTI); | BUmamok
Oyo Bu3HaHo cepitozaum. Y gocmimkerni NHL-007 CJIII 6ymo 3apeectpoBano y 2 nauieHTis 3 OJI (1,4 %)
B IpyIi koMOiHamii TeranizoMin/putykcumab i B xogaoro nanienta 3 ®JI B rpymi miane6o/putykcumad, K
i He Oyo 3apeecTpoBano BUNAAKiB 3—4 crynens. Y mocnimkerni NHL-008 CJIII Bunuk B 1 namienta 3 ®JI
(0,6 %). Lo oquHAYHY HOIiF0 OYI0 BU3HAHO CEPHO3HOIO MOOIYHOIO peakIlieo 3 cTymeHs. Y JOCIiKEHHI
NHL-007 sxoaHOMy Hali€HTOBI HE JOBEIOCS MPUITHHATH TEPAIII0 KOMOIHAIIEIO TeHalliIOMiJl/ pUTYKCHMa0
Yyepes peakilito TPaH3UTOPHOTO MOTIpIIeHHs KITiHIYHUX MposBiB myxnuHy abo CJIIL.

3 60Ky WAYHKOBO-KUMKOBO20 MPAKMY

ITin yac JiKyBaHHS JEHATIZOMIIOM PEECTPYBAIM BHIAAKH Iepdopamii IUIyHKOBO-KHIIKOBOIO TPAKTY.
ITepdopanii MUIyHKOBO-KAIIKOBOTO TPAKTy MOXYTh I[PH3BECTH [0 CEUTHYHUX YCKIAgHEHb 1 MaTH
JIETaIBHUH HACTiJOK.

3BIT Ipo OYiKyBaHi IT0OIYHI peakiii

3BiTHICTB IIpo HependaTyBaHi MoOiUHI peakwii mcist peecTpariii TiKapChKoro 3aco0y Ma€ BaXKITMBE 3HAUCHHS.
Ile mae 3MOry OpPOAOBXYBATH MOHITOPMHT CIIIBBiIHOIICHHS KOPHCTH/PH3HK JIKapCBKOro 3aco0y.
Indopmamito mpo Oyas-siki mepemdadyBaHi MOOIYHI peakmii CIif moxaBaTH BiJNOBIZHO O BHMOT
3aKOHO/IaBCTBA.

Tepmin npuoamnocmi.
3 pokmn.

¥YmoBu 30epiranus.
Jlst jtikapeskoro 3acofy He MOTpiOHI 0coOmuBi yMOBH 30epiranHs. 30epiraTi B HEAOCTYIIHOMY ISl HiTeH
MiCIIi.

YnakoBka.
ITo 7 xancyn TBepaux y Omicrepi; no 3 6mictep y KopoOri.

Kareropis Bignycky.
3a penenrom.

Bupob6uuk.

KPKA, n.1., Hoso mecto/ KRKA, d.d., Novo mesto.
KPKA-®apma 1.0.0./ KRKA-FARMA d.o.o.

TAJ] ®apma 'M6X/ TAD Pharma GmbH.

Micune3Haxo3KeHHsSI BHDOOHHKA Ta aJpeca Miclsl IPOBaKEHHS HOro AifIbHOCTI.

[TImap’emika mecta 6, 8501 Hoso mecto, CroBenist/ Smarjeska cesta 6, 8501 Novo mesto, Slovenia.

B. Xonesua 20/E, 10450 Scrpebapcko, Xopraris/ V.Holjevca 20/E, 10450 Jastrebarsko, Croatia.
Xaitnn-JIoxmaun-IItpacce 5, 27472 Kykcxasen, Himewunna/ Heinz-Lohmann-Strasse 5, 27472 Cuxhaven,
Germany.

l[aTa OCTAaHHBOI'O IIEPEeTIAaY.
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