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IHCTPYKIIA
JJISi MeTUTHOr0 3aCTOCYBAHHS JiKapPChKOro 3ac00y

Heonmaxc®

(Neopax®)
Cknao:
Oitoya peyosuna: iMaTHHIO;
1 TaneTka, BKpHTA ILTIBKOBOIO 000J0HKOIO, MicTuTh 100 Mr abo 400 mr imarumiby (y
BUIIIAZI iMaTuHIOY Me3unary);
OONOMIdICHI PpevosuUHU: JIAKTO3H MOHOTi/IpaT, KpOoXMaJlb KYKypYA3SHUH,
TiPOKCHIIPOIIJILEIIOIO3a, IIEII0N03a MIKPOKPHCTaTiuHa, KPOCIOBIMOH, KPEMHIIO JIOKCHI
KOJIOINHMI Oe3BOIHUI, MarHiIO cTeapar;
CKIad nniexosoi obononxu: onanpait Oinmii (MiCTHTH CIHMPT MOJIBiHINIOBUH, THTaHY NIOKCH]
(E 171), makporosn 3000, Tanek), 3amiza oxcug xoptuil (E 172), 3amiza okcuj 9epBOHHI
(E 172).

Jlikapcbka ¢popma. TaGieTku, BKpUTI ITiBKOBOIO 000JIOHKOIO.

Ocnosui ¢hizuxo-ximiuni enacmugocmi:

tabnetky mo 100 Mr: Kpyrii, Aemo JBOOIYKI, BKPHTI IDIIBKOBOIO OOOJOHKOK TablIeTKH
IIOMapaH4YeBO-KOPUYHEBOTO KOJIBOPY 3 PHCKOIO 3 OHOTC 60Ky Ta 31 CKOLUEHUMH KpasMHu,
tabneTky mo 400 Mr: IpOJOBryBaTi, JBOOIYKI, BKPHTI ITIBKOBOIO OGOJIOHKOIO TaOJIETKH
IIOMapaH4YeBO-KOPHIHEBOTO KOJIBOPY.

dapmMakoTepaneBTHYHA rpyna. AHTHHeomulacTuyHi 3acobu. IHribiTopn THpO3HHKIHA3M
BCR-ABL. Imatuni6. Kog ATX LO1E AO01.

Dapmaxonoziuni enacmugocmi.

dapmaxoounamika.

Mexani3m fii

ImMaTHHIO BIsc c000I0 HEBEIUKY MOJIEKYNy Ginka — iHribiTopa THpO3WHKIHA3M, IO MOTYKHO
inri6ye axtushicte BCR-ABL Tuposunkinasu (TK), a Takox kinbska penentopis TK: Kit,
petentopa ¢axropa croBOypoBux kiaituH (SCF), komoBaHoro c-Kit-ipoTOOHKOr€HOM,
penentopu gomena muckoiquay (DDR1 i DDR2), kononiectumymorodoro ¢axropa (CSF
penentop-1R) i TpomGonmTaproro dakropa pocry aibda- i 6era-perenropis (PDGFR-aneda
ta PDGFR-6eT1a). IMaTHHIO MOXXe TaKoX iHriOyBaTH KIITHHHY aKTHBHICTB, OITOCEPEAKOBAHY
aKTHBALIEIO AX PELENITOPHHUX KiHa3.

DapmaxoHHaMiyHi eexTr

IMatuHiG € inriGitropoM mpoTelHTHPO3WHKiHA3H, fAKa mnoTyxHO npurHidgye BCR-ABL
THPO3MHKIHA3K in Vilro, Ha KIITHHHOMY piBHI Ta in vivo. Jliloda pe4oBHHA CEJEKTHBHO
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IIOMHO ypaXXeHUX JEMKO3HUX KIITHHAX Y MAIEHTIB i3 XpOHIYHAM Mi€NnoOIacTHHM JIEHKO30M
(XMJD) i3 mosuTHBHOO (inanensdificbkoi0 XpOMOCOMOIO, @ TAKOXK TOCTPOIO JiMbo61acTHOIO
netixemieto (I'JLII).

In vivo niroua pedyoBHHa NEMOHCTPYE NPOTHIYXJHMHHY aKTHBHICTh SIK €IUHMIH 3aci0 Ha
TBapUHHAX MOJIesX i3 BUKopucTaHHSIM BCR-ABL+ nmyXIMHHUX KITITHH.

IMaTHHIG TaKOX € IHTIGITOPOM PElEeNTOPHOT THPO3UHKIHA3K I TpoMOonuTapHoro dakropa
pocty (PDGF), PDGF-R i ¢axropa crosbyposux kimitua (SCF), c-Kit, a Takox iHribye
PDGF- i SCF-omocepeakoBany KIITHHHY aKTHBHICTb. [n vitro imatusi0 iHTiOye
npoJideparlito Ta iHAYKY€E allonTo3 Y KIITHHAX T'aCTPOIHTECTHHANBHUX CTPOMAJIBHUX ITyXIIHH
(T'ICII) 3 excrpeciero axrusamnii Kit-myranii. Cyrresa aktupanis perentopa PDGF a6o BCR-
ABL npoTeiHTHPO3MHKIHA3H BHACIIIOK 3JIUTTS 3 pi3HuME Oinkamu-naptHepamMH abo icToTHOI
npoxykitii PDGF Gyna 3anydena B maroreHesi Mi€loAMCIUIACTHYHAX/MI€IOIPOTiPepyrodnx
myxmua (MJIC/MITX), rinepeo3nHoGiIEHOrO CHHAPOMY/XpOHIYHOI e03nHO]INBHOT nefkeMmil
(TEC/XEJI) Ta Bummparouoi mepmarodiopocapkomu (JIOCB). Imatnni6 iHribye nepenady
curHany i mpoiidepaniro KimitaH, o6yMmoBieHy mopyiueHHsM perynanii PDGFR  ta
aktuBHOCTI ABL kinasm.

Kniniyni docnioscenns npu XMJI

EdexTuBHicTh iMaTHHIOY 3acHOBAHA HA 3araibHii IeMaTONOTiYHiM Ta IUTOTeHETHYHIH
BIAIMOBiAI HA JTiKYBaHHS 1 BIJKMBAHHI OC3 MpPOrpecyBaHHS 3aXBOPIOBaHHS. 3a BUHATKOM
BIIEpIIE BCTAaHOBIIEHOro Hiarmody XMJI y xpoHiuHiil ¢a3i He iCHye KOHTPOJIBOBaHHX
JOCIKEHB, IO JEMOHCTPYIOTh IO3MTHBHHMH KIIHIYHAN e(peKT y BHIVISLAI NOKPAIICHHS
CHUMIITOMIB, OB’ 3aHKX 13 XBOp000I0, 200 IiABUIIICHOrO BHIKUBAHHSL.

Tpu MacmITaOHUX MiXKHAPOIHMX BIIKPUTHX HEKOHTpoiaboBaHWX nociiymkesHs I dasu 6ymn
IpoBeJicHI 3a ydacTio mamiedTiB i3 XMJI 3 mo3utuBHOW0 (inanenbdificbKoI0 XpOMOCOMOIO
(Ph+) y Takmx cramisx 3aXBOpPIOBaHHS: ITi3HiH, OmacTHOT Kpu3w, asi akcenepalii, 3 IHIIUMHA
Ph+ neitkemismu a6o 3 XMJI y xporiuniit ¢azi, npu ymoBi HeeeKTUBHOCTI Teparnii anbda-
inteppeponom (IFN). Opmme wacmrabHe Bigkpure 0araToleHTpPOBE MiKHApOAHE
pasaoMizoBane mociuimxeHHs III ¢asu Oymo mpoBeneHO 3a y4acTIO XBOpPHX 3 yIepioe
susiBiieHor0 XMJI 3 Ph+. Kpim Toro, ity oTpuMyBaiu JiKyBaHHS Y ABOX HOCILDKEHHSX I
dazu i ogHOoMy nmocnimxenHi 11 asm.

V Bcix kmimiupux gocuimxeHasx 38-40 % namienTiB Oymu Bikom >60 pokis, a 10-12 %
narieHTiB — >70 pokis.

Xponiuna ¢paza, enepue ecmanosnenuti oiaznos. e nocmimxenns Il dasu y mopocnmx
MAIiE€HTIB JAI0 3MOry MOPIBHATH JIKYBaHHS 3a JOIOMOTOK MOHOTepamii iMaThHIOOM abo
koMOinariero anbda-inreppepony (IFN) mmoc umrapabin (Ara-C). Ilamientam, sxi Maia
HEJOCTATHIO BiAMOBi/b (BiACYTHICTH MOBHOI reMaTOJIOTIYHOI BIANOBiAlI Ha 6 Micami Teparii,
I IBUINEHHS PiBHS JIEHKOIMTIB, BiICyTHICTL MOBHOI IIMTOTE€HETHYHOI BiAMOBII Ha 24 Micsai),
BTPaTHJIM PpEakililo Ha Tepamito (BTpara MMOBHOI TeMaTOJIOTiYHOi BinmoOBiAI abo HOBHOI
IUTOTEHETHYHOI BiAMOBiAi) ab0 MPOAEMOHCTPYBAIM TSDKKY HENEPEHOCHMICTh JIKyBaHHS,
Oy/no IO3BOJICHO IIEPEXOMUTH 0 AILTEPHATHBHUX IPYyH JiKyBaHHA. Y Tpymi iMaTuHiOy
nanientd orpumyBamm 400 Mr mpenapary mopHs. Y rpymi iHTepdepoHy XBOPHX IIKyBalH,
TIOYMHAIOUH 3 IiNbOBOI 103U iHTepdepory 5 muH OJl/M*/moby MiAMKIpHO y MOEIHAHHI 3
niKipEEM BeeHHIM Ara-C 20 Mr/m?/n06y npotsarom 10 aHiB Ha MicsLb.

Baranom 1106 namientis Oynu panmomMizoBaHi o 553 ocobu B koxkHIiM rpymi. Buxigai nani
Oynu no6pe 36amancoBani momix gBoma rpymamu. CepeHiit Bik cTaHOBHB 51 pik (mianasoH
18-70 pokiB), 21,9 % namienris 6ymu Bikom > 60 pokiB. 59 % craHoBHIX 40OJOBIKH 1 41 % —
xinkm;, 89,9 % — mpencTaBHUKH €BporeoinHoi pack Ta 4,7 % — IpeACTaBHUKHA HETPOINHOL
pacu. Uepes ciM pokiB micis 3ayueHHS OCTAaHHBOTO HANI€HTa CEPEAHS TPUBATICTH Teparii
mepioi minii ckimama 82 Ta 8 MicsmiB aus rpynu imMataHiOy # iHTephepoHY BiANIOBiAHO.
Cepenus TPUBANICTE JIIKyBaHHs APYToi JiHil Tepamii imaTuaiboMm ckiana 64 micsmi. B ninoMy
y Halli€HTiB, sKi OTPUMYyBaM Teparilo Iepmoi JiiHil iMaTHHIOOM, cepemHs Ao0oBa 103a
cranosuna 406 +76 wmr. IlepBHHHOIO KiHIEBOIO TOYKOK €(QEKTHBHOCTI JOCHI/KEHHS €
BIDKUBaHHS 0€3 IporpecyBaHHs 3axBopioBaHHs. [IporpecyBanHs Oyiio BH3Ha4YeHO SK Oyab-
AKa 3 TAKWX TOfii: mporpecyBaHHs A0 a3y akcemepanii abo 61aCTHOI KpH3H, JETATbHUH
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HACJIIJIOK, BTpaTa IOBHOI reMaToJOriYHoi BiAmoBiai abo IOBHOI IUTOTCHETHYHOI BiAIOBIII
abo 30UIbIIEHHS piBHS NEHKONWTIB y MAIIEHTIB, SIKI HE JOCATIIA ITOBHOI IéMaTOJOTIYHOL
BiJIIIOB/li, HE3BAXKAIOYM Ha aJICKBATHE JTIKyBaHHS.

IloBHa nWTOreHeTHYHA BIANOBIMB, TEMATOJIOTIYHA BiAMOBIAL, MOJEKYJSPHA BiOIOBiABL
(omiHKa MiHIMaTBHOI 3ATHINKOBOI XBOpoOH), Jac 1o ¢a3m akceneparii abo 61acTHOI KpU3H, a
TaKOX BIDKHUBAHHS € OCHOBHUMY BTOPHHHHMH KiHI[CBUMH TOYKaMu. J[aHi IMOJO BiANOBIiII HA
TiKyBaHHS HaBEJIeHI B Tabmuni 1.

Tabnumg 1
TepaneBTrynu edekT TOCTIIKYBAaHOTO JiKyBaHHA Y MAIIEHTIB 3 yrepiie BusBieHuM XMJI
(mani 3a 84 micsii)

HaiiBumuit repaneptnunumii epexr | Imatuniod I®H+Ara-C
n=553 n=553

I"'emaronoriuna BigmoBigsL

III'P (moBHa remaTosioTiuHa 534 (96,6 %)* 313 (56,6 %)*

peaxitis), Hoka3HuK 1 (%)

[95 % Al (moBipuwmii inTepBa)]

[94,7 %, 97,9 %]

[52,4 %, 60 %]

IluTorenernyna BiAIOBIIb

I'onoBHMI OKa3HUK €(EKTUBHOCTI
n (%)

490 (88,6 %)*

129 (23,3 %)*

[95 % ] [85,7 %, 91,1 %] [19,9 %, 27,1 %]
IToua IIrP (muTorenernuna 456 (82,5 %)* 64 (11,6 %)*
peaxitist) n (%)

Yactkosa L[rP (ULIrP) n (%) 34 (6,1 %) 65 (11,8 %)

MonekynsipHa BiIIOBiAE**

I'onoBuwmii moxasuuk edexrusuocti | 153/305=50,2 % 8/83=9,6 %
3a 12 micsiB (%)

I'onopruit moka3Huk epexrusrocti | 73/104=70,2 % 3/12=25 %
3a 24 micsi (%)

I'onosnwmit mokxasuuk edexrusrocti | 102/116=87,9 % 3/4=75 %

3a 84 micsui (%)

* p<0,001, Tounmii kpuTepiit Oimepa.
** BincoTok MONEKYNAPHUX eeKTiB po3paxoBaHO Ha OCHOBI JOCTYIHUX 3pa3KiB.

Kputepii reMaronoriynux peakuiit (Bci edekTr BH3HaYeH] Ticas >4 THXHIB):

neitkoruT <10 x 109/1, TpomMGormT <450 x 109/1, MietouuTH + MeTamienonuT <5 % y KpoBi, BiICYTHICTb Yy
KpoBi OnacTiB Ta mpoMienommTis, 6azodinu <20 Y%, excTpaMeIyIAPHUIL reMOIIoe3 He CIIOCTEPiracThes.

Kputepil muroreHeTwanmx peakuiit: mosumit (0 % Ph+ meTadasu), gactkoBuit (1-35 %), Menmumii (3665 %)
abo MiHiManbHRi (66-95 %). [onopHMit MokasHuK edekTuBHOCTI (0—35 %) cxiagaeTbesa 3 MOBHOI Ta YaCTKOBOL
peaxiii.

TonosHMiT KpuTepilt MONEKYIAPHOI peakiiii: 3MeHIIeHHsA B epudepiliniil KpoBi KinbkocTi TpaHckpumuiit Ber-
Abl Ha > 3 norapudmu (BU3HAYAETHCA 33 JONOMOTOIO KUTbKicHOTro anaitisy [1IJIP 3i 3BOPOTHOIO TPaHCKPUIILIIEIO B
peanbHOMY 9aci) BiJl CTAHAAPTH30BAHOTO BHXIiAHOTO PiBHSL.

Q_/’_ YaromxeHo 3 marepianamm
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Bu3nayeHHss TOKa3HUKIB IIOBHOI TIeMaToNOriyHOI peakmii, TIOJOBHOI Ta IOBHOL
IUTOTEHETHYHOI Peaklii Ha JIKAPCHKY TEpaliio IMEepINoi JiHii MPOBOIUIOCH 33 METOIOM
Kannana-Metiepa, e cy0’ektu, siki He pearyBajii HE JIKyBaHHS, BHOYBalM 3 JOCHIKEHHS
micJist OCTaHHBOTO Oorirsady. Ha ocHOBI MeTomy po3paxoBaHo, IO CyMapHHil eQeKT JIiKyBaHHS
nepmoi JiHii iMaTHHIOOM y mepioa 3 12 mo 84 wmicawiB Teparmii Ma€ MOKpAIATHCS IO TAKUX
nokasHukiB: I1T'P — i3 96,4 % no 98,4 %, ITLrP — i3 69,5 % no 87,2 % BigmosiaHO.

BrpomoBx ceMHpPIYHHX CHOCTEpEXEHb Yy TIpymax Ttepamii iMartuniGom 3agixcoBano 93
(16,8 %) Bunanxu nporpecyBaHHs XBopobu: 37 (6,7 %) — po3BUTOK GacTHOI KpH3u Ta ¢azu
axcenepanii, 31 — Brpata ['LlrP, 15 (2,7 %) — Brpara III'P aGo 3pocraHHs KilbKoCTi
neiixomutiB Ta 10 (1,8 %) — cMepTh maitieHTa, He TOB’s3ana i3 XMJL. V rpymax jikyBaHHS
I®H+Ara-C 3adixcoBano 165 (29,8 %) BumajakiB mporpecyBaHHS XBOpoOu, 3 sxkumx 130
CHIOCTEpPIraTucs NPOTAroM MeJuKaMeHTo3Hoi Tepanii IOH+Ara-C nepimof minii.
IlepenbauyBannii BifICOTOK MAIiEHTIB, y SKMX He cHOCTepiramacs ¢asa akcexepariii aGo
Onactua xpusa Ha 84 micari Teparii, y Tpynax iMaTuHiOy OyB 3HAYHO BHINUA IOPIBHSHO 3
rpynoto IOH (92,5 % npotu 85,1 %, p<0,001). Piunmii mokasHuk mporpecyBaHHS (asu
axcenepanii abo 01acTHOT KpH3H 3MEHIIYBABCA IMPOIMOPIIHHO Yacy MEMKAMEHTO3HOI Teparmii
1 cTaHOBUB MeHIIE 1 % Ha deTBepTHil Ta WsATH pik nikyBaHHsa. OUiKyBaHWN NOKA3HHK
BIDKMBaHHs O€3 TporpecyBaHHS XBopoOu Ha 84 wmicsri cranoBuB 81,2 % y rpymi iMaTHHIOY
Ta 60 % y xouTpobHi# rpyni (p<0,001). Ulopiunuit piBeHs OyaB-AKOTO BUAY IIPOrPECYBAHHS
XMJI Takox y TUHAMIIl 3MEHIITYBaBCH.

3arayibHa CMEPTHICTh HAIiEHTIB y rpynax iMatuHiOy Ta I@H+Ara-C cranosuna 71 (12,8 %)
Ta 85 (15,4 %) oci6 BigmoBinHO. 3aranbHuil mepenbavyyBaHWil BiJICOTOK BWXKHBAHHA Ha 84
Micami Mmae cknagatu 86,4 % (83, 90) mporu 83,3 % (80, 87) y panmomizoBaHuX Ipymax
imatuHiOy Ta I®H+Ara-C Bigmoiguo (p=0,073, morapumiunmit panrosuii xputepiii). Ha
JaHu# KiHIEBHHM pe3ylbTaT 3HAYHUM BIUIMB Ma€ BHCOKHMM NepexiiHMi IOKa3sHUK Bif
I®H+Ara-C no imaruriOy. B moganemomMy ebexr Teparii iMaTHHIOOM IIOK0 BYIKMBAHHS Y
XpoHiuHil ¢a3i Bnepime miarHoctoBaHoro XMJI BH3HAuUaBCs IISAXOM PETPOCIEKTHBHOIO
aHAN3y BHUINE3a3HAUCHNX JaHWX IMOJ0 IMaTHHIOy 13 IIEpBHHHMMH JaHHUMHM iHIIOTO
JIOCHIIKEHHS B aHAJIOTiYHOMY pexkumi y ¢asi 111 3 sukopucranusm [®H+Ara-C (n=325). V
pe3yneTaTi aHamily cmocrepirajachk mepepara imaruuiOy Hajy IOH+Ara-C y sarambHux
nokasHukax BwkuBauHA (p<0,001); mpotsirom 42 micsauiB nomepiio 47 (8,5 %) xBopux y
rpynax imaruniOy Ta 63 (19,4 %) — y rpynax IOH+Ara-C.

Ha noBrocTpokoBui KiHIEBHH pe3yibTaT y MAli€HTiB rpymnd iMaTuHiOy 3HAYHO BINIMBAB
piBEHb IIUTOT€HETHYHUX Ta MOJISKYJISIPHUX JAHWX BiJAMOBIAi Ha NiKyBaHHs. bepyun no yBaru
o4iKyBaHUH BiICOTOK 96 % (93 %) mamientis i3 ITI[rP (YLIrP) ma 12 micsami, y Sxkux He
CIocTepiraBcs po3BHTOK XBOpoOW y BUrisimi ¢asm akcenmeparii abo GrmactHoOi kpusu Ha 84
Micari, mume y 81 % xBopux 6e3 I'LIrP na 12 micari He 3adikcoBano mporpecyBanns XMJI
70 Ti3HBOI cTafii Ha 84 micsui (p<0,001 B3aranmi, p=0,25 mix IIL{rP ta YI{rP). ¥ nanicuris 3i
3MeHIDeHHsM TpaHckpunuii Ber-Abl ma 12 micsui xoda 6 Ha 3 morapudMu BipoTigHiCTh
nepexony 3i crazii pemicii 1o ¢as3m axceneparii/6nacTHoi Kpusu cTaHOBUTH 99 % Ha 84
micsri. [loxibGHi pe3ynpTaTe TakoX OynM OTpMMaHi Imijy 9ac moeTanuoro 18-Micsusoro
aHamizy.

VY nmanoMmy AOCHiIKEHHI TO3BOJBLIOCS TIPOBOAMTH IIiABUICHHS /1034 Ipenapary i3 400 mr g0
600 Mr Ha o0y, mani — i3 600 Mr mo 800 Mr Ha mo0y. Ilicns 42 micsuis cnocrepexenus y 11
HAIIEHTIB CHOCTEpIranocs 3MeEHINeHHs (MPOTAroM 4 THXKHIB) IATOTEHETHYHOI peakifii Ha
nikyBaHHA. 3 11 manienTiB 4 mamientam Oyio migsuineHo o3y a0 800 mr Ha 100y, y 2 i3 4
BIIHOBHJIACh IMTOreHeTHM4YHa BinnoBiAp (I uyacTkoBa Ta 1 MOBHA, Y OCTAHHBLOIO TAKOX
OTPUMAHO MOJIEKYJISIPHY BiINOBiZE). 3i 7 Malli€HTiB, KOTPUM 03y HE iABMINYBaJIH, JHIIE y
OJIHOTO CIIOCTEpirajgach BiJHOBIEHA IIOBHA IUTOTEHETHYHA BiANOBinb. BimcoTok meskmx
noOiYHMX peakuiit OyB OLThIIME y XBOopHX 3 mifBuINeHuUM xo3yBaHHsM 800 Mr Ha 100y
IOPIBHAHO 3 TIONyJSILI€I0 MAaIlieHTiB A0 miaBummenHs 103 (n=551). HaiiGinsm
PO3IMOBCIO/KEHAMH NOOIYHUMY SBUINAMH Oy KPOBOTEYi ILIYHKOBO-KHMIIIKOBOTO TPAaKTY,
KOH IOHKTHBIT T4 3pOCTaHHS IIOKa3HUKIB TpaHcaMiHazu a0o 6inipyGiny. YacToTa BUHHKHEHHS
IHIMKUX T061YHUX €(EKTIB € aHATOTIYHOI a00 HHUKIOIO.
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Xponiuna ¢aza, nesoana mepanis inmepgeponom. MenuxkaMeHTO3Hy Tepanito 532 gopociux
TAIEHTIB TIPOBOJMIM 3 MOYaTKOBOKO /103010 400 Mr. Ilamientn Oynu po3moOAiicHI Ha TpH
OCHOBHI Kareropii: BifcyTHicTe remaroioriunoi Biamosimi (29 %), BiacyTHICTH
nuroreHeTuunol Bigmosimi (35 %) abGo TonepantHicTh m0 iHTepdepony (36 %). Xsopi
nepeOyBanu y misHili xpomiumiii ¢azi XMJI 1a oTpuMyBaid CepeaHBOCTATUCTHYHY Bij
nonepenHsoro 14-micsunoro nikysanns I®H Tepaniro B 1o3yBangi >25%10% MKME/THKTeHb;
cepelHili dac Bil MOMEHTY BCTAHOBICHHS JiarHo3y — 32 wicsmi. OcHOBHa MiHJMBA
e(EKTHBHICTh AOCITIIKEHHs IIOJIATAJla y PpiBHI IIMTOTCHETHYHOI BIMIIOBiJI Ha JIKyBaHHS
(moBHA Ta YacTKOBa BimoBiAb, 0-35 % Ph+ meTadas y KicTKOBOMYy MO3KY).
VY naHoMy mociiJKeHHi 65 % mami€HTiB OTPUMAIH TOJOBHY IIMTOICHETHYHY BiATIOBiIb, IO
Oyna noBHOWO ¥y 53 % (migrBepmxeHo 43 %) xBopux (muB. Tabmuigo 2). [loBHa remaromoriyaa
BIIMOBiB TOCATHYTA Y 95 % marieHTis.
@asa axcenepayii. Jlo BUpoOyBaHHS 3ayueHo 235 10opocaux nanieHTiB y dasi akcenepartii.
Ilepmi 77 xBOpHX OTPHMYBAIM MOYATKOBY J03y mpemapary 400 Mr, y nomaielIoMy 3a
MIPOTOKOJIOM OYJI0 JO3BOJICHO MiABAITUTH J03y. OctaHHi 158 marieHTiB modanu JiKyBaHHS 3
Jo3u 600 mr.
OcHoBHA MiHnuBa eQEeKTHBHICTh MOCTi/KeHHS Oa3zyBanacs Ha IMOKAa3HUKY IeMaTOJOTi4HOI
peaxiii, 1o TaKoX 3BITyBalach SK IIOBHA I'€MATOJIOriYHA BiIIOBifb, BiICYTHOCTI BHIAJKiB
neiikemii (ToOTO BiACYTHICTH 6JacTiB y KiCTKOBOMY MO3KYy Ta KpoBi, ajge 6e3 MOBHOTrO
BiJIHOBJIEHHS TOKa3HUKIB nepudepiiiHoi KpoBi sK NpH MOBHIM BiANOBimi), abo mepexinm y
xpouiuny cramito XMJIL. ITixrBepmkena remaronoriyia BimoBiae crnocrepiramace y 71,5 %
nariedaTiB (auB. Tabmuipo 2). Baxmuso, mo 27,7 % XBOpHX TakoX OTPHUMAIH TOJIOBHY
IUTOTCHETHYHY peakiifo. [loBHoro BimmoBiap Oyma y 20,4 % (miatBepmxero 16 %)
namniedriB. JloTenep y marienTis, ki oTpuMyBanu 103y 600 Mr, cepenHiii CTPOK BUXKHUBAHHS y
peMicii Ta 3araapbHe BHXKHBAHHS OIHIOETHCS HA piBHI 22,9 1 42,5 Micsus BiAIOBIAHO.
Mienoiona 6nacmua xpuza. Jlo BunpoOyBaHHs 3arydeHo 260 HamieHTIB 13 Mi€NOiTHOIO
OmacTHOO Kpu3o. B mmuymomy 95 marientiB (37 %) oTpuMyBamM XiMioTepamiio st
nmikyBaHHS ¢asu akcenepanii abo OmacTHol Kpu3u (BXe NpoJiKOBaHI mamieHTH) Ta 165
naimieHTiB (63 %) e nmikyBanucs. [lepmii 37 xBopux oTpuMyBayin o4aTkoBy o3y 400 mr, y
OAaTbIIOMY 3a IPOTOKOJIOM Oyio A03BOJNeHO MigBUIUTH A03y. OcranHi 223 mamieHTH
IIOYaJIy JIIKYBaHHS 3 71034 600 Mr.
OCHOBHOIO 3MIiHHOIO €(eKTHBHOCTI OyB TMOKa3HHWK reMaTOJNOTIYHOI BIJIOBLII, IHO TaKOXK
3BITYBaJIaCh K ITOBHA FeMAaTOJIOTiYHA BiJIIIOBib, BIJICYyTHOCTI 03HAK JI€iik0o3y a00 MOBEpHEHHS
70 xponigaoi ¢asm XMJI 3 moxmibuumm g0 ¢a3m akcenmeparii KpHTepisMH. Y TaHOMY
gocrmimkenni 31 % marieHTiB OTpUMaB reMaToJIOTiYHy BiAnoBias (36 % paHime He TIKOBaHHX
namieHTiB Ta 22 % y MuHYJIOMY BXe JikoBaHUX). Takox piBeHBb peakilifi Ha Tepamito OyB
BUINHUH y XBOpHX, sAKi oTpumyBaid 03y 600 mr (33 %) mopiBHSHO 3 TMMH, XTO OTPUMYBAB
400 mr (16 %, p = 0,0220). Iloterep cepenmHiii CTPOK BUXKHMBAHHS TALlI€HTIB, SKi paHille HE
TKYBaJIMCS, Ta THX, XTO OTPUMYBaB MEAMKAMEHTO3HY TEpAIlilo, OIHIOEThCS Ha piBHI 22,9 i
42 .5 Mics1id BiJIIOBIIHO.
Jlimgpoiona 6racmua xpusa. Jo dasu 1 1ocimimKeHHs 3aIydeHo OOMEXeHY KUTBKICTh TaKHX
nanientis (n=10). I'emaronoriuyba BiAmoBiae TPOTAroM 2-3 MICSIIB cIiocTepiranacs Ha piBHI
70 %.

Tabmuus 2
BinmoBizxe Ha MEAMKaMEHTO3HY TEPAMiIO Y JOPOCIUX, XBopux Ha XMJI

JlocmimxeHHs JocmimKeHas JocmimkeHHs
0110. 0109. 0102.

HMaumi 3a 37 |Hami 3a 40,5(Hani 3a 38
MICHIIIB. MiCSIIS. MiCHIB.
Xponiuna (aza, | Pa3za MienoinHa
HEBJajla Teparis | aKceneparii OyacTHa Kpu3a
inTepdpeporom | (n=235) (n=260)

(n=532)
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1
Temarosoriuna Bigmosins! % naniedTiB ([lose)

95 % (92,3-96,3) |71 % (65,3-77,2) |31 % (25,2-36,8)

[ToBra remaronoriyHa  peaxuis |95 % 42 % 8 %

(I1II'P)

Bincyrhicth o3nak neiixosy (BJI) He 12 % 5%
3aCTOCOBYBAIOCH

IloBepHennss nmo xponiuHoi cramuii |He 17 % 18 %

(IIXC) 3aCTOCOBYBAJIOCH

I'oI0BHA IUTOreHETHYHA peakmisa’ |65 % (61,2-69,5) |28 % (22,0-33,9) |15 % (11,2-20,4)

Bzarani 53 % 20,4 % 7%

(Iixreepmxeno’) [95 % JII] (43 %) [38,6-](16 %) [11,3-](2%) [0,6-4,4]
472] 21,0]

YacTkoBO 12% 7% 8 %

' Kpurepiit remaronoritnol BianoBii (BCi BiAMOBiAI HiATBEPMKYIOTECS y Tepio > 4 TIKHI)

IITP: nocmimkenns 0110 [nekxomuru <10x10°%1, TpombormTa <450x10%/n, MieoumTy FMeTamienonuTa <5 % y
KpOBi, BificyTHi B KpoBi Gnactu Ta mpomiesionuryd, Oasodimn <20 %, He 3alydecHHIl ekCTpaMmeNylspHUi
remonoes] Ta mocrmimkenns 0102 i 0109 [AYH (abcomoTtre umcno weiftpodinis) >1,5x10%m, tpombormti
>100x10°%/1, BimcyTHi 6nacTu, 61acTH KiCTKOBOrO MO3KY < 5 % Ta BiACYTHICTh ekcTpaMexynspHoO1 ITaTosIoriil;
BJI: xputepii Taxi x, sk i jus [IT'P, ane AUYH >1x10%/x ta TpoMGormay >20x10%/11 (yiume ms 0102 ta 0109);
IIXC: <15 % Gnactis xicTkoBoro Mo3ky (KM) Ta nepudepitinoi kpoei (ITK), <30 % OmacTi+npo MielomuTa y
KM ta TII1, <20 % 6asodiniz y ITK, sincyTHicTh ekcTpameXyJSIpHOI NMaToJioTii, OKpiM XBOpoO IIEYiHKH Ta
cene3inky (e g 0102 Ta 0109).

2 Kpwurepii UTOre HETHYHOI BiAMOBiMi

| TonoBHa BiANOBiAL CKIAnacThCs 3 MOBHOI Ta YacTKOBOI peakwiit: mosHa (0 % Ph+ mMetada3), uactkoba (1-35 %).
[MoBEa UMTOreHeTHYHA BiANOBIAL MIATBEPIDKYETHCS MILIXOM HPOBEIEHHS MOBTOPHOTO IMTOIEHETHYHOIO
aHaJi3y KiCTKOBOrO MO3KY MIHIMYM Wepe3 OJIiH MicsIb Mic)Id MEPBUHAOTO poctimkeHHs KM.

Himu. 1o 1 ¢asu xniHigHOr0 JIOCIHKEHHS 13 MIBUIICHAM JO3YBAaHHAM IIperapary 3arydeHo
26 niteit Bikom <18 pokis i3 XMJI y xponiuniit ¢asi (n=11), mix gac 6macTHOI KpH3u abo 3
Ph+ rocrpum ineiikozom (n=15). JlaHa mnomymAmis XBOPUX y MHHYJIOMY ' OTpHMYyBalla
iHTEeHCUBHY Tepamiioo: y 46 % B aHaMHe31 TpaHCIUIaHTailis KictkoBoro Mo3ky (TKM) Ta y
73 % — xombinoBana ximiorepamnis. IlamienTam Oyio mpH3HAYEHO NO3yBaHHS iMaTUHIOY
260 Mr/mMY/moby (n=5), 340 Mr/m*mo6y (n=9), 440 mr/M*/mo6y (n=7) Ta 570 Mmr/mM*/noGy
(n=5). I3 3arampHOI KimbKOCTi GyIIH AOCTYIIHI I aHAi3y BChOro 9 MAIEHTIB i3 XPOHIYHOKO
cragicro XMJI ta muroreneraunumu ganumu; 4 (44 %) ta 3 (33 %) mamieHTH OTpUMANA
BI/IMOBIZTHO TMTOBHY Ta 9aCTKOBY [IUTOTCHETHYHY peakilito, 3HaueHHs ['LrP — 77 %.

Beeoro 10 ¢asm Il Biakpuroro 06araroleHTPOBOTO HEKOHTPOIBOBAHOTO JOCIHIIKECHHS
sanydeno 51 muruny 3 yrnepme aiarHoctoBanuM XMJI y xpowiuni#t cragii. IlamienTam
npusHadeno 340 wmr/mM%/moby imatuHiOy 6e3 HepepBH y 3B’S3KY 3  BiACYTHICTIO
JI030MIMITYI0901 TOKCHYHOCTI mpenapary. Ilicns 8 TixHiB Tepamii y AiTe# i3 Bmepre
miarmocroBanuM XMIJI 6ymo orpuMaHo MIBHAKY BiamoBims Ha mikyBaHHs: 1II'P — 78 %.
IMTigsunienuit moxasuuk [II'P cympoBoKyBaBCs pO3BUTKOM MOBHOI IATOTEHETHYHOI peakIii
(IIIIrP) y 65 %, mo momiGHHUM 10 OTPEMAHOTO pe3yJIbTaTy y MOPOCIUX HarieHTiB. Takox
nomarkoBo ULIrP crocrepiranace y 16 % Tux, xto mas I'IrP 81 %. V 6inbmocTi XBOpHX, Kl
orpumand I[P mix 3 ta 10 MicsieM JiKyBaHHS, CEepemHidl 4ac MOSBH peakilil OliHeHUH Ha
piBHi 5,6 Mmicsaus (Ha ocHoBi MeToay Kamnana-Meiiepa).

Kninigni gocmizukenns  Ph+TJIJI  (Ph-xpoMocomMono3uTiHBHMM rocTpuit miMdoOmacTHul
JIeHK03)

Bnepwe oOiaznocmosanuti Ph+I'JIJL Y npoueci koHTponboBaHoro jxocuiukeHHs (ADE 10)
epexkruBHOCTI imMaTumiby moOpiBHSHO 3 iHAYKUiHOIO XiMmioTepamiero 55 Bmepime
JIarHOCTOBAHMM IMAIliEHTAM BiKOM Big 55 pOKiB 3aCTOCOBYBalIM MOHOTEpAIIiIO iMaTHHIOOM. Y
PE3YNBTATI JOCATHYTO 3HAYHO BHINOTO PiBHS MOBHOI reMaTOJIOTiuHOl BiALIOBi/Ii ITOPiBHAHO 3
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ximiorepariero (96,3 % nporu 50 %; p=0,0001). Y Bunagkax, KoJIH KOHCEPBATUBHA TEpaIlis
iMaTHHIGOM Oyia mpM3HAYEHA HallicHTaM, SKi moraHo pearyBaiu abo He pearyBajld B3araji
Ha XimioTepamiro, 9 (81,8 %) i3 11 xBopHuX OTpMMaNd IMOBHY IeMaTOJIOTIYHY BiITIOBilb.
Kiiniuemii edexT moB’s3yeThed 31 3HAUHMM 3MEHINEHHSM TpaHcKpumnmii ber-abl y rpymi
iMaTHHIOY NOpiBHAHO 3 Tpymoro XimioTepanmii uepes 2 Tikui JikyBamus (p=0,02). Ilicis
iHAyKUii BCi DAmieHTH OTpUMYBaIM IMaTWHIO Ta KoHCOmimanifiHy XimioTepamilo (IUB.
TabnuIio 3), piBeHb TpaHCKpHIIi ber-abl B 000X rpymnax depe3 8 THXKHIB OyB OZJHaKOBUM. SIK
i odYiKyBaIOCh HAa HOYATKy [W3aiHy IOCHi/DKEHHs, He Oyno 3adikcoBaHO pi3HHII Y
TPUBAJIOCTI pemicii, BHXXHBaHHI TPH I[IOBHOMY OJYXaHHI ab0 3arajlbHOMY MOKa3HHKY
BIOKMBAHHA. TakoX MAIieHTH 3 IMOBHOK MOJIEKYJSPHOIO BiANOBIAMIO Ta MiHIMAIbHMMH
3QIMIIKAMH XBOPOOM Maili Kpalldii pe3ysibTar JiKyBaHHs y IIOKa3HHKaX TPUBAIOCTI pemicii
(p=0,01) Ta BM>KMBAHHS MICTS TIOBHOT'O OTy)KaHHS.

ITix 9ac YOTHPHLOX HEKOHTPOJBOBAHUX KiiHIUHEX jpociimkeb (AAU02, ADE0O4, AJPO1 Ta
AUSO01) momymsmii i3 211 Bmepme miarmocroBanux Ph+I'JIJI marieHTiB  oTpuManu
pe3y/bTaTH, AHAJOTIYHI MO BHIICHaBeleHHWX. Tepamis imatuHiOOoM y XomGiHamii 3
IHAYKIIHHOIO XiMioTepamiero (nuB. TabNHIo 3) mpu3Besa 0 piBHSI TeMaToNOTi9HOT BiMOBLIL
y 93 % (147 i3 158 pociifkeHuX MaimieHTa) Ta piBHA TOJIOBHOI MUTOTCHETHYHOI BiAOBII Y
90 % (19 3 21 mocmimxeHoro mamienta). IloBHa MoseKysipaa peakiis gocsria 48 % (49 3i
102 mocmimxenux xsopux). [lokasHuKM BHWBaHHS micias moBHOro oxyxanHs (BIIO) Ta
3aranbHOi BrxuBaHocTi (3B) y mBox jpocmimkennsx (AJP01 ta AUSO1) mepesumuny 1 pik,
o € GinbImmuM 3a gani icropuudoro Moxiropuary (BITO p<0,001; 3B p<0,0001).

Tabmums 3
Cxema jikyBaHHs XiMioTepaitieio y koMOiHaIii 3 iMaTrHIO0M o
Hocnimxenns ADE10
IIpedaza JIEKC 10 mMr/m? niepopanbHo, aHi 1-5; D 200 Mmr/m? B/B, mHi 3, 4,

5; MTC 12 Mr cinaibHO, JeHb 1

Iaayxist pemicii JIEKC 10 mr/m? nepopansHo, aui 6-7, 13-16; BKP 1 mr /B, aHi 7,
14; TJIA 8 mr/m? /B (0,5 roguun), aui 7, 8, 14, 15; 11® 500 mr/m?
/B (1 roguna) news 1; Ara-C 60 mr/m? B/B, ami 22-25, 29-32

Konconinarniitaa MTC 500 mr/m? 8/B (24 rogumm), mai 1, 15; 6-MII 25 /M2
tepamis I, [II, V mepopaibHo, aHi 1-20

Koncominariitna Ara-C 75 mr/m® B/B (1 rommua), mui 1-5; VM26 60 mr/m? B/B (1
teparmis 11, IV roauHa), igi 1-5

Hocnimxenas AAUO2

Inpyxiitina Tepanis | Jamopy6inua 30 mr/m? B/e, ami 1-3, 15-16; BKP 2 wmr 3aransHa
(enepute Oiaen. | mo3a B/B, momi 1, 8, 15, 22; II® 750 Mr/m? B/B, ami 1, 8; mpennizon
Ph+T"JUT) 60 mr/m?> mepopanbHo, mHi 1-7, 15-21; [JTA 9 Mr/m* nepopaisHo,
aui 1-28; MTC 15 mr cmimansho, i 1, 8, 15, 22; Ara-C 40 mr
crigansHo, oHi 1, 8, 15, 22; MeTunnpeauizonoH 40 MI CIiHAJIBHO,
mai 1, 8, 15,22

| Korcogiariitna Ara-C 1,000 mr/M*/12 top B/B (3 rogunn), aHi 1-4; MiTOKCAaHTPOH

1aiaeht. Ph+IJ1J) MEeTHIIpeHi30510H 40 Mr ciHANBHO, JeHb 1

Tepamis (6nepwe |10 mr/mM? B/B, mmi 3-5; MTC 15 wmr cmiHamsHO, AeHb 1;

Jocnimxenas ADE04

IIpedasa JIEKC 10 mr/m? nepopansro, agi 1-5; LI® 200 mr/m® B/B, ai 3-5;
MTC 15 Mr cniHaJIBHO, IeHB 1

Iepykuiina Ttepamis | JEKC 10 mr/m? nepopanso, mai 1-5; BKP 2 mr /B, i 6, 13,
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I 20; nanopyOinuH 45 Mr/Mm? B/B, mHi 6-7, 13-14

Tunyxmidiga Tepamis [I1® 1 r/m?B/e (1 romuna), ami 26, 46; Ara-C 75 mr/m® B/B (1

11 roauHa), a1 28-31, 35-38, 42-45; 6-MII 60 Mr/M? mepopansHo,
IHi 26-46

Koncomnigamiitna JIEKC 10 mr/m? mepopainsHo, aHi 1-5; Binnesun 3 Mr/m* B/B, 1eHb

Tepamnist 1; MTC 1,5 t/m® B/B (24 ronunn), feub 1; eronosua 250 mr/m? /B
(1 romuna) nmi 4-5; Ara-C 2x 2 r/m? /B (3 romunm, 12 roaun),
JIeHb 5

Hocnimkenns AJP01

Tuaykuitina tepamis | L@ 1,2 t/m? B/8 (3 roausm), Aeus 1; xanopy6imma 60 Mr/m? B/B (1
roguHa), aui 1-3; BimkpumcruH 1,3 mr/M? B/B, mHI 1, 8, 15, 21;
npeHizonon 60 Mr/M%/no6y nepoparsHo

Konconinariitaa Kypc ampTepHaTHBHOI XiMioTepamii: BHCOKa Jo3a XimioTepamii 3

Tepartis MTC 1 r/m?B/B (24 romwsm), merb 1 Ta Ara-C 2 /M B/B (12
TOJIUH), AHi 2-3, 4 UKIN

igrpumyroue BKP 1,3 r/m? B/B, nessb 1; npeanizonon 60 mr/mM> mepopaibHo, OHI

JKyBaHHS 1-5

Jocmimxenas AUSO01

Iapyxuiiao- Cxema rimep-CVAD: 1I® 300 mr/m* B/B (3 Tomuuau, 12 romus),
KOHCOJIi JatliiHa nui 1-3; BinkpucTuH 2 Mr B/B, axi 4, 11; moxcopy6inun 50 Mr/M?
Teparis B/B (24 romunm), neup 4; JIEKC 40 mr/no0y B ami 1-4 ta 11-14,

aneTepHatEBHO 3 MTC 1 1/M2 B/B (24 ToqmEwM), neHs 1, Ara-C 1
r/™M? B/B (2 rogunm, 12 roaun), nHi 2-3 (Bchoro 8 Kypcis)

IMTigrpumyroue BKP 2 mr B/B B Micsnb mporsroM 13 wicamiB; IpeaHi30NI0H
JiKyBaHHS 200 Mr mepopaibHO, 5 AHIB y Micsnpb mpoTsaroM 13 micamnis

Bci cxeMu JIiKyBaHHA BKIIOYAKOTH MPU3HAYEHHA CTEPOINIB M mpodinaxrrku 3axpoprobans ITHC.

Ara-C — nurosuny apabinoszum; [[® — muknodocdamin; JEKC — pexcamerazon; MTC — meToTpekcaT; 6-
MI1 - 6-Mepkamromypin; VM26 — Ttemimoswm; BKP — simxpuctun; IA — imapy6inum; B/B —
BHYTPIiITHHOBEHHO. .

Ilediampuuni nayicumu

V mocmimxenni 12301 93 narfientr (Bixom Bix 1 no 22 pokis) 3 Ph + I'JIJI Gymu 3apaxoBasi 1o
BiIKpUTOrO, GAaraTOLEHTPOBOTO, MOCIIOBHOI KOTOPTH, HEpaHIOMi30BaHOTO BHIPOOYBaHHS
dasm III Ta orpumyBam: InikyBaHHS iMaTuHIGoM (340 Mr/mM*mo6y) y moemHaHHI 3
IHTEHCHUBHOIO XiMioTepari€ro micis iHayKiiinol Tepamii. IMaTHHIO BBOAMIM 3 IEepepBaMU B
Koroprax 1-5, 3i 30iNbIIEHHSM TPHBAIOCTI Ta paHHIM I0YaTKOM NpuiioMy imaTHHIOy Bin
KOTOPTH J0 KOTOPTH; KOropTa 1, fika OTpuMye HaWHWXKYY IHTEHCHBHICTH, 1 KOropra 5, sKa
OTpMMY€E HaMBHINY iHTEHCHBHICTH iMaTMHIOy (HAMIOBIDA TPUBANICTH y AHSX i3 MOCTiHHMM
N00OBUM JI03yBaHHAM IMaTHHIOY mij Yac MepIIux KypciB ximioTeparii). IlocTiline moaeHne
3aCTOCYBaHHs IMATHHIOY Ha IOYATKy JIIKYBAHHA B MOETHAHHI 3 XIMIOTEpaIli€lo y KOrOpTH 5
namienTis  (n=50) mokpammno 4-piuny BmxuBanicte Oe3 momii (EFS) mopiBHsHO 3
icropuynuM koHTposeM (n=120), ki OTpUMYBaIId CTaHIapTHY XiMioTepamito 6e3 iMaTuHIOY
(69,6 % nporu 31,6 % Bignosiguo). 3a ominkamu, 4-pigsa OC y KOTOpPTHHMX 5 Nalli€HTIB
cranoBmia 83,6 % nopiBusHO 3 44,8 % y nonepenHiX KOHTponbHUX rpynax. 20 i3 50 (40 %)
HAIEHTIB Y KOTOPTi 5 OTpUMAIK TPAHCILIAHTAIIO T€EMaTOIMOeTHYHAX CTOBOYPOBHX KIIITHH.
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Tabnus 4

CxeMa JikyBaHHS XiMioTepaniero y komOiHaii 3 iMarnHiOoM y nocmipkerHi 12301

Bbiox xoncomigamii 1
(3 TxHi)

VP-16 (Eronosun) (100 mr/m?/n06y, B/B): 1oba 1-5.

Ipocdamin (1,8 r/m*/n06y, B/B): m06a 1-5.

MECHA (360 mr/m?/n03y xoxHi 3 roauau X 8 103/106y, B/B): Hoba
1-5.

I'-KC® (5 mxr/kr, n/m): no6a 6-15 a6o 1o AYH >1500 noct Hamip
B/ MetoTpekcar (BikoBa cranmaptu3aris): noba 1 TIJIbBKHA.
IToTpiiiHa iHTpaTekalbHa Teparlis (BIkoBa CTaHIapTH3allifg): 1oba 8,
15.

Bbrnok xoucomiganii 2
(3 TrxHi)

Merotpekcar (5 r/m? 3a 24 ropuny, B/B): noba 1.

JletikopopuH (75 mr/m? Ha 36 romuAy, B/B; 15 Mr/m> B/B a60
nepopasibHO KoxkHI 6 roguH X 6 qo3) III: qoba 2 ta 3.

IoTpiiiHa iHTpaTekambHa Teparris (BikoBa cTaHAapTH3amis): xoda 1.
ARA-C (uurapa6in) (3 r/mM*/no3y xoxai 12 rogus x 4, B/B): 1062 2
Ta 3.

I'-KC® (5 mxr/xr, n/m): goba 4-13 a6o go AUH >1500 moct Hazuip.

brok peinayxkirii 1
(3 TrxHi)

VCR (sinkpuctun) (1,5 Mr/m*/ 06y, B/B): n1oba 1, 8 Ta 15.

DAUN (naynopy6irmn) (45 mMr/m?/no6y 6omocHo, B/B): noba 1 1a 2.
CPM (mmxnodocdamin) (250 mr/m>/no3y koxai 12 roaus x 4 no3u,
B/B): 100a 3 Ta 4.

TITIEI'-ACII (2500 MO/m?, B/M): no6a 4.

I'-KC® (5 mxr/kr, m/m): noba 5-14 a6o no AYH >1500 moct Hamip.
[TorpiitHa iHTpaTekanbHa Teparris (BikoBa CTaHAapTH3aIlis): go6a 1
Ta 15.

DEX (mexcamerason) (6 mr/m%/no6y, m/o): no6a 1-7 ta 15-21.

Biiok inTencudikarii
1 (9 THXHIB)

Merotpekcar (5 r/mM? 3a 24 roauH, B/B): 1o6a 1 Ta 15.
JleitkoBopun (75 mr/m? Ha 36 ronumy, B/B; 15 Mr/m? B/ a6o /o
KOXHi 6 Toud X 6 no3) III: nob6a 2, 3, 16 Ta 17.

Iotpiitna inTparexansHa Tepanis (BikoBa cTapapTuiamis): goba 1
Ta 22.

VP-16 (Eromosun) (100 Mr/mM*/no6y, B/B): moba 22-26.

CPM (mmknodochamin) (300 mr/m*/noby, B/B): no6a 22-26.
MECHA (150 mr/m%/106y, B/B): m06a 22-26.

I'-KC® (5 mkr/xr, m/m): goba 27-36 a6o o AYH >1500 moct Hamip.
ARA-C (mmrapabin) (3 r/m? xoxai 12 rogums, B/B): 106a 43, 44.
L-Acnaparinaza (6000 MO/M2, B/M): n06a 44.

Bbnok inTencudikarmii
2 (3 TrKHI)

VCR (sinkpuctur) (1,5 Mr/mM%/m06y, B/8): 106a 1, 8 Ta 15.

DAUN (nayropy6irum) (45 mr/m?/n06y 6omocHo, B/B): 106a 1 Ta 2.
CPM (mmxnodochamiz) (250 Mr/m?/mo3y xoxmi 12 roaus x 4 m1o3u,
B/B): moba 3 1a 4.

TTET-ACII (2500 MO/M?, B/M): 1062 4.

I'-KC® (5 mxr/kr, m/m): noba 5-14 abo mo AYH >1500 mocT Hamip.
[TorpiitHa inTpaTekansHa Teparis (BikoBa cTaHAapTH3anis): 1o6a 1
Ta 15.

DEX (nexcamerason) (6 Mr/M%/106y, n/0): no6a 1-7 ta 15-21.
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bnok inTencudikarii

2 (9 TmxHIB)

Merotpekcar (5 r/m? 3a 24 rojun, B/B): 106a 1 1a 15.
JletixoBopuH (75 mMr/m? Ha 36 roguny, B/B; 15 Mr/m? B/B a6o 1/o
KOXHi 6 romuH X 6 no3) III: no6a 2, 3, 16 Ta 17.

[Motpiiina iHTpaTeKaIbHa Tepalis (BikoBa cTaHaapTu3ais): gooa 1
Ta 22.

VP-16 (Etonosua) (100 mr/mM%/no6y, B/B): no6a 22-26.

CPM (muxmnodochamin) (300 mr/m%/no6y, B/B): no6a 22-26.
MECHA (150 mr/m*/n06y, B/B): m06a 22-26.

I-KC® (5 mkr/kr, n/m): nqoba 27-36 ado mo AUYH >1500 noct Hamip.
ARA-C (umtapabin) (3 r/m? xoxai 12 rogus, B/B): n06a 43, 44.
L-Acnaparizaza (6000 MO/M2, B/M): no6a 44.

[linTpumyroua
Teparis
(8-THXHEBI ITAKIIH)
[ukmu 14

Metotpekcar (5 r/m? 3a 24 roaunu, B/B): n06a 1.

Jleiixosopun (75 mMr/M? Ha 36 ronuny, B/B; 15 Mr/m? B/B 260 11/0
KoxHi 6 ronuH X 6 no3) III: moba 2 Tta 3.

[ToTpiiina iHTpaTeKabHA Teparis (BikoBa CTaHAapTH3aIlis): noba 1,
29.

VCR (Binkpucrun) (1,5 mr/m?, B/B): noba 1, 29.

DEX (mexcameTason) (6 Mr/m%/mo6y 11/0): noba 1-5; 29-33.
6-MepkarnTonypus (75 Mr/M%/noby, 11/0): noba 8-28.
Metotpexcar (20 Mr/m>*/THxK/eHs, 11/0): 106a 8, 15, 22.

VP-16 (Etono3ux) (100 mr/m?, B/B): no6a 29-33.

CPM (muxnodocdamin) (300 mr/m2, B/B): noba 29-33.

MECHA B/B no6a 29-33.

['-KC® (5 Mkr/kr, n/m): noba 34-43..

[igrpumyroga
Tepamis
(8-Tr>KHEBI1 IIMKIIH)
IHuxn 5

Kpaniansae onpoMineHHs (TUTbKH biok 5).

12 rpeii y 8 dpaxiisx (103 ompoMiHEHHS 3a OJMH CEaHC) TS BCiX
HAI€HTIB, y akux niarHocroBanuii ctaryc [IIHC1 Ta ITHC2.

18 rpeit y 10 ¢pakiisx (103 onmpoMiHEHHS 3a OJIUH CEaHC) JUIS BCIX
TIAIiEHTIB, Yy SKUX giarHocroBanuii cratyc [ITHC3.

VCR (siaxpuctun) (1,5 Mr/mM?/106y, B/B): 1062 1, 29.

DEX (nexcametason) (6 Mr/m%/mo6y, n/o): noba 1-5; 29-33.
6-Mepkanronypus (75 Mr/M%/n06y, 1/0): 106a 11-56 (sigMosa Biz 6-
MepKaNnToIypuHy npoTsirom 6-10 1i6 kpaHiaIbHOTO OIIPOMIiHEHHS,
nounHarouu 3 1 nobu oty 5. Ilounnarots mpuiiom 6-
MepKanToIrypuHy 3 1 100u micis 3aBepIIeHHs KpaHiaaIbHOro
OTIPOMIHEHHS). .
Metotpekcar (20 Mr/M%/THxaeHb, 11/0): n06a 8, 15, 22, 29, 36, 43,
50.

[igTpumyroua VCR (Biakpuctun) (1,5 mr/mM?/n06y, B/B): n06a 1, 29.

Teparist DEX (nexcamerason) (6 Mr/m%/n06y, n/0): noba 1-5; 29-33.
(8-TH>XHEB1 IUKIIN) 6-MepKarrronrypHH (75 Mr/M>/no6y, n/o): noba 1-56.

Huxnu 6-12 Mertotpekcar (20 Mr/M2/THXAeHB, 11/0): noba 1, 8, 15, 22, 29, 36, 43,

50.

I''KC® — rpanynonutapauil konoHiecTiMymowumii ¢pakrop, VP-16 — eromosua, MTX — meToTpekcar, B/B —
BHYTpIilIHbOBEHHO, I/m — migmkipwo, IT — BHyTpimHbOmKipHM, PO — mnepopansHmii, IM —
BHYTpimHbOM f30Bul, ARA-C — nwrapabin, CPM - muknodocpamin, VCR — siskpucrus, DEX -
nexcaMeTaszoH, DAUN — nayHopy6inus, L-ASP — L-acmaparinaza, IIEI'-ACII = IIEI" acnaparinasa, MECHA —
2-mepkanroeTaH cyiabdoHaT Hatpito, 11 — abo mo MTX pisens <0,1 MkM.

Hocmimxenns AIT07 Oynmo 6GararoueHTpoBe, BiakpuTe, panaomizoBane, ¢aza II/III
JOCII/DKeHHS, sKe BKIodasio B cebe 128 mamientiB (BikoM Bim 1 mo 18 pokiB), sxi
OTPUMYBAJIH JIIKyBaHHs iMaTHHIOOM y MOeNHaHHI 3 XiMmioTepamiero. Jlani mopo Oesmexu
IBOr0 JOCIHIMKEHHsS 3 BEIHMKOIO BipOTIAHICTIO BiAMOBiAalOTh Mpodimo Oe3meku iMaTHHIOY
Juis narienTis 3 Ph+1'JLL
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3azocmpenns/pesucmenmuicme  Ph+IJIJI. Tlpu 3acToCyBaHHI MOHOTeparii iMaTHHIGOM
HamiclTaM i3 3arocTpeHHSIM abo pe3ucTeHTHICTIO a0 nikyBanus Ph+IJIJI Bimnosige Ha
MeIMKaMEHTO3Hy Tepanito 3adikcoBano y 53 3 411 XxBopux, TOJOBHY HUTOTCHETHUYHY
peaxmiro —y 23 %, remaronoriuny peakiuito —y 30 % (9 % — nosua). ITpumitka: 353 i3 411
NALll€HTIB JTiKyBaINCh y Hporpamax i3 po3IMHpeHHM IOCTYIIOM, J¢ He Oyno 3i0paHo JaHMX
Ipo TOJIOBHY BINUOBiNs Ha IpoBeaeHy Tepamito. CepemHiii 4yac TporpecyBaHHS BCiel
nonymsmii (411 xBopmX) i3 3arocTpeHHsSM a0 pPE3HMCTEHTHICTIO a0 nikyBanHs Ph+T'JIJI
CTaHOBUB 2,6-3,1 MicAlld, a CepeiHiii MOKA3HHK 3arajJlbHOrO BMJKUBAaHHSA — Big 4,9 1m0 9
MicaniB. AHaJIOTivHi JaHi OynM OTpMMaHi MpH MOBTOPHOMY aHAJI3i i3 BKIFOYEHHSIM JIHIIE
Hali€HTIB BIKOM Bij 55 pokiB.

Kminiuni gocniokensas MJIC/MIIC

Kniniuauii mocBin 3acrocyBaHHs iMaruHiOy mpu maHidl matoiorii oOMexeHH Ta Ga3yeThes
Ha [TOKa3HUKAaX TeMaToJIOTIYHOI Ta IUTOreHETHYHOI BiamoBimi. BiacyTHi Oyab-fiki KmiHIgHI
JOCTI/DKEHHS, IO JEMOHCTPYBAIX O 3HAUHMIM KNiHIYHUMA epeKT MeIrMKaMeHTO3HOI Teparil
abo 3pocTaHHs piBHS BIDKMBAaHOCTI XBopHX. [1ix yac ¢asu II BimkpuToro GararomeHTpOBOro
KIiHigHOTO XocmimkeHHs (B2225) mpoBouiiocs TeCTYBaHHS iIMATHHIOY Y PI3HAX MTOMYJIAIIsSX
IAIE€HTIB {3 3aXBOPIOBAHHAMH, SIKi 3arpOXYIOTh )KHUTTIO Ta 1oB’s13aHi 3 Abl, Kit a6o PDGFR
IpOTEIHTUPO3UHKIHA3K. Y BHIpoOyBaHHI Opanu ydacte 7 xBopux Ha MJIC/MIIC, saxi
orpumyBand 400 Mr iMmaTuHiOy Ha geHb. Y TphoX i3 HuX cmoctepiranach [1I'P ta y ogroro —
UI'P. Ilig 9ac AOCHiMXEHHS TPH 3 YOTHPHOX MAII€HTIB 3 BHUABJICHOI Mepe0yIOBOI0 TeHa
PDGFR otpumanu remaronoriuny Biamosije (2 I1I'P ta 1 UI'P). Bik xBopux cranoBuB Bix 20
10 72 pokiB.

bys crBOopenmii peectp nocmimkens (mocmimkenHs [2401) mna 30opy maHuX 1mpo
JIOBIOCTPOKOBY  Oe3nmeky Ta  edeKTHBHICTH y  Mali€HTIB, SKI  CTPaXIAIH
MienonponidhepaTUBHUMHA HOBOYTBOPEHHAMH 3 peapamxyBauisM PDGFR-B Tta saxi
OTpUMYBalld JIiIKyBaHHS imaTuHiOOM. 23 mAIli€HTH, 3apeecTpoBaHi Yy LBOMY peeECTpi,
OTpUMYyBaJIX IMaTtuHI0 y cepenniit moOoBiit mo3i 264 mr (miamason: Bim 100 mo 400 Mr)
cepeHboIo TpuBaiicTio 7,2 poky (Bin 0,1 mo 12,7 poky). Uepes OrisimHICTb ILOTO PEECTPY,
JIaHi IS TEMaTOJIOTIYHHX, IIMTOTCHETHYHUX Ta MOJEKYISAPHHX OI[HOK OV MOCTYIIHI IS
22, 9 ta 17 i3 23 3apaxoBaHHUX MAI[IEHTIB BiAMOBIAHO. SIKIIO MPHITYCTHUTH, IMO MAIliEHTH 3
© BIACYTHIMH NaHHMH He JaBaau KiiHiunoi Bimmosiai ma mikysamms, XCH cmocrepiraBes y
20/23 (87 %) mamienTtiB, CCyR — y 9/23 (39,1 %) narientis, a MR — y 11/23 (47,8 %)
nauieHTiB BinmosinHo. Konm xoediieHT Bigmoriai po3paxoByeThCs y MAIEHTIB, SAKi MAIOThH
pUHAlMHI OTHY JOCTOBIPHY OIiHKY, JacToTa Bigmosineit s XCH, CCyR Ta MP craHoBuia
20/22 (90,9 %), 9/9 (100 %) ta 11/17 (64,7 %) BigmosiaHo. ,
Takox y mopanemomy y 13 Bumammsx Oyio omy0iikoBaHO 3BiTH IIpo 24 MALI€HTIB 13
MIC/MIIC. 21 xBopuit otpumyBaB 400 Mr imMmaTuHIOy Ha m00y, pemTi Oyio NpH3HAYEHO
MeHm Ao3yBaHHS. IlepeGynoBa rena PDGFR BusBnena y 11 mamienTis, 9 i3 HuX orpumanu
III'P ta 1 — YI'P. Bix xBopux craHoBuB BiJ 2 10 79 pokiB. B ocTanHix my0Omikamisx 3’ aBrUIach
oHOBJIeHa iHGopMalis npo 6 i3 11 mamieHTiB, YCi BOHH 3HAXOMWIMCA Y IHATOr€HETHYHIN
pewmicii (mepiox 32-38 wicsamiB). ¥V momiOHiii myOnikanii HaBemeHO TaHi JOBrOTPHBAIHMX
cnoctepexeHs 3a 12 manientamu i3 MJIC/MIIC Ta nepebynosoro rera PDGFR (5 xBopux 3
Jociimkeras B2225). I1i xBopi oTpuMyBainy iMaTiHi0 y cepeJHbOMY MPOTAroM 47 MicCsAIiB
(Bix 24 nuiB 10 60 micani). CrocTepexeHHs 3a 6 i3 HUX TPHBaE BXe MpoTIroM 4 pokis. ¥ 11
xBopux 3adikcoBana mBuaka [II'P, y 10 — noBHa HOpMati3ailis MATOTCHETHYHUX TTOKA3HUKIB
Ta 3MCHIIEHHA abo NOBHE 3HUKHEHHS KINBKOCTI TpaHckpumiii. [‘ematonoriusa Tta
OUTOI€HETHYHA BiANOBibF BUHUKATA B CEpPeIHBOMY TpoTsaroM 49 wmicsmis (Big 19 mo 60) Ta
47 wicaniB (Bix 16 mo 59) BimmoBimHOo. PiBeHB 3aranbHOTO BHXKHMBAHHSA 3 MOMECHTY
BCTaHOBJIEHHS [iarHO3y cKiaB 65 wicami (Bim 25 mo 234). 3actocyBaHHsS iMaTHHIOY
namieHTaM 6e3 TeHeTHYHHX TPaHCIOKAi He HOpU3BOMMIIO [0 3HAYHHX KITHIYHAX
pe3ynbTaTiB.

BincyrtHi Oyap-ski xminiyHi gocmimkenns mitei i3 MJIC/MIIC. Indopmartis mpo 5 narieHTis
13 MJIC/MIIC, moB’s3anux 3 nepedymoBoio rena PDGFR, Gyna ony6GiikoBana y 4 BUIaHHSX.
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Bik xBopux OyB Bijm 3 wmicamiB 10 4 pokiB, iMaTHHIO Tpu3Hayamu y no3i 50 mMr abo Bin
92,5 mr/m? o 340 mr/m?> Ha n06y. Y Bcix mamieHTIiB 3adiKCOBaHO IIOBHY reMaToJIOTiuHY
BiJIIOBi/Ib, IUTOT€HETHYHY Ta/ab0 KIIIHIUHY BiAMOBIIb.

Kniniuni gocmijpkenns 3a ydactio nanienTis i3 TEC /XEJI

VY mporeci OgHOTO BIAKPUTOTO 0araTOIEHTPOBOrO KITiHIYHOro mocnipkeHHs dazu 11
(mocmimxennst npenapary B2225) mposoawiaock BHNpOOYBaHHS IMAaTHHIOY B Pi3HMX
TOMYJIAIAX IAI[EHTIB i3 3aXBOPIOBAHHAMH, IO 3arpoXyBajl¥ XHTTIO, OB sI3aHUMH 3 Abl,
Kit abo nporeinTHpo3uHKiHa3010 penentopa TDP. ¥V mpomeci mporo mocmixeHHs 14
namienTiB 3 [EC/XEJI npoxomumu nikyBaHHS iMatuHiOoM y m03i Bif 100 mr go 1000 Mr Ha
n06y. KpiM Toro, sik moBiTOMIBSUTOCH ¥ 35 OIryOIIiKOBaHUX OIKCAX BHIIAAKIB Ta JOCIIIKSHHIX
cepii BunankiB, 162 nanientu 3 TEC/XEJI orpumyBanu iMaTiHiO y no3ax Bix 75 mr go 800
Mr Ha 100y. llmToreHeTwuHi mopyineHHS oOmiHOBaMCh y 117 mamieHTiB i3 3araibHOIO
YHCETBHICTIO monyismii 176 mamienTiB. Y 61 3i 117 marientiB Oyno BHABICHO TiOGpuaHy
kinazy FIP1L1-PDGFRo. B iBmmx 3 omyOnikoBaHMX OmIMcax BHIIQJKIB 1€ y HOTUPHOX
nanienTiB i3 EC O6yna BusiBnena mosutupHa peakiiis Ha FIP1L1-PDGFRa. Bei 65 namniesris
3 MO3UTHBHOIO peakiiero Ha ribpuany kinasy FIP1L1-PDGFRa gmocsrmm — crifikoi
reMaToJIOTiYHOI BiMIOBINI mpOTAroM Micsns (miamasoH Bim 1+ mo 44+ micsmis, sxi Oynmm
MEH3yPOBaHi HAa MOMEHT MOBIJOMJIEHHS). SIK TIOBiIOMJIAIIOCS B HEAABHIM mybmikanii, 21 i3 65
IMX HAaliEHTIB TaKOX JOCATIH TIOBHOI MOJIEKYISpHOI peMmicii 3i cepegHiM mepiomoM
TMOJANBINOrO crocrepeXkenns 28 wicamiB (miamaszon 13-67 wicsamiB). Bik mux mamieHTiB
KonuBaBcs Bim 25 g0 72 pokiB. KpiM Toro, y IHIMX ONMCAax BHOAIKIB JOCIITHUKH
MOBIIOMJISUTA TIPO MOJIIMIICHHS Y CUMIITOMATHIl Ta MOPYIICHHSX (QYHKIiH 1HIINX OpraHis.
Cnoctepiraiu mokparueHHst 3 00Ky cepiist, HEpBOBOI CHCTeMH, IIKipH/IiIIKipHAX TKAHUH,
OprasiB TUXATBHOL CUCTEMHU/TPYAHOL KJIITKH/CEepeIOCTIHHS, OTIOPHO-PYXOBOTO
amapary/Crony4Hoi TKaHUHH/CYMH, ITUTyHKOBO-KHIIIKOBOMY TPAKTY.

KonTponboBani aochimkenus 3a ydactio aited i3 ['EC/XEJI ne npoomwmuce. Y 3
nyOnikamisx mpo Tpeox 33 mamtientie 3 [EC i XEJI, nop’s3anux i3 penentopom TP, 6yna
3apeecTpoBaHa nepedynoBa reHis. Bik mux mamieHTiB KonuBaBcs Bix 2 10 16 pokis, iMaTHHIO
TAaKHM MHallicHTaM BBOAMIH y 1031 300 Mr/M? Ha moOy abo y aiamasomi no3 200-400 mr na
mo0y. Bel marieHTH JOOCATIM HOBHOI I'eMATOJIOTIYHOI BIAMOBIJI, TOBHOI I[MTOr€HETUYHOL
BLIOBIAL T2/a00 MOBHOI MOJIEKYJIAPHOIL BiAIIOBIII.

Kuiiiusi JocHipKeHHsT 34 y4acTIO IAali€HTIB 3 HeomepaOeaprHUMH 1/a00 METacTaTHIHHAMU
I'ICII

OpmHE BiIKpHUTE paHIOMI30BaHE HEKOHTPOJNBOBAHE MiXHApPOJHE JOCHiKeHHS ¢azu 11
IIPOBOJIMJIOCH 3a YYaCTIO MAIIEHTIB i3 HeomepabenbHUME 200 METaCTaATHIHUMHE 3JI0SKICHUMHA
I'ICIL. ¥V ue mocmijpkeHHs OyiiM BKIIOYEHI 1 paHIoMi3oBaHi 147 mami€HTiB Ui NpHiioMy
mpenapary B 103i 400 mr a6o 600 mr mepopanibho 1 pa3 Ha 100y Ha TepMiH 10 36 Mmicsmis. 11i
namientd Oynu BikoM Bix 18 mo 83 pokie i Manu mMopdonoriuamii miarno3 Kit-nozutusHol
snosikichol I'ICII, sixka Oyna HeomepaOensHOIO i/a00 MeTacTaTWH4YHOW. PerynspHo
HPOBOJIMIIMCE iMYHOTiCcTOXiMiuHi anami3u 3 Kit-anturinamu (A-4502, kponstdi MOJIKIOHANBHI
antucuposatku, 1:100; JIAKO xopmopartis, Kapmintepis, KanidopHis) BiamoBimHO 10
aHaNi3y METOAOM  3aCTOCYBaHHS  KOMIUIGKCY  aBiWH-OIOTHH-TICpOKCHAA3a  IIiCIA
JeMaCKyBaHHSI AHTUTCHY .

INouatkoBi noka3u edekTuBHOCTI GasyBamMch Ha 00 €KTHUBHiM WacToTi Bimosimi. Hyxmman
Mai OyTH BEMIpHMMH Xo4a 0 B OJHOMY MiCIli 3aXBOPIOBAHHS, XapaKTEPUCTHKH BiAIOBIIi
OasyBaiuch Ha kputepisx [liBpenno-3aximaoi onkosoriunoi rpymu (SWOG). Pesynsratu
HaBezieHo y Tabmui 5.

Tabmumg 5
Haiixpama BigmoBiap nyxXmuHy y nociimkenni STIB2222 (T'ICT)
Haiikpara BiqmoBias Bci go3u (n=147)
400 Mr (n=73)
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’ 600 Mr (n=74) ]
n (%)

IloBHa BiAMOBIIH 1(0,7)

YacTkoBa BiIIOBIIb 98 (66,7)

Crabinizarris 3aXBOPIOBAHHA 23 (15,6)

IIporpecyBanHs 3aXBOPIOBAHHS 18 (12,2)

He nignaerscs ominmi 534

Hesinomo 2(1,4) o

BigMiHHOCTEH y wacTOTi BimoBifel MiX ABOMa IpyllaMH JiKyBaHHS He Oyio. 3Ha4Ha
KIIBKICTh NMaNi€HTIB, Y AKX OYB CTaOlIbHMIA TTepebir 3aXBOPIOBAHHSA HA MOMEHT HPOMIXHOTO
aHaNi3y, JOCATIM YacTKOBOI peMicii mpu Oinbln TpHBaloMy JiKyBaHHI (cepemHiii mepiof
IOJAJBIIOrO CIOCTEpeXXEHHs cTaHoBUB 31 Micsars). CepenHilt 4ac A0 OTpUMaHHs BiIIOBiL
ckmagaB 13 tmxkaIB (95 % I 12-23). Cepenniif yac 10 BCTAHOBICHHS Hee()EKTHBHOCTI
JiKyBaHHS y TanieHTiB craHoBuB 122 TmxHi (95 % I 106-147), Tomi sk y 3araibHiif
HOMyJ sl Joci/pKeHHs BiH cTaHOBUB 84 TikHi (95 % I 71-109). CepeaHporo mokasHUKa
3arajJbHOTO BIDKMBaHHSA He JocarHyto. Omiaka 3a MerogoM Kamrana-Meitepa st
BCTQHOBIICHHS BID)KWBaHHS Iicis 36-MICAYHOTO TMEPioNy MOAAIBIIOTO CIIOCTEPEIKCHHS
craHoBuna 68 %.

VY 1BOX KIHIYHMX AOCHiKeHHSX (mocmimkeHHs B2222 i mixrpymose pocnimkenHas S0033)
no6oBa no3a iMatuHiOy Oyna 36inpiieHa a0 800 Mr s maIlieHTiB i3 MPOrpecyBaHHIM IMIPH
OinbIn HU3BKUX J000BHX 103ax (400 mr abo 600 mr). Iis 3aransHOro KIiHIYHOTO edekTy Ha
piBHi 26 % n060BYy n03y Oyno 36insmeso 1o 800 Mr B miomy y 103 narmieHTiB; 6 HaimieHTiB
JIOCATTIA 4acTKOBOI peMicii Ta 21 — crabim3arii 3axBOprOBaHHS IICIIA ecKamamii go3u. Sk
NOKa3aJIM AOCTYNHI maHi 3 Oe3mekw, migBumieHHs no3u A0 800 Mr Ha o0y y HAIiEHTIB 3
IIPOrpeECYBaHHAM IIpH OibI HU3BKHX mo3ax (400 mr ado 600 'mr Ha n00y) He BIIMBAE Ha
npo¢ins 6e3neku iMaTHHIOY.

Kminiani gocnipkenns 3a yyactio nanienTis i3 [ICI opu nposeaensi a’IOBAHTHOIL Teparii

Y mpomeci 6araToneHTPOBOTO  MOABIMHOrO  CIIMOrO  JTOBrOCTPOKOBOTO  Iutane6o-
KOHTpoJsoBaHOTO pocmimkenHs (asu III (Z9001) 3a yuactio 773 marfieHTiB iMaTHHIO
JOCIIKYBaBCS K aJ IOBAaHTHA Teparis. Bik nux marienTie konusasces Bix 18 1o 91 poky. Y
JOCHIJKEHHS OynM BKJIFOYEHI MaIlieHTH 3 rictojoridauM aiarnozom mepBubHOI I'ICII, ski
excrpecyBami Kit-0imok 3a pe3ynbraTaMd iMYHOXIMIYHOTO JOCTI/DKCHHS Ta MaJli PO3MIp
IyXJIMHU > 3 €M y MaKCUMaIBHOMY BUMIipi 3 OBHOIO pesekuiero nmepsuHHOI ['ICII npoTsirom
14-70 nuiB no peecrpanii. Ilicns pesexnii meppunnoi ['ICII namienTn Oyii panaoMi3oBaHi B
OJHY 3 JIBOX Ipyl JOcHiKeHHs: iMaruni0 y mo3i 400 mr Ha moOy abo mianebo mpoTsarom
OJTHOTO POKY.

IlepBuHHOIO KiHIIEBOIO TOYKOIO AOCHiXeHHs Oyio OespenunuBhe BkuBaHHA (BPB), sike
BH3HAYAETHCS K Yac BiJl IATH paHIOMi3allii J0 JaTH pelMauBy abo CMEpTi BHACTIIOK OyIb-
KOl IPAYMHH.

ImaTnni6 3HauHO 30imbiryBaB BPB, y 75 % mnamientiB Gyno 3apeecTpoBaHe Oe3peuuBHE
BHKMBaHHA Ha 38 wmicsmi npuifomy iMatuHiOy mopiBHSHO 3 20 MicAmaMH y TPyII Ipuilomy
mane6o (95 % [l [30 — 6e3 oninroBanns]; [14 — Ge3 oliHIOBaHHS | BiATIOBIIHO); (BiAHOCHMI
pusuk — 0,398 [0,259-0,610], p <0,0001). IIporsrom poky 3aransHe BPB 3mnauno
HOKpalwIochk y rpymi npuiiomy imaruniby (97,7 %) nopiBasao 3 muanebo (82,3 %)
(p <0,0001). Pusux pemuauBy, TaKUM YHHOM, 3MEHIMABCS MpHOMU3HO Ha 89 % MOpIBHAHO 3
anedo (BigHomeHHs pus3nkis — 0,113 [0,049-0,264]).
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Pusuk peuumuBy y mauieHTiB micis onepariii 3 BunaieHHs nepBuHHOI ['ICII omiHoBaH
METO/IOM PETPOCIEKTHBHOTO aHAJli3y HA OCHOBI TAaKUX MPOTHOCTHYHMX (PaKTOpIiB: po3Mip
TMYXJHHH, MITOTAYHHM iHAEKC, JIoKamizamis myxiauHd. Jlawi mMitorwdHOTO iHAEKCY Oyim
JoctynHi g 556 i3 713 mamienti, SKi movanu JTiKyBaHHs. Pe3ynprat aHallizy HiArpyn
BIMOBiHO A0 Kiacudikanii pusuky HamionamsHoro incrutyty oxoponu 3q0pos’a CIIIA Ta
Iactutyty matonorii 36poitnux cun CIIIA HaBeneni B Tabnuii 6. Y rpynax 3 HU3bKHM 1 DyXe
HU3BKAM CTYIICHEM PHU3MKY TiepeBar He Bia3HaueHo. He Oyno mepeBar i y MOKa3HUKY
3arajJbHOTO BHKWUBAHHSL.

Tabmust 6

Pestome ananisy BPB y mponeci mocmimkensas 79001 pignosinno o kimacH@ikamii pu3uKy
Hamionanbroro inctutyTy oxoporu 3a0pos’ss CIIIA ta Iucturyty matonorii 30poiHNX cHI

CIA
Kpurepii Pipenn % Kinpkicts |3araibhe IToxazuuk bPB (%)
pU3HKY PU3MKY |TOAIli€HTIB | BUMQAKIB/ |BiJHOIICHHS
KUIBKICTh | pU3HUKIB 12 24 micami
MAIfiEHTIB icsimi
i) (95 % JID)* MICSIIIB
iMaTHHIO iMmaTuHIO |iMaTHHIO
HOPIBHIHO LOPIBHAHO | TOPIBHSAHO
3 manedo 3 mianebo |3 mianebo
Harmionaneuuii |Hu3bkuil 29,5 0/86 HE 100 100
IHCTHTYT NOPIBHSHO | BU3HAYEHUH |TOPIBHSHO | IOPIBHIHO
OXOPOHH 32/90 3 98,7 3 95,5
30pOB’S
CIIA cepenmiit |25,7 4/75 0,59 (0,17; |100 97,8
mopiBHsHO |2,10) MOPIBHSHO | IIOPiBHSHO
36/78 3 94,8 3 89,5
BUCOKHH |[44,8 21/140 0,29 (0,18; 94,8 80,7
mopiBHsHO |0,49) HOPiBHAHO | HOPIBHAHO
351/127 3 64,0 3 46,6
[HCTHTYT Ty XKe 20,7 0/52 HE 100 100
IIaTOJIOTi1 HU3BKHIA MOPIiBHSHO |BH3HAYABCS |TOPIBHSHO |[IOPIBHSIHO
36poiHUX CHIT 32/63 3 98,1 393,0
CIIIA
Hm3pKuH |25,0 2/70 HE 100 97.8
TMOPIBHAHO | BU3HAYABCS |TOPIBHSIHO |IOPIBHSHO
3 0/69 3 100 3100
noMipHwuii | 24,6 2/70 0,16 (0,03; 97,9 97,9
nopipasHO (0,70) IIOPIBHSHO | MOPiBHSAHO
3 11/67 3 90,8 3733
BUCOKHH |29,7 16/84 0,27 (0,15; 98,7 79,9
nopiasHO |0,48) MTOPIBHSHO | TOPIBHSHO
3 39/81 3 56,1 341,5

* [NoBHuUIA MEpiol NOAANBIIONO CIIOCTEPEIKEHHSA; He BUSHAYCHUI.

@
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V mponeci apyroro GararoreHTpoBoro Biakpuroro goctimkenns dazu I (SSG XVIIVAIO)
IOPiBHIOBAIOCH ITiKyBaHHs iMaruHiboM y n03i 400 Mr Ha no6y mpotsroM 12 micsmiB 3 36-
MICAYHHMM IIepioJ0M JIIKyBaHHS manieHTiB micis xipyprigaoi pezeknii [1ICII i oqauM 13 Takux
[apaMeTpiB: JiaMeTp IyXJHHH >5 cM 1 MiTOTHYHHE iHAeke >5/50 y moii 3opy abo miamerp
TyXJIHHY >10 cM i Oygp-axkud MiTOTHYHMI iHmeKC abo mMyxJuHA GyIB-SKOTO PO3Mipy 3
MITOTHYHEM iHJekcoM >10/50 y momi 30py abo myximHamMu 3 IIPOPHBOM Y HepeBHy
TOPOXHHUHY . 3aratoM 397 mamieHTIB IOTOMUIMCS Ha Yy4acTh y JocIimKkeHHl 1 Oy
panznomizoBani (199 nauieHTiB y rpymy JikyBaHHs mpotsaroM 12 micamiB i 198 mamieHTiB y
IpyIly JiKyBaHHS IIPOTAroM 36 micsuiB), cepenriit Bik cranoeuB 61 pik (giamason Big 22 1o
84 poxis). Cepenniii 1mepio]] MOJATBIIOrO CIIOCTEPEKEHHST CTAHOBHB 54 Micsi (Bif JaTé
paHzoMi3amii 0 JaTd 3aKpUTTS JaHMX) 31 3aralbHUM IE€PiOIOM MK MEPIIAM
pPaHIOMi30BaHUM MAIIEHTOM i 10 JIaTH 3aKpUTTS AaHUX y 83 Micsi.

[TepBHHHOIO KIHIIEBOIO TOYKOIO JOCIKeHHs Oyio bPB.

IIpu nikyBanui imaruaiGom mpotsrom 36 micsuis BPB Gyno 3HauHO KOBIIMM MTOPIBHAHO 3 12
MicAUIMHM JIiKyBaHHS iMaTuHIOOM (i3 3araibHEM BimHOmeHHsM pu3ukiB (BP) = 0,46 [0,32,
0,65], p <0,0001) (auB. Tabmuio 7).

KpiM Toro, mpu JlikyBaHHi iMaTiHiIOOM IPOTATOM 36 MicsIiiB 3HAYHO JOBIIUM OYyJIO 3arajbHE
BrokuBaHHs (3B) mopiBustHO 3 12 Micssimu JiikyBaHHs iMatuHIOoM (BP = 0,45 [0,22, 0,89], p
<0,0187) (muB. TabmwmImio 7).

Binbma TpuBagicTh JikyBaHHS (>36 MicsSIiB) MOXE 3aTpUMAaTH II0YAaTOK I[IOJAIbIINX
pENUINBIB, OMHAK BIUIMB {00 BIAKPUTTS HA 3arajlbHe BHXKUBAHHS 3aJIAIIAETHCS HEBIIOMHM.
3araneHa KibKicTh cMepTell cTaHoBKIIA 25 y rpymi JlikyBaHHS mpoTsaroM 12 micaniB i 12 —y
TPYIIi JIIKYBaHHS MIPOTSITOM 36 MICSIIIB.

Ilix yac aHani3y HaLicHTIB, 9Ki OOYAJIM NPOXOAUTH JIKYyBaHHS, TOOTO B TOMY YMCII BCi€l
JOCIIKYBaHOI MOMyJIsANii, JiKyBaHHS iMAaTHHIOOM MpoTsSroM 36 MicsliB IoKa3alno Kpari
pe3yIbTaT, HiX y Tpymi JiKyBaHHs mpoTsaroM 12 micsiiB. ¥V miaHoBoMy aHaJli3i MiArpyn 3a
TimoM MyTailii, BP mis BPB y rpyni nikyBanus npoTsroM 36 MicsaliB Ui HaIli€HTIB 3
MmyTanismu ex3oHa 11 cramosmio 0,35 [95 % JI: 0,22; 0,56]. He moxHna Oyno 3pobuTH
BHCHOBKIB MO0 IHIDMX MACPYII 3 MEHII TOINMPEHAMH MYTalisIMH y 3B 3Ky 3 MaJOIO
KUTBKICTIO CIIOCTEPEKYBAHMX TOTIH.

Tabnuus 7
JlikyBanns iMmaTrHiGoM npoTsarom 12 micsiis i 36 micsuiB (nocnimkennas SSGXVIII/AIO)
2t I'pyma nikysauHs npotsrom | ['pyma nikyBaHHS IIPOTATOM
12 MicsaiiB 36 MicqiiB
% (D) % ()

12 micsris 93,7 (89,2-96,4) 95,9 (91,9-97,9)

24 micsmi 75,4 (68,6-81,0) 90,7 (85,6-94,0)

36 micamiB 60,1 (52,5-66,9) 86,6 (80,8-90,8)

48 micsiB 52,3 (44,0-59,8) 78,3 (70,8-84,1)

60 MmicsmiB 47,9 (39,0-56,3) 65,6 (56,1-73,4)

BuwxupaHHS

36 micsniB 94,0 (89,5-96,7) 96,3 (92,4-98.,2)
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{48 MicsAIiB 87,9 (81,1-92,3) 95,6 (91,2-97.8)

f
|
|
|
|

60 Micsmin 81,7 (73,0-87.8) 92,0 (85,3-95,7)

KonTpomsoasi gociimxeHHs 3a ydacTio gitei 3i ¢c-Kit mosurusaumu I'ICIT BHE IpOBOIUINCE.
¥ 7 ny6mixarisx mosigomisutocs npo 17 nauientis 3i IICII (3 Kit i TOPP myTanismu a6o 6e3
HUX). Bik 1ux nanieHTiB KouBaBcs Bix 8 10 18 pokis, iMaTuHIO BBOIHIM SK a1 FOBaHTHY aGo
MeTacTaTH4Hy Teparito abo y miamaszoni go3 Big 300 mo 400 Mr Ha go0y. V GLIBLIOCTI AiTeH,
ki npoxouinn jgikyBanus 'ICI, we BucTavano maHux, mo marsepmkyiors c-Kit abo TOPP
MyTalii, IKi MOTTIH 6 IPU3BECTH JI0 3MIINAHUX KIIHIYHUX PE3yJIbTATIB.

Kniniuni gocnimpkeHHs 3a yuacTio manicytis i3 JIOCB

Opme BimkpuTe 6GaratoneHTpoBe KiliHiYHe mocmipkeHHs ¢asu II (mocmimkenns B2225)
IIPOBOAMIIOCH 3a yuacTio 12 mamienTiB i3 JI®CB, ski OTPHMYBAITH TiKyBaHHSI IMaTUHIOOM Y
no3i 800 mr na no0y. Bik namientis i3 JI®CB xonuBases Big 23 10 75 pokis; [IOCB Gynu
METAaCTaTHYHUMH, 3 JIOKAIBHHM PELUAWBOM IIICIISA IEPBHHHOI pe3eKilii i He migmaBaiuch
HNOAAJIbIIIH pe3eKIii Ha MOMEHT BKJIIOYEHHS Yy JOCHipKeHHsa. I[lo4aTKoBi moKa3u
eexTrBHOCTI 6a3yBayuch Ha 00 €KTUBHIN YacToTi BimnoBimi. 3 12 nanieHTiB, BKIIOYEHHX Yy
JOCIKEHHS, y 9 chocrepiranach BiMIOBib HA JIIKYBaHHS, B OJHOIO — IIOBHA iy 8 —
YaCTKOBA. Y TPHOX MAIliEHTIB 3 YAaCTKOBOIO BiINOBIIAIO 3rooM Oyad BIZCYTHI 03HAKH
3aXBOPIOBAHHS MICHS XipyprivyHOro JiKyBaHHA. MeaiaHa TPHBAIOCTI Tepamil B JOCHIIKEHH]
B2225 cranoBuia 6,2 MicsIs 3 MAKCHMAIBHOIO TpUBAIICTIO 24,3 Micsansg. Y 5 ony6nikoBaHux
OIMCax BHUIAJAKIB IOBIIOMIIUIOCH Ie npo 6 maitienTiB i3 JJOCB, sKi mpoxXoauin JiKyBaHHS
iMaTuniOOM, 1X Bik KomBaBes Bix 18 micsanis mo 49 pokis. Jlopocn namieHTH, Opo SKHX
MOBIAOMIBIIOCh y IyONiKarisx, MPOXOJWIM JiKyBaHHs iMaruniGom y mo3i 400 mr (4
Bunajku) abo y no3i 800 mr (1 Bumanok) Ha q00y. Y 5 maitieHTiB crocTepiranacs BiAIOBiAb
Ha JTIKyBaHHI, y 3 — IOBHA Ta y 2 — YacTKOBa. Meziana TpUBAIOCTI Tepamii B mMyOIikamisx
KommBanacs Bif 4 TwkHIB mo moHan 20 wmicsuiB. Tpamcinoxamis t(17:22)[(q22:q13)] a6o
IIPOAYKT Horo reHa Oynu HasBHI MaiKe y BCiX MAIi€HTIB, Y SKHX CTIOCTEPIranach BiIOBiAbL
Ha JIIKYBaHHS IMATHHIOOM.

KontponeoBaHi focnimkenHs 3a yuactio mitei i3 JI@CB we nposoauiuce. Y 3 nybiikamisx y
5 nauienTis Gyna 3apeecTpoBana nepeGyoBa redis, nos’s3ana JJPCB ta penentopom TOP.
Bik nux namieHTiB KOJMBAaBCS Bil HOBOHAPOKEHUX 110 14 pokis, i iMaTuHI6 BBOAMIK Y 1031
50 Mr Ba noGy abo y:amiamaszoni no3 Bim 400 mo 520 mr/m? Ha no0y. Bci marienTu qocsarinm
YacTKOBOi 1/ab0 IIOBHOT BiIIIOBI/Ii HA TiKyBaHHS.

Dapmaxoxinemuxa.

dapmakokiHeTHKa iMaTHHIOY

Oninka ¢apMakoKiHETHKH iMaTHHIOY IIPOBOMMIIACE IIPH BBEAEHHI B [iana3oHi 103 Big 25 10
1000 mr. ®apmakxokineTHyHi mpodisi ananmizyBanucs Ha | IeHb, a TaKoX Ha 7 JeHb ab0 Ha 28
JIeHb, KOJH OyJI0 JOCATHYTO PIBHOBaXXHOI KOHIICHTpAIil iMaTHHIOY V T1a3Mi KpoBi.
Abcopbmis

AbcomorHa 6iogocTynHiCTh iMaTuHIOY ckiamae y cepenusomy 98 %. Koedimient Bapiarril
i AUC iMatuniOy y masmi KpoBi Mae pi3Hi piBHI IMOMIX HAIli€HTIB IIPH MMEPOPATLHOMY
npuiioMi mpenapary. [Ipu 3actocyBanHi mpemapary 3 DKerO, SKa Mac BUCOKHM BMICT JKHDIB,
TIOPIBHSHO 3 MPUHOMOM HATIIE, Bi/I3HAYAECTHCS HE3HAYHE 3HVIKEHHS CTYIIEHS BCMOKTYBAHHS
(3meHmeHHs Cmax iMaTuHIOY Ha 11 % Ta MOMOBXKEHHS tmax HA 1,5 TOOUHH) 3 HE3HAYHUM
smeniteHHsasM AUC (7,4 %) mopiBHSHO 3 npuifoMOM HaTime. BIIHB MOmepeIHBOrO
XIpyprivHoro BTPYYaHHS Ha NLUIYHKOBO-KHIIKOBOMY TpakTi Ha abcopOLilo JIKapChKOro
3aco0y He JAOCIIIKYBaBCsL.

Posnonin

3a JaHUMU JOCHTIIDKEHB in Vilro, MPH KIHIYHO 3HAYUMUX KOHIIEHTpalisX IpuOmm3Ho 95 %
iMaTHHIOY 3B’S3y€ThCS 3 OLIKAMH ITa3MHU KPOBi (FOJOBHEM YMHOM 3 AILOYMIHOM Ta KMCIIAM
Q-[JIIKOTIPOTETHOM, HE3HAYHOIO MipOIO — 3 JHIIOIPOTETHOM).
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Biorpancdopmartis

lomoBHuM MeTabomiToM iMaTHHIOY, SIKMH LUPKYITIOE Yy XpoB’SHOMYy pycil, € N-
JICMETHIILOBAHE [IMEPA3HHOBE IIOXiJHE, fKe in vitro Mae (GapMaKkoNOri4yHy aKTHBHICTH,
noibHy 10 He3MiIHEHOro mpenapary. byjao BcTaHOBJIEHO, mo mia3mMoBi 3HadeHHs AUC i
JTAHOTO MeTabomiTy ckinagaioTe jume 16 % AUC s imaruHiOy. 3B’si3yBaHHS N-
JIEMETHIIBOBAHOI0 META0OIIITY 3 OiJIKaM¥ IJIa3MH KPOBi MoAiOHe 10 HE3MIHEHOTO NIpenapary.
ImaTuHi6 i N-geMeTHIBOBaHMM METabOoJIIT pa3oM CKIAAAIOTh MPUOIH3HO 65 % MupKyIIo04oi
panioaxktuBHOCTI (AUC(048)). Pemra nupkymroro9oi pasioaKTHBHOCTL CKIANAETBCS 3 HU3KH
HE3HAYHUX METaOOMITIB.

Pesynprati mocnmimxens in vitro moxasanu, mo CYP3A4 € ocHoBHHM (epmenToM P450
JIIOJTWHH, 10 KaTarizye GioTpancdopmartito iMmaTiHiOy. 3 rpynu NOTEHIIHHAX IpenapariB JuIs
cyMicHoro mikysaHHs (aneraminodeH, alMKIOBIp, aJOMypHHOJ, aM(pOTEpUIMH, IUTapadiH,
€PUTPOMIINH, (IYKOHA30J], OKCHCEUOBHHA, HOpGIOKCAMH, MEHIOWIH V) TiIbKH
epatpomita (ICso 50 mxm) i dnykonason (ICsp 118 mMxM) nmoxasamu iHribyrouy Airo Ha
MeTaboITi3M iMaTuHIOy, ika MOJKe MATH KIiHIYHE 3HAYCHHSL.

IMaTumib, 3a JaHMMM JOCHIKEHb in Vitro, MOKasaB, IO MOXE OyTH KOHKYPECHTHHM
inribitropom mapkepa cybcrparie CYP2C9, CYP2D6 i CYP3A4/5. 3mauenns Ki y
MIKpocoMax IediHKH Jroguuu Oymo 27, 7,5 i 7,9 Mxmons/n BiamoBigHo. MaxcumaibHa
KOHIIEHTpalliss iMaTumiOy y IU1asMi KpoBI XBOPHX CTaHOBHIIA 2-4 MKMOJB/N, OTXE,
ranemyBanas CYP2D6 Ta/aGo CYP3A4/5-mertabonisMy npenapariB y CHpOBaTIli KpOBi
MocxiuBe. IMaTuHIO He BTpydaeTses y OioTpancdopmariito S-propypanuiry, ajle ralbMy€eThCs
MeTaboni3mM [aKiiTakceny y pesynbTari KoHKypeHTHOro imribyBanHs CYP2C8 (Ki=
34,7 mxM). Ile 3nauenns Ki Habararo Buine 3a o4iKyBaHMH piBeHB y ILIa3Mi KPOBi XBODHX,
SIKi 3aCTOCOBYIOThH IMATHHIO, OTHKE, IPH OJHOYACHOMY 3aCTOCYBaHHI 3 S-propypamnmiom abo
JiKyBaHHI TTAKTITAKCEJIOM Ta iMaTHHIOOM JliKapChbka B3aEMO/IsI HE OUiKy€ThCS.

Busenenns

Ilicns mepopanbHOTO 3acTocyBaHHS *C-miueHoro imarumiby mnpubmmsmo 81 % iioro
BUBOAMTHCA 32 7 110 3 kayoM (68 % BBenenol f03m) Ta 3i ceuero (13 % mo3m). V HeaMiHEHOMY
CTaHi BHBOAMTHCA TpHOImM3HO 25 % mosm (20 % — 3 xaom 1a 5 % — 3i cedero). Pemra
npernapaTy BUBOIUTLCS Y BUTIISAL METaOOITIB.

PapMakOKiHETHKA Y I1J1a3M1 KPOBI

Ilepion wamiBBMBemeHHS (ty) HUCHS MEPOPATHHOTO HPUIMOMY Yy 3IOPOBHX HOOPOBOJIBLIB
CTaHOBHUTH NpuOIM3HO 18 romuH, Mo maTBEepIKye, MO MpU3HAYCHHS 03U 1 pa3 Ha o0y €
npuiEaTHEM. Y rianasoni 703 Big 25 go 1000 Mr cnocrepiractses MpsMa JIiHIHHA 3aIeXKHICTD
AUC Bix Benmwumau go3u. ~ Ilpu BBefeHHI TOBTOPHUX /103 (apMakoKiHeTHKa iMaTHHIOY He
3MIHIOCTBCS, KyMyJdIig Ipenapary Opd TocTiHoMy mpmitomi go3u y 1,5-2,5 pasa
MEePEBUIIYBaIA IIOYATKOBE 3HAYCHHS. :
dapmakoxineTrka v namientis 3 I'ICIT '

V mnamientiB 3 T'ICIT excmosumis Oyna y 1,5 pasa Bumioro, Hik y mamientis 3 XMIJI npu
3acTOCYBaHHI y Tidl camiii mo3i (400 mr mHa noGy). Ha mizcraBi momepeaHporo aHaiizy
dapmakokineTuku B momyiinii y mamientiB 3 T'ICT 6yno BCTaHOBIEHO TPH 3MiHHHX
(anp0OyMmiH, KiNBKiCTh JedKomuTiB i1 Oimipy0iH), IO MajgW CTATUCTHYHE BiJIHOLICHHS JO
(dapMaKOKiHETHKHA iMaTHHIOY. 3HMDKCHHS 3Ha4eHHS Ib0YMiHy BHUKIMKAIO 3MEHIICHHS
kiipercy (CL/F), a Takox OLTbII BUCOKHA PiBEHB JIEHKOLUTIB, IO MPU3BEIIO 10 CKOPOYEHHS
CL/F. Opgnak 1i NOKa3HHUKM HE € JIOCTATHLO 3HAYYyINi, IM00 KOpUryBaTtd mo3W. Y Il
TOMYJIAIil MAIi€HTiB HAABHICTh METACTa3iB y MEYiHI MOTCHIIHHO MOXE IMPH3BECTH [0
MMEYiHKOBOI HEAOCTATHOCTI Ta 3HHXXEHHS METab0i3My.

TTonynsis Juis aganiszy hapMakoKiHETHKH

Ha ocHoBi ¢papMakokiHeTHYHUX JaHUX momyssanii y manieHTiB 3 XMJI 6yB HeBeUKUHN BIIIMB
Biky Ha 00’em posmoxiny (12 % 36inpmenus y mnagientiB >65 pokiB). Llg 3miHa He
BBAXACThCA KIIHIYHO 3HAYYIOIO. Byno Bij3HadeHO HeBENMKWA BIUIMB MacH Tila Ha
BENMYHMHY KIpeHCy iMaTuHiOy: Juis marieHTiB 3 Mmacoio Tima 50 Kr cepemHi KiipeHC
CTaHOBHTH 8,5 J/roauHy, a As mamieHTis 3 Macoro Tina 100 kr cepeaHiit KilipeHC 3pocTe J0
11,8 n/romuny. 11i 3MiHM He € JOCTATHBOIO MIiJCTABOIO IS KOPEKINi 034 3 ypaxyBaHHIM
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MacH Tina. @apMakokiHeTHKa iIMaTHHIOY He 3alIeXHTh 1 BiJf CTaTi Ta BiKy.

DapmakoKiHETHKA Y JliTeH Ta NiJUHTKIB

Sk 1 y nmopocnmux marfieHTiB, iMaTHHIO y miT€# INIBMJIKO BCMOKTYETHCS WIiCIs IPUHOMY
BHYTpILIHEO B 000X (asax mociimkens. Crioci6 3actocyBaHBs miTsM — 260 i 340 mMr/m*/no6y,
II0 Ma€ Take X KiIiHiuHe 3HadeHHd, sK m03u 400 mr i 600 Mr mns JOPOCTUX IAIi€HTIB.
[Hopisastras AUC(0-24) Ha 8-t gens i B 1-it neHs Ha piBHi go3u 340 Mr/M%/106y BHSBHIIO
KyMyJsIiro B 1,7 pa3a micis IOBTOPHOTO 3aCTOCYBaHHS.

Ha mixcraBi 3BemeHOro momynsiifiHoro ¢apMakOKiHETHYHOTO aHali3y y HeXiaTpHYHAX
HaiieHTiB 3 remarosiorigguMu  mopyureHHsmp  (XMJL, Ph+I'JIJI  aGo  iHmmMu
reMaToJIOTIYHAMH  TOPYUICHHIMH, SKi JIKYIOTbCS IMATHHIOOM), KIipeHC iMaruHiOy
36imbnryernes 3i 30iunbmenHsM torommi mosepxmi Tima (IIIIT). Ilicns BumpaBneHHs edexTy
[THAT inmi nemorpadidyni MOKa3HUKH, Taki SK BiK, Maca Tijla Ta iHAEKC MacH Tijla, HE Malu
KJIIHIYHO 3HAUYYIMOTO BIUTMBY HA €KCIO3HUINI0 iMaTWHIOy. AHami3 MiATBEpAMB, IO BILIMB
iMaTHHi6y y miTelt, axi orpumyBami 260 Mr/m2 1 pas Ha 106y (ne mepepurmyroun 400 mr 1 pas
Ha 106y) a6o 340 mr/m> 1 pas ma n06y (me mepemmye 600 mr 1 pas Ha m0Gy), Oymm
AHATOTIYHUMH IIOKa3HUKAM Yy JOPOCIMX IAIli€HTIB, sKi oTpumyBanu iMaruni6 400 mr abo
600 mr 1 pa3 Ha 100y.

[ManienTy 3 nopyuienHsiMu QyHKILT OrpaHiB

ImaTiHiG Ta #Oro MeTaboiTH HE3HAYHOKO MIPOI0 BUBOAATHCS HUPKaMH. OCKUTBKH HUPKOBUI
KJIipeHC iMaTHHIOy HEBEeNHMKWi, Yy NAallieHTiB 3 HHPKOBOIO HENOCTATHICTIO 3HMIKECHHS
3arajabHOIO KIIPEHCY He3HAYHE. 3POCTaHHS CTAaHOBUTH MpHOIM3HO 1,5-2 pa3u, 1Mo BigIOBiae
1,5-pa3oBOoMy 3pocTaHHIO piBHS anbda-1 KHUCIOTo TIKOMPOTeiny y Ia3Mmi KpoBi, 3 SKUM
MIIHO 3B’s3yeThCs iMatuni0. Kiipenc iMatuniOy, He 3B’s3aHOrO 3 OiKaMM IJIa3MH KpOBi,
HWMOBIpPHO, CX0XW{ Yy LAIl€HTIB 3 HAPKOBOIO HEIOCTATHICTIO Ta MAIi€HTIB 3 HOPMAJIbHOIO
(QYHKIIIEIO HUPOK, OCKITBKH HHPKOBA EKCKpPEIlisi IIPEJICTABIiA€ JHINEe HE3HAYHMP IIIIIX
BHUBEJICHHS U IMaTHHIOY.

Xoya pe3ynbTaTH GapMaKOKIHETUYHMX JOCHIKEHb OKa3aly, [0 iCHYIOTh 3Ha4Hi Bapiamil
BIUIMBY, CEpelHill BIUIMB iMaTHHiIOy He 30iNbInyBaBCS y TAIEHTIB 3 PI3HUM CTYIIEHEM
TI€YiHKOBOT AUCHYHKITIT IOPiBHAHO 3 MALiEHTaMK 3 HOPMAIBHOIO QYHKIIEIO TIEUiHKY.

Kainiuni xapakrepucrukm.
Ilokazanun.
Heonaxc® mokasanmii o TiKyBaHHS:

® JIOPOCIHX Ta JiTel i3 BIEpIe AiarHOCTOBAHHM XPOHIYHUM MienoneiikosoMm (XMJI) 3
nosutuBHOWO (Pht) dimamensdiiicekoro xpomocomoro (BCR-ABL), ans sxux
TPAHCILTAHTAITIA KICTKOBOTO MO3KY He PO3IIISIAEThCS K HepIa JIiHis TIiKyBaHHS;;

e Jnopociux Ta giteit 3 Pht XMJI y xponiuniii ¢a3i micis HeBnadi y Tepaiii anbda-
inTepdeporom um y dasi akcenepailii abo 61acTHOT KpH3Hy;

e JOPOCITHX Ta JAiTeH i3 Bhepiue AiarHOCTOBAHOIO TOCTPOIO JIIM(POOIACTHOIO TEHKEMIEIO
(Ph+ I'JIJI), 3 mo3uTuBHOIO (inanensgifichKor XpoMOCOMOIO, y CKIIaJ XiMioTeparlii;

® OpPOCIHX MAITIEHTIB i3 peluIUBYIOUO0I0 U pesucTentHoio Ph+ I'JIJI, sk MonoTeparis;

e IOpOCIMX MAII€HTIB i3 Mi€NIOAUCILIACTHYHIME/MieNonpoidepyrodnmMu XBopodaMu
(MAC/MIIX), noB’si3aHMMM 3 TIEPErPyIyBaHHAM T'€HIB peIenTopa TPOMOOLUTAPHOIO
daxropa pocty (TDP);

e Jopocoux marieHTiB 3 rimepeosuHodimsauM cuuapomoMm (I'EC) Ta/um XpoHIUHOIO
eozunodinsHOIO Neiikemicro (XEJT) 3 meperpymyBannsm rewis FIP1L1-PDGFRa.

By Heonakcy® Ha pe3ynbTaT TpaHCIUIAHTAIl KiCTKOBOTO MO3KY BHSBIEHO HE OYyIIO.
Heomaxc® noxasanwmit ms:

e ikyBanHs gopocimux mamientiB 3 Kit (CD 117)-mo3utuBHHME HeonepabeIbHIMHI
i/abo0 MeTacTaTHYHHMHM 3JIOSKICHAMH TaCTPOIHTECTHHATHLHUMH CTPOMaJIbLHUMH
nyxmmHamu (I'TCIT);

e a’FOBAaHTHOTO JIIKYBaHHS JIOPOCIIUX MAII€HTIB, Y SKUX BiAMIYa€Tbcs 3HAYHUM PU3MK
peunausy Kit (CD 117)-no3utueaux 3noakicaux IICII micmst pesexiii; narieHTH, K1
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MarOTh HH3bKHU ab0 JyKe HHU3BKHM pPHU3WK pENUIMBY, HE IOBHHI OTPHMYBATH
a1’ I0BaHTHY TepaIliio;

e JKyBaHHS JOPOCTNX TIAIli€HTIB 3 HeonepabenbHO0 BUITHPAIOYOIO
nepmarodibpocapkomoro (BJPC) ta nopociux MallieHTiB 3 PEUIUBYIOUOIO Ta/abo
MetactaTuaHoio BJIDC, ski He mimaroThes XipypriqyHoMy BHIAJICHHEO.

YV nopocmux i miteit epexrusricTs Heomakcy® 6asyeTcs Ha 3arajibHili reMaToNOTiuHiH i
OUTOT€HETHYHi# BiANOBiAI Ta BUXXHBAHOCTI Oe3 mporpecyBanHs npu XMJI, Ha yacToTi
reMaToJioriyHoi Ta muroreHeTwanol Bimmomimi mpu Ph+ ALL, MDS/MPD, Ha wacroti
remarosoriunoi Bigmosimi nmpum HES/CEL Ta 1momo 4acToTH OO €KTHBHOI BIINOBIAI Y
JIOPOCIMX TAIlieHTIB 13 HeomepabenbhuMm Ta/abo meracrarmunaum GIST i DFSP ta momo
GespeuIMBHOT BKHMBAHOCTI Tpu an’topamthid GIST. Jlocsin 3actocysanmns Heomakcy®
nauientam i3 MDS/MPD, nop’si3anumu 3 peopranizaniero rena TOP, gyxe oOMmexeHuii (TuB.
«®DapMaKoIoTi4HI BIACTHBOCTI»). 3a BHHSATKOM BIIEpIIE JiarHOCTOBAaHOI XPOHIUHOI (a3u
XMIJI, HeMae KOHTPOJBOBAHUX MOCHTI/KEHb, IO JAEMOHCTPYIOTH KIiHIYHY KOpUCTH abo
30UIBIICHHS BHXKUBAHOCTI IPH IIUX 3aXBOPIOBAHHSX.

Ilpomunoxa3zanna.
ITixpuimena 9yTIUBICTE MO Aifo4oi pedoBHHH ab0 M0 Oyab-SKOi 3 JONOMDXHHX PEYOBHH
JKapCchKOTO 3aco0y.

B3aemodia 3 inmumu nikapcokumu 3acooamu ma iHuti 6UOU 63aEMO0iil.

AKTHBHI PEYOBHHH, AKi MOIKYTH 301IbIIYBATH KOHIIEHTPAILIO iMaTHHIOY B 11J1a3Mi KPOBi
Bzaemonis 3 pedoBrHam#, ski iHriOyroTh akTHUBHICTH i3odepmenTa CYP3A4 nuroxpomy
P450 (3 imribitopamm mpoTeasd, TaKMMH SIK iHAMHABIP, JIOMHABIP/pPUTOHABIP, PUTOHABIp,
CakBiHaBip, TejampeBip, HendiHaBip, OONENpeBip; AaHTUMIKOTHKAMH TPYIH a30JIiB,
BKJIFOYAIOYM KETOKOHA30J], iTPaKOHA30JI, TO3aKOHA30JI, BOPHKOHA30J, a TaKOX JCSKAMH
MaKpoJIiIaMH, TAKAMU SIK EPUTPOMIIMH, KIAPUTPOMIIIUH Ta TENTITPOMIIHH), MOXKE TIPU3BECTH
10 3HMKEHHS MeTabouti3My Ta 30UIbIDeHHS KOHIEHTparil iMatuHiOy. Crioctepiraiocs 3Ha4He
36inpIIeHHs edekTy iMaTHHIOY (cepenue 3Ha4eHHSI Cmax i AUC iMaTuniOy 3pociy Ha 26 % i1
40 % BiINOBIAHO) y 3/OPOBHX JOOPOBONBIB, KOMM HMOro MpH3HAYAId OJHOYACHO 3
0JIHOpa30BOIO 103010 KeTokoHaszouy (inribitopa CYP3A4). TlotpibHo 6yTH 00EpexHUM IpU
IIpu3HadeHHI iMaTuHIOY 3 iHriGiTopamu CYP3A4.

AKTHBHI DEYOBHHH, SIKi MOXKYTH 3HHIKYBATH KOHIEHTPALi0 iMaTHHiOY B mia3Mi KpoBi
PegoBunn, sixi € imgykropamu aktuBsocTi CYP3A4 (manpukian, aekcameTa3’oH, (eHiTOiH,
KapbamazeniH, pudamminuH, ¢eHobapbiTan, ¢ocdenitoin, npumigon abo mpemnapara
3Bip00O0IO 3BUYANRHOTO), MOXKYTh 3HAYHO 3HHU3UTH edEKT iMaTuHIOy, MOTEHIIHHO 301TBITy 09N
pHU3MK TeparmeBTHYHOI HeBradi. [Ipemenmkailis Kinbkoma mo3amu pudamminuay 600 mr 3
HOJIBIINM BBEJEHHAM pa3oBoi no3d 400 mr imMaTumiOy mpusBojmiaa A0 3HKEHHS Cmax 1
AUC (0 - o) npunaiimMui Ha 54 % i 74 % Bix BiANOBIMHMX 3HadeHb O€3 3aCTOCYBaHHS
pubaMninuHy. AHAJIOTiIYHI pe3ynbTaTH Oy OTpPUMaHi y WAIiEHTIB 31 3JIOSKICHUMH
rIioMaMy, SKi OTpUMyBaIM iMaTHHIO, UpuiiMaodud npu [bOMY (EPMEHTIHAYKYIOUi
anTuxoHByiIscanTu (PIAK), Taki sx kapOamasemnin, okckapbasemnin i ¢eniToin. [lopiBHsHO 3
nanieHTamu, siki He npuiiMamu PIAK, 3nagenns AUC y mma3mi KpoBi Ui iMaTuHIOY
3HM3WIOCh Ha 73 %. Cnijg yHHKaTH OJIHOYACHOI'O 3aCTOCYBaHHS pudpammminuHy abo iHMUX
notyxHaux iHaykTopiB CYP3A4 ta iMmatuniOy.

AKTHBHI PEYOBHHH, KOHIEHTPALUS SKHX V IUIA3MI KpoBl MoXxe OVTH 3MiHEHA ITiJ BIUIMBOM
iMaTUHIOY

ImaTuni6 nigsumye cepeni 3HadeHHA Cmax 1 AUC cumBactatuny (cyoctpar CYP3A4) y 2 i
3,5 pa3a BIigUOBIAHO, IO BKasye Ha iHTIOyBaHHa imatuHiOoM CYP3A4. Tomy
pEKOMEHAYEThCS 3 00EpeXHICTIO pu3HadaTn iMaTuHIO 31 cybcrparamu CYP3A4 13 By3bkuM
TEpalleBTUYHUM BiKHOM (HANPHKIA[, 13 UHUKIOCOOPHHOM, IIMO3HMIOM, TaKpPOJIIMYyCOM,
CHpOJIMYCOM, €proTaMiHOM, IieproraminoM, ¢eHTaHiioM, anbheHTaHIoOM, TeppeHaTuHOM,
Oopte3omibom, monerakcenoM i xiHiguHOoM). IMaTHHIO MOXKe 3GINBIIATH KOHLEHTPAIIO B
miasMi  KpoBi iHmMX 1npemapaTiB, mo Merabomizytoteess CYP3A4  (takmx sk
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TPUa30JI00€H30Jia3eMiHy, AUTLAPOMPUANHOBI ONOKATOPH KAaIbIIEBUX KaHAIIB, JEIKl
iariditopu I'MI'-KoA-penykrasu, ToOTO cTaTHHY, Ta iH.).

Uepes BiIOMHMI MiIBUINEHWH pPH3MK KPOBOTEYi, SKMi aCOIIOETHCSA 13 3aCTOCYBaHHAM
iMaTuHIOy (HanpHKiIan, remMoparii), DamieHTH, SKAM HeoOXifHa aHTHKOATYJISHTHA Teparlid,
TIOBUHHI OTPUMYBATH aHTHKOATYJISHTH 3 HU3BKOIO MOJIEKYJISIPHOIO Macolo abo CTaHAapTHHH
TeTIapUH 3aMiCTh [TOXiIHUX KyMapuHy, TAaKUX SK BapdapuH.

In vitro imatumi0 imriGye axtusmicte i3odpepmenty CYP2D6 numtoxpomy P450 vy
KOHIEHTPAIiAX, IIOMIOHUX 10 THX, AKi BIUMBalOTh Ha akTiBHiCTE CYP3A4. IMaTnni6 y no3i
400 mr 2 pasu Ha 100y iurioye CYP2D6-onocepenkoBanuii MeTaboIi3M METOIPOJIONY, IIPU
1bOMY Cmax i AUC Mertonposomny 36inbinytorscst npudmu3Ho Ha 23 % (90 % I [1,16-1,30]).
Ilpu npusnavenHi iMaruHiOy cmimsHO 31 cyOcrparamu CYP2D6 xopurysaHHsl JO3M HE €
HeoOXiHUM, IpoTe 00EPEKHICTs PEKOMEHIYETHCS MPU WOr0 NpH3HAYCHHI 31 cybcTparamu
CYP2D6 3 By3bKHM TEPANeBTHYHUM BiKHOM, TAKMMH SK METOUIpONON. JIs mamieHTiB, sKi
OTPUMYIOTEH METOIIPOJION, HOTPIGHO PO3TIIAHYTH MOIIMBICT KIIIHIYHOTO MOHITOPHHTY.

In vitro imatumi6 i#riOye O-TmokypoHizamito mapareramoly 31 3HadeHHsM Ki
58,5 mxmouns/1. Ile inriGysanus se cnocrepiranocs in vivo nicis BBefieHHs 400 Mr iMaTHHIOY
i 1000 Mr mapaneTamony. BrutiBs BHINUX /103 iMATHHIOY 1 mapalieraMoly He BUBYABCs.

ToMmy cmix moTpuMmyBaTHCS OOEPEXHOCTI MPH OJHOYACHOMY 3aCTOCYBaHHI BHCOKHX 03
iMatuHiOy i mapameramoury.

V  namieHTiB  IicHg  TUPEOiNEKTOMil, SKi OTPHUMYIOTH JICBOTHPOKCHH, €KCIIO3HLIsS
JIEBOTHPOKCHHY B IUIAa3Mi KpoBi Mo)ke OyTM 3MEHIIEHA HPM OJHOYACHOMY 3aCTOCYBaHHI
iMaTuHiOy, Ha IO cig 3BepHyTH yBary. OmHAK MexaHi3M B3aeMOJil MpemapariB JOTENep
3AIUINAETHCI HEBIIIOMHEM.

IcHye KTiHIYHHN JOCBiL OJHOYACHOTO IPM3HAYCHHS iMaTHHIOY pa3oM i3 ximioTepamiero Ph +
I'JIJ] mamientam, ane mikapchKa B3aeMOJIisS MiX iMaTWHIOOM 1 XiMionpenapaTaMu € HE TyXe
MO3UTHBHOIO. MO3Ke 3pOCTaTh 4acToTa HeDaXaHuX SBHUII, aCOL[HOBaHUX 3 IMAaTHHIOOM, TaKHX
SIK TeNaTOTOKCHIHICTh, MI€JIOCYNpecis Ta iHIN. bByjno MOBLIOMIEHO, IO 3aCTOCYBaHHS
iMaruuiOy pasom 3 L-acmaparinazoro Mo)ke OyTH moB’si3aHe 3 IIiIBUIIECHHAM
renaToTOKCHYHOCTi. TakuM YMHOM, 3acTOCYyBaHHsA iMaTWHiOy B KoMOiHamii 3 iHIMMHE
TiKapChKUMU 3ac00aMu BEMarae oco0IMBoI 00€peKHOCTI.

Ocobaugocmi 3acmocysanHA.

OjnouacHe 3aCTOCYBaHHS IMaTMHIOYy pasoM 3 iHIONMH JIiKapCHKUMH 3aco0aMH  MOXe
IpU3BECTH 0 iX B3aemomii. 3 obepexwicTio cmij npuiiMari imMaTvHIO 3 1HTIOITOpaMH
[poTeas, a30JIbHAMH AHTHMIKOTHKAMHM, JESKUMH Makpoizamu (quB. posnin «Bzaemonis 3
iHmMME JTKapcHKAMHK 3aco0aMil Ta iHIN BHAM B3aeMofii»), cyocrpatamm CYP3A4 3
BY3bKAM TEpAlleBTHYHMM BIKHOM (TakdMH $K IHKJIOCIOPHH, NIMO3HZ, TaKpoIiMyc,
CHPOIIIMYC, €proTamin, Aieproramid, QenTamin, anbheHTaHin, TepdeHamuH, Gopre3omil,
JoneTaKcel, XiHiiuH) abo BappaprHHOM Ta IHIIUMHU NTOX1THUMH KyMapHHy.

OnHoYacHE 3acTOCYBaHHs IMaTHHIOY Ta JiKapchkux 3acobiB, ski iHmykyrore CYP3A4
(Hanpukiaj, JekcaMmeTasony, deniroiny, kapGamasemniny, pudammoinuny, perobapbiTany abo
IpenapariB 3Bipo0oI0 3BHYAMHOIO), MOXeE 3HAYHO MMOCNA0HTH {0 iMaTHHIOY, MOTEHIIHHO
30iTBIIyIOYH PU3HUK TEPANIEBTHYHOI HeBadui. ToMy CJIiJl YHHKATH OJHOYACHOT'O 3aCTOCYBaHHS
cuinbHEX iHAYKTOpiB CYP3A4 Ta iMaTuHIOy.

lmotupeos

V maLieHTiB Mmicaa THPEOiNeKToMil, AKi mepefyBaiiy Ha 3aMicHiii Tepartii JJeBOTHPOKCHHOM IIijJ
yac JiKyBaHHS IMaTHHIOOM, OyJH 3apeccTpoBaHi KIIHIYHI BUNAIKH TIOTHPEO3y. Y TaKHX
XBOPHX CJIiJ{ pETEJILHO KOHTPOJIIOBATH PiBeHb TUpeoTponHOro ropmony (TTI).
IemaToToKCHYIHICTD

MeraGomizM iMaruuiOy BinOyBacThbCs B OCHOBHOMY y IediHIi, i Tinbku 13 % mnpemapary
EKCKPETYEThC HHpKaMH. Y TMAalieHTiB 13 mopylmeHHSAMH GYHKIIT HediHKM (JIETKOro,
CEPENHBOro ab0 TSIKKOTO CTYIIEHS) CIIijl PETENHHO KOHTPOIIIOBATH OKa3HUKU Heprudepiitnoi
KpOBi Ta piBeHp nevinkoBuXx dpepmentis. ¥V manientis 3 I'ICIT MosxIuBi EYiHKOBI MeTacTasy,
IO MOJKE MPU3BECTHU IO TOPYMeHH QYHKITIT ediHKy.
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Ilpu 3acTocyBanHi iMaTHHIOY O6ylIM BUIAAKH YpPaXKCHHS MEYiHKH, Y TOMY YHCJI IE€YiHKOBOI
HEAOCTaTHOCTI Ta HeKpo3y nedinku. Konm imMaTuni6 3acTOCOBYBAaBCS Y IOETHAHHI 3
BHCOKOO30BOIO XiMioTepamiero, Oymo 3adikcoBaHo 30UIBIICHHS YaCTOTH CepHO3HUX
NEYiHKOBUX peakii. PyHKII0 Ne4iHKHA CIIiJ peTenbHO KOHTPOJIOBATH Y BHIIAIKAX, KOJIH
IMaTHHIO 3aCTOCOBYETBCA pa3oM i3 XiMiOTepameBTHYHUMH IpENapaTaMi, sKi IPU3BOIATE 10
HOpYLIEHHS QYHKINIT MediHKy (auB. po3aim «B3aemois 3 iHIMMY JIiKapCHKAMH 3aco0aMu Ta
inmn BUM B3aemoziiiy ta «[1o6idHi peakirii»).

3aTpuMKa piguHu

Tsxxi IposSBY 3aTPUMKH piuHU (TWIEBPUT, HAOpskd, HAOPSK JIETCHIB, aCIUT, IOBEPXHEBHIA
HaOpsk) Oynu 3apeecTpoBaHi MPUOIM3HO Y 2,5 % XBOopuX i3 Brepine aiarnoctoBanuM XMJI,
AKi mpuiiMam iMaTtuHiO. ToMy HacTiHO peKOMEHAYETHCS PETYIIIPHO KOHTPOIIOBATH Macy
Tina mnamieHTa. [IpUYMHU HeCIOAIBAHOTO INBHAKOTO 30LIBIIEHHS MacH IIOBHHHI OyTH
pETENBHO BHUBYEHI, 32 HEOOXITHOCTI CHIiJT BXHUTH BiJAMOBIJHUX IIATPUMYIOUHX i
TepaneBTUYHUX 3aX0JiB. ¥ Ipolleci KIHIYHUX BUIPoOyBaHb 0yno 3adikcoBaHO 30iMbIICHHS
yyclia IUX MO/ y JITHIX MANi€HTIB Ta IAIlIEHTIB i3 3aXBOPIOBAHHSMH CEPLS B aHAMHE3I.
Tomy mpu 3actocyBaHHiI iMaTHHIOY XBOPHM i3 CCpIEBOIO AUCHYHKIEIO CIIJT IIPOSBIISTH
00EPEKHICTE.

[larienTy i3 3aXBOPIOBAHHSMH CEpIIs

Cnip 3abe3nednTy peTeNBHUM HAIS 38 MAI[IEHTAMH 13 3aXBOPIOBAHHAMH cepis, pakropamu
PU3HMKY PO3BUTKY CEpILIEBOi HEMOCTATHOCTI a00 HHPKOBOIO HEIOCTATHICTIO B aHAMHE3I.
IMamienTiB i3 cuMITOMaMHu cepueBoi ab0 HHUPKOBOI HEIOCTATHOCTI cHif oOCTexyBaTH i
TIKYBaTH.

VY namientiB 3 rinepeosuHodinbHuM cuapoMoM (I'EC) mpu indimsrpanii ['EC-kniTiH B
MiOKapJ y IpuxoBaHii GopMi Ha MmovyaTky Teparmii iMaTuHiIGoM Oyiu 3adikcoBaHi MOOJHUHOKI
BUIIAJIKM KapAIOTEHHOTO MIOKY/MCGYHKIIT JIBOr0 IIIyHOUYKA, OB S3aHi 3 JETPaHyJISIIEI0
I'EC-knitun. lleit craH, SK NOBIIOMIISIETHCS, € OOOPOTHHUM IPH TPU3HAYECHHI CHCTEMHHX
CTEpOiiB, BXKUTTI 3aXOJiB MiATPUMKH KpOBOOOIrYy i THMYACOBii BigMiHI imaruHiOy.
3apeecTpoBaHi KapioyoridHi HeOaXaHi sSIBUINA I1i [ Yac Teparlii iMaTHHIOOM € HeYaCTUMH, JI0
noyarky JjikyBaHHs B momymsmii [EC/XEJI cmig  peTembHO OMIHUTH CHiBBiJHOIICHHS
KOPHCTI/PH3HKY BiJ TaKol Tepartii.

Mienogucnactuyni/mienonponidepyroui 3axBoproBaHHs 3 reHHUME nepebyroBamu PDGFR
*1 CHCTEMHHH MacTOIIMTO3 MOXYTh ACOLIIOBATUCS 3 BHCOKHM piBHeM eozuHodinmiB. Tomy no
IPHU3HAYEHHA IMaTUHIOY HEoOXiHa KOHCYNBTAIlis KapaioJiora, MPOBEICHHS exokapaiorpadii
1 BU3HAYEHHS CUPOBATKOBOTO Tpomnoniny y nanientiB 3 'EC/XEJI i y narientis 3 MJIC/MII3
a6e0 CM, siki acoOI[IOIOTHCS 3 BHCOKAM piBHEM €03uHOQLNIB. IIpu Oyas-sKux Mmimo3pinmx
CHMIITOMAX IIpU iHINiIOBaHHI Teparrii iMaTHHIOOM CIIii BpaXOBYBaTH MOXKIIMBICTH HAarjsiAy y
Kapjionora Ta mpodiIakTHYHOr0 3aCTOCYBAHHS CHCTEMHHX CTepoiiB (1-2 MI/Kr) mpoTsarom
OJTHOTO-JTBOX THIKHIB.

[ TyHKOBO-KMIUKOBI KPOBOTEYi

Y mpomeci IOCTHKEHHS MAIliEHTIB i3 HeomepabensHUM i/a00 wmeractarmuauM ['ICIT
HOBIJOMIISIIOCH PO BUHUKHEHHS KPOBOBIUIMBIB SIK V IIIYHKOBO-KHIIKOBOMY TpPaKTi, TaK i
BCcepeInHy OyxJuHHW. Ha mifcraBl HASBHHUX JaHUX He OyJio BHSBICHO (akTopiB (TakuX fK,
HAlpUKIIaL, PO3Mip 1 JOKami3alis MyXJHHH, IIOPYIIEHHS KOAaryJsmii), siki 6 30impiryBanm
PH3KK BUHMKHEHHS KpoBOTedi Oynb-sikoro TNy y manieHTtiB 3 I'ICII. Ockinbku 30UIbIIEHHS
CTYIIEHsI BacKyNspH3aiil i MABUINEHHSA CXHJIBHOCTI IO KPOBOTEY € €JIEMEHTAMH IIPOLECY
BUHUMKHEHHs 1 KmiHigHoro mnepebiry ['ICIL, cmim 3acrocoByBaTH CTaHAAapTHI METOMM i
IpoLELypH JUIsi MOHITOPHHTY i Tepallii KpoBOTeY Yy BCiX MAIi€HTIB.

JlonaTkoBo Oynu IMOBIJOMIIEHHS PO CyIMHHI €KTa3il aHTPaILHOTO BiJIUTY IUTYHKA SK PLAKY
IPUYMHY IUIYHKOBO-KUAIIKOBUX KPOBOTEY TiJ] Yac MOCTMApPKETMHIOBOIO CIHOCTEPEKEHHS Yy
nanienTiB 3 XMJIL, I'JUI Ta inmvMu 3axBoproBaHHsIMH. Y pa3i HOTpeOH MOXHA PO3TIITHYTH
IIMTaHHA PO IPUNMHEHHS 3aCTOCYBAHHS iIMaTHHIOY.

Cunipom nizucy nyxsmuu (CJIIT)

Yepesz moxnuBe BuHukHeHHS CJIII mepen BBeJeHHSAM IMATHHIOY pPEKOMEHIYETHCS KOPEKIIis
KJTIHIYHO 3HAYMMOT0 3HEBOTHCHHS 1 JIIKYBaHHS 3 TIPUBOJY BUCOKOTO PiBHS CEIOBOI KUCIIOTH.
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Peaxmueayis 2cenamumy B

Peakrusarisi renataty B y manieHTiB, sKi € XpOHIYHUMHE HOCISIMH [IBOTO BipycCy, BiOyBanacs
MiCJISI TOTO, SIK ITi ManieHTH oTpuMyBanu inrioitopu BCR-ABL-Tupokinasu.

VY J[esxkux BHMaAKax Il CHOPHYMHSIO TOCTPY IIEUiHKOBY HEJOCTATHICTH a00 TemaTuT 3
bynpMiHaHTHUM TepeliroM, IO BHMArajio TpaHCIUIAHTAIll MEYiHKM ad0 IIPH3BOLWIO O
JeTansHUX HachiakiB. Ilepex mouaTkoM JiKyBaHHS NAaIi€HTIB HEOOXimHO OOCTEXHUTH Ha
HasBHIiCTE HBV-iH(exkirii.

Ilepen moyaTkoM JTiKyBaHHS MAINIEHTIB 13 MO3UTHBHOIO CEPOJIOTIUHOIO peakiicio Ha renatut B
(BIIOYAIOYM TAIIEHTIB i3 XBOpoOOIO B aKkTUBHIN (a3i) Ta maiieHTiB, y SKMX BH3HA4YECHA
HasBHiCTE HBV-iHQekuil, cmiii HampaBHTH Ha KOHCYNbTALil0O OO iH(EKIIOHICTIB Ta
remnarosyioriB, AKi MarOTh JOCBiA JikyBanHs remaruty B. HociiB Bipycy rematury B, sxi
HOTPeOYIOTH JIIKYBaHHS iMaTHHIOOM, CJTiJI peTeIbHO IEPEBIPATH Ha O3HAKHM AKTUBHOI iH(pEKIil
renaTUTy B mig yac mikyBaHHS Ta IPOTATOM AEKUIBKOX MICSAIIB ITiC/IsS 3aKiHUYEHHS Tepallii.
domomoxcuynicme

HeoOxijuo ynukars abo MiHiMi3yBaTH BIUIMB TIPSIMHUX COHSIYHMX IPOMEHIB dYepe3 pU3HK
(GOTOTOKCHYHOCTI, TOB’s3aHOl 3 mpuiioMoM imaruHiOy. IlamieHTIB CiIll HaBYMTH
KOPHCTYBATHCS 3aXMCHHUM OJIATOM Ta BHKOPHCTOBYBATH COHIIE3aXHCHHH KpEM i3 BHCOKHM
KoedilieaToM cOHSYHOTO 3axucTy (SPF).

Tpombomuuna mikpoanzionamis

Iaribitopu  Twposunkinazsmu BCR-ABL (ITK) Oymm mnoB’s3ami 3 TpoMOOTHYHOIO
mikpoanrionariero (TMA), Bkodaroun okpeMi 3BiTH npo Bunaiaxku Ha Heomakce (quB. po3aisn
«Ilo6iuni peakuii»). Slkmo y namienTa, skuit otpumye Heomake, Tpamustorsest 1abopaTopHi
abo xniHivHI pe3yisTaTH, 0B’ s3aHi 3 TMA, nmikyBaHHS CJiJ{ IPUNNHUTH, a PETEIBHY OILIHKY
TMA, sximroyaroun axkTuBHiCTE ADAMTS13 1a BusHaueHHs anrutin ADAMTS13, coin
3aBepmuTH. Skimo adTH-AJJAMTCI13-aHTUTiNO MiABHMINEHO B IOEJHAHHI 3 HHU3BKOIO
aktuBHIcTIO ADAMTS13, nikyBanHs npenaparom Heomakc He cniJl IpOAOBXKYBaTH.
JlabopaTopHi AOCIHJDKEHHS!

[lix wac Tepamii iMaTHHIOOM CIIi PETYNSPHO IPOBOIUTH 3arajibHUil aHati3 KpoBi. Tepamis
imatuHiOOM XBOopux Ha XMJI moB’s3aHa 3 pO3BHTKOM HeWTpomeHii abo TPOMOOIMTONEHI].
[IpoTe mosiBa 1ux HMTONEHiM, HMOBIpHO, MMOB’S3aHA 31 CTAmi€l0 3aXBOPIOBAHHS, Ha SKii
BiZIOYBa€ThCA JIIKYBaHHS, i BOHU OyJy OLIBIN YaCTHMU Y MAIIEHTIB i3 roctporo (azoro XMII
a0 ' OIaCTHOIO KPHU30I0 MOPIBHAHO i3 mamieHTamMu 3 XMII y xpowniuniif ¢asi. JlikyBaHHS
iMaTHHIOOM MOYHA MPUIMHUTH ab0 103y MOKHA 3MEHIIIHUTH.

VY maifieHTiB, AKi OTPUMYIOTh IMATHHIO, CIIiJl pery/sIpHO KOHTPOTIOBATH (YHKINIO HMEUiHKA
(piBHi TpaHcaMiHa3, OuTipyOiHy, MykHOI GpocdaTasn).

VY manieHTiB i3 mopyueHHAME (DYHKIIT HUPOK BMIiCT iMaTHHIOY B TIa3Mi KpPOBi IIEPEBAXKHO €
BUIVM, HiX y MHAlli€HTIB 3 HOpMaIbHOIO ¢yHKHOi€lo HUpok. lle, #iMoBipHO, MOB’A3aHO 3
TiJIBUINEHAM PIBHEM Y IUIa3Mi KpOBi IIMX XBopuX anba-1-xucioro riuikomporeiny (AITI),
Oinka, sikMif 3B’S3y€ThCs 3 iMaTHHiIOOM. JlikyBaHHS mami€eHTiB i3 mopymeHHsAMH (QyHKIiT
HUPOK CJiJT pO3MOYMHATH 3 MIHIMaIBHOI ITOYATKOBOI H03U. XBOpi 3 TSDKKOIO HHPKOBOIO
HEJIOCTATHICTIO BUMAraioTh 00epe)XHOro JiKyBaHHs. IIpH HemepeHOCHMOCTI penapary 103y
MOJXHA 3HU3UTH.

Tpusane 3acrtocyBaHHs iMaTHHIOy MoOXe OyTH TIOB’S3aHO 3 KJIIHIYHO 3HAaYyNIMMH
moripiureHasMa  QyHKIIT HApoK. OYHKI[I0 HHPOK CIIJ MEPEeBIpUTH 10 IIOYATKy Tepamii
IMATHHIOOM 1 KOHTPOJIFOBATH Mijl Yac Teparii, 3BepTarour 0COONUBY yBary Ha THX MAIli€HTIB,
SKi MaioTh (aKTOPH pHU3UKY PO3BUTKY HHpPKOBOI aucyHkmii. Skmo crocrepiraerbes
nopymeHHs (QyHKUil HHPOK, CHil HpWU3HA4YaTH JIKYBaHHS BIIMOBIAHO JIO CTaHAAPTHHX
IHCTPYKIIIH.

[Tepiarpuuta nomynsis

Bynu MOBIMOMIIEHHS IIPO BHIIAKHM 3aTPHUMKH POCTY y HiTel, sIKi OTpUMYyBaJIH IMaTuHIO. Y
CIOCTEPEXKHOMY JOCTipKkeHHl cepen memiarpuynoi nomymsnii XMJI 6yno BusBIEHO
CTATHCTHYHO 3HAYyIIE 3HHKEHHsS (ale HEeBH3HAYeHO KITIHIYHOI 3HAYMMOCTI) CepeHix
HOKa3HWKIB CTAHJAPTHOTO BiIXHICHHS BHCOTH micis 12 Ta 24 MicsuiB JiKyBaHHS y JBOX
HEBEJIMKHUX MIArpymax He3aleXXHO Bix crarycy mybep: Ta craTi. PexomeHxyeThcs
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peTENLHUNE KOHTPOIIb 32 3pOCTaHHAM JiTeH, skl mepeOyBaroTh Ha JIiKyBaHHI iMaTHHIOOM (IuUB.
po3ain «Ilobiuni peakii»).

Hcomaxc® Yy CBOEMY CKJIaJi MiCTHTH JIakTo3y. IlaIlieHTH 3 piiKiCHUMHU CTIaJKOBUMH CTaHAMH
HEIEPEeHOCHMOCT] ramakro3u, Aedimuty Jakrasm Jlanma a6o TIIIIOKO30-TaTaKTO3HOL
ManbabcopOIlil He TOBMHHI MpUMaTH el penapar.

3acmocysanns y nepioo sazimuocmi a6o 200y8anus 2pyooio.

HAIHKM JITOPOIHOTO BiKY

XKinkam JgiTopomHOro BiKy CiiJ PEKOMEHIYBATH 3aCTOCOBYBaTH e(eKTHUBHI 3aco0u
KOHTpauenuii mij dYac JiKyBaHHS Ta NpHHalMHI mpoTaroM 15 1OHIB IiCHA NPHITHHEHHS
nikysauHs npenaparoM Heomakc®.

BaritHicTb

Jani mpo 3acTocyBaHHs IMaTHHIOy BariTHMM >KiHKaM oOMeeHi. Byiau MmOBiJIOMIIEHHS y
IIOCTMAPKETUHTOBHH TEPIOX HPO CHOHTAHHI abOpPTH Ta BPOJIKEHI aHOMATii HEMOBIAT Y
XIHOK, sKi DpuiiManu imatuHiO. OJHaK MOCHI/XKCHHA HA TBapHHAaX IIOKa3ald, UIO
pEeNpOAyKTHBHA TOKCHYHICTh 1 MOTEHINMHUNA PU3MK JUIS TUIOAA HeBiZomi. IMaTHHIO HE ciin
3aCTOCOBYBATH i Yac BariTHocTi 0e3 HarambHOI MOTpeOH. SKINo mpemapaT 3acTOCOBYIOTH
IIi/1 9ac BariTHOCTI, HAIi€HTIN CITiT TOBIJOMHTH IIPO MOTEHIIMHMI PH3KK IS IUIOAA.

['py/iHE BUTOJIOBYBaHHSI

Indopmanis npo KOHIEHTpaUilo iMaTHHIOY B TPYAHOMY MOIOLi oOMexeHa. J[OCTimKEHHS,
IIPOBEJCHI 3a YJacTIO IBOX JKIHOK, SIKi TOMYBad¥l TPYIIIO, TOKa3aliy, 1Mo iMatuHib i #oro
aKTUBHUM MeTaboJIT MOXYTh IOTPAILIATH y rpyade Mojoko. CIiBBiIHOIIEHHS pIiBHIB Yy
TpyJ{HOMY MOJIOII 1 B IJIa3Mi KPOBi, IO BUBYANOCS Y OAHIiel mamieHTku, ctanoBuiio 0,5 ms
iMatuHiOy i 0,9 mng merabomity, IO ae 3MOTY NPHIIYCTHTH HAsABHICTH 3HAYHOI KLIBKOCTI
MeTaboNiTy B TPYZHOMY MOJOI. 3 ypaXyBaHHSIM UOCAHAHHS KOHIIEHTpauifl iMaTHHIOy i
METaboNiTy 1 MakCUMalbHOTO HIOJCHHOIO CIIOKHBAaHHS MOJIOKA TPYAHHMH [[iTHMH,
3arapHUl odikyBauwil BB OyB HHM3BKEM (~10 % TepameBTmuHOi mo3u). OaHak uepes
HEBiIOMI HACTiIKW BIUIMBY MajHMX M03 iMaTHHIOy Ha HEMOBJAT JKIiHKH, SKi IpHAMAaroTh
iMaTuHiO Ta/abo mpoTsroM mpuHaliMHi 15 MHIB miC/iA MPUNMHEHHS JHKYBAHHS HpPenapaToM
Heonakc®, He HOBUHHI OIyBaTH IPYIUTO.

DepTUNbHICTH

VYV IOKIIHIMHHX JOCHIIXEHHSIX HE BiAMIYadoCh BILUIMBY Ha (EPTHIBLHICTH CaMIiB Ta CaAMOK
IIypiB, X04Ya CIIOCTEPiraBcs BIUIUB Ha PeNpOAyKTHBHI mapaMerpd. J{OCHi)KeHHs MaIli€HTiB,
SIKi OTpEMYBaTH iMaTHHIO, Ta #0T0 BILIUB Ha QEPTUIBHICTH Ta FAMETOreHE3:HE IIPOBOAMIIHCE.
[NamientaM, 3aHENOKOEHWM iX (EPTWIBHICTIO TpH JIKyBauHi iMartuHiOOM, CIIif
IIPOKOHCYJIBTYBATHUCS 31 CBOIM JIiKapeM.

30amuicme enaueamu HA WBUOKICMb peaxyii npu Kepyeauwi AMOMPAHCROPMOM abo
IHUUMU MEXAHIZMAMU.

[ManienTiB cnif MONMEpemUTH, IO MiJ Yac JiKyBaHHsS IMATHMHIOOM BOHH MOXYTH BiIdyBaTh
HebaxaHi eeKTH, TaKi K 3aaMOpOYEHHs, HEUITKICTh 30py ab0 coHMUBicTh. TOMY ciif OyTH
YB2XXHUMH IIpY KEPYBaHHI TPaHCIIOPTHUMHU 3acobamu abo poOOTi 3 IHIMUMU MeXaHi3MaMH.

Cnocib 3acmocyeannsa ma 0o3u.

Tepamito MOBHHEH NPOBOAWTH IKap, SKUA Ma€ JOCBIL Yy JIKyBaHHI NAIli€HTIB 3
TeMaTOJIOTIYHAME 3JIOSKICHAMHM IYXJAHAMH 1 3JI0SKICHUMH CApKOMaMM 3aJIeXHO Bij
TIOKa3aHb.

JUis no3 mo 400 Mr ta BHme (AWB. peKOMEHAIll IOJO MO3YBAHHS HIXXYE) JIOCTYIIHI
tabnmeTku mo 400 Mr (HeoAiNbHi).

Jia no3, inmumx 3a 400 ta 800 Mr (muB. pekoMeHaaNil 00 JO3yBaHHSA HUXYE), TOCTYIIHI
TabneTku mo 100 mr, o mingTec.

ITpu3Hadery no3y citiJi OpUiiMaTH MEepOPaNbHO MiA Yac iMu 3 BEIHKOIO KUIBKICTIO BOJM IS
3ar100iraHHs NUTYHKOBO-KHIIKOBUAM po3nanaM. Jlozu mo 400 ta 600 mr npuiiMara 1 pa3 Ha
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100y, Toai gk 103y 800 Mr noTpiOHO po3ninmMTH Ha ABa mpHitomu Ha AeHb 10 400 Mr, 3paHKy
Ta BBEYEpi.

JIns mamienTiB, siki He 3/1aTHI KOBTATH TaOJIETKH, BKPHTI ILIIBKOBOIO O0OJIOHKOIO, 11i Ta0JIETKH
MOXKHA PO3YHMHHUTH y CKJISHIIL BOJU 4 SONYy4HOTO COKy. HeoOXimHy KinbKicTh TabIeTOK
PO3UMHMTH Yy BignosigHOMy 00’eMi Hamow (mpubnm3so 50 ma mnsg Tabnetkm 100 mr ta
200 M gnsa tabnerku 400 mr). Cycmensito moTpiOHO HPHUHHATH OApa3y MiCIs MOBHOIO
PO34YMHEHHS Ta0JIeTKH (TabJIETOK).

JlozyBanns Juis Jopociux namieHTis npa XMJI

Pexomenmgosana nosa HeonaKcy® cTanoBUTh 400 Mr/meHs mis mopocnux XBopux Ha XMJI y
XpoHiuHi# ¢a3i. XporiuHa daza XMJI Bu3HAYAETHCS IPH HAABHOCTI TaKWX KpUTEpiiB: < 15 %
OmacTiB y KpoBi Ta KICTKOBOMY MO3KY, 0a3o¢imie y mepudepuuniii kposi < 20 %,
Tpom6ormTiB >100 * 10°/1.

Jinst mopocnux marienTiB y ¢asi akcenepanii pexomenmoBaHa go3a Heomakcy® cTaHoBHTH
600 mr Ha 100y.

Da3za akcenepamnii BU3HAYAETHCS HASBHICTIO OYAb-IKHMX 3 Takux OnactiB: biactu >15 %, ane
<30 % B KpoBi uyM KICTKOBOMY MO3Ky, Onactu Ta mpomiecnonuta >30 % B KpoBi um
KICTKOBOMY MO3KY (32 yMOBH, 1110 67actiB < 30 %), 6azodinu y nepudepuuniii kposi >20 %,
TpomGomuTa 100*10°/1, sxi He OB’ s13aHi 3 Tepari€o.

Pexomennosana no3a Heonaxcy® mpu 6nacteomy Kpusi — 600 Mr Ha 106y. Briactaumit kpus
BH3HAYA€ThCA IPH KimbkocTi OxnactiB >30 % B KpOBi 4YM KiCTKOBOMY MO3KY 4YH IIpH
€KCTpaMenyIsIpHili XBOpoO1, KpiM reNnaToCIuIieHOMETaTiI.

Tpupanicts _nikyBanus. Ilix wac «imiHiYHMX JOCHiIKeHb JiKyBaHHS Heomaxcom
IPOIOBXKYBANOCh JOTH, JOKH CIIOCTEpIraluch O3HAKW NporpecyBaHHs xBopoOH. Edext mpu
IIPUIIMHEHH] JIKYBaHHS WiCisl JOCATHEHHS IIOBHOI HHTOTEHETHYHOI BiANOBimI He OyB
JTOCITiKEHMHA.

IIutanna npo mimBuuieHHs 103u Bixg 400 Mmr mo 600 Mr um 800 Mr mid mauieHTiB i3
XPOHIYHOIO (a3010 3axBoproBaHHA i Bix 600 mr no maxcumansHoi 800 Mr (IpHU3HAYAIOTE 110
400 Mmr 2 pa3u Ha no0y) s manieHTtiB y ¢asi akcenepanii a6o y ¢asi GIacTHOro Kpusy
MO>XHa PO3IIIAAATH 3a BIICYTHOCTI BUPAKEHMX MOOIYHUX peakiliil i BUpaKeHUX HeUTporneHii i
TPOMOOLIUTONICHI, HE IIOB’SI3aHMX 3 JICHKEMi€l0, 3a TakuX OOCTABHMH: IIPOrPECYBaHHS
3axBOpIOBaHHA (y Oy/b-IKUil 1IEPioN); BiACYTHICTH JOCATHEHHS 3aI0BITEHOIO edekTy 3 GOKy
CHCTEMH KpOBi HicId SIK MiHIMyM 3 MicAIiB JIiKyBaHHS; BTpara IIOTIEPEAHBO JOCSTHYTOL
UTOreHETUYHOI BiANOBiAI micns 12 micawiB nikyBaHHS a00 BTpara NONEPENHBO TOCATHYTOI
reMaToJIOTiYHOl UM U TOreHETHYHOI BiAMOBIiz].

[lamieHTH NOBMHHI MiANSATaTH NHIBHOMY KOHTPOJIO INCHS IIJBMINEHHS JO3H, OCKLIBKA
9acTOTa BUHUKHEHHS IIOOIYHUX €(EKTiB PH IiABUINCHHUX 038X 3POCTaE.

Josysanus npu XMJI v niteit

[Ipm nmoszyBanHI AN mited abo miUTTKIB HEOOXiJHO BPaxOBYBATH IUIONNY IIOBEPXHI Tina
(mMr/m?). Toza 340 mr/m® Ha 106y pexoMeHIOBaHA UIS JiTel abo INIJITKIB 3 XPOHIUHOIO
dazoro XMJI Ta da3oro akcenepanii (He repeBHINyBaTd 3araidbHy mo3y 800 mr). Ipuitom
npenapary MOxHMBHHA 1 pa3 Ha geHb ab0 1000BY JO3y MOXHA PO3ALUTATH HA JIBA MPUHOMH —
3paHKy Ta BBedepi. PexoMeHoBaHi 1031 Hapasi 6a3yloThCs HA JOCBiL JIKYBAHHS HEBEIMKOL
KIIBKOCTI NeIiaTpUYHMX MarieHTiB. JIocBia NiKyBaHHS AiTel BikoM 10 2 POKIB BiCyTHiH.
36inpmenas mo3m 3 340 mr/m? mo 570 mr/m? Ha o0y (He MepeBHINYBATU 3arajlbHy 103y
800 mr) moxumBe ans gited a0o miUTITKIB 3a BiACYTHOCTI BHpaXXeHHX IOOIYHHX il Ta
BHpaXXeHOI HeHTpomeHil i TpoMOomuTomeHil, OKpiM IOB’A3aHUX i3 JIEHKEMI€I0, 34 TaKHX
oOCTaBHH: IpOrpecyBaHHs 3axBOprOBaHHS (y OyIb-siKuii mepion); BiACYTHICTH AOCSATHEHHS
33I0BUIBHOTO edeKTy 3 OOKy CHCTeMH KPOBi MICIS SK MIHIMyM 3 MiCAIliB JMIKYBaHHS;, BTpara
MIONEPEAHBO JOCATHYTOI HUTOICHETHYHOT BiAMOBiAl micist 12 micsiiB jikyBaHHsA abo BTpara
MONEPENHBO TOCATHYTOI T€MAaTOJIOTiYHOT Y1 IATOT€HETHYHOT BiTTOBIJII.

ITamieHTH HOBMHHI MiANATaTH HHJIBHOMY KOHTPOJIO INCIS IIABHINEHHS HO3H, OCKiJILKH
9acTOTa BUHUKHEHHS NOOIYHUX e(EeKTIiB IPH IIiABHINEHMX /103aX 3POCTAE.

Jozysanns npu Ph-nioszurussii (Ph+) I'JIJI y opocnux
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PexoMennoBana no3a JikapchKoro 3acofy Heomaxc® mis nopocnux mamiedTiB 13 Ph+ I'JIJI
cTadoBHUTH 600 Mr Ha 700Y.
['emaTonoru mpm nikyBaHHI 1i€l XBOpoOU MOBMHHI KOHTPOJIIOBATH TEpallilo Ha BCIX eTanax
JOTIIY.
3 ornany Ha icHyroui naHi, iMaTHHIO moka3zaB eeKTHBHICTb 1 Oe3meKy mpH MpuiioMi mo
600 Mmr Ha noOy B KoMOiHaIil 3 XiMioTeparielo y ¢a3i iHaykiii, 06’ e JHaHHS Ta yTPUMAaHHS
¢ba3 ximioTeparii A TOPOCIMX MAIIEHTIB 3 ynepine giarHocroBanuM Ph+ ['JIJI. Tpusamnicts
Tepamnii Heomakcom® Mosxe 3MiHIOBaTHCH BiIIOBiAHO 0 06paHOi IporpaMu JNiKyBaHHS, alle
3arajioM JOBIIMH MpuiioM iMaTHHIOY IOKa3aB Kpalli pe3y/IbTaTH Tepallii.
Jnsa nopocnux mWaiieHTiB 13 pemuauByrounM 4w pesucreHTHHM Ph+ I'JIJI nosyBanHs B
KimekocTi 600 Mr Ha m00y sIk MOHOTepamis € Oe3meynuM, ePeKTHBHUM 1 Moxe OyTH
MPU3HAYEHUM JIOTH, IOKH CIIOCTEPITalOThCSA O3HAKH IPOTPECYBAHHS 3aXBOPIOBAHHS.
Ho3sysauns npu Ph-nosuruewii (Pht) I'JIJI y miteii
Jlo3yBaHHS [UIs AiTeill MOBUHHO 3aJIe)KaTH Bij TUIOINI MOBEPXHI Tijla (MI‘/MZ). PexomennoBana
noboa moza g gited i3 ['JIJT 3 mosutuBHOO (Qimagensdilicbkor0 XpOMOCOMOIO B
netixonuTax (Ph+ [JIJT) cranosuts 340 Mr/m? (He nepeBHINYBATH MAKCUMAIBHY J06OBY J03Y
600 mr).
Josysanns npu MJIC/MITX
PexoMeHI0BaHa /1032 Jikapchkoro 3acoby Heomakc® s mopocmux manientis i3 MJIC/MITX
craHoBHTH 400 Mr Ha 1100y .
[lin Yac eauHOrOo HA CHOTOJHI KITIHIYHOTO JIOCH/DKCHHS JIKYBaHHS IMaTHHIOOM
HIPOJOBXKYBATOCH JOTH, AOKH CIIOCTEpIralICh O3HAKH IIPOTPECYBaHHS 3axBoproBaHHs. Ha
MOMEHT aHali3y CepeHs TPUBAIICTH JIiKyBaHHs Oyna 47 micsauiB (24 aui - 60 Mmicdiis).
Hosysanns npu EC ta/abo XEJI
PexomMenioBana /103a JTikapchKOro 3acoly Heomaxc® ms mamientis i3 T'EC/XEJI cTaHOBUTH
100 mr Ha 100y.
Iligsumenns no3m 3i 100 Mr ma moby go 400 mMr Ha m00y MOXIHMBE y pa3i BiJICYTHOCTI
noO1YHMX peakiiiii a0o HelocTaTHROT €(eKTHBHOCTI JTiKyBaHHS.
JIikyBaHHS TIOBHHHO IIPOJOBXYBATHUCH JOTH, JOKH CIIOCTEpIracTbcs e(eKTUBHICTH
3aCTOCYBaHHS TIpETapary.
HosysBauns juis  pamientiB 3 Kit (CD117)-no3utuBHMMH _HeonepabeibHuMH  Ta/abo
meracraTiuarMi 3n0skicaumu UICT juis ap’toBanTHOT Tepanii I0pOCINX TAIEHTIB, Y SIKAX
icHye Bucokmi pu3nk penmuBy Kit (CD117)-nosutuBHuX 3noskicaux I'ICT micns pe3exiii
PexomeHI0BaHa 1032 JIIKApCBKOTO 3aco0y Heomnakc® mis mamienTis i3 HeorepadeTEHUMHU
ta/abo Metactaruyaumu 3noskicHumu ['ICIT ctanosuts 400 Mr Ha 100y . ‘
Icnye obMexeHa KITBKICTh TaHUX MO MigBUIIeHHS 103U 3 400 Mr Ha 100y JIO 600 gu 800 mT
Ha 100y [UIsl DAIli€HTIB i3 IpOrpecyBaHHIM MPH MEHIMNX J03aX.
Ilix vac xmiHiuHEX BuUNpoOyBaHs 3a ydacTio mamieHtiB i3 [ICII sikyBaHHsS iMaTuHIOOM
IPOAOBXKYBATOCh JOTH, JOKH CIIOCTEPIralioch IPOTpecyBaHHs 3axBoproBaHHs. Ha wac
aHAJI3y CepellHs TPUBAIICTH JIKyBaHHS ckianana 7 micsamiB (7 mniB-13 micsamis). Edexr Bin
IIPANUHEHHS JIKYBaHHS MIiCIS JOCATHEHHS BLAMOBII HE OYB JOCITIKSHHH.
PexoMmenioBaHa [03a Jikapchkoro 3aco6y Heomaxc® mpu ag’roBaHTHOMY IiKyBaHHI JUIs
Iopociux — manieHTiB 3 noganemoro pesekmiero 'ICIT cranoButes 400 mMr Ha 106y.
OnrtumanpHa TPUBATICTH JIKYBaHHS JOTENep He BH3HAYeHA. 1pHBAICTh JTIKyBaHHS Mif 4ac
KJIIHIYHOTO BUIPOOYBaHHS 34 IIMMHM MOKa3aHHAMH CTaHOBMIIA 36 MiCHIIiB.

03yBaHHs NpH HeonepabenbHii BUNUparodii gepmartodidbpocapkomi (BADC
PexomennmoBana no3a JKapchKOro 3aco0y Heomaxc® s mamientiB i3 BJ®C cTaHOBHTH
800 mr Ha 100y.
Kopexkilisg 103yBaHHS IpH MOOIYHUX peakiisx
Hezemamonoeiuni no6iuni peaxyii
IIpy BUHMKHEHHI TS)KKMX HET€MAaTOJNOTiYHMX MOOIYHMX peaxuiif mpu mpuitomi Heomakcy®
TKYBaHHS HEOOXiZHO BIIKJIACTH 10 MOKpAIIEHHS cTaHy. Ilicis mporo TiKyBaHHS MOXKHA
IIPOJOBXHUTH y MIpY HEOOXiTHOCTI 3aJIEXHO BiJ TAXKKOCTI IMOTIEPEAHBOTO CTaHY.
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SIKIo BHHMKAE HiABWIIEHHS KiIbkocTi GimipyOiHy Oinble HiX y 3 pasul Bii BCTAaHOBIIEHOL
BepxHbOi Mexi HopMu (ULN) un medinkoBuX TpaHCMiTepiB Oinbine Hixk y 5 paziB Big ULN,
TO JIIKyBaHHs IMaTHHIOOM CIiJ BIOKIACTH, MOKHM KiNBKICTH OimipyOiHy HE MOBEpPHETECS 0
KispKocTi, MeHIIol B 1,5 pa3a Big ULN, Ta KiNBKICTh IEYiHKOBHUX TPAHCMITEPIB A0 KiIBKOCTI,
meHwoi B 2,5 pasa Bin ULN. JlikyBanus iMaTuHiOOM MOXHA MPOJOBXHTH Al 32 YMOBH
3MeHImeHHs 1060801 103u. s nopocnux o3y ciia 3menmuTa 3 400 10 300 mr um 3 600 1o
400 mr, vu 3 800 mo 600 Mr Ha moOy Ta g aiteit abo mimmiTkiB — i3 340 mo 260 Mr/m? Ha
100y.

T'emamonoeiuni no6iuni peaxyii

IIpn po3BUTKY BHpaxeHOI HEHTponeHii ab0 TpoOMOOMUTONEH]T PEKOMEH Ty€ThCSI 3HU3UTH 03y

Yl OIPUNTMHUTH JTKyBaHHS, IK BKa3aHO B TaOmuIIi 8.

Tabmus 8

KopuryBasHst 1031 11pu HeiTporesii i TpombonuToneHii

Iloka3zanns 10 JTiKyBaHHS

[Toxa3znuku
¢dbopMymH KpoBi

3axoan

I'EC/XEJI (mogyarkosa AYH <1,0x10° /n 1. [IpunuHKTH BBEACHHS IMaTHHIOY,
qo3a 100 mr) i CM, Ta/abo Jokn He Oyme nmocsruyro AYH >
TIOB’A3aHUH 3 piBEHB 1,5%10° /m i piBeHp TPOMGONHUTIB
cozuHOQiier0 TPOMOOIMTIB >75%10° /.
<50x10° /n 2. BignoButH Tepamito iMmaTuHIOOM Y
monepenHid fmo3i (sika Oyma  mo
PO3BUTKY TSDKKOT HebaxxaHOT
peaxiii).

Xponiuna ¢aza XMJI, CM
MJC/MIT3 i T'ICIT

AUYH <1,0x10°/n
Ta/abo

1. IlpunuauT BBeIeHHS iMaTuHiIOy,
Jokn He Oynme pocarayro AYH

(nogarkoBa 03a 400 mr) piBEHB >1,5x10°/n i piBeHb TpOMGOUMTIB

I'EC/XEJI TPOMOOIIUTIB >75x10°/m.
(mo3a 400 1) <50x10%/n 2. BignoButH Tepamito iMaTuHIOOM Y
morepeHiil  jmo31  (sxa Oyma  go
PO3BUTKY TSDKKOL HebaxaHoi

peaxirii).
3. ¥V pa3l penuauBy IpH A‘{H
) <1,0x10% Ta/abo pisHi Tp0M60unTlB
<50x10°/ moeroputH kpok 1 i
BITHOBHTHM Teparifo iMaTHHIOOM Yy
: 3HIKeHiH 1031 300 Mmr.

Xpowriuna daza XMJ1 y giteii | AUH <1,0x10%/x 1. IlpunuHuT BBENEHHS IMaTHHIOY
(mo03a 340 Mr/m?) Ta/abo Joku  He Oyne pocsarayro AUYH
piBEHb >1,5%10°/n i piBeHp TPOMOGONMHTIB

TPOMOOITHTIB >75%x10%/n.
<50x10%/n 2. BigHoBHTH Tepamnifo iMaTHHIOOM y

momnepenHii  yo3i  (gka Oyma 0

PO3BHUTKY TSDKKOT HebaxaHoi
peaxiii).

3.V pasi pemuauBy npu AUH
<1,0x10%n T2/260 piBHi

TpombomuTie <50x10°/n1 moBTOpHTH
Kpok 1 1 BigHOBHTH Tepamiio
iMaTHHIOOM y 3HMDKEHI# 1031

260 mr/m>.
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I'octpa daza XMJI i
OnactHa kpu3a i Ph + I'JUI
(mouarkosa mmo3a 600 mr)

®AUH <0,5x10%/n
Ta/abo piBeHb
TPOMOOITUTIB
<10x10%/n

1. ITepeBipuTH, yv UTOIEHIS AIHCHO
OB’ si3aHa 3 Jieiiko3oM (acmipartis
KiCTKOBOT'O MO3Ky a0 Giomncist).

2. SIKIMO MUTOIICHIS HE TIOB’ sI3aHA 3
NEUKO30M, 3MEHIIUTH JIO3Y
iMmaruniOy mo 400 mr.

3. SIKIo MUTOIICHIS TPUBAE
IPOTATOM 2 THXKHIB, 3SMEHITUTH 103y
mami no 300 mr.

4. SIkio ruToneHis 36epiraeTrcs
IPOTATroM 4 THXHIB 1 HE IOB’sA3aHa 3
JIeAKEMI€r0, TIPUIIMHUTY TEPAITito
iMaTHHIOOM, JOKH He OyJie
nocarayto AUH > 1x1 0%/mi piBEeHb
TpomGonuTis > 20x10%/1, a moTim
BiTHOBHTH Teparniio B 1031 300 mr.

['octpa dhaza XMJI i 61actHa
Kpu3a y aiteit (mouaTkoBa
103a 340 Mr/m?)

aAUH <0,5%10%/1
Ta/abo

TPOMOOLIUTH
<10x10%/n

1. TlepeBipuTH, 9d MUTONCHISA AIHCHO
moB’si3aHa 3 Jieliko3oMm (acmipartis
KiCTKOBOr'0 MO3Ky abo biorcis).

2. SIKIIO THTOTEHisA HE IIOB’s3aHa 3

JIEAKO30M, 3MEHIIUTH 103y
iMmaTuniGy 10 260 Mr/m>.
3. Sxmo LUTONEHIS TpHUBae

MPOTATOM 2 THUXKHIB, 3MEHIIHUTH J03Y
mai 1o 200 mr/m>.

4. SIkmo 1wTONeHis 30epiracTbes
poTsAroM 4 THXHIB i HE OB’ A3aHa 3
neikeMi€ro, NPHUIUHUTH  Tepaiio
iMaTHHIOOM, IOKHA HE Oyne
nocsrayro AYH > 1x10%1 i pisens
tpoMGonuTis > 20x10°/1, a motim
BiTHOBHTH Tepamito B 1031 200 Mr/m>.

BA®C
(mo3a 800 mr)

AYH <1,0x10%
Ta/abo
TPOMOOIUTH
<50x 10°/ 1

1. TlpunuHUTH BBEJCHHS IMAaTHHIOY
goku He Oynme pocsrayro AYH
>1,5%10°/n1 i piBeEb TPOMOONIHUTIB
>75%10%/ 1.

2. BigHoBuTH Tepamito iMaTHHIOOM B
n1031 600 mr.

3. V pa3i pemunuBy, komum AUH
<1,0x10%/n Ta/260 piBeHb
TpomGoruTi <50x10° /1, moBTOpHTH
Kpok 1 1 BiZHOBHTH Tepariio
iMmaTuHIOOM y 3HIDKEHiH /1031 400 Mr.

AUYH - abcomotHe gucio HeldTpodinin
® cocTepiraeThes Micis He MEeHIIE Hixk 1 MiCsIld JTiKyBaHHS.

OcobHBi rpyIiu XBOpUX

3acmocyeanns y nediampii, Hemae mocidy 3acrocysamHs mpemapary Heomaxc® mitsm 3
XMUJI Bixom 1o 2 pokiB, a Takox aitsaM 3 Ph+ TJIJI go 1 poky.

Jocsix 3actocyBanus aitsm i3 MJIC/MII3, BA®C, I'ICII i TEC/XEJT myxe oOMexXeHUIA.
Besneka Ta ebexTHBHICTH 3acTocyBanHs iMatuHiOy it mite#t i3 MJAC/MII3, DFSP, T'ICIT i
TEC/XEJI (Bixom 1o 18 pokis) ne Gymu mepesipeHi B kimiHiYHEX BHIpoOyBaHHAX. Hassai
omyOJiKOBaHi JaHi, aje po3poOKTH PEKOMEH AT IO/I0 T03yBaHHS HEMa€e MOMUIHBOCTI.

o
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Ileuinkosa Hedocmamuicmp. IMaTHHIO B OCHOBHOMY MeTaboIi3yeThes nedinkoto. [lanientam
3 JIETKOIO, CepefHbOI0 a00 TSHKKOIO JMUCHYHKIEIO MEYiHKH CJIij] MpuiiMaTe MiHIMaIbHY
pexomeHaoBany 103y 400 Mr Ha 100y. IIpu noraHiit mepeHoCUMOCTi 03y MOXHA 3HU3UTH.

Tabmuns 9
Knacudixkanis nediHkoBoi JuchyHKIIT
JuchyHKIs nevinku DyHKIIIOHAIBHI IPOOH NEUiHKA
Jlerxa 3araneauii 6inipy6in: 1,5 BMH;

ACT > BMH (3HaueHHs MOke OyTH
HopManbHEM abo <BMH, skmro
3araysHUH 611ipy6in >BMH)

Cepenust 3aranpHuii 6imipy6in >1,5-3,0 BMH;
ACT — Oynb-siKi 3HAYCHHS
Tsoxxa 3aranpanii OLTipy6in > 3-10 BMH;

ACT — Gynp-siKi 3Ha4eHHS

BMH — BepxHs Mexka HOPMH.
ACT - acnapraraminoTpadcdepasa.

Hupxosa nedocmamuicmo. TlattienTam 3 HUPKOBOIO TUCPYHKIIICIO a00 THM, IO IiepeOyBarOTh
Ha JAiaii3i, HOYaTKOBY JO3y CHiJ MPU3HAYATH HA PiBHI MiHIMaJbHOI PEKOMEHJOBAHOI JO3H -
400 mr Ha Jieas. OgHAK TEpaNeBTUYHI 3aX0IH Y ITUX MAII€HTIB PEKOMEHAYCThCS IIPOBOJIUTH 3
obepexHicTio. Y pa3i HeMepeHOCUMOCTI Ipemapary /03y MOXHA 3HH3UTH. SIKIo mpenapar
TIEPEHOCUTHCA To0pe, Y pa3i HeIoCTaTHRO1 €(EKTHBHOCTI /103y MOKHA 30UIbIINTH.

Hayienmu nimnvozo eixy. ®apMaxokiHeTHKa iMaTHHIOY B JIITHIX JIoNeH cliemiaibHO HE
BuBuasach. Cepe/l TOPOCIINX MAIIEHTIB - YYaCHHUKIB KIIIHIYHHX BUIPOOYBaHb, SKi BKIIOYAIH
Oinbme 20 % namieHTiB BiKOM Big 65 pPOKiB, HiSKMX iCTOTHHX BIKOBHX BiJMIHHOCTEH Y
bapMaKkoKiHETHIT He crocTepiraiocs. [ mallieHTiB JTTHROrO BiKy CIEIiabHI peKoMeH 1amii
BIIHOCHO JIO3YBAaHHS BiJICYTHI.

Himu.

Hemae nocBiny 3actocyBanns npenapatry Heomaxc® mitam 3 XMJI BikoM 10 2 POKiB, a TaKOX
qitsm 3 Ph+ T'JIJT no 1 poky.

Hocsin 3actocyBanns aitsm i3 MJIC/MIT3, BADC, I'ICIT i 'EC/XEJI my>xe oOMexeHuiA.
Besneka Ta edexkTuBHICTE 3acToCyBaHHs iMaTHRIOy ama mitert i3 MJC/MII3, DFSP, I'ICII i
T'EC/XEJI (Bikom mo: 18 pokiB) He Oyim mepeBipeHi B KiiHiyHMX BUnpoOyBaHHSX. HasBHi
ony6mikoBaHi naHi, ane po3podUTH peKOMeHIali] MO0 JO3YBaHH HEMA€ MOXKIIMBOCTI.

Ilepeoo3ysanna.
JlocBin npu3HauYeHHS BUINMX 03, HiXK PEKOMEHIOBaHA TEPANEBTHYHA /1032, € OOMEKECHUM.
IMooauHOKI MOBIMOMIIEHHS IIPO Iepe03yBaHHs iMaTUHIOY HaJIXOMWIN CHOHTAHHO abo Oymm
onybikoBani. Y pasi nepeao3yBaHHs CIIiJ CIIOCTEPITaTH 3a Mali€HTOM, a TAKOX IIPOBOIUTH
BIJIMOBiIHE CHUMIITOMATHYHE IiKyBaHHS. 3arajoM PO HACHiJKKA HOAIOHMX BHIAJAKIB Oyio
HOBITOMJIEHO 5K «JIOKPAIIEHHA» a00 «OY KaHHD».

Hopocni

1200-1600 mr (tpmBamictio Bim 1 mo 10 mi6): Hynorta, OmoBaHHS, [iapesi, BHCHIIAHHI,
epuTeMa, HaOPSAK, IPUIYXJIiCTh, BTOMa, M’S30Bi CIIa3MH, TPOMOOIIUTOIEHIS, TaHIUTONICHIs,
O11b v )KHBOTI, FOJIOBHUH Oi)1b, 3HHKEHHS AlleTUTY.

1800-3200 mr (3200 Mr moAeHHO MPOTAroM 6 AHIB): cIaOKiCTh, MiaNris, MiABUINCHHS PiBHS
KkpeatrH(pochOKiHAM, MIABUIICHHS PiBHS OUTipyOiHy, IUTYHKOBO-KHIUKOBHH O1IIb.

6400 Mr (ozHOpa3oBa [03a): OAMH BHIAAOK, KOJNH MAI[iEHT MaB HYJIOTy, OMIOBaHHS, OiuTb y
YEpEBHil TOPOKHUHI, ITi[BULICHHS TEMIIEPATypH Tijia, HAOPAK 0OIMTds, 3HUKEHHS KIJIBKOCTI
HelTpodiiB, MIABUIIEHAS PIBHA TpaHCAMiHa3.

Big 8 mo 10 r (ogHOopa3oBa [103a): 3apeecTpoBaHi OIMIOBaHHS Ta OUTb MO XOAY LIIYHKOBO-
KHIITKOBOTO TPaKTY.
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Himu

Y opnoro 3-piyHOro Xxjomuuka micis ojHOpaszoBoro mpuitomy 400 Mr crmocrepiramacs
OJIIOBaHHS, Jiapess Ta aHOPEKCisf, a y IHIOro 3-pivyHOro XJIOMYMKA IICIS OHOPA30BOrO
npuiiomy 980 Mr criocTepiranucs 3HHKESHHS KiTbKOCT] JIGHKOLMTIB Ta Jiapes.

VY pasi nepeno3yBaHHS CIIiJ CIIOCTEPIraTd 3a MAI(i€EHTOM, a TAKOX ITPOBOTUTH BiIIOBiTHE
HiATpAMYIOYE JIiKyBaHHS.

1lo06iuni peaxuyii.

[To6iuni peakmii, mpo sSKi HOBITOMIISUIOCS YacTillle, HiX y IMOOAMHOKMX BHNAAKAX, 3a3HAYEHI
HUXKYe 38 CHCTEMHO-OpraHHHMH KJlacaMH 1 3a 9acTotolo. Kareropii 4acToTH BH3HAYAIOTHCH
3a TaKkoK INKalo: Iyxe mommpeni (>1/10), mommumpeni (>1/100, <1/10), HemommpeHi
(=1/1000, <1/100), pimko mommpeni (>1/10000 <1/1000), xyxe piaxo nommperi (<1/10000),
4acToTa HeBiioMa (He MOJXXKHA OI[IHUTH 33 HAABHAMH JaHUMH).

VY xoxHil kareropii 3a 4acToTor MOGIYHI peakIlii MpeNcTaBlIeHi B MOPAIKY 3MCHIICHHS iX
CTYIICHS TSKKOCTI.

Tabmug 10
I1o6iuni peakuii y KIHIYHAX HOCIIJDKEHHSIX
Yacrora | To6iuni peaxuii
[adexuii Ta iHBa3ii
Henowupeni OnepizyBansHUIA Tepriec, IPOCTHil Tepriec, Ha3o(apHHTiT, THEBMOHIs!,

CHHYCHT, TICJTFONIT, iHPEKIlT BEpXHIX TUXATBHHX IUIAXIB, TPUII,
iH(eKii ceYOBUBIAHNX NIISAXIB, TACTPOCHTEPHUT, CEIICHC

Pioko nowupeni I'pubxoBi iHdexItii

Yacmoma negiooma PeaxTuBanis rematuty B*

Jlo6posiKicHi, 3T0SKICHI Ta HEBH3HAYEHI NYXJIMHY (BKIIOYHO 3 KiCTaMH Ta MOJTiaMHK)

Pioko nowupeni CunzpoM Jizucy NyxXJIHHH

Hacmoma negiooma | KpoBOBUIMB y IyXJIHHY/HEKPO3 ITyXJIMHU*

IMyHOJIOTi14HI OpYIIEHHS

Yacmoma negiooma | Auadinaxtuunmit mox*

3 60Ky KpOBOTBOPHOI Ta NiM$paTudHOi CHCTEMHU

Lyoice nowupeni HeifiTponeHis, TpoMOOIUTONEH S, aHEMis

Howupeni TanmuToneHis, heOprIbHA HeHTPOTEHis

Henowupeni TpomOonuTemis, JTiMQoOIeHis, TPUTHIYCHHSA KiCTKOBOT'O MO3KY,
e03uHoGiNis, 301TbIneH s JiMpaTHUHUX BY3IIiB

Pioko nowupeni I'emoniTryHa aHeMist, TPOMOOTHYHA MiKPOAHT10IATis

IopymenHs MeTabomi3My Ta 3aCBOEHHS MOXXUBHUX PEIOBUH

Howupeni Amnopekcis

Henowupeni INimoxanieMisi, M ABHUIIICHHS allETUTY, rimodocdareMis, 3HIKEHHS

areTUTy, 3HEBOJHEHHS, TI0Jarpa, rinepypUKeMis, FinepKaIbIlieMis],
rinepriikeMis, rioHaTpieMis

Pioxo nowupeni Iinepkaniemis, rinoMarHieMist

3 60Ky ICUXiKU

lowupeni bezconns

Henowwupeni Jlempecist, 3HHMKEHHs 1101710, HECTIOKi

Pioko nowupeni Cras cmuryTaHoi CBiZOMOCTI

3 60Ky HEpBOBOI CHCTEMH

yorce nowupeni TonoBHwmi 6inb>

Howupeni 3anamopodeHHs, TapecTe3ii, MOPYINEeHHs CMaKy, 3HIKEHHSI Yy TIIHBOCTI
Henowupeni MirpeHs, COHIMBICTD, HEIPUTOMHICTb, IIepu(eprudHa HEHpOoIaTis,

(3My4eHUX Hir), TpeMOp, KPOBOBUJIMBH Y MO30K

TIOTipIIEHHS ITaM’ ATi, IIOMOOCaKpalbHUH pauKyIiT, chHApoM ExGoma

Pioxo nowupeni ITinBUIIEHHS. BHY TPIHIHBOYEPEITHOT'O THCKY, CYIOMH, HEBPUT 30POBOTO

HEpBa
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Yacmoma Hegiooma

| Ha6psix roosHOro Mo3ky*

3 60Ky oprasiB 30py

Howupeni

Ha6psik noBik, mmigBHIleHa CIb030Te4a, KOH IOHKTHBAIBHI KPOBOTEU,
KOH FOHKTHBIT, CYXiCTh OUe#i, HEUITKICTh 30py

Henowupeni

IonpasuenHs oueii, Giie B ouax, opbiTanbHU# HAOPSK, KpoBOTeHi 3i
CKJIEpH, KPOBOBUIIMBH Y CITKIBKY, OJleapuT, HaOpsIK MaKyIH

Pioxo nowupeni

KarapakTa, riiaykoma, Habpsik Jucka 30pOBOr0 HEpBa

Yacmoma negiooma

KpoBOBHIINB y CKITHCTE TiIO*

3 60Ky opraHiB ciIyXy Ta piBHOBaru

Henowupeni | 3amamopouenns, ITyM y ByXax, BTPaTa CITyXy
3 60Ky cepris
Henowupeni BimuyTrs cepuebuTTs, Taxikapis, 3acTiiHa ceprieRa HelOCTaTHICTE",

HaOpsIK JIETeHiB

Pioxo nowmupeni

Apurwmis, Gibpunsiis nepeacepan, 3ynuHKa cepiid, iHpapKkT Miokap/a,
CTCHOKAP/is, TCpUKApUATEHAN BUITIT

Yacmoma negiooma

[lepukapaut*, TammoHana cepisa™

CyzuHE] mopyimeHHs"

Howupeni

Epnrema, kpoBoTedi

Henowupeni

I'imeprensis, remaroma, CydMypaibHa reMaToMa, OXOIO0JIHHS
KiHIIIBOK, rinoTeHsis, peHomen Pelino

Yacmoma Hegiooma

Tpombo3/embomis™

3 60Ky IUXaNBHOI CHCTEMH, OPraHiB IPYAHOI KIITKH Ta CEPEROCTIHHS

Towupeni

3aIII/IH.IKa, HOCOBA KPOBOTE€YA, Kalll€Jb

Henowupeni

IIneBpanbHUi BUINT, Gilb B TOPJIi Ta TOPTaHi, GapiHriT

Pioxo nowupeni

ITtepuTrammit 6inb, GpiOpo3 NereHis, JereHeBa rineprexsid, JIEreHeBa
KpOBOTEYA

Yacmoma negiooma

T'ocTpa AuxanbHa HeJOCTATHITCH  *, iHTepCTHITINHI 3aXBOPIOBAHHS
JIETeHb*

3 60Ky IIUIYHKOBO-KHIIIKOBOTO TPAKTY

Jlyorce nowupeni

Hynora, miapest, 6:iroBaHHs, TUCIEICis, OilTb ¥ KUBOTI®

Howupeni Merteopusm, 31yTTS KUBOTa, ractpoezodareansHuii pedaroke, 3amop,
CYXiCTb Y pOTi, Ta¢TpHT
Henowupeni CroMaTHT, BUPa3Ku B POTOBiH MOPOXKHHHI, IITYHKOBO-KUIIKOBI

KpOBOTeUi’, BiZlpuKKa, MeJIeHa, €30()ariT, acIuT, BUpasKa NLIYHKA,
OIIIOBAHHS KPOB’10, XEMIIiT, AUCdaris, MaHKPeaTUT

Pioxo nowupeni

Konit, HempoxigHiCTh KANICYHUKY, 3aaIbH] 3aXBOPIOBAHHS
KHADICYHUKY

Yacmoma negiooma

ToHKO-/TOBCTOKHMINKOBA HENPOXiAHICTE*, Iepdopaliis MIIyHKOBO-
KHIIKOBOTO TPAKTy*, NMBEPTUKYIIT*, CyITUHHA €KTa3i% aHTPAIBHOTO
BIJUITY IIITyHKa*

3 60Ky renarobiniapHoi CHCTEMH

THowupeni ITigBuIeHHS PiBHS IEYiHKOBHX (DEPMEHTIB

Henowwupeni I'inep6inipyOiHeMii, renaTUT, JXOBTIHUIS

Pioxo nowupeni TlediHKOBA HEAOCTATHICTE®, HEKPO3 TIEUiHKH

[TIkipHi TOpYIIEHHs Ta NOPYLIEHHS IIi/IIKipHOT KJIITKOBUHH

Jlyoice nowupeni TTepiopbiTaipHuil HAOPSK, NepPMATHT/eK3eMa/BUCHIIAaHHSA

Howupeni CBepOix, HaOpsSK oOIHYYs, CYXiCTh IIKipH, EPUTEMA, ATOIeIis, HidHa
HIiTJMBICTh, peaKilii CBITIIOUYTJIMBOCTI

Henowwupeni ['mifipMyKoBi BUCHNAHHS, 3a0i#, miIBHINEHA NiTIMBICTh, KPOIIUB’ IHKA,

€KXiMO3H, HiABUIIEHA CXHUIBHICTE 10 3a00iB, MIIOTPHX03,
rimomnirMedTanis MmKipH, ekchoNiaTHBHUN TePMATHT, OHIXOPEKCHC,
donikynit, nerexii, mcopias, mypuypa, rinepnirMeHTanis MmKipH,

YarogxeHo 3 MaTepianamu 30

@L PECTPaLitHOrO AoCke

i




6y/I503Hi BUCHIIAHHS, MaHIKyJIiT 2

Pioxo nowmupeni Toctpuit peGpunbHuit HelTpodinpHU nepmaro3 (cnaapoM CBiTa),
3uebapBlieHHs HIirTiB, HaOpsak KBiHke, Be3UKyISIpHI BUCHUIIAHHS,
MyJI6TEGOPMHA €pUTEMA, TCHKOLMTOKITACTHYHUIN BacKyJIiT, CHHAPOM
Crisenca-/[xoHcoHa, TOCTpHil reHepali3oBaHUM €K3aHTEMAaTO3HUM
nycrynpo3 (I'TEIl), nyxupuaTka*

Yacmoma negiooma | CHHIPOM TOJOHHO-IIOIIOBHOI €pUTPOAN3ECTESIT™, TIXEHOI MK
KepaTo3*, YepBOHHMM MIOCKMIA JTMIail* , TOKCHYHUHN enigepMalbHuH
HEKpOTi3*, MEMKaAaMEHTO3HIH BUCHII, 1110 CYIIPOBOJKYETHCS
€03uHOMITIE€I0 Ta CHCTEMHUMH TIposiBaMu*, riceBponopdipis™*

3 OOKY CKEJIETHO-M S130BOi CHCTEMH Ta CIOJIYYHOI TKAaHHHH

Lyoce nowupeni M’s130Bi cria3mu Ta CyfOMH, M’ I30BO-CKEJICTHUH O11Th, y TOMY UHCII
Mialrisi, apTpairis, KicTkopuit 6iip'°

Iowupeni Habpsix cyrino6iB

Henowwupeni CkyTicTb cyro6iB Ta M’si3iB, OCTEOHEKPO3™

Pioxo nowupeni M’s130Ba cabKicTh, apTpUT, pabaoMioniz/MionaTis

Yacmoma negiooma | 3aTpuMKa pocTy B AiTei*

HupkoBi opyIIeHHs Ta po3/Iay CEUOBUAUIFHOI CHCTEMH

Henowupeni Binb y ainsHI{i HAPOK, reMaTypis, rOCTpa HUPKOBA HEJOCTATHICTD,
301BIIEHHS YACTOTH CEYOBUITYCKaHHS

HYacmoma nesiooma XpoHiYHA HUPKOBA HEIOCTATHICTh

3 00Ky penpoayKTHBHOI CHCTEMH Ta MOJIQUHHUX 3aJI03

Henowwupeni I'inexoMacTisl, epexTHIFHA TUCYHKIIIS, MEHOparis, HeperyJIsipH1
MeHCTpYyallii, cekcyaabHa AUcHYHKISL, Oib y cOcKax, 301IbIIEHHS
rpyaei, HaOpsK MOITOHKH

Pioko nowupeni JKoBTe TijIO 3 TEMOparivHiMM BMiCTOM/TeMOpariyHa KicTa sieqHuKa
3aranpHi pO3NIaaH

Lyoce nowupeni 3arpumMka pigviHy 1 HaOpSIKU, BTOMa

Howupeni CnabkicTh, TimepTepMisi, aHacapka, 03H00, CKyTICTb

Henowupeni Bine y rpyasx, He31y»KaHHS

JlocmipKeH s

Lyosce nowupeni 30iIbIIEHHS MaCH Tijia

Howupeni 3MeHIIeHHS MacH Tijla

Henowupeni ITinBuineHHs piBHS KPeaTHHIHY KPOBi, MiJBHIIEHHS PiBHS

KkpeatuHbochoKiHa3H KPOBi, HiBUINEHHAS PiBHS JIAKTATACTIAPOTeHA3H,
IiIBUINEHHS piBHA JIyxHO1 docdaTa3n KpoBi

Pioxo nowupeni ITixBUINEHHS piBHS aMiTa3y KpPoBi

* NMawi tumm peaxuidt Oymum 3adixcoBani, roJOBHAM YHHOM, Y MOCTMAapKeTHHIOBUH IEpioJl 3aCTOCYBaHHS
iMaTUHIOY. BoHM BKJIFOYAIOTH CIIOHTAHHI MOBIOMIEHHS PO BHIEKM, a TAKOX cepiiosHi HebaxaHi edexry, axi
criocTepiramucst mi 9ac TPHBAIKX AOCHTIIKEHb, IPOrpaM i3 PO3MIMPEHHM JOCTYIOM, TOCIIIXEHb KIiHiIHOI
(bapmakosorii Ta iCIMTOBAX IOCHIMKEHL 3aCTOCYBaHHA [03a 3aTBEPMKEHHMH NOKa3aHHSMH. OCKiNBKM JaHi
peaxuii croctepiraiucs B MOMYJIALIAX HEBM3HAYSHOI YHMCEIBHOCTI, HE 3aBXKIM MOXHA JOCTOBIPHO BU3HAYMTH
iXHIO 9acTOTy 260 BCTAHOBUTH ITPUYHHHO-HACKIAKOBU 3B’ 130K i3 3aCTOCYBaHHAM iMaTHHIOY.

! Tlpo NHEBMOHIO TOBIAOMIANOCH HalbacTime y maiieHtiB i3 TpaHcdopmosasolo XMJI Ta mauientiB 3i
[LTyHKOBO-KHAIIKOBUMH CTPOMAIbHHMH Iy XJTHHAMH.

2 Ilpo ronoBpMi Oine HAaWuYacTiE IOBIFOMIIOCH Y MALIEHTIB 3i INIYHKOBO-KUIIKOBHMH CTPOMAIBHHMH
IMyXJIHHAMH.

3 Ha ocHOBi po3paxyHKy NaIli€HTO-POKIB IIOPYIIEHHS QYHKIii cepls, B ToMy dYMch 3acTiliHa ceplesa
HEOCTAaTHICTD, YacTillle CIOCTEPITANKCE Y NAIieHTIB i3 TpaHchopmoBaHowo XMJI, Hix i3 xponiaroro XMJL

* Bimuy s npuiiuBY KpoBi HaifgacTime criocTepiraioch y MAUIEHTIB 3i MUIYHKOBO-KMIIKOBHMH CTPOMAJIbHAMHU
NyXJIMHAMH, & KpOBOTedi (reMaToMHM, remoparii) — y Mami€HTiB 3i IITyHKOBO-KHIIKOBUMH CTPOMAJIbHHUMU
ImyxJuHaMH Ta TpaHchopmoBaHoro XMJI (XMJI-AP ta XMJI-BC).

> Tlpo mIeBpalbHYii BHINT YACTINIE MOBiOMIANOCA y MAIEHTIB 3i OLTYHKOBO-KHIKOBMMH CTPOMAILHHMH
ITyXJIMHAMY Ta HaieHTiB i3 Tpancdopmopanoro XM (XMJII-AP ta XMJI-BC), Hix y Mami€eHTiB i3 XpOHITHOWO
XMIL
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57 Bink y *MBOTI Ta IIUIYHKOBO-KUIIKOBI KpoBOTeYi OyNi HAWYACTIIIMMH Y NALICHTIB 31 LTy KOBO-KHIIKOBUMHE
CTPOMATFHAMH ITyXJIMHAMM.

8 TToBimomisocs po AesKi NeTANBHI BUNAAKH NETiHKOBOT HEAOCTATHOCTI T4 HEKPO3Y MEUiHKH.

¥ M’30BO-CKeNETHUI Giib Mif 9ac JTiKyBaHHg iMaTHHIOOM ab0 TIiC/Is IpUMUHEHHS JIiKYBAHHSA CIOCTEPIrany mijx
Tac IIOCTMAPKETUHTOBUX HOCIIIKCHE.

10 M s130B0-CKeneTHHIA Ginb Ta moAiOHi peakuii yacrinte cioctepiranicey y mamientis 3 XMJI, Hix y HauieHTiB 3i
HLTYHKOBO-KWIIKOBUMH CTPOMATEHIMH Iy XJIHHAMM.

11 TMopimomustocs mMpo NeTanbHi BUNAAKH y TAIi€HTIB 3 Mi3HIMH CTAXiSMM 3aXBOPIOBAHHS, TSKKAMH
iHGexuiaMy, TAKKOI HEWTPOTICHIEIO Ta iHINMMH CEPHO3HIMU CYYTHIMH pO3NaniaMH.

12 Bxiogaiouu By3JIyBaTy eputemy.

3MiHM B 1a00pATOPHUX MOKA3ZHUKAX

I'emamonocia

ITpu XMIJI y BCiX HOCTKEHHSX TOCTIMHO Bi3HAYAINCS IMTONEHIT, OCOOIUBO HEHTpOIIECHIS
1 TPOMOOITUTONEHIS, 13 MPUITYIMEHHSAM, [0 OUTBII BHCOKA YAacTOTa CHOCTEPITAETHCS NPHU
BUCOKHX f103ax >750 mr (¢aza I nocnimxens). [Ipore mosBa nuTomneHii TakoXx 9iTKO 3aJI€KATh
BiJl cTafii 3aXBOpIOBaHHS, 4YacToTa 3 1 4 cTymeHs HelTponeHii (a0coyfoTHa KUIBKICTh
meiitpodinie <1,0 x 10°m) i TpomGoumronmerii (kimbkicTe TpombomuTie <50 x 10°/m)
npubmi3HO B 4-6 pasie BuIna y ¢asi 6nacTaol kpusu Ta ¢asi akcenepamnii (59-64 % 1 44-63 %
Ui HefitponeHii i TpoMOOIUTONEHIT BiAMOBIHO) MOPIBHSHO 3 mNalieHTaMH 13 BIeEpIIe
nmiarHoctoBaHoro XMJI y xpomiunii ¢azi (16,7 % - wmelitpomenis 1 8,9 % -
TpoMbouuToneHis). [Ipu Briepine miarnocToBaniit Xponiuniit ¢pasi XMJI veitrponenis 4 knacy
(abcomoTHa KinbKicTh He#Tpodimis <0,5 x 10%1) i TpombGonmuToneHis (KiIBKIiCTh
TpoMmOboruTiB <10 x 109/JI) crioctepiramucs B 3,6 % i <1 % nauienTiB BimnosigHo. CepenHs
TPHUBAIICTh €Mi30iB HeHTpomeHii i TpoMOomuTOmEHIi 3a3BHYaii KOnMBaeThes Bifg 2 10 3
THXHIB 1 Bil 3 10 4 TwxHIB Biamosigno. [lomiOHi peaknii MOXXHa KOHTPOJIOBATH 3a3BHUait
IIUISIXOM 3HVDKEHHS JI03d a00 TUMYaCOBOTO TMPUITHHEHHS JIIKyBaHHS IMaTAHIOOM, aje JIuIne y
MIOOIMTHOKHX BUTMAAKAX MOXK€E BHHHKHYTH HEOOXiIHICTh HOCTIMHOIO MPUIMHEHHS JIIKYBaHHS.
V nireit, xBopux Ha XMJI, HalfgacTimmmu nposiBaMu TOKCHYHOCTI Oyna nuToneHis 3 ab6o 4
CTYIIEHS, BKIIOYHO 3 HEHTpPONEHi€ro, TPOMOOIMTOIEHIEID Ta aHeMi€lo. BoHM mnepeBakHO
CHOCTEPIraroThCS MPOTATOM HEPIINX KiJBKOX MICAIIB Teparrii.

VY mpomeci AOCHiPKEHHS y TAIli€HTIB 13 HeomepabGenbHUMH i/abo meractatmuHumu ['ICIT
anemis 3 i 4 crynens Oyna 3apeectpoBana B 5,4 % i 0,7 % naiieHTiB BiIIOBITHO, III0 MOXeE
OyTH TOB’S3aHO 31 I[UIYHKOBO-KWUIUKOBUME a00 BJIacHE MyXJIWMHHAMH KpOBOTEYaMH,
npuHaiMH] B JedKuX i3 uux manientis. Heifrponenis 3 i 4 knacy Oyna 3apeectpoBana y 7,5 %
12,7 % manieHTiB BiAMOBiIHO, a TpoMOonuTomeHist 3 crynens — y 0,7 % xBopux. Y XOAHOTO
" manieHTa He 3adikcoBaHO TpoMOOIUTONEHIT 4 Kiacy. 3MEHIICHHS KiJIbKOCTi JIEHKOIUTIB Ta
HelTpodiniB BiAOYBAIOCS MEPEBAXKHO IIPOTACOM IMEPLIAX INECTH TYDKHIB TEpamii 3 BiIHOCHO
cTaOlIPHIMY 3HAYCHHSIMH TICIIA IBOTO.

bioximia

3HayHe MiOBUINEHHS piBHS TpaHcaminas (<5 %) abo Oimipybiny (<1 %) BigzHadanocs y
xBopux Ha XMJI i 3aspuyail migmaBaocs KOPEKIil NUIAXOM 3MEHIIEHHS [03u abo
IEepeprUBaHHs Teparlii (CepeaHs TPUBAIICTh TAKMX CMi30/iB CTAHOBHJIA IPUONM3HO TIDKICHBD).
JlikyBaHHS OyJI0O OCTaTOYHO TPHIMHEHO BHACIIMIOK MOpPYIICHHS JabOpaTOPHUX IEYiHKOBHX
MOKa3HUKIB MeHII HiX B 1 % xBopux Ha XMJIL. V narmientiB 3 I'ICII (mocmimkenus B2222)
criocrepiranocs migsuinenns pieas AJIT (ananinaminorpancepasm) 3 i 4 crynens (6,8 %) i
piBas ACT (acmapraraminorpanctepasu) 3 i 4 crynens (4,8 %). IligsuimeHHs piBHA
61nipyOiHy crocTepiraaocs MeHIe HiX v 3 % BHIaaKiB.

3apeecTpoBaHi BHUMAAKH ITMTONITHYHOTO 1 XOJECTATHYHOTO TENaTHTy, a TAKOXK IEe4iHKOBOL
HEJOCTATHOCTI, 1IHKOJIA 3 JETAIGHHM HACTiZKOM, Y TOMY YHCII B OJHOrO TAII€HTa, SIKUH
3aCTOCOBYBAB BUCOKI O3 IMapareTamouy.

Onuc okpeMux MOOIYHMX peakiriii

Peaxmusayis zenamumy B

3aikcoBaHO peakTHBALifO rematuTy B y mamieHTtiB micis npuiiomy inriditopa BCR-ABL-
tupo3nskinazn (ITK). V geskux Bumajgkax 1ie CIPAYMHHUIO TOCTPY EYiHKOBY HEJOCTATHICTh
abo rematut i3 ¢GyNEMiHAHTHHUM TepeGirom, MO BHUMAraio TPaHCIDIAHTAIil IMEYiHKH abo
MPU3BOJIUIIO IO JIETANHHOTO HACHIJAKY.
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[oBiToMIEHHS PO Ii/I03pIOBaHI MOOIYHI peaxiil

3BiTHicTh Npo HepexbadyBani mobiudi peaxuii miciisi peecrtpariii Jlikapchbkoro 3aco0y mae
BaXIHBe 3HaueHHs. lle jgae 3Mory MpoOAOBXKYBAaTH MOHITOPHHI OalaHCy KOPHCTh/PH3HK
mikapcekoro 3aco0y. Iadopmamito mpo Oyms-siki nepeabadyBaHi HOOiYHI peaxmii cimif
[I0J[aBaTH BiIOBIIHO 4O BUMOT 3aKOHO/IABCTBA.

V namniedTiB i3 MN3HIMH CTamisMH 3JIOSKICHMX HOBOYTBOPEHH MOXIMBI YHCICHHI CYIyTHI
[DATONIOTIYKi CTaHM, IO YCKIA/JHIOE BCTAaHOBJICHHS NPHYMHHO-HACHIAKOBOIO 3B’SA3KY
moOiYHMX peakrii yepe3 pPi3HOMAHITHICTH CHMIITOMIB, TOB’S3aHHMX 3 OCHOBHHM
3aXBOPIOBAHHAM, HOro MpOrpecyBaHHSM, a TAKOX HapaleNbHUM IPU3HAYEHHAM YHCICHHHX
TiKapchKUX 3aco0iB.

ITig yac xnimiuaux nociuipkeHs XMJI mpUIUHEHHS TPHIAOMY JKapChKOro 3acoly depes
NOB’43aHi 3 HUM MoOiYHI peakiii cnocTepiranocs y 2,4 % XBOpHX i3 BIepiie BCTAHOBICHHM
miarHo3oM, v 4 % mamicHTiB i3 [i3HGOK XpoHIYHOIO (asoro micias HeedeKTHBHOI Tepamii
inteppeporom, y 4 % mamienriB y ¢asi akcenepamil micns Hee(eKTHBHOI Teparmii
inTeppeporom i 5 % naiienris B mepiox OGmactHoi Kpu3u micns HeeeKTHBHOI Tepamil
inrepdeponom. ¥ pasi I'ICII 3acTtocyBanHs AOCTIKYBaHOrO Ipenapary Oyno IPHIMHEHO
yepes HebaxaHi peakilii, OB’ s3aHi 3 Horo npuitoMoM, y 4 % Talli€HTiB.

[MoGiuni peaxrii 6ynu MOMIOHMMHU IPAKTAYHO JUIS BCiX [OKa3aHb, 32 BHHSATKOM IBOX. Y
xBopux Ha XMJI cmocrepiranacs Ginblia 4acToTa Mi€Jocynpecii MOpiBHAHO 3 XBOPUMH Ha
['ICII, 1m0, AMOBIpHO, IIOB’SI3aHO 3 OCHOBHHM 3aXBOPIOBAHHIM. Y JIOCIHI/DKEHH] Y NAIli€HTIB 13
HeomnepabennaumMu 1/a60 Meractarmyaumu  [ICIT 7 (5 %) namieHTiB ManyM ILIyHKOBO-
KAIMKOBI  KpoBoTeui 3/4 3a mKamor0  KpUTepiiB  TokcwmuHocTi (3 XBOpHX),
BHYTPIlIHBEONYXJMHHI KpoBoTeui (3 xBopmx) abo i Te # imme (y 1 mamienra). Illmynxoso-
KHIIKOBI JIOKami3amii MyXJIMH MOIJIM OyTH JKEpesioM IUIYHKOBO-KHUIOKOBHX KPOBOTECH.
ITLIyHKOBO-KHIIKOBI Ta MYXJIMHHI KpOBOTeYl MOXYTh OyTH HEOE3NEUHMMH IS XKMUTTH, a
iHomi M Marwm neraneHME Hacmigok. Hadnommpenimmmu (>10 %) moGIiYHNMH peakIlisMy,
[OB’S3aHMMH 3 NPUHOMOM JIKapChKOTO 3acoby, B 000X Bumaakax Oyim Jerka HyzaoTa,
O/moBaHHs, Jiapes, OUTb Yy JKABOTI, BTOMA, Mialris, M’s30Bi CYAOMH ¥ BHCHIIaHHI.
IMoBepxHeBi HAOPAKM YACTO BIA3HAYAIMCS B YCIX JOCIIKEHHSX 1 Oynu onHcaHi MEPEBaXHO
K mepiopOitanbHui HAOpsK ab0 HAOPSKH HIDKHIX KiHIiBoK. OmHak 1i HAOpAKH piako Oyam
TSOKKMMM i KOPHTYBAIKMCS CEYOTIHHHUMH 3aC00aMH, iHIIMMHE HiITPUMYIOYHMH 3acobamu abo
IIUIIXOM 3MEHIIIeHHS J03H IMAaTHHIOY. .

Ilpy noexnanni imarumiby 3 BHcokuMH no3amu Ximiorepanii y Ph+ I'JUI namientis
crocrepiraiacs TPaH3UTOPHA IEYIHKOBA TOKCHUYHICTH Yy BHIVSAl IiJBUINEHHSA pIBHA
Tpancaminas Ta rinepbinipyOinemii. BpaxoByroun oOMexeHi aHi 3 Oe3mexu, Mo6iuHl peakiii
y' IiTei, Mpo sKi MOBIZOMIIAIOCS O IBOTO 4Yacy, 3icTaBHi 3 mpodinem Oe3nexku y AOPOCIHX
narienTis 3 Ph+ TJUL [Ipodins 6e3nexn mna aiteit 3 Pht [JIJI € myxe oOMexeHHM, OJHAK
HOBHX NHTAaHB IM0/I0 Oe3NeKH BUSABIEHO He Oyo.

PisHi moOiuni peaxuii, Taki s IUICBPUT, aCIUT, HAOPSK JEreHiB i MBHAKE 301IbINICHHS Macu
Tila 3 IIOBEpXHEBMMM HaOpskamMu abo 0e3 HHX, MOXYTh OyTH 3arajJloM BH3HAUEHI SK
sarpuMka pigmad. [lomiOni peakrii 3a3BW9ail MOXKHa KOHTPOIIIOBATH 32 JOIIOMOTOIO
IiypeTHKIB i THMYAaCOBOr0 IPHIIMHEHHS MpUioMy iMaTHHIOy Ta {HIIMX BiINOBITHMX 3aXOMiB
migrpuMyrodoi Tepamii. OfHak neski 3 IMX peaknif MOXyTh OyTH CEpHOHMMH YH
HeOE3NEeYHUMH JUIS XKUTTS, JesAKi 3 HallieHTiB i3 OJIACTHOIO KPHU30K0 Ta CKIaAHUM KIIHIYHEM
aHAMHE30M IUIEBPALHOTO BHIIOTY, 3acTiHOI cepieBOi HENOCTATHOCTI Ta HHUPKOBOL
HEJOCTATHOCTI NOMepIH. Y TeIiaTpHYHUX KIIHIYHUX BHIPOOYBAHHIX HE 3pOOJIEHO OKPEMHUX
BHCHOBKIB IIOJ0 Oe3MeKH.

Tepmin npuoamnocmi. 3 poKu.

YmoBHu 36epiranns.
Lleit mikapcbkuif 3aci6 He BUMArae crenialbHUX YMOB 30epiraHssl.
36epiraT y HeJOCTYIIHOMY JIJIS AiTE€H MiCIIi.
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YnakoBka.

s 0o3yeanns no 100 me:

o 10 Tabnerok y Gmicrepi; mo 1, 6 abo 12 GricrepiB y KapTOHHIH KOPOOIIi.
Lns 0ozyeanns no 400 me:

no 10 Tabnerok y 6micrepi; mo 1, 3 abo 6 GuictepiB y KapTOHHi# KOpoOi.

KaTreropis Bizmycky. 3a peentom.
Bupoonuk. KPKA, g.1., Hoso Mecto, CrioBeHis.

Micue3Haxo)KeHHsI BUPOOHHKA TA aJpeca MicHs NPoBaX)KeHHsA HOro AiIbHOCTI.
[IImap’emka necra 6, 8501 Hoso mecto, CroBeHisl.

Bupoonuk. KPKA-®APMA x.0.0., XopBarTis.

MicuesnaxoaxeHHs BHPOOHHKA Ta apeca MicIs POBAakeHHA Horo JisIbHOCTI.
B.Xonepua 20/E, 10450 Sctpebapcko, Xopraris.

JlaTa ocTaHHBOTO MeperJsiay. Y3romxeHo 3 matepianamu
peecTpaLiiHoro gocke
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