IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IMATHHIB I'PIHOEKC
(IMATINIB GRINDEKS)

Cknao:
ditoua pevosuHa: imatinib;
1 kamcyna tBepaa mMictuth 100 Mr iMmaTuniOy (y BUrnsami imatunioy me3unary);

0ONOMIJCHI peuosuHU: TIPOCOJIB (11eJ110/103a MIiKPOKPHUCTAJliuHa, KPEMHI0 ITiOKCHU[ KOJIOIMHUMN
0e3BOOHUIT), KPOCIOBIIOH, TaJIbK, MarHilo cTeapar;

Kancyaa (kopnyc ma Kpuweuka): 3amni3a okcup yepBonuii (E 172), 3amiza okcup xkostuu (E 172),
tuTany piokcup (E 171), xenmaTuH.

Jlikapcbka ¢popmMa. Kamncynu TBepgi.

OcHoeHi (hi3uko-ximiuHi 81acmugocmi: TBEPA1 KEJTaTUHOBI KalCyJId KOPUUYHEBO-0PaHKEBOI'0
KOJIbOPY. BMiCT KaIcyn - MOpoIoK Bif 6i10ro go CBiTI0-2KOBTOr0 ab0 KOPUYHIOBATO-3KOBTOI'0
KOJIbOPY.

dapMmakoTepaneBTHYHA rpyna. AHTUHEOIIaCTAYHI 3aco0u, inribitopu Tupo3uHkina3u BCR-ABL.
Kom ATX LO1EAO1.

dPapmakono2iuHi e1acmueocmi.
®apmakoduHamika.

ImaTuHi6 € iHTiGiTOPOM MIPOTEIHTUPO3UHKIHA3HY, AKUW CUILHO IPUTHIUYE TUPO3UHKiHa3y Ber-Abl in
vitro, Ha KJIITUHHOMY Ta in vivo piBHSX. 115 crionyka BubGipkoBO IpUTHiUye mpoiideparito Ta
CTUMYJIIO€ anonTo3 y Bcr-Abl-mo3uTUBHUX KITITUHHUX JTiHIAX, @ TAKOXK Yy IIOMHO YpakeHUX
JIEMKEMIYHUX KITiTHHAX Y TAIli€HTiB 3 HAasSBHICTIO B JIelKonuTax ¢inamensdiicbkoi XxpOMOCOMH IIPU
XPOHIYHOMY TO3UTUBHOMY Mienoneiikosi (Rh) Ta 3 rocTpoio nimpob1acTHO0 TedKeMiEL0.

In vivo crionyka BUSIBMISIE TPOTUIYXIMHHY aKTUBHICTh TP MOHOTepaIlil Ha Moperi Ber-Abl-
TIO3UTUBHUX MMyXJIUHHUX KIITUH Y TBapuH. Kpim Toro, iMaTHHIO € cunbHUM iHTi6iTOpOM penenTopa
TUPO3UHKiIHA3¥ BifTHOCHO TpoMbomuTapHOTo dakropa pocty (TOP) i pakTopa eMOpioHanbHOI KIITUHI
(PEK), c-Kit Ta mpursiuye TOP- Ta ®EK-omocepefikoBaHi 3MiHu 3 00Ky KJIiTUH. In vitro imaTunio
IPUTHiYye npomidepariio i CTUMYIIOE alloNTO3 y KJIiTUHAX IUTYHKOBO-KUIIKOBOI CTPOMAsbHOI



nyxnunu ([ICT), mo BupaXkaeThCs B aKTUBAllil MyTatiii kit.

KonctutyTuBHa akTuBalisa perentopa TOP a6o Ber-Abl mpoTeiHTHPO3UHKIHA3Y € PEe3yIhTaTOM
iHTerpatiii 3 pisHOMaHiTHUMH OinKaMu abo cTuMynslll cuatedy TOP, mo Oynu 3anydeHi y maToreHes
MIC/MII3 (MienopucnnacTUYHUX/MiemonpomihepaTuBHUX 3axBopioBaHb), [EC/XEJI
(rimepeo3nHOMINBHOTO CHHAPOMY/XPOHIYHOI €03uHODiNbHOI NerikeMmil) i DFSP (BunuHawoumnx
nepmartodidpocapkom). IMaTuni6 iHribye curHan go nposmidepatii KIiTHH, 0 CYIIPOBOIKYIOTh
ne3aktuBoBaHui TOP Ta misinpHiCTL Ber-Abl Tupo3uHKiHaA3M.

EdexTtuBHicTh mpemnapaty 6a3yeThCS Ha 3BUYANHUX T€MATOJIOTIYHUX Ta IUTOT€HETUYHUX
IaHUX PiBHA BiAMOBiAi Ha JTiKyBaHHS Ta TPUBAJIOCTI KUTTS 6e3 MporpecyBaHHs XBopoOu mpu XMII,
Ha 3BUYAWHMUX T€MaTOJIOTIYHUX Ta IIMTOreHETUYHUX JaHuX piBHS Bigmorimi mpu Ph ['J1JI, MIC/MII3
(MienopuCIIaCTUYHUX/MiETONPOIiepaTUBHUX 3aXBOPIOBAHHAX) Ta Ha 00'€KTUBHUX BiATIOBIgIX IpU
I'ICT Ta DFSP (HeonepabenbHiil BUMIMHAIOYi# qepMaTodibpocapkomi).

dapmakokiHemuxka.

Hito iMmaTuHiOy BUBYaIu Ipu BBEOEHHI B gianma3oHi 703 Bifg 25 mo 1000 Mr. ®apmMakoKiHeTUYHI
npodini anamizyBanucs y 1-i meHb, a TaKOX Ha 7-# ileHb ab0 Ha 28-1 eHb, KoJu 6yJI0 JOCATHYTO
PiBHOBaXXHUX KOHIIEHTpaIill iMaTuHIOY y 1my1a3Mi KpoBi.

BcMOKTYBaHHS

Cepenns abcomoTHa 6i0OOCTYIHICTD MTpenapaTy CTaHOBUTH 98 %.

KoedirienT Bapiaril ansg AUC iMmaTuniOy y mma3Mi KpoBi Mae pi3Hi piBHI y mallieHTiB 1pu
IIepopabHOMY IPUIOMI.

[Tpu npu3HadeHHi mpenapary 3 kelo i3 BUCOKMM BMiCTOM KUPiB MOPiBHAHO 3 IPUAOMOM
HaTIeceplie Bil3HAYa€ThCSA He3HAUYHE 3HUXKEHHS CTyIIeHsI BCMOKTyBaHHS (3MeHLIeHHd C, .
imatuniby Ha 11 % Ta mogoBxkeHHA t,,, Ha 1,5 rogunu 3 He3HayHUM 3MeHIIeHHAM AUC Ha 7,4 %).

BriniuB paHillle nepeHeceHoro Xipyprivdoro BTpy4aHHs Ha IITyHKOBO-KUIIIKOBOMY TPAKTi Ha
BCMOKTYBaHH4 IIpernapaTy He BUBYAJIU.

Posmopin

3a maHUMU OOCIIKeHb in vitro Mpy KIiHIYHO 3HAYYIIUX KOHIEHTPaIlisIx TpubnusHo 95 % imaTuniby
3B’I3y€ThCS 3 OiNIKaMu I1a3MU KPOBi (TOJIOBHUM YHHOM 3 aTbOYMiHOM Ta KUCJIUM O-TJIiKOIIPOTEinoM,
HEe3HAYHOI0 MipOI0 - 3 JIIOIPOTEIHOM).

Mertabonizm

T'onmoBHUM MeTaboJiTOM iMaTHHIOY, SKUH ITUPKYIIOE ¥ KPOB'SHOMY Pycli, € N-meMeTuIb0BaHe
ninepa3uHOBE MOXiMIHE, 1110 IeMOHCTPYE in Vitro MOTYyXKHICTb, MOAIOHY OO MOTYXKHOCTI IT0YaTKOBOI
peudoBuHHU. [Ima3moBa AUC 1150r0 MeTabomiTy CTaHOBUTH TimbKu 16 % AUC mns iMmaTunioy.
3B’si3yBaHHA 3 OiikamMu 11a3Mu KpoBi N-meMeTHIb0BaHOTO MeTaboIiTy mofidHe J0 3B’ sI3yBaHHS
II0YaTKOBOI CIIOJIYKH.

ImaTuHi6 Ta N-TeMeTUIb0BaHUM MeTa0OIiT pa30M CTAaHOBMIATH OJIU3bKO0 65 % HUPKYII0I0Y01
pamioakTuBHOCTL (AUC (,,45)). PemTy mupKyn0040l pafioaKTUBHOCTI YTBOPIOIOTh YUCETbHI
OPyropsimHi MeTabomiTy.



3a maHWMU OOCHiAXKeHb in vitro BctaHoBneHo, mo CYP3A4 € ocHoBHUM ¢pepmeHTOM P450
JIOOWHYU, IKUW KaTanisye OioTpaHcdopmalrito iMmaTuHiOy. I3 rpynu noTeHLiMHUX MTpenaparTiB
[JI1 OMHOYACHOT0 JTiKyBaHHA (aleTaMiHO(EH, allMKIIOBip, aJ0NypPrUHON, aM(pOTEPULIKH,
uTapabid, epuTpoMinuH, GIYKOHA30J, OKCUCEeYOBUHA, HOPQPIOKCAIMH, TEHIUiH V) TinbKu
eputpominuH (IC,, 50 mkm) i pnykonaszon (IC,, 118 mMrM) mokasanu iHriOyouy mito Ha
MeTabomi3M iMmaTrHIOy, SKa MOXkKe MaTH K/TiHiuHe 3Ha4YeHHS.

ImaTHHi6, 32 HAHUMU OOCIIXKEHD in Vitro, MoKa3as, 1[0 MoXe 0yTH KOHKYPEHTHUM
inriditopoM Mapkepa cyocrparis CYP2C9, CYP2D6 i CYP3A4/5. 3nauenns K, y mikpocomax
MIeYiHKY JTIOOUHYU cTaHoBUiIO 27, 7,51 7,9 MKMOJB/T BiiOBigHO. MaKcuMalbHa
KOHIIEHTpallis iMaTuHiOy y M1a3Mi KpOBi IaIliEHTIiB CTAHOBUTH 2-4 MKMOJIb/JI, TOMY MOXKJIABE
ranbmyBaHHs CYP2D6 ta/abo CYP3A4/5-meTabo05i3aMy OTHOYACHO BBEIEHUX JTIKapChKUX
3aco0iB. IMaTuHIO He BTPy4YaEThCS y GioTpaHchHopMaIriio 5-hTopypauuiy, amae
ranbMye MeTaboi3M MmaKIiTakceny B pe3y/ibTaTi KOHKYpeHTHOTo iHri0yBauHs CYP2C8 (K, =
34,7 mkm). Take 3Ha4eHHd Ki € 3HaYHO BUIMM, HiXK OYiKyBaHa IIJla3MOBa KOHI[EHTpaIlis
iMaTuHiOy y mallieHTiB, TOMY HeMae€ IifgCTaB 04iKyBaTH B3a€MOZIil IpU OOHOYACHOMY
BBEMIEHHI 5-propypauuny abo nakiiTakceny 3 iMaTUHIOOM.

BuBengeHHsa

ITicna mepopanbHOTO 3aCTOCYBaHHS ' -C-MiueHOro iMaTuHiOy npu6au3Ho 81 % BUBOMUTHCS
IPOTATOM 7 OHIB, 3 KanoM - 68 % BBefeHOl 0o3H, 3 cedeto - 13 % mo3u. Y He3aMiHeHOMY CTaHi
BHUBOIUTHCS TpubIu3HO 25 % mo3u (20 % 3 KanoM Ta 5 % i3 cedelo). PelliTa BUBOIUTHCS y BUTISAOL
MeTaboJIiTiB.

dapmMakoKiHeTHKA Y I1J1a3Mi KPOBi

[Tepion HaniBBUBeNEeHHS t,, iMaTUHIOY Y 3H0POBUX HOOPOBOJIBIIIB CTAHOBUTEL MIPUOIN3HO 18 rogus, 1o
IifTBepKYy€e TOM (akT, 1110 IpU3HaYeHHs npenapaty 1 pa3 Ha go0y € IpuiHATHUM. Y Oiana3oHi go3
Bim 25 mo 1000 Mr cmocTepiraeTbcs npsiMa JiHiHa 3anexkHicTe AUC Bim BenuuuHu mo3u. [Ipu
BBe[IeHHi IIOBTOPHUX 103, TpU3HaYeHux 1 pa3 Ha no0y, hapMaKoKiHeTHKa iMaTuHiIOy He 3MIiHIOETHCS,
KyMYJISIisg IIpenapaTy py MOoCTikHOMY npuitoMi mo3u 1 pa3 Ha mo0y cTraHoBuia Bifg 1,5 mo 2,5 pasa
OijIbIlle Bif ITOYATKOBOI'O 3HAUEHHSI.

dapMaKOKiHEeTHKA Y MALEHTIB i3 racTPOiHTECTUHATBHUMY CTPOMAILHUMY MYXJIHHAMUA

Y nmarientis 3 I'ICT ekcro3utis 6yna y 1,5 pa3a BuIIolo, HiX y namienTis 3 XMJI, mpu 3acToCcyBaHHi
Tiel x mo3u (400 mr). 3a nomepenHiM aHanizoMm papmMakokineTuku y natientis 3 [ICT Oynu
BCTAHOBIIeHi Tpu 3MiHHi (anpOyMiH, nedKkonuTy i 6imipy06iH), 1110 MaIu CTAaTUCTUYHE BiIHOIIEHHS 10
(dbapMaKOKiHEeTUKHY iMaTUHIOYy. 3HUKEHHS PiBHS anbOyMiHy CIPUYKHSIIO 3MeHIIeHHs KiipeHcy (CL/F),
a TaKOX OilbIl BUCOKUY PiBeHBb JIEMKOLMUTIB, 1110 Mpu3Beso no ckopoueHHss CL/F. OgHak 1i moKa3HUKU
He € MOCTAaTHBhO 3HAUYIIUMH, 11100 KOPUTYBATH MO3U. Y IIil KaTeropii maiieHTiB HasgBHICTh METACTa3iB
y MediHlli TOTeHIINHO MOXKe MPU3BECTH [0 MTeYiHKOBOI HEOCTATHOCTI Ta 3HUXKEHHS MeTa0oi3My.

dapMaKOKiHeTHKa IONYIALIN

3a GpapMaKOKiHETUYHUMY [JaHUMHU y TalieHTiB i3 XMJI OyB BCTaHOB/IEHUI HEBEJIUKUH BIJIUB BiKy Ha
00’eM posmnopminy (12 % 306inbiIeHHs y XBOpPUX BikoM Oinbiiie 65 pokiB). 1110 3MiHy He MOXKHa BBaXKaTu
K/IIHIYHO 3Hauy1010. byB Bil3HaueHWI HEBEJIUKMU BIIJIUB MaCH Tijla Ha BEJIUYUHY KIIiPEHCY
iMmaTuniOy; A4 HaLieHTiB 3 Macoio Tijla 50 KT cepefiHil KIipeHC CTaHOBUTSL 8,5 JI/TOf, a OIS Malli€HTiB



3 macoto Tina 100 kr cepepHiu KiipeHc 3pocTtaTtume 10 11,8 n/roa. Lli 3MiHM He € JOCTaTHLOIO
MigCTaBOIO AJIST KOPEKIIil 03H, SIKy BU3HAYalOTh BiIMOBITHO A0 Macu Tina. PapMaKoKiHETHKA
iMmaTuHiOy He 3a7eXUTh TaKOX Bif CTaTi.

dapMaKOKiHeTHKA V OiTen

4K i y gopocnux nauieHTiB, iMaTHHIO y AiTel MBUAKO BCMOKTYBABCS MiCIIS IPUHOMY BHYTPIIIHBEO B
060X (aszax moCIIiaXKeHb. 3aCTOCYBaHHA OiTAM y Ho3ax 260 Ta 340 Mr/m*/go6y mocsarae TakKoro X
KJIIHIYHOT0 3Ha4eHHs, sK npu no3ax 400 mr ta 600 Mr y mopocnux natieHTis. [IopiBHaaHa AUC g,
Ha 8-1 meHb iy 1-i meHs Ha piBHI mo3u 340 Mr/M°/no6y BusaBIeHO 1,7-pa30Be HAKOMMYEHHS MiCIIs
IIOBTOPHOTO ImpuitoMy 1 pa3 Ha mo0y.

Ha ocHOBI y3aranbHeHOro (apMaKOKIHETUYHOI'0 aHasli3y MONyJgaLii JiTeu i3
reMartosjoriuHuMu po3nagamu (XMJI, Ph I'J1JT a6o iHmri reMaTonorivyHi po3nanu, ki
JiKyBaaucs iMaTHHIO0M) OyJI0 BCTAHOBIIEHO, 110 KJTipeHC iMaTHHIOY MimBHUIYEThCS 3i
30i/IbIIEHHSM IIJIOIIi TTOBEPXHI Tina. [Ticyig KopuryBaHHS BIIJIUBY IJIOIIi ITOBEPXHI Tina iHImi
nemorpadiuHi pakToOpH, TakKi K BiK, Maca Ti/la, iHOeKC MacH Tija, He MalOTh KIIiHIYHO
BaXKJIMBOTO BILIMBY Ha €KCITO3UIIi10 iMaTuHIOy. AHami3 migTBEPAXKYE, 110 €KCIIO3UIlis
iMaTuHIOY y miTel, ki npuitMany no3y 260 Mr/M° ofuH pa3 Ha 7o0y (6e3 mepeBUINeHHS 03K
400 mr 1 pa3 Ha go0y) a6o 340 mr/M° (Ge3 nepesumeHHs go3u 600 Mr 1 pa3 Ha [06y), Gyna
nmoni0Ha /10 TaKOi y IOPOC/IMX Malli€HTiB, SKi mpuiiManu iMmaTuni6 y mo3i 400 mr a6o 600 mr 1
pa3 Ha mo0y.

[TarieHTH 3 MOPVIIEeHHIM (QVHKII OPraHiB

ImaTHHiIO Ta #oro MeTaboJIiTH He BUBOAATLCS HUPKAMHU y 3HaYHOMY 00cs3i. [TallieHTH 3 JIeTKUM Ta
IIOMipHUM TOPYIIEHHSAM (QYHKIIil HIPOK MalOTh BUIIY I1JIa3MOBY €KCIIO3UIIil0, HiXK MallieHTH 3
HOPMAaJIbHOIO QYHKITEI0 HUPOK. 3POCTAHHS CTaHOBUTH NMpuONMU3HO 1,5-2 pasy, 110 BifmoBigae
nigBUIIEeHHIO ¥ 1,5 pa3a piBHA anbda-TIiKOIPOTelHy a3My, 3 IKUM 3HaYHOI MipOI0 3B'I3YETHCI
imaTtuni6. KipeHc BinbHOTO mpemnapary s iMatuHiOy €, iMoBipHO, 6/IM3bKUM 3a 3HAYEHHSIM Y
IAI€HTIB 3 HUPKOBOIO HEJOCTATHICTIO Ta HOPMa/IbHOIO (QYHKIII€I0 HUPOK, OCKIJIbKA HUPKOBa
eKCKpellid € IPYTOPSAOHUM LIIIXOM BUBEHNEHHS iMaTuHIOy.

Xoua pe3ynbTaTé (papMaKOKiHETUYHOI'0 aHali3y IT0Ka3aau HasBHICTh 3HAYHOI MizKOCOOOBOI1
BapiabeNbHOCTI, CepeHs eKCI03ullis iMaTHHIOY He Oysa MifBUIEHOIO ¥ MAlliEHTiB 3 PiSHUMHU
CTyIEHSIMU MOPYIIEeHHS (PYHKIIil MeYiHKY MOPIiBHSAHO 3 MalliEHTaMU i3 HOpMaJbHOIO (QYHKITIEIO
IIeYiHKU.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

- JlikyBaHHS TaIli€HTIB (HOPOCIMX Ta AiTel) 3 ymeplile HiarHOCTOBAaHOI MO3UTUBHOIO (Ph ) (3
HasIBHICTIO y nerKouuTax ¢dinamgenbdiiickkol xpomocomu (ber-abl)) XpoHiuHOI0 Mi€NOIIHOIO
nerikeMiero (XMJI), ayis IKMX TpaHCIJIaHTaLis KiCTKOBOTO MO3KY He PO3IJIAfa€EThCs 5K Neplia JIiHisg
Teparrii;

- JiKyBaHHS{ Malli€eHTiB (mopocnux Ta mite) 3 (Ph XMJI) y xpoHiuHil ¢asi micig HeBHanol Teparil
inTepdeporom anbda abo y ¢asi akcenepatiii, abo y ¢asi 611acTHOI KpU3K 3aXBOPIOBAHHS;



- Yy ckiapfi xiMioTepartrii JOPOCIKX MAaIiEHTIB 3 yIIepllle AiarHOCTOBaHOIO TO3UTHBHOI TOCTPOIO
nimdobnacTHoo netikemiero (Ph I'JIJT) 3 HasgBHICTIO y nelikouuTax ¢inamenbhificbkol XxpOMOCOMY;

- K MOHOTEepaIlis JopoCiIuX MallieHTiB 3 rocTpoio nimdobnacTHolo nerikemieto (Ph I'JI1JI) y crapii
penuauBy abo Takolo, 110 BaXKKO IiifaeThCs TiKyBaHHIO;

- JIKyBaHHS OOPOCIMX Nalli€eHTiB i3 Mi€eTOAUCIIaCTUYHUMU/Mi€NONPOJITihepaTUBHUMU
3axBopioBaHHsAMU (MIIC/MII3), moB’si3aHuMu 3 epeOynoBO0 reHa penenTopa hakTopa pocTy
tpomOouuTiB (OPT);

- JiKyBaHHS Hopociux i3 rimepeo3unodinsrum curppomoM (I'EC) ta/abo xpoHiuHOI0 €03UHOMINBHOIO
netikemieto (XEJI) i3 mepe6ynosoio rexis FIP1L1-PDGFRaq;

- nikyBaHHS gopociux nauieHTiB 3 Kit (CD117)-no3utuBHUMU HeonepabeTbHUME Ta/abo
MeTaCTaTUYHUMHU 3JI05IKiICHUMH LIITYHKOBO-KUIIKOBUMHU CTpoManbHUME nmyxnuHaMu ([ICT);

- a[f’l0BaHTHA Tepallis JOPOC/IuX MAallieHTiB, Y IKUX iCHy€e BUCOKUM pu3uk peuungusy Kit (CD117)-
MIO3UTHUBHUX 3JI0IKICHUX IITyHKOBO-KUIIKOBUX cTpoMasnbHuX nyxnuH (IICT) micna pesekiril
(marrieHTH, y SKUX icHye HU3bKUM a00 MiHiManbHUM PU3UK, MOXKYTh HE OTPUMYBATH afl IOBaHTHY
Tepariio);

- JiKyBaHHS MOPOCJIUX TAIliEHTIB 3 HeomepabelbHOI BUMHHAIOYO0I0 gepMaTodibpocapkomoio (DESP)
Ta JOPOC/IUX MAIliEHTiB 3 PeIuANBY0Y0I0 Ta/abo MeTacTaTuuHO0 gepMaTodiobpocapkomoro (DESP),
SIKi He MOXYTb OyTH BUa/leHi XipypriYHUM IIISTXOM.

BrnnuB imaTtuHiOy Ha pe3ynbTaT TPaHCIIIaHTAallii KICTKOBOTO MO3KY He 3’sICOBaHUM.

Y mopocnux i miTe#t edeKTUBHICTL iMaTHHIOY OLiHIOETHCS Ha OCHOBI JaHUX MIPO YaCTOTY 3arajibHOI
reMaToJIOTiYHOI Ta HUTOTeHEeTUYHOI BiiMOBIiMAl Ta BUXKMBAaHHS 0e3 mporpecyBanHs npu XMJI, mpo
YacTOTy reMaToJIoTiYHol Ta IuToreHeTUu4Hoi Bigmosixi mpu Ph I'JIJI, MIIC/MII3, npo 4acToTy
reMatorsnoriunoi Bignosifi mpu 'EC/XEJI i yacToTy 06’€KTHBHOI BiTIOBiAi ¥ MOPOC/IMX MAIli€HTIB 3
HeonepabenpauMEU Ta/abo MetactaTuynuMu ['ICT i DFSP, a Takoxk BukKuBaHHS 6€3 IpPOrpecyBaHHS
IIPM afi’'toBaHTHiM Tepamii manienTis i3 I'ICT. [JocBix 3acTocyBaHHs iMaTUHIOY Y NaALi€HTIB i3
M]IC/MII3, acorifioBanuMu 3 peapaHxkupyBaHHsM reHa PDGFR, gyxe o6MexkeHUN. 3a BUHITKOM
BIepie giarHocToBaHol XMJI y xpoHiuHiM (a3l KOHTPOIbOBAHUX JOCIIIIZKEHb, STKi MOBOOUIH O
KJIIHiYHY KOPUCTh a00 30inblIeHHS BUKUBAHHS, IPU LIUX 3aXBOPIOBAHHAX HE IIPOBOJUTIOCS.

IIpomunoka3aHnus.

linep4yTnuBICT 0 aKTUBHOI PeUOBMHYU a00 MONOMiXKHUX PEUOBUH, SIKi BXOOSATH IO CKIIamy
Ipenapary.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodil.
Jlikapcuki 3acobu, sKi Moxcymb nidsuuLysamu KoHUeHmpau,iro imamuHiby y naasmi Kkpoai
PedoBrHY, 110 IPUTHIYYIOTH aKTUBHICTH i30¢epMeHTy CYP3A4 nutoxpomy P450 (Hampuknag

inmuHaBip, nominaBip/puTOHABIp, cakBiHaBip, Tenampesip, Hendinagip, Golenpesip; TPOTUTPUOKOBI
[IpenapaTy, BKIII0Yal049yd KEeTOKOHA30JI, iTpaKOHA30JI, T03aK0HA30JI, BOPUKOHA30J; MAaKPOJIigHu, Taki IK



E€PUTPOMIINH, KJIaPUTPOMILIMH, TETITPOMIIINH), MOXKYTh 3HUXKYBaTH MeTab0Ii3M i migBUIyBaTH
KOHIIeHTPaIlilo iMaTuHiOy y mi1a3Mi Kposi. Bif3Havanocs 3HayHe MifIBUILEHHS KOHIIEHTPAIii
imaTtuniby (cepenne 3HaueHHs C,,, i AUC migBuiryBanocs Ha 26 % i 40 % BifmoBigHO) y 300poBuUX
noOpOBOJIBLIIB, KOJIU TIpernapaT Ipu3Hadall CYMiCHO 3 Pa30BOI0 40300 KETOKOHAa30:y (iHribiTop
CYP3A4). Cnig moTpumyBaTHCs 00epeXHOCTI Tpy MpU3HaYeHHi iMaTHHIOy ogHOYACHO 3 iHTibiTopamu
kiacy CYP3A4.

Jlikapcuki 3acobu, sIKi MOXCYMb 3HUNCYBAMU KOHUEHMPAUi0 imamuHiby y naa3mi kposi

PeuoBunuy, siki € iHmykTOopaMu aktuBHOCTI CYP3A4 (Hampukiag mekcaMeTa3oH, (eHiTolH,
kKapOaMasemnin, pudammimnuH, perobapbitan, pochenitoin, mpuminor abo Hypericum perforatum,
Bimomuil TakoX gK cycno CB. [I2koHa), MOXKYTh 3HaYHO 3HUKYBATU KOHIIEHTpallil iMaTuHIOy y mia3mi
KDPOBi, IOTEHIINHO MiIBUIIYIOYN PU3UK Hee(PEeKTUBHOCTI TIKyBaHHS.

[Tpu nonepegHbOMy Ipu3HadYeHHi OaraTopa3oBux 003 pudamminuay (mo 600 Mr) 3 mofanbIIM
pPa30BUM IIpH3HaYeHHSAM iMaTHHIOY y 7031 400 Mr cocTepiranocsi 3HUKEeHHS MaKCUMaJbHO1
KoHneHTpaliii (C,,,) i oI mif KpuBowo «KOHIeHTpauis-yac» Big 0 go « (AUC,.) Ha 54 % i 74 %
BiITIOBigHO TTOPIiBHSHO 3 BiANIOBIAHUMY ITOKa3HMKaMH NIPY pexkuMi 6e3 mpu3HadueHHs pupaMIinuHy.
[Tomi6Hi pe3ynmbTaT CIOCTEPITaIuCh y MAI[iEHTIB 3i 37109KICHOI0 MyXIMHOIO - TJII0MOI0, SIKi TpuiManu
iMmaTuHi6 mig yac 3acTocyBaHHS GEPMEHTIHAYKYIOUUX IPOTUEMINENTUYHUX IIPenapariB, TakKux K
kapOaMaserniH, okckabasemnin Ta peniToin. AUC imaTtuniby y mima3mi KpoBi 3HUKYBanIoch Ha 73 %
IIOPiBHSHO 3 TAaKUM Y MAlli€HTIB, IKi He npuiMany GepMeHTIHOYKYIOUUX TPOTUENIIENITUYHUX
npemnapartiB. CJIif yHUKaTh OMHOYACHOTO 3aCTOCYBaHHS puaMIIinuHy abo iHIIUX MOTYXKHUX
ingykTopiB CYP3A4 Ta imaTusniby.

Jlikapcuvki 3acobu, KOHUEHMpauisa AKUX Moxce 3MiH8amMucs nid 8NauBoM iMmamuHidy

[TipBumye cepenue 3HaueHHs C,,, i AUC cumBacTtaTtuny (cyoctpar CYP3A4)y 2 ta 3,5 pasa
BifmoBifHO, 110 BKa3ye Ha npurHivenHs CYP3A4 imatuni6bom. Tomy crig 6yTH 00€peKHUMHU,
npu3Havanyy iMaTuHIO omHOYacHO 3 cybcTpaTamu CYP3A4 3 By3bKHM TepaleBTUYHUM IIpodineM
(TakMMHU SIK IIUKJIOCIIOPUH a0 MiMOo3uM, TaKpoJiMyC, CUPOJIIMYyC, eproTaMiH, [rueproTamin, peHTaHin,
andeHTaHin, rephenanus, 6opTe3omibd, goreTakcen, XiHiIWH), a MallieHTiB HeoOXigHO monepemXxaTn
po 1ie, 1100 3anobirtu a6o 0OMeKUTH 3aCTOCYBaHHS JIiKapChKuX 3aco0iB, SKi MiCTSTh IapaleTaMor.
IMaTHHIO MOXKe MigBUIYBaTH KOHI[EHTPAIIIO y IIJIa3Mi KPOBI iHIINX JIiKapChbKUX 3aco0iB,
meTabomizoBanux CYP3A4 (Tpua3onbeH3opia3eninis, gurigponipuanHis Ta iHIIMx 6;10KaTOPiB
KaJbIllieBUX KaHaIiB, meBHuX iHriditopiB HMG-Co0A, TakuX SIK CTAaTHHH TOIII0).

Yepes BigoMu# mifiBULIEHUN PU3UK KPOBOTEYi y 3B’SI3KY i3 3aCTOCYBaHHAM iMaTUHIOY (TaKUX SIK
reMoparis) namieHTH, gKi moTpeOy0Th 3aCTOCYBAHHS aHTHKOATYJISHTIB, IIOBUHHI OTPUMYBaTH
HU3bKOMOJIEKYIPHUY a00 CTaHJapTHUY renapyH, a He MOXifHI KyMapuHy, Taki K BapdapuH.

In vitro iMmaTuHi0 npurHiuye akTUBHICTH i30pepmenTy CYP2D6 1muToxpomy P450 y KOHIIEHTpaLlisX,
nofiOHMX M0 KOHILIEHTPALlil, 10 BIIJIMBalOTh Ha akTuBHiCTE CYP3A4. ImaTtuni6 y mo3i 400 Mr 2 pa3u Ha
no0Oy nposieise iHribyrouuii BunuB Ha CYP2D6-omocepenkoBanuit MeTab01i3M METOIIPOJIONY 3
nigsuierHsaM C,,. i AUC meTomnpomony npubausao Ha 23 % (90 % OI[1,16-1,30]). Kopekiris mo3u,
O4YeBUOHO, He TOTPi0Ha ITpX OIHOYACHOMY BBefleHHi iMaTHHIOy Ta cyOcTpaTiB CYP2D6, mpoTe
pPeKoMeHOyeThCst 06epexkHIiCTh BimHOCHO cyOcTpatiB CYP2D6 3 By3bKUM TepaleBTUUYHUM [iialla30HOM,
TaKWX SIK METOIPOJION. [I715 MaIli€HTiB, IKi 3aCTOCOBYIOTH METOIIPOJION, CJIif PO3TISAHYTH IUTAaHHS
10710 KJTiHIYHOT0 MOHITOPUHTY.

In vitro imaTuHi0 iHriOye O-rMoKypoHi3anito mapaieramony (K, 3HauenHs 58,5 Mkmornb/m). Take
raJbMyBaHHS He CIIocTepirasnocs in vivo micns BBegenHs 400 mr imatuniOy Ta 1000 Mr



napaietamoiy. Brucoki jo3u imaTrHIOy Ta mapaleTaMoily He BUBYaIIU.

TakuM YMHOM, IIPY OJHOYACHOMY 3aCTOCYBaHHI BUCOKUX 003 iMaTHHIOy Ta mapaleTaMoy
HeoOXxigHa 00epexkHiCTh.

Y marrieHTiB Mmicas TUPEeOifeKTOMil, SIKi MpHUMalOTh JIEBOTUPOKCHH, IIJIa3MOBa €KCITO3UITis
JIEBOTUPOKCHUHY MOXKe 3HUXKYBaTUCh IIPX OOHOYAaCHOMY BBefleHHi iMaTuHiOy. Y Takux
BUITAJKaX PEKOMEHIYEThCS NOTPUMYBATHUCS 00epexkHoCTi. OgHAK MeXaHi3M BUSIBIEHOI
B3a€MOIil Ha JaHUH Yac HEeBigOMUIL.

IcHye KNMiHIYHKM TOCBiT OMHOYACHOT'0 3aCTOCYBaHHS iMaTHHIOy 3 XiMioTepartieto nauiertam 3 Ph ['JIJT,
ajie XapaKTepUCTUKYU B3aeMOIil Mixk IiKapCbKUMU 3aco0aMu g iMaTuHIOY Ta XiMioTepamneBTUUHUX
pexXuMiB He[IOCTaTHhO BU3HA4YEHi. MOXKYTh IIOCHTIOBAaTHCS MOGIYHI siBUIa iMaTUHIOY, a came -
rernaTOTOKCUYHICTh, Mieniocympecist abo iHIi; MOBifOMIISIN TaK0XK, 110 OQHOYACHUM TpuiioM L-
acrnapariHa3y MOXKe IIOCUJII0BaTA TOKCUYHUY BIJIMB Ha IEeYiHKY. TaKuM 4MHOM, 3aCTOCYBaHHS

iMmatuniOy y CKJlafi KoMOiHalil BUMarae 3amnobizKHUX 3aXO0fiB.

Oco06.1ue8ocmi 3acmocyeaHHsi.

[Tpu mpru3HayeHHi iMaTHHIOY OQHOYACHO 3 iHIIMMU IIperapaTaMy iCHYE MOTEHITINHNN PU3UK
B3aemopmil. Crnig 6yTu 00epexKHUMH IIPU 3aCTOCYBaHHI iMaTuHIOy 3 iHribiTOpaMu mpoTeasu,
a30JIbHUMU IPOTUTPUOKOBUMHU 3aco0aMi, AesIKUMU MaKpoJifgaMu (UB. po3nin «B3aemomis 3
iHImMMMM TiKapchbKUMU 3aco0aMu Ta iHIIm BUAM B3aEMOfii»), cyoctpaTamu CYP3A4 3 By3pKUM
TepaleBTUYHUM [iana30HoM (TaKuM SIK IIUKIIOCIIOPUH, IIMO3KUI, TAKPOIiMyC, CUPOIIMYC,
eproTtamil, nueproramis, ¢beHTaHin, andenTtanin, Teppenanus, 6opTe3omid, JoeTaKCe,
XiHiguH) a60 BappapuHOM Ta iHIIMMU NOXiTHUMU KyMapHUHY.

[Ipu omHOYacHOMY BBefeHHi iMaTuHIOY 3 NMiKapchKUMHU 3acobaMu, sKi iHaykyioTs CYP3A4
(HampuKiap 3 feKcaMeTa3oHOM, (peHiTOIHOM, KapOaMa3emiHoM, prudaMITiluHOM,
dbenobapbiTanom abo 3Bipo00EM 3BUYAMHUM), €KCIIO3UIli iMaTUHIOY MOXKe 3HaYHO
3MEHIIIyBaTUCS, TOTEHIINHO MiABUINYIOUN PU3UK HeeeKTUBHOCTI Teparil. TakKuM YUHOM,
CHi[l yHUKATH OIHOYACHOT'0 3aCTOCYBaHHS CcUIbHUX iHAYKTOPiB CYP3A4 Ta imaTuHiOy.

I'inomupeos

Kniniyni Bunmapgku rinotupeosy 6y 3apeecTpoBaHi y MallieHTiB Mmicis THpeoigeKToMmii, ki
OTPUMYIOTh 3aMiCHY TepaIlilo TeBOTUPOKCHHOM, IIifl Yac JiKyBaHHS iMaTUHIOOM. Y TaKuX Malli€HTiB
CJIifi pETeIbHO KOHTPOJIIOBATU PiBEHb TUPEOTPONHOT0 ropMony (TTT).

I'enamomoxcuyHicmub

Metaboni3m iMaTUHIOY 3OifCHIOETECSI B OCHOBHOMY y meuiHiri, i muire 13 % meTabomi3yeTbest
HUPKaMH. Y Talli€HTiB 3 MeYiHKOBOIO AUCPYHKINEIO (JIETKOTO, TTOMipHOTO a0 TSIKKOTO
CTyTEHSI) CJIiT] peTeIbHO KOHTPOJIIOBATH PiBeHb ITOKA3HUKIB epudepudHol KpoBi Ta
me4yiHKOBUX (pepMeHTiB. Crig MaT# Ha yBa3i, mo namiedTy 3 I'ICT MoXKyTh MaTH MeTacTasu y
IIEeYiHKY, 1[0 MOXKe MPU3BECTH A0 NMEeYiHKOBOI HEJOCTATHOCTI.

CrocTepiranocs yIIKOAXKEHHS eYiHKY, BKIIYal04y [IeYiHKOBY HEJOCTATHICTh Ta HEKPO3 II€YiHKHU.



[Tpu koM0OiHOBaHIl Tepamil iMaTHHIOY 3 BUCOKMMU N03aMU XiMiOTepaneBTUYHUX IIpenapaTiB
CIIOCTEpITanucs Cepio3Hi mopyeHHsd GYyHKIIl nedinky. CIif peTeIbHO KOHTPOJI0BAaTH (QYHKIIII0
MEeYiHKHY y 3B’SI3KYy 3 THM, III0 iMaTHHIO pa3oM i3 ximMioTepari€io Moxke CIPUYNHUTH il AUCHYHKIIIIO.

3ampumka piOuHu

[Tpo BuMlafgK¥ BUpPaxKeHOl 3aTPUMKY PiAWHY (MIJIeBpaibHUYM BUIIIT, HAaOpSK, HaOpSK JIeTeHiB, aclUT,
TIOBepxXHeBi HaOpsKM) oBigoMIsAIy IPUOIU3HO y 2,5 % nalieHTiB 3 ynepiue BusiBneHow XMJI, gki
3acTocyBaju iMaTuHi6. ToMy peKOMeHIY€EThCST PeTyISPHO IepeBipsATH Macy Tijla HalieHTiB. Y pasi
PamTOBOTO ITBUOKOTO 30i/IbIIIEHHST MaCH Tijla CJIif IPOBECTHU peTeNibHe 00CTeXKeHHS MallieHTa i Tpu
HeoOXiIHOCTi IPM3HAUYMUTH BiATOBIgHI MiATPUMYIOUi Ta TepaneBTUYHI 3aX00u. Y XOmOi KITiHIYHUX
OOCIIIAKEHb CIIOCTepiragacs MifBUIlleHa YacTOTa TaKUX BUIIAIKIB Y MALI€HTIB JIITHLOTO BiKy Ta
Malli€HTIB i3 CepleBO-CyIMHHUMHU 3aXBOPIOBAHHIMU B aHaMHe3i. ToMy PeKOMEHAYEThCSI
IOTPUMYBATHCS 00ePeKHOCTI IPX 3aCTOCYBaHHI iMaTuHiOy y malieHTiB 3 IUCHYHKIEIO CepIIs.

TlauieHmu i3 3aX80PHBAHHAMU Cepus

Crip peTenpHO CIIOCTePiraTy 3a MalliEHTaMU 3 3aXBOPIOBAHHSIMU CepIisl, (aKTopaMu PU3UKY CEePIEBOL
HEJOCTAaTHOCTi a0 HUPKOBOIO HEOCTATHICTIO B aHaMHe3i. [TallieHTiB 3 Oyab-IKHMU 03HAaKaMu Ta
CHMIITOMaMH, III0 CBif4aTh IIPO CeplieBy abo HUPKOBY HEJOCTATHICTh, CIIiT] PETENIbHO 00CTEXKUTH Ta
IIPU3HAYUTH BiOIIOBIAHY Teparito.

Y natieHiB i3 rinepeo3nHo¢ineEuM cuagpoMoM (I'EC) 3 mpuxoBaHoio iHginbTpatieio TEC-kniTun y
MioKapai CIIOCTepirajnca IOOSUHOKI BUMIAAKU KapAioTeHHOI'0 MIOKY/TiBOIUTYHOYKOBOI
muchyHKIl, fKi Oynu nos’si3aHi 3 [EC-merpanyssili€o KIiTUH J0 MOYaTKy Teparii iMatuxiOoM. LTi
saBuIa Oyau 000pOTHUMH IIPY 3aCTOCYBaHHI CUCTEMHUX CTEPOIIiB, 3aX0MiB AJIS MigTPUMKHI
KPOBOOOiry Ta TUM4acoBol BigMiHu iMaTuHiOy. [T06iuHi peakiril 3 00Ky ceplld IpHU 3aCTOCYyBaHHi
iMmaTuHiOy crnocTepiranucs HedacTo. [0 IOYaTKy Teparii CJlifi peTenbHO OL[iHUTH KOPUCTh/PU3UK
tepanil imaturi6bom y nonynsauii TEC/XEJI. MienogucmiactuyHi/MienonporidhepaTHBHI 3aXBOPIOBaHHS
3 TeHHUM peapaHxkyBaHHIM PTOP, MoxnmuBo, Oynu 1MOB’si3aHi 3 BUCOKUM piBHEM €03uHODiiB.
[MTamienTi i3 TEC/XEJI Ta nanienTiB i3 MJIC/MII3, 110 moB’si3aHi 3 BUCOKUM PiBHEM €03UHODIIB, 10O
IIOYaTKY Teparii iMaTuHiO60M CIIifl MPOKOHCYIbTYBATH V KapAioiora, MPOBECTH IM eX0KapaiorpaMy Ta
BHM3HAQUUTH PiBEHb TPOIOHIHY CHPOBATKHU KPOBi. AKIIO CIIOCTEPiraroThCs MaTOJIOTiYHI peaxiiii,
PEKOMEHIYEThCS CIIOCTEPEKEHHS KapAionora Ta npodilakTuyHe 3aCTOCYBaHHS CUCTEMHUX CTEPOIfiB
(1-2 mr/kr) mpotsirom 1-2 TUXKHIB 9K CyIyTHS 3 iMaTUHIOOM Tepamis Ha eTali m04aTKOBOI (a3u
JIiKyBaHHS.

I ayHKoBO-KUWKOBI Kpogomeui

Y xomi mocmimKeHb y MallieHTiB 3 HeonepabeabHUMHU Ta/abo MetacTatTuuHumu [ICT Oynu
3apeeCcTPOBaHi LITYHKOBO-KHUIIKOBI Ta IHTpaTyMOpaJibHi KpoBOTedi. Buxoasa4yu 3 HasiBHUX JaHUX,
BifICYTHI (paKTOPU CXUJIBHOCTI (HallpHKIag, PO3Mip IyXJIMHU Ta 11 JIoKasi3alil, OpyIIeHHS 3rOpTaHHs
KpOBi), siKi 6 30inbIiIyBany pU3UK BUHUKHEHHS OyOb SKOTO THUITY KpoBoTedi y marienTiB 3 I'ICT.
Ockinbky 30inbIIeHHS KPOBOIIOCTAYaHHS i CXMIBHICTh 10 KPOBOTEYi € YaCTUHOIO KITiHIYHOI KapTUHU
ta Kiinigynoro nepebiry I'ICT, ciif 3acTocOByBaTH CTaHAAPTHY MPAKTHUKY i IPOLIeAyPH s
MOHITOPHHTY Ta BEeHHS YCIX IALl€HTIB i3 KPOBOTEUEIO.

HomaTtkoBo Oyny OBiJOMJIEHHS IIPO CyOWHHI eKTa3il aHTpaIbHOIO0 BifAfily MINyHKA, PIOKYy IPUUYUHY
IIJTyHKOBO-KUIIIKOBOI KPOBOTEYi ITiff YaC IOCTMapKEeTUHTOBOT0 CIIOCTePeXeHH y mauieHTis 3 XMJI,
['JIJI Ta iHIIKUMY 3aXBOPIOBaHHAMHU. Y pa3i noTpebu MOoKHA PO3TJISHYTH NUTAHHS NIPO IPUNUHEHHS
3aCTOCYBaHHS iMaTuHIOy.



CuHOpOM ni3ucy nyxauHu

Y 3B’43Ky 3 MOXKJIMBUM BUHUKHEHHSAM CHHADPOMY JII3UCY IIYXJIMHU PEKOMEHYETLCS KOPEKIis
KJTIHIYHO BHpaXeHOol ferifpaTallil Ta BUCOKUX PiBHIB C€40BOl KMCIOTH IO MIOYaTKy Teparil
iMmaTuHIOOM.

Peaxmuseauis 2enamumy B

Y matieHTiB, fKi € HOCIAMU XPOHIYHUMU BipyCy renaTuty B, criocTepiragacs peakTUBaLisd TaHOIO
Bipycy micns 3actocyBaHHs Ber-Abl iHri6iTOpiB THpO3UHKiIHA3U. YV OesKUX BUNaAKaX Bif3HAUYEHO
PO3BUTOK I'OCTPOI MTeUiHKOBOI HEAOCTATHOCTI a0 QyIbMiHAHTHOT'O reMaTUTy, KON HeobxigHa
TPaHCIIJIAHTALid [I€YiHKY, iHaKIlle HaCcTaHe JIeTaabHUH HACIiIOK.

[Tepen moyaTKOM Teparrii iMaTuHIOOM MallieHTiB ciTig 00CTEKUTH Ha HasBHiICTh HVB iHdexKIii.
[TamieHTaM 3 TO3UTUBHUM PE3YIbTATOM CEPOJIOTIYHOI0 TECTYBaHHS renaTuty B (B T.4. npu
aKTHBHOMY iH(eKIitHOMY IIpolieci) lepef MoYaTKOM Teparil i malieHTaM 3 TO3UTUBHUM TECTOM Ha
indexuito HVB mig yac nikyBaHHS C/IiI KOHCYIbTYBaTUCA Y (paxiBIIiB 3 TiKyBaHHS 3aXBOPIOBaHb
IeviHKy Ta iHekKIiiHoro renatuty B. CTaH mallieHTa, 110 € HOCIEM BipycCy remaTtuty B, mpu
HeoOXiHOCTI MiKyBaHHS iMaTUHIOOM CJIifi peTeIbHO KOHTPOJIIOBAaTH Ha IpefMeT PO3BUTKY O3HAK i
CHMIITOMIB aKTUBHOTO iHQEKIITHOTO IPOoIecy SK Iif Yac Teparllii pernapaToM, Tak i IpoTsarom
OeKiJTbKOX MiCSIIiB Imicys il 3aKiHYeHHS.

domomokcuyHicmb

Cnig 3MeHImUTY a00 YHUKATU BIJIUBY IPSIMUX COHIYHUX IPOMEHIB 4yepe3 PU3UK HOTOTOKCUYHOCTH,
II0B'SI3@HOT0 i3 3aCTOCYBaHHSAM iMaTHHIOY. [1amieHTa ciif iHpopMyBaTH IIpo Taki 3amnobikHi 3axonu
K KOPUCTYBAHHS 3aXUCHUM OLATOM i HAaHECEHHS COHLIe3aXMCHOI0 KpeMy 3 BUCOKUM COHLIe3aXUCHUM
dbakTopoMm (SPF).

TpombomuyuHa MiKkpoaHzionamis

[uribiTopu Tupo3suukinasu BCR-ABL (ITK) Oymnu acoiifioBaHi 3 TpOMOGOTUYHOIO MiKpOaHTiomaTi€o
(TMA), BK/II04aI04H 3BiTH IIPO OKPEMi BUMTAKK 3aCTOCYBaHHA iMaTHHIOy. AKIO y nallieHTa, IKUN
oTpuMye iMaTuHi0, 3’ IBNsAI0THCA MabopaTopHi abo KiTiHiYHI MoOKa3HUKH, MOB’s13aHi 3 TMA, nikyBaHHS
CJIil MPUNWHUTH, i TOBUHHA OyTH 3[ilicCHeHa peTeslbHa OlliHKa TMA, BK/TI04al0YX aKTUBHICTh
ADAMTS13 i Bu3nauenHs aoTu-ADAMTS13-antuTin. Akmo antu-ADAMTS1 3-aHTUTiNA NiABULLIEH] Y
IIOEeIHaHHI 3 HU3bKOI0 aKTUBHICTIO ADAMTS13, nikyBaHHS iMaTHHIOOM IIPOJOBKYBATH HE CIIif.

JlabopamopHi mecmu

[Tig vyac Tepamii iMaTrHIOOM HEOOXiIOHO PETYISPHO IPOBOAUTH PO3TOPHYTUM aHasi3 KpoBi. JIikyBaHHS
iMaTHHIOOM HAITiEHTIB i3 XPOHIYHUM Mi€I0JIEK030M IIOB’sI3aHe 3 PO3BUTKOM HEHTPOIeHil abo
TpomOouuToneHii. OmMHAK BUHUKHEHHS ITUX BUMOIB IUTOIEHIl 3aJIe3KUTh Bi CTafil 3aXBOPIOBAHHS, B
SIKill TPOBOAUTHCS JIiIKyBaHHS, 1 4acTillle BUHUKAE Y MallieHTiB 3 XMJI y ¢asi akcenepatiii abo ¢asi
671aCTHOI KpU3U MOPiBHSAHO 3 matienTamu 3 XMJI y xpoHiuHilk ¢a3i. JlikyBanHsg iMaTUHIOOM y pasi
BUHUKHEHHS HEeUTponeHii i TpoMOonuTonEeH il MOXXKHa IPUNUHUTYA ab0 3MEHIIUTH 03y (OUB. PO3MiN
«Croci6 3acTOCyBaHHS Ta HO3U»).

Y manieHTiB, sKi 3aCTOCOBYIOTh iMaTHHIO, HEOOXIMHO PETYISIPHO KOHTPOJIIOBATH QYHKIIII0 IEeYiHKH
(Tpancamina3swu, 6inmipy06iH, nykHa docdarasza).



Y maiieHTiB 3 MOpyIeHHSIM (QYHKIII HUPOK eKCIo3ullil iMaTuHIOy y Iy1a3Mi BUIll, HiXK y TI0feH 3
HOPMaJbHOK (PYHKITI€I0 HUPOK, MOXKJ/INBO, BHACIIIOK MiIBUILIEHOT0 PiBHA Yy MJIa3Mi anb(ha-KUCI0ro
rikompoTeiny, 0inka, 110 3B’s13yeThCs 3 iMaTuHiIOOM. TTarieHTaM 3 mopyueHHSIM QYHKINI HUPOK CITifa
3aCTOCOBYBaTH MiHiMalbHY ITO4aTKOBY m03y. Citif 3 00epeKHICTIO TiKyBaTH MAIiEHTIB 3 TIKKOI0
HUPKOBOIO HEJOCTaTHICTIO. [IpK HeIepeHOCUMOCTi 0O3y CIIifl 3MeHIIUTH (OuB. po3xin «Cmocib
3aCTOCYBaHHS Ta JO3W»).

IOBroCTpOKOBe JTiKyBaHHS iMaTHHIOOM MoXkKe OyTH MOB'sI3aHO 3 KJTiHIYHO 3HAYYIIUM 3HUXKEHHSIM
GYHKLIYM HUPOK. 3 Ii€l TPUYUHY IIepef JIiKyBaHHAIM iMaTUHIOOM CIIifl OIiHUTY (YHKIIiI HUPOK i
peTeNbHO KOHTPOJIIOBATH MIif] Yac Teparii, Ipugiisioyu 0CoOIUBY yBary malieHTaM 3 PU3UKOM
IOPYLIEHHS OiAJIBHOCTI HUPOK. fKINO CIIOCTEPIraroThCs MOPYLIEHHS OiIbBHOCTI HUPOK, CIIiT
IIPU3HAYUTH BiNOBIAHUN AOTJIAL 1 JIIKyBaHHS BiAIIOBIIHO [0 CTAHOAPTHUX BKa3iBOK IOM0 JIIKyBaHHS.

Himu

[ToBigoMnsK PO BUMIAAKK 3aTPUMKHU PO3BUTKY Y AiTel i miTedt mpemy6epTaTHOTO BiKYy, SKi
OTpUMYyBaM iMaTHHIO. [JOBrOCTPOKOBUY BIIJIUB TPUBAJIOTO JIIKyBaHHS iMaTUHIOOM Ha PO3BUTOK HiTEN
HeBigoMuu. TakKUM YMHOM, PEKOMEHYETHCS IPOBOOUTH PETEJIbHUY KOHTPOJIb 38 PO3BUTKOM [iTeH,
SIKi OTPUMYIOTh iMaTHHiO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BariTHICTE.

IMaHux 000 3aCTOCYBAHHS IIpenapaTy y mepion BariTHOCTI oOMexeHi. Y micispeecTpatiitHoMy
nepiozi OyJu IOBiOMJIEHHS PO CIIOHTaHHI ab0OpTH Ta BPOIXKeHi JeeKTH HOBOHAPOIKEHUX Y XKiHOK,
SKi 3acTOCOByBanu iMaTuHi0. IIpoTe gocmigXeHHs Ha TBapHHAX BUSBUIM PEIPOOYKTHUBHY
TOKCUYHICTB, ajie IOTEeHIIMHUY PU3MK [AJIA IJIoAa HeBigomuu. [Ipemapar MoXHa 3aCTOCOBYBaTH y
nepiof BariTHOCTI, AII10 Ife OificHO HeoOxigHo. Y pa3i HeoOXimHOCTI 3aCTOCYBaHHS y IIEPiofl BariTHOCTI
NalieHTKY CIIif MpoiH(pOpMyBaTU PO NOTEHIINHNY PU3UK IJIS IIJI0fa.

2KiHKaM penpooyKTUBHOI'O BiKy PEKOMEHOYETLCS 3aCTOCOBYBaTU e(eKTUBHI KOHTpalleITUBHI 3ac00u
Ha [epiof JiKyBaHHA.

[l'ogyBaHHA rPynnLo.

€ obMexeHa iHpopMallis Ipo TPOHUKHEHHS iMaTUHIOy y TPyIHE MOJIOKO Y XKiHOK. Y JOCHigKeHHSIX
Ha [BOX XiHKax, SIKi TOOYyIOTh I'PYAAI0, KOHCTATOBAHO, IO AK iMaTHHIO, Tak i 10r0 aKTUBHUHU
MeTaboJIiT, MOXKYTh IPOHUKATH Y MAaTEePUHCHKE MOJIOKO. Y MOCITigXKeHHi B OfHi€l XKiHKM BCTAHOBJIEHO,
1110 BiJHOLIEHHS MiX KOHIIEHTpalisiMu iMaTuHiOy i #ioro MetabosiTa B MaTePUHCHKOMY MOJIOL i
m1a3Mi CTaHOBUTH BifmosigHo 0,51 0,9, 110 CBiguuTh PO Te, 110 MeTaboIiT GiybIlle IPOHUKAE Y
MaTepuHCbKe MOJIOKO. bepy4u o yBaru 3arajibHy KOHIIEHTpallilo iMaTHHIOY i #ioro MeTabomiTy Ta
MaKCHUMaJbHY KilTbKiCTh MOJIOKA, OTPMMaHe HeMOBJISIM, O4iKyBaHa 3arajibHa [Iis JIiKiB Oy/e HU3bKOI0
(~ 10 % Big TepameBTHUHOI 703u). OgHAK, OCKITbKK BILIMB MaIuX 003 iMaTUHIOY Ha HEMOBISAT
HEeBimOMUM, XKiHKaM, SIKi TPpUAMalOTh iMaTHHIO, He MOXKHA TOAYBATH OUTHHY I'PYOIIO.

DepTUNLHICTS.

Y x0[i HOKTiHIYHUX JOCTigXKeHb (PepTUNBHICTL CaMIIiB i CaMOK IypiB He IigBUIyBasacs.



IocmimXeHHs 3 y4acTIO MAIliEHTiB, SKi OTPUMYIOTh iMaTHHIO [IJIsT BUBYEHHS BIIJIUBY MIpeIaparTy Ha
(hepTUNIbHICTh i raMeTOTeHe3, He TPOBOIUIUCE. fAKIIO [JId MalliEHTa € aKTyalbHUM NMUTAHHS BIIJIUBY
iMmaTuHiOy Ha GEepPTUIIBHICT, HOMY CIIiJ] IPOKOHCYIbTYBATUCS 3 JIIKAPEM.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexdaHismamu.

[NTanieHTH MOBUHHI 3HATHU IIPO MOXKJIUBICTh PO3BUTKY TaKUX MOOIYHUX e(eKTiB 9K 3allaMOpPOUYEHHS,
HEeYiTKiCTh 30py ab0 COHNUBICTh MPX 3aCTOCYBaHHi iMaTuniOy. ToMy CIlif peKoMeHyBaT!
NOTPUMYyBATUCh 00ePEeKHOCTI MpKU KepyBaHHI aBTOTPAHCIIOPTOM Ta POOOTi 3 iHIMMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHsi ma do3u.

JIikyBaHHS IpU3HAYae JIikap, SKUU Ma€ OOCBIf JIIKyBaHHS MaLi€HTIB 31 37I0KICHUMMA
reMaToJIOTIYHMMHU 3aXBOPIOBAHHSMU Ta 37105IKiICHUMU MyXJIMHAMH.

[IpenapaT 3aCTOCOBYBaTH BHYTPIIIHBO IIif Yac 1Ki, 3aIMBal04Yy BeIMKOIO KiJIbKiCTIO BOOU AT
MiHiMi3alii pu3nKy IUTYHKOBO-KUIIIKOBUX yYCKIIafiHeHb. [Ipenapat y go3ax 400-600 Mr 3acToCOByBaTH
1 pa3 Ha o6y, Tomi ik mpemapar y fo6osiii mo3i 800 Mr crig 3actocoByBaTH o 400 Mr 2 pasu Ha
no0y, BpaH1ii i BBeuepi.

s nanienTis (y T. 4. giTel), 9Ki He MOXYTh IPOKOBTHYTH KallCyIy, 11 BMiCT MOXHa PO3YUHUTHU

B 1 cknsiHni Bogu abo g61y4HOro CoKy. OCKIiNbKY € [aHi 00 PENPOAYKTUBHOI TOKCUYHOCTI
Ipenapary i IOTeHIIMHOT0 PU3UKY A7 (GepTUILHOCTI TIOAWHHY, XKiHKaM PENPOAYKTUBHOTO BiKY, AKi
BiIKPHBAIOTh KAIICY/IH, CJlifg OyTH 00epekKHUMHU [ 3amobiraHHs KOHTAKTY Iperapary 3i MKipoo Ta
cnu30BUME 000710HKaMU. [Tic/ist pO3KPUTTS KAICyIu PYKU HeoOXigHO HeraltHO BUMUTH.

Ho3u npu XMJI 015 dopocaux nayieHmias.

PexomeHp0BaHa [03a 415 NMAI€HTIB i3 XPOHIYHOIO Mi€T0IAHOIO erikeMieto (XMJI) y xporiuHil ¢asi
craHoBuTh 400 Mr/no0y, y dasi 6macTHoro Kpu3y Ta dasi akceneparii— 600 mr/moby.

Xponiuyna ¢aza XMJI gudepeHIiloeETLCSA 3a TaKUMU KpUuTepisiMu: 6nacTtHi popmu < 15 % y KpoBi Ta
KiCTKOBOMY MO3KY, 6a30(hinu y mepudepuusii Kposi < 20 %, TpomGomuT > 100x 10°/1.

da3za akcenepallil fuhePEeHIIETHCS 3a HAsSBHICTIO OOHOTO 3 TaKUX ITOKA3HUKIB: O1acTHi hopmu =15
%, ane <30 % y KpoBi Ta KiCTKOBOMY MO3KY, 671acTu Ta mpomienonuty = 30 % y KpoBi uu y
KicTKOBOMY MO3KY (mae <30 % Onacri), 6a3odinu y nepudepuydniii kposi = 20 %, TpoMOOLIUTH
<100%10°%/m, 10 He MOB’SI3aHO 3 JIIKyBaHHSAM.

®aza 6amacTHOTrO KpH3y AuGepeHIiI0eETLCS 3a HasBHICTIO 61acTiB = 30 % y KpoBi Ta KiCTKOBOMY
MO3KYy a00 HasIBHiCTIO HEKiCTKOBOMO3KOBHX XBOP00O, 3@ BUHSITKOM T'elaTOCIIJIeHOMeTail.

JlikyBaHHS MIOBUHHO TPUBATH [0 TOTO Yacy, MOKMU CIOCTEpiraeThCcs KniHiuyHUY epekT. EQekT Bin
IPUNMHEHHS TiKyBaHHS IiC/IS JOCATHEHHS IIOBHOI IIMTOT€HETHYHOI BifITOBii He BUBUEHUH.

[MutanHs npo nmigBumeHHs go3u Big 400 mr mo 600 Mr ans maiieHTiB i3 XpoHiuHOWO (Pa30i0
3axBoproBaHHs i Bim 600 Mr ;o MakcuMasnbHOI mo3u 800 Mr (mpu3HavaTu mo 400 Mr aBivi Ha moOy)
U1 TIAITieHTIB i3 3aXBOpIOBaHHAM y ¢a3i akceneparii abo y ¢hasi 6;1acTHOro Kpu3y MOXKHaA



PO3TISHYTU 3@ YMOBH BiJICYyTHOCTI BUpaXKeHUX NOOIYHUX peakIliil Ta BUpaXkKeHNX HeUTPOIeHil i
TPOMOOLMTOIEHi, 1110 He TIOB’sI3aHi 3 OCHOBHUM 3aXBOPIOBAHHSM, i IPU TAKUX CTaHAX:
IIPOTPECYBaHHS 3aXBOPIOBAHHS (Ha OyOb-sIKii cTafii); BiHCYTHICTh MOCTATHBOI I€MaTOJIOTiUHOI
BigmoBsimi micns 3 MicsiB JTiKyBaHHS; BTpaTa IOMEePeqHbOo JOCATHYTOI reMaToJIoTiuHoi i/abo
IIUTOTeHEeTUYHOI BifToBifi abo BifCyTHICTL IIUTOTeHETUYHOI BiATIOBiAi Ha NTiKyBaHHA micisa 12 MicsIiiB
Teparil. [TalieHTy mignararoTh TUIFHOMY KOHTPOJIIO Mic/g HMiABUIIEHHS 03U, OCKiTbKU
MiOBUIIYETHCS YaCTOTa BUHUKHEHHS MOOIYHUX pPeaklIlii IpH MigBUIIEHUX [03aX.

ITo3u npu XMJI 05 dimetl.

lo3u ons miTed BU3HAYaTH BiAIIOBITHO OO IIJIOII ITOBEPXHi Tinma (mMr/m?2). [ miTel i3 XpOoHIYHOO
dazorw XMJI Ta a3oio0 akcenepallii BigmmoBigHO peKOMEHI0BaHa f103a CTaHOBUTEL 340 Mr/M? Ha mo0y
(mo3a He Mae nepesurnyBat 800 mr). [Ipemapat MoxHa mpu3HavyaTy 1 pa3 Ha moOy a0o §oOOBY O3y
MOXKHA PO3MOTiMUTH Ha 2 MPUMOMH - 3PaHKY Ta BBeuepi. PekoMeHmoBaHa no3a 6a3yeThCs Ha
OOCIIAXKEHHAX, IPOBEIEHUX Ha HEBEJIMKIiN KiJIbKOCTI NefgiaTpuyHux XxBopux. Hemae mocsiny
3aCTOCYBaHHS IIpelapaTy OiTIM BiKOM [0 2 POKIiB.

[Tpu BimcyTHOCTI ¥ miTed cepio3HUX MOOIYHUX pPeaklliyi i Cepio3HUX MOPYIIEHD, TOB I3aHUX i3
neliKeMi€lo, HEUTPOIeHielo a6o TPOMOOLIMTOIEHI€I0, O3y IIOCTYIIOBO MOXKHa 36inbinyBaTu 3 340
mr/m? Ha 0o0y no 570 mr/m? Ha mo6y (mo3a He Mae nepeBumyBatu 800 Mr) y TaKuX BUMIaAKaX:
IIPOTpPecyBaHHs XBOpoOu (Ha OyOb-gKil cTafil); BiICYTHICTh HOCTATHHOI reMaTOJIOTiYHOI BigmoBimi
micns 3 MiCsILiB JTiKyBaHHS; BilCYTHICTh IIUTOT€HETHYHOI BiIIOBifi Ha MiKyBaHHS Mmicnsa 12 MicAiiB
Teparil; BTpaTa IomnepeqHbo JOCATHYTOI reMaTOoJIOTiuHOoi i/abo nuToreHeTHYHOI Biamosini. ITamienTu
MigJIAral0Th NUJIBHOMY KOHTPOJIIO TiC/s MigBUIEHHS 003U, OCKIJIBKY IMiIBUINYETHCSA 4aCTOTa
BUHUKHEHHS MOOIYHUX peakilil mpy MiIBUIEHUX T03aX.

Iosu npu (Ph I'J1JI) 045 dopocaux nauieHmis.

PekxoMmenmoBaHa mo3a I MAIi€HTIB i3 rocTpoio mimdobnacTHoo jerkemieio (Ph I'JIJI) cTaHOBUTH
600 Mr/mo0y. [TanieHTH MiAIaraoTh TAIBHOMY KOHTPOJIIO Ha Oyab-siKii (a3i xBopobu.

CxeMa mikyBaHHS: ITpenapaT eheKTUBHUY Ta Oe3neynuit y 1o3i 600 mMr/noly y kombiHariii 3
xiMmioTeparmieio y dhasi iHgyKIii, KOHCOMifalii, mpu migTpuMyBasIbHiN XiMioTeparii Ay JoPOoCIuX
NalieHTiB i3 roctpoio miMpobracTHow Netikemieio (Ph I'JIJT). TpuBamicTs MiKyBaHHS MOXKe
3MIiHIOBATUCS IPU 3aCTOCYBaHHI Pi3HUX IIpOTpaM JIiKyBaHHS, ajie TpUBAJIilla eKCIO3UIlis Maja 0inbil
BUpPaXeHW! pe3ybTart.

IopocnuM MallieHTaM 3 pPeluaruBOM 3axBopioBaHHs abo skimo Ph I'JIJI BaxkKo mignaeThCs JTiKyBaHHIO,
CJIiT 3aCTOCOBYBATH IIpemnaparT sSIK MOHOTepario y m103i 600 Mr/moly, 1o € 6e31meYHOI0 Ta
e(peKTUBHOIO, Ta MOXKe TPUBATH, IIOKH € IPOTPeCyBaHHS 3aXBOPIOBaHHS.

losu npu MIC/MII3.
PexomeHfoBaHa fio3a st maitienTiB 3 MIIC/MII3 cranoButh 400 Mr Ha H00y.

TpuBaicTh JIiKyBaHHS: Ha JaHUM Yac 3aBeplleHe TiIbKU OfHEe KJIiHIYHe OOCIiAXEeHH; JIIKyBaHHS
iMaTuHIO0M ITPOOOBXKYETHCS [0 IIPOrPeCyBaHHS 3aXBopioBaHHS. Ha MOMEHT NPOBefIeHHS aHalli3y
Me[iaHa TPUBAJOCTI JIiKyBaHHS cTaHOBUIA 47 MicauiB (24 pHi - 60 MicAmiB).

Hosu npu I'EC ma XEJI.

PexomenmoBaHa fo3a njis naifienTiB i3 TEC/XEJI ctaHoBuTh 100 Mr/mo6y.



30inpmenHs go3u Big 100 mr o 400 Mr Moxke OyTH PO3TNISHYTO AJIS MAIli€HTIB, ¥ SIKUX He
crocTepiraeTbcst NOOIYHUX peaklii, i SKIO BiAMOBigL Ha NMiKyBaHHS HEIOCTAaTHLO ePEeKTUBHA.

JIikyBaHHSI MOXe TPUBATH, IIOKU CIIOCTEPIraeThCs MOKPAIaHHS CTaHy allleHTa.
Llo3u npu 340AKICHUX NYXAUHAX CMPOMU OP2dHi8 MPAB8HO20 Mpakmy.

PekxoMeHmoBaHa mo3a OIS MAIi€HTIB 3 HeonepabenbHUMY i/ab0 MeTacTaTUYHUMU 3JT0STKiICHUMMU
IyXJINHAM{ CTPOMU OpTraHiB TPaBHOTO TPakTy cTaHOBUTH 400 Mr/mo0y.

HorinbHicTh 36inbmenHs mo3u Big 400 Mr mo 600 mMr a6o 800 Mr Ha go0y MoxKe OyTH PO3TISHYTA [
TIAlli€HTIB, V¥ IKUX HE CIIOCTEpiraeThCs MOOIYHUX peakilii, i AKIO0 BiAMOBiAb Ha TiKyBaHHS
HeIOCTaTHhO e(heKTUBHA.

Tpusasicmy aikygaHHA. JIIKyBaHHS MALIEHTIB 31 3JI0IKICHUMU IyXJIMHAMU CTPOMU OpPTaHiB
TPaBHOT'0 TPaKTY CJIi[ IPOAOBXKYBaTH, IIOKM 3aXBOPIOBaHHSA IIPOrpecye. Menmiana TpuBaoCTi
JIiKyBaHHSI CTAHOBUThL 7 MicsAniB (Big 7 mHiB 0o 13 micamis). EdekT npunuHeHHS NiKyBaHHS MiCIISI
OOCSTHEHHS BiAIOBiIi He BUBYaBCsA. PeKoMeHOoBaHa 03a IJIg afi I0BAaHTHOI Tepallil JOPOCIuX
nauienTiB npu pe3ekiril I'ICT cranoButsh 400 Mr/mo0y. OnTUMaNbHY TPUBAJIICTh JTiIKYBaHHS HE
BCTAHOBJIEHO. TPUBAJIICTD JIIKyBaHHSA B X0 KJIIHIYHUX AOCIIIAXKEHD, 110 [IPOBOLUIINCE 3 METOIO
OOT'PYHTYBaHHS 3aCTOCYBaHHS IIpenapaTy IpHu IIbOMY IToKa3aHHi, CTaHOBUJIA 36 MiCSIIiB.

Io3su npu DFSP.
PekoMeHIOBaHa [[03a /IS HaIlieHTiB i3 gepmaTodibpocapkomamu (DFSP) ctanoButs 800 Mr/mo0y.
Kopekuis do3u npu nosasi nobiyHuUx peakuitl.

HeremaTonoriuxi mo6iyHi peaxkiiii.

Ao mpu Teparil 3 IBNSIOTHCS TSIXKKi HereMaToIoriyHi mobiuHi peakii, TiKyBaHHS CIIiJ IPUIAHUTH
o 3’'siCyBaHHS IPUYUH BUHUKHEHHS peakuid. JIikyBaHHS Moxke OyTH IIOHOBJIEHO IiC/Is 3'ICYyBaHHA Ta
YCYHEHHS IPUYXH, SKi CIIPOBOKYBaIN BUHUKHEHHS [T00iYHUX PeakIii.

[Tpu piBHi Ginipy0OiHy, 1m0 6inbIn HiXK y 3 pa3u BUILIKY 3a BEPXHIO MeXy HOpMH, ab0 MiiBUILIeHH] PiBHSA
IIeYiHKOBUX TpaHcaMiHa3 OifibII HiXK y 5 pa3iB MOPIBHAHHO 3 BEPXHLOIO MeKel0 HOPMHU CIIif
IPUIMHUTY TePaliio J0 3HUXKEeHHS NepeBUIlleHHs PiBHSA Oinipy6iny < 1,5 pasa Big BepxHbLOI MeXi
HOPMHU Ta PiBHS TpaHCaMiHa3 [0 < 2,5 pa3a Bif BepXHbOl MeXKi HOPMH, ITiC/Is 9OTO0 JiKyBaHHS MOXKe
OyTu IpoaOBKEHe N0 3HUKEHHS No00BUX [103. [I71 MOPOCUX MallieHTiB 103y He0OXifHO 3MEHIIUTH
Bim 400 mr mo 300 Mr a6o Bim 600 mr mo 400 mr, abo Big 800 Mr mo 600 mr, y miteii— Big 340 mo 260
Mr/M’/Ha 100y.

Cematosoriyni mo6iuyni peakirii.

[Tpu PO3BUTKY BUPaKEHOI HEUTPOIIEHii Ta TPOMOOIUTONEHII PEKOMEHI0BAHO 3MEHIIUTHU NO3Y
npernapaTty abo IPUIMHUTH JTiIKyBaHHS, SK BKa3aHO B HUXKUeHaBeleHid Tabmuii 1.

Tabmug 1

TEC/XEJI AHC 1. 3ymunutu Tepamio g0 AHC = 1,5x10°/n Ta/abo pisas TpomGomuTis =75%10%/71.
(mouaTkOBa < 1x10°/n Ta/abo TpomGoruTa < 50X 10%/1 2. TIpOmoBXKUTH Tepalilo 3 TaKUM Ke CaMUM [I03yBaHHAM, AK i 0 BUHUKHEHHS peakllii.
mo3a 100 mr)




[Xporiyna ¢da3a
IXMJT,

AHC < 1x10°/n Ta/a6o TpomGoruTtu < 50X 10°/1

1. 3ynuanTH Tepamio fo AHC = 1,5%10%1 Ta/a6o piBas TpoMGomutie =75%10%/m1.
2. [IpOOBXKUTH TEPAIiio 3 TAKUM K€ CAMUM [03YBaHHSM, 5K i 10 BAHUKHEHHS peakiil.

(moyaTkoBa
nosa 600 mr)

MIIC/MII3 Ta 3. ¥ Bunagky penumusy, komu AHC< 1x10°/1 Ta/a6o piBers Tpombonutie < 50X 10°/71, moBTOPUTH KPOK 1
TICT Ta MPOAOBXKUTHU Tepamiio B 031 300 mr.

(moyaTkoBa

mo3a 400 mr)

TEC/XEJT (y

mo3i 400 mr)

Xponiyna dasalAHC < 1x10°/n Ta/abo TpoMGouuTs < 50X 10°/1 1. [IpunuauTy Tepamio o AHC = 1,5%10°/1 Ta/a6o pisas TpomGormTis =75%10°/1.

XMJ1 y miteit 2. [IpOOBXKUTH Tepaliio 3 TAKUM Ke CaMUM [03YBaHHSM, 5K i 10 BUHUKHEHHS peakiil.

(no3u mo 340 3. ¥ Bumagky penumusy, konu AHC < 1x10%/1 Ta/a60 pisenb TpoMGouuTiB < 50 10°/71, TOBTOPHTH KPOK
Mr/M?) 1 Ta IPOJOBKMTH Tepariio B 103i 7o 260 mr/m’.

Daza "AHC 1. [TepeBipuTH, 4u I0B’A3aHa UTOMEHIA 3 NelikeMielo (acmiparist a6o 6iomcist KiCTKOBOro MO3Ky).
akcenepanii  [< 0,5x10°%m1 Ta/a6o TpombommTH< 10X10°%/1 2. SIKII0 IUTONEHis He TTOB’sI3aHa 3 JelikeMielo, 3MeHIUTH 103y 1o 400 mr.

IXMJI Ta 3. Axuio uToneHis 36epiraeThCs NPOTATOM 2 THKHIB, 3MEHIIUTH 03y 0 300 Mr.

Gr1acTHOrO 4. dKIo nuTONeHis 30epiraeThCs MPOTAroM 4 THXKHIB Ta BCe IIe HE MOB'si3aHa 3 JIEHKEeMI€o, CITif

kpu3y, Ph TJIJT mpunuHETY Teparmiio 7o AHC = 1x10°/1 Ta/a6o piBHs TpoMGouuTis = 20X 10°/71, TOTiM TPONOBKUTH

InikyBazHs B 031 300 Mr.

Daza

"AHC

1. [TepeBipuTH, Yu IIOB’I3aHa LUTOIEHIA 3 JefikeMi€elo (acmiparis abo 6iomcist KiCTKOBOro MO3Ky).

axcenepanii  |< 0,5x10°%n1 Ta/a6o TpombomuTH< 10X 10%/1 2. SIKIIO IMTONEHis He TMOB’s3aHa 3 NefKeMier, 3MeHIIMTH 03y 0 260 Mr/m’.

IXMIJI Ta 3. dxmo nuTomeHis 36epiracTeCA MPOTATOM 2 THIKHIB, SMEHITUTH 103y 10 200 Mr/m’.

GracTHU# Kpu3 4. SIKII0 HKTOMEHis 30epiraeThCst MPOTAroM 4 THXKHIB Ta BCe Ile He MOB’'si3aHa 3 JIeHKeMi€o, CITif

v Aitei mpunuHETY Tepariio 1o AHC = 1x10°1 Ta/a6o piBHs TpoMGouuTis = 20X 10°/71, TOTIM TPOOBKUTH
(mouaTkoBa InikypamHs B [03i 200 Mr/M”.

mosa

340 mr/m%)

DFSP (go3a  |AHC < 1x10°/n Ta/a6o TpombomuT< 50X 10°/1 1. 3ynunuTH Tepamiio 1o AHC = 1,5x10°/1 Ta/a6o piBEs TpoMGoUUTIB 275X 10%/1.

800 mr) 2. [TpomoBxuTH Tepamiio y 7o3i 600 mr.

3. ¥ Bumapxy perumusy, komu AHC < 1x10°/n Ta/a6o pisers TpoMGonuTis < 50X 10%/71, TOBTOPUTH KPOK

1 Ta MpomOBKUTH Tepamniio B fo3i 400 mr.

IAHC - aGcomoTHe HeATPoGiIbHE YKCTIO.
'Pe3ynbTat micsst OFHOTO MiCsIs JIKYBaHHS.

ITeuinkosa HedocmamHicmb. IMaTuHIO MeTA00ITi3yETHCS TOJIOBHUM YMHOM Y TediHIri. [TamieHTam 3
JIETKUM, IIOMIPHUM Ta TSIXKKHAM MOPYIIeHHSIM (QyHKIIII MeyiHKy mpemnapar CJIif Ipu3HavdaT B
MiHiMasbHi# peKOMeHIoBaHil no6oBii mo3i 400 Mr. fAKINO cxeMa JiKyBaHHS JOIyCKaE, 103y MOXKHaA
3MEHIIUTH.

Knacudikairis me4iHKoBoi HemOCTaTHOCTI (Tabnuis 2):

Tabmnuig 2

[lediHKOBa HEOCTATHICTh [le4iHKOBI (QYHKITIOHa/IBHI TECTH
Jlerka 3aranmpHuy 0imipy6in: 1,5 BMH
ACT: > BMH (moxe 6ytu HopManbsHO0 abo < BMH, gxkiio
3arasibHui Oinipy6in > BMH)
[TomipHa 3aranmpHuM O0inipy06in: > 1,5-3 BMH
ACT: gesika KiJIbKiCTb
Ts:kKa 3aranmpuuit 0imipy6in: > 3-10 BMH
ACT: gesika KinbKiCTb

BMH - BepxHA MeXka HOPMH.

ACT - acmapTtataMmiHoTpaHcdepa3sa.

Hupkosa HedocmamHicmb.

[TarmienTaM 3 mopyureHHIM QYHKIII HUPOK ab0 TUM, XTO 3HAXOOUTHLCS Ha [ianisi, mpemapar Ciif
Ipu3HayvaTH y MiHiMasbHiA peKOMeHOoBaHil mo4aTkoBii 103i 400 mMr 1 pa3 Ha mo6y. OgHaK TakKuM
nalieHTaM IIperapar Cllif Ipu3HadaTy 3 00epexkHicTio. [103y MOXKHaA 3MEHIIUTH TIPU
HeIIepPeHOCHMOCTi mpemnapaTy abo migBUIINTY IPU He[OCTaTHiM e(eKTUBHOCTI.



IlauieHmu AIMHBO20 BIKY.

Y naii€eHTiB NiTHLOTO BiKy (papMaKOKiHETHKA He [OCTigXKyBanacs. Y KIiHIYHUX OOCTiIXKEeHHAX, IKi
BKmodanu 20 % mauieHTiB BiKOM Bif 65 POKiB, BifMiHHOCTeH y papMaKOKiHETHUIII Ipenapary,
TI0B’sI3aHUX 3 BiKOM, He crocTepiranmocsi. ToMy crelfianbHi peKoOMeHallii oo o3yBaHHS IpernapaTy
[J1s Tal[l€HTiB JIITHBOI'O BIKY BifICYTHI.

Himu.

Be3neka i epeKTUBHICTh 3aCTOCYBaHHS iMaTHHIOy AiTSM He BCcTaHOBINeHi. Ha manuit yac
icHy10TB nuille 00MeXKeHi faHi, fKi € HegocTaTHIMY, 1100 peKOMeHAYBaTH 3aCTOCyBaHHS
Ipenapary JiTsaM.

Hemae gocBify 3acTocyBaHHS iMaTuHiOy miTsam 3 XMJI BikoM [10 2 POKiB, @ TaK0XK HIiTIM 3
Ph I'JIJI go 1 poky. [ocsim mikyBanHs mite#t 3 MIC/MII3, BUInHa4010 JepMaTodhiépocapKkoMoro,
T'ICT Ta TEC/XEJI myxke oOMeKeHUH.

Beameka Ta e(peKTUBHICTh 3aCTOCYBaHHS iMaTHHIOY miTsam (BikoM mo 18 pokis) 3 MIIC/MII3, DFSP,
['ICT i TEC/XEJI y xopi KiiHiYHMX [OCNTigXKeHb BCTaHOBJIeHa He Oysa. HasgBHi Ha maHui yac
omny0JiKoBaHi faHi He [al0Th 3MOTH HaflaT PEKOMeHallil 100 NO3yBaHHS.

Ilepedo3yeanHns.

HaHi 11010 IepeBUIleHHS TePAeBTUYHUX 103 00MeXeHi. Y BUMafKy repeno3yBaHHS XBOPOTO
OTPiOHO 0O6CTEKUTH Ta JIIKYyBaTU CUMIITOMaTHYHO.

ITepedo3ysaHHA y OOPOCAUX.

Y namnienTis, ki oTpuManu go3y Big 1200 mr mo 1600 Mr (TpuBamicTh 3aCTOCYBaHHS KOJIMBaJIacs Bif
1 mo 10 guiB), Manmu Miclie: HyfoTa, OTI0BaHHS, Jiapesi, BUCUIIAHHS, epuTeMa, HaOpSIK, IPUIYXIIiCTh,
IifBHUIIleHA BTOMJIIOBAHICTh, M’SI30BHY Clla3M, TPOMOOLUTOIIEHIs, TAaHIIUTONEHis, 6iflb Y KMBOTI,
TOJIOBHUY 0iflb, 3HUXKEHHS alleTUTY.

Y nanienTis, ski 3actocoByBanu go3y Big 1800 mr go 3200 mr (mo 3200 Mr KOoXKeH [eHb IPOTAroM 6
[HiB): crabKicTh, Mianris, mifBUILleHHS PiBHA KpeaTuH(pochOKiHa3M, MiABUILIeHHS PiBHS 0inipyOiny,
IIIJTYHKOBO-KUIITKOBUH Gifb.

[ToBimOMIISINM IIPO OAWH BUITAAOK 3aCTOCyBaHHS H03u 6400 Mr (0mHOPaA30BO), IIPY IILOMY Y TalliEHTa
crocTepiranacst HyfnoTa, 6;110BaHHS, 0ilb y KUBOTI, IipeKcis, HaOpsSK 00IuYYst, 3MEHIIIEeHHS KilTbKOCTI
HeUTpoQiniB, 30iNbINIEHHS PiBHS TpaHCaMiHa3.

Y manieHTiB, sKi 3acTocoByBanu 103y Bif 8 r mo 10 r (omHOPa30BO), crocTepiranucs 6I0BaHHS Ta
IIJTYHKOBO-KUIITKOBUY Oifb.

ITepedo3ysaHHA y dimell.

Y xBoporo xnonyuKa 3 PokiB, iKW mpuiHaB 103y 400 Mr, Manu Miclle HyfoTa, O/I0BaHHS, [iapes Ta
aHOPEKCis, y Apyroro xjon4yuKa 3 POKiB, IKuM NpuUHAB 003y 980 Mr, Bii3HaAYaNoCs 3HUKEHHS
KiJTbKOCTIi IEMKOIIATIB Ta Aiapes.



ITo6iuni peakuii.

[TarienTH 3 TepMiHAIBHOK CTaAIE0 3JI0KICHOTO IIPOLECY MOXKYTh 3HAXOOUTUCH Y TAKOMY CTaHi, IIpu
SKOMY Ba’kKKO OLIHWTU NPUUYUHHUY 3B’I30K M0GiYHUX e(eKTiB uepe3 HasiBHICTh BEJIUKOI KiTbKOCTI
CHMIITOMIB OCHOBHOT'0 3aXBOPIOBAHHS, 10TO IIPOTPECYBaHHS i OMHOYACHOTO TpU3HauYeHHS 0araThox
npenaparis.

Y xomi KmiHIYHKX AOCHIAXKEHb 3a y4acTio malieHTiB 3 XMJI BiiMmiHa mpemapary, 0B’ sg3aHa 3
HeOaXaHUMM peaKLisiMU Ha JiKapcbKull 3acib, crmoctepiranacs y 2,4 % ymepiie fAiarHOCTOBAaHUX
mali€eHTiB, v 4 % mauieHTiB y Ni3Hil XpoHiuHiK (a3i micnsa HeepeKTUBHOI Teparlil inTepdhepoHoM, y

4 % marieHTiB y (a3i akcenepallil micnsg Hee@eKTUBHOI Teparil iHnTepdepoHOM iy 5 % mali€eHTiB 3
671acTHOIO KpU3010 micis HeedeKTUBHOI Teparii inTepdeponom. Y Bunagky I'ICT mocnimxyBaHun
mpemnapart OyB BimMiHeHMH Yyepe3 IOB’'s3aHi 3 TiKapchKuM 3aco6oM mobiuHi peakirii y 4 % Ialli€HTIB.

Heb6axaHni peakii Oynu mogiOHUMHU IIPY YCiX ITOKa3aHHAX, 3@ BUHATKOM [IBOX. Y TAIiEHTIB 3
XMIJI cniocTepiranocs Oinblile BUMIaAKiB Mi€JIOCYIIpecil, HiX y MallieHTiB 3i MITyHKOBO-
KUIIKOBUMU CTPOMAaJIbLHUMU NIyXJIMHAMU, IMOBIPHO, Y 3B’A3KYy 3 OCHOBHUAM 3aXBOPIOBAHHAM. Y
XOi [OCTimKeHHS 3a Y4YacTIO MAallieHTiB 3 HeolepaOenbHUMU Ta/ab0 MeTaCTaTUUHUMU
IIIYHKOBO-KUIIKOBUMHU CTPOMAJIbHUMU MyXIuHaMU y 7 (5 %) marieHTiB po3BUHYIACS MUTYHKOBO-
KHUIIIKOBa KpOBOTeda 3/4 CTYIEHIO 3TigHO 3 3araJbHUMU TOKCUKONOriyHuMu Kputepismu (CTC),
BHYTPIIIHBOMYXJTHHHI KPOBOBUIKBHY (3 marieHTH) abo i Te, i inme (1 maiieHT). Miciie po3MileHHS
nyxnuau [IKT moxe 0ytu mxkepenom IIK-kpoBoTeu. IIIKT Ta myxnuHHI KpOBOTEYi MOXKYTh
OyTH CepHO3HUMH i TOJeKOH JeTaabHUMU. [Ipy 060X 3aXBOPIOBaHHAX HauvacTiie (= 10 %)
TIOBITOMJISINIM TIPO TaKi IOB’sI3aHi 3 MOCIiIXKyBaHUM ITpernapaToM HeGaxkaHi peakilii K Jerka Hyao0Ta,
OmtoBaHHS, miapes, 6ilb Y JKMBOTi, BTOM/IIOBAHICTh, M’SI30Bi Clla3MM Ta BUCUIIAHHS. [ToBepXHEBUMN
HaOpsK OyB YacTUM IIif 9acC ycCix MOCIiIXKeHb i OIMCYBaBCS ITepeBaxHO SK napaopOiTanbHui HabpsSK
abo HaOpsgK HUXKHIX KiHIIBOK. OfHaK IIi HaOpSIKY PifKo OyNTX TSIXKKWMHU i MOTJIM JIIKyBaTHCS 3a
[OIIOMOT 010 iyPeTHKiB, iHIIKX MigTPUMYIOUMNX 3aX0fiB ab0 3MeHILIeHHSIM 103U iMaTuHi0y.

[Tpu 3acTocyBaHHi iMaTuHiIOy B KOMOiHallil 3 BUCOKMMHU [103aMU XiMioTeparii y namieHTiB 3 Ph
['JIJI criocTepiranucs NposiBY TOKCUYHOI'O BIIJIUBY Ha MIEYiHKY Y BUTJISAL1 HiABULIEHHS PiBHSA
TpaHcaMiHa3 Ta rinepbinipybineMii. BpaxoByiouu oOMexkeHi faHi 3 6e3meky, mobiuHi peakiil
y [iTeH, IIpo SIKi MOBiMOMIISANIOCS paHillle, 3icTaBHi 3 mpodineM 0e3meKu y JOPOCINX MalliEHTIB
3 Ph I'JIJ1. ITpodins 6e3nexu ans miteit 3 Ph I'JIJT € my>ke oOMeXeHUM, OOHAK HOBO1
indopmMariil mopo Oe3neku BUSBIEHO He OyII0.

PizHoMaHiTHI HeOaxaHi peakllii, Taki SIK IJeBpaJbHUM BUIIIT, aCUUT, HaOpSK JIeTeHb Ta
IBUAKE 30i/bIIeHHS MacH Tifla 3 TOBEPXHEBUM HaOpsgKoM abo 0e3, MOXKYTh pa3oM OyTH
OTMCaHi K 3aTprMKa piguHu. Li peakirii MoXKHa 3a3BUYal JTiKyBaTH LMIISTXOM TUMYaCOBOTO
IPU3YNUHEHHS TpuiioMy iMaTuHiOy ab60 3a DOOMOTOI0 iypPETHKIB Ta iHIINX BiATIOBigHUX
migTpuMyl04Yux 3axofiB. OfHaK [IEeKOJH 1Ii peakilii MOXyTb OyTU cepi0o3HUMH abo
HeOe3neYHUMH [IJIS KUTTS, a JesKi peakilil, 1110 PO3BUHYIUCS Y MallieHTiB i3 611aCTHOO
KPU30I0, Masly JIeTalbHi HacIigKu (B KJIiHIYHOMY aHaMHe3i malfieHTa 0yyu nieBpanbHUM
BUIIIT, 3aCTiliHa CepIieBa HeJOCTATHICTh Ta HUPKOBA HEOOCTATHICTh). Y X0/l mefiaTpUuUYHUX
KJTIHIYHUX JOCTigXKeHb He Oy10 0cOOMMBUX, ITOB’I3aHUX 3 0€3MEKO00 ITpernapaTy BUMAIKIB.

[To6iuHi peaxiii, 110 BUHUKAJIK YacCTillle, HiXK MOOAWHOKI BUMAAKH, KiTacu(PiKoBaHO 3a KjlacaMu
CHCTEM OpraHiB Ta 4aCTOTOI0 3 BUKOPUCTAHHIM YMOBHUX MMO3Ha4YeHb: AyxKe 4yacTo (= 1/10); gacto



(= 1/100, < 1/10); HeuacTo (= 1/1000, < 1/100); pigko (= 1/10 000, < 1/1000); nyxe pigKo
(< 1/10 000), HeBigoMOI YacTOTH (HEMOZKJIMBO BCTAHOBUTH 3a HafBHUMHU NAHUMHU).

HebaxaHni peaxkirii Ta Ix YacToTa HaBefieHi y Tabmuti 3.

Tabnuus 3

Indeknii Ta mapa3uTapHi 3aXBOpPIOBaHHS

Hevyacmo OmnepisyBanbHUM TepIEC, IPOCTUY repliec, Ha30(papuHTiT,
THEBMOHIS', CHHYCHT, LEJIIOJIT, iHQeKIlid BepXHiX JUXaJbHUX IIISAXIB,
rput, iHQeKIis CeYOBUBIIHUX IIJISIXiB, TaCTPOEHTEPUT, CEIICUC

Pioko I'pubkoBa iHpeKITis

Yacmoma Hesidoma PeakTuBauig rematuty B*

[ oOposikicHi, 3/7T05IKiCHI Ta HEYyTOYHEHOI 0 XapaKTepy HOBOYTBOPEHHs (B TOMY YHCJIi

KicTH 1 mostinm)

Pioko CrHAPOM JIi3UCYy NYXJIMHU

Yacmoma Hegidoma  KpOBOBUIUB y MyXJIMHY/HEKPO3 MyXJIMHU*

3 00Ky iMyHHOI CHCTEeMH

Yacmoma Hegidoma  AHadimakKTU4YHUM IIOK*

3 00Ky pyHKHil KpoBi Ta 1iMpaTHIHOI CHCTEeMH

Lyace vacmo HewTpomneHisi, TpOMOOITUTONIEHIs, aHEMis

Yacmo [TarIuTOnEHisA, GedprUIbHA HEUTPOIEHis

Hevyacmo TpomboIuToneHis, niMdoreHis, TPUTHiYeHHS KiCTKOBOTO MO3KY,
eo3nHoGinis, miMmdbageHonaTisa

Pidko FemorniTyHa aHeMis, TPOMOOTHYHA MiKpPOaHTiomaTis

3 00Ky 00MiHYy pe4OBHH Ta XapYyBaHHS

Yacmo AHOpeKcis

Heuacmo limokamiemis, migBUINIEHUH alleTUT, TimodochaTeMis, 3HUKEHUN

aneTuT, JerigpaTalis, moparpa, rinepypukeMis, rinepkablieMid,
rinepriaikeMis, TiOHATPIEMIA

Pioko linmepkamiemis, rimoMarsiemis

3 00Ky nCHXikH

Yacmo Besconns

Hevyacmo Iempecis, 3HUXKeHHS Ti6im0, TPUBOKHICTD

Pioko CroyTaHiCTh CBiTOMOCTI

3 00Ky (QyHKIIil HepPBOBO1 CHCTEMH

ITyatce wacmo T'onoBHui 6inp’

Yacmo 3araMOpOYeHH, TapecTe3is, NOPYIIEeHHS CMaKOBUX BiI4yTTiB,
rimecresis

Heuyacmo MirpeHb, COHNUBICTh, CHHKOIIE, Tepu(pepruyHa HeUpomarid,

MIOTIpIIEeHHS TaM’dTi, ilriac, CHHIPOM HeCIOKIMHUX HiT, TpeMOop,
KPOBOBUJIUB Y MO30K

Pioko [ligBullleHHS BHYTPIIIHBOYEPEIIHOTO TUCKY, CYAOMU, HEBPUT
30pOBOT'0 HEPBa

Yacmoma Hegidoma  HaOpsiK TOIOBHOTO MO3KY*

3 00Ky QyHKIIii opraHiB 30py

Yacmo HaOpsk moBik, migBuIlleHe CIbO30BUAIIEHHS, KDOBOBUJIUB Y
KOH'IOHKTHBY, KOH IOHKTHUBIT, CyXiCTh O4el, 3aTyMaHeHHS 30py
Heuyacmo [Togpa3HenHs oyel, 6ib B oyax, opOiTanbHUM HaOPAK, KDOBOBUJIUB Y
CKJIepYy, KPOBOBUJIUB Y CiTKiBKY, 61edapuT, MakyIsIpHUN HaOPSK
Pioko KarapakrTa, rinaykoma, HabpsiK [UCKa 30POBOT0 HEPBa

Yacmoma Hegidoma  KpoOBOBUIIUB y CKJIIOBUIHE Tijio*

3 00Ky (yHKIIii Oprany ciayxy Ta piBHOBaru

Heuacmo Bepturo, myM y Byxax, BTpaTa CIyXy
3 00Ky (yHKIil cepiis



Hevyacmo Cepue0buTtTs, Taxikapisi, 3acTiiHa cepIieBa HEeIOCTaTHICTD’, HaOpsK
JIeTeHb

Pidko AputwMmist, hibpunsuis nepencepab, 3ynuHKa ceplis, iHhapKT
MiOKapfa, CTeHOKap[is, IeprKapaialbHUM BUIIIT

Yacmoma Hegidoma Ilepukapaout*, TaMnoHaga cepus*

3 00Ky QyHKIil CyIMHHOI cCHCTeMH"

Yacmo limepeMisi, KpoBoTEUYa

Heuacmo AprepianbHa rinepreHsis, remaToma, cydogypasiibHa reMaToMa,
BIUYTTA XOJIOLY B KiHI[IBKaX, apTepiasibHa riloTeH3is, CHHIPOM
Peiino

Yacmoma Hegidoma  Tpom6o3/emOomisT*
3 00Ky (yHKIIii OpraHiB JUXaHHS, IPYTHOI KJIITKH Ta cepegoCTiHHsI

Yacmo 3apuinKa, HOCOBa KpOBOTeYa, Kallesb

Heuacmo IIneBpanbHAUi BUMIT’, GiIb y TTIOTI Ta TOPTaHi, GaphHTiT

Pidko [TneBpanbau 6inb, piOPO3 ETeHb, TeTeHeBa TrinepTeH3is, TereHeBa
KpOBOTEYa

Yacmoma Hesidoma T'ocTpa muxajnbHa HEOCTATHICTD' *, iHTepcTULianbHa XBopo6a
JIereHp*

3 00Ky QyHKIIil HIJTYHKOBO-KHIIIKOBOT' O TPAKTY

yace vacmo Hynota, miapesi, O1t0oBaHHS, OUCIIENCis, Oinb y JKUBOTI’

Yacmo MeTeopu3M, 3OyTTS XKUBOTA, TacTpoe3odareanbHUl pedIiokc,
3aKpeIl, CyXiCTh Y POTi, TaCTPUT

Heuacmo CToMaTuT, yTBOPEHHS BUPA30K y MOPOKHUHI pOTa, IITYHKOBO-

KHUIIIKOBa KpOBOTeqa7, BilpuKKa, MeJieHa, e30(¢ariT, acliuT, BUpa3Ka
IIJTyHKa, 6JII0BaHHS KPOB'10, XEUJIIT, mucdaris, TaHKpeaTUT

Pioko KormiT, KuIkoBa HEIIPOXigHICTh, 3allalibHe 3aXBOPIOBAHHS
KUIIEYHUKY

Yacmoma Hegidoma KumikoBa HempoxifHiCTh/KUIIIKOBa 00CTpyKIis*, mepdoparis [IIKT*,
OVUBEPTUKYJIIT*, CyIVHHA €KTa3isl aHTPaJIbHOr0 BigAiny LMITyHKa*

3 00Ky PyHKUil meYiHKH Ta )KOBYOBUBITHUX IIISAXiB

Yacmo [TigBuIleHHS PiBHS IE4YiHKOBUX (PEPMEHTIB

Heyacmo linepO6inipy6iHeMmisi, remaTUT, JKOBTSIHULIS

Pioko TleuiHKOBa HEMOCTATHICTEL', HEKPO3 HEYiHKH

3 00Ky HIKipH Ta MigIIKipHOI KIiITKOBHHH

Hyoice yacmo [Mepiopb6iTanbHuit HAOPSK, JePMATUT/eK3eMa/BUCUTIAHHS

Yacmo CBepbix, HaOPsK 001MYYs, CyXiCTh IIKipK, epuTEMa, alonelis,
HiYHa MIiT/IUBICTh, peakuisa GOTOYyTIUBOCTI

Heuacmo [Tyctynpo3Huit Bucui, 3a0ili, mocuieHa MiTIUBICTh, KPOIIMB' THKA,

€KXiM03, MiiBHUIlleHa CXUIbHICTh OO0 YTBOPEHHS CHUHIIIB, TiIOTPUX03,
rimomirMeHTalis mWKipu, eKkchomiaTUBHUM IepPMaTUT, JIAaMKICTb HIrTiB,
GbomiKyJIiT, meTexil, Icopias, MypIypa, TinepnirMeHTaris UKipy,
Oy/IbO3Hi BUCUTIAHHS, AHIKYIT

Pidko TocTpuit pebpunbHUM HeUTPodinbHUM mepMaTo3 (curmpoM CBiTa),
3MiHa 3abapBieHHS HIirTiB, aHTIOHEBPOTUYHUY HaOpSK, BE3UKYIIPHi
BUCUIIaHHS, My/IbTU(POPMHA epuTeMa, JIEMKOIUTOKIIaCTHUM BaCKYJIiT,
curapom CriBeHca-[I’)KOHCOHA, TOCTPUM IreHepasi30BaHUU
eK3eMaTO3HUM IIyCTYIb03, TSIKKi MKipHi peaklil Ta MKipHi BUCKTIN

Yacmoma Hegidoma  CHUHADPOM IaJbMapHO-IIJIAHTAPHOI epUTPOAu3ecTe3il*, mixeHoImHUN
KepaTo3*, 4epBOHUI IJIeCKaTU NUIai*, TOKCUUHUN elifepManbHUN
HEKpOJIi3*; MeAuKaMeHTO3HUM BUCHII, II0 CYIIPOBOAXKYETHCI
€03uHO0QINi€I0 Ta CHCTEMHUMHU ITIposgBaMu™; mceBmomopdipis™

3 00Ky (PyHKIIil OIOPHO-PYXOBOI0 anapary Ta CHOJIyYHOI TKAaHHHHA

Lyoce vacmo M’g308Bi cma3aMu Ta CygoOMH, M’sI30BO-CKeJIeTHUM 0ib, ¥ TOMY YUCITi
Miasrisi’, apTpanris, 6inb y KicTkax'
Yacmo Habpsxk cyrno6iB

Heuacmo CkyTicTb y cyrnobax Ta M’si3ax



Pioko M’si30Ba cnabKicTh, apTpuUT, pabmomioniz/MionaTis
Yacmoma Hegidoma  AcCenTUYHUY HEKPO3/HEKPO3 TOJIOBKU CTETHA, 3aTPUMKa POCTY Y

miten*
3 00Ky PyHKIii HHUPOK Ta CEYOBHBITHHUX IIIAXiB
Hevyacmo Hupkosuii 0inb, remMaTypisi, rocTpa HEPKOBa HEJOCTATHICTh,

[IiIBUII[EHHS YaCTOTU CEYOBUIYCKaHHSA

Yacmoma Hesidoma  XpoOHiYHa HUPKOBa HEAOCTATHICTh

3 00Ky yHKIIii penpoOayKTHBHOL CHCTEMH Ta MOJIOYHHX 3aJ103

Hevyacmo [iHekoMacTisi, epeKTuibHa IUCHYHKIIiS, MEHOParis, HeperyIsIpHun
MEeHCTpPYyaJIbHU# LUKJI, CTaTeBa AUCPYHKIIiSA, Oib y cocKax,
30i7TbIIIEHHS MOJIOYHUX 327103, HaOpPSAK MOIIOHKHU

Pioko ['eMopariyHa KicTa X0BTOI'0 TijIa/TeMopariyHa KicTta s€4YHUKa

3arajipbHi MOpPyIIeHHS Ta peakKiiil y MicIli BBeIeHHsI mpemapary

Lyorce wacmo 3aTpuMKa pifuHU Ta HabpsSK, BTOMJTIIOBaHICTh

Yacmo CnabxicTh, MigBUIIIEHHS TeMIepaTypH Tina, aHacapKa, 03HOO,
TPEMTIHHSA

Hevyacmo Bine y rpyasx, 3arajibHe He3AyXKaHHS

BigxuneHHs1 Big HOpMH, BUSIBJIEHi B pe3yJIbTaTi 00CTeKeHHs

Lyoce wacmo 30inbIIeHHS MacCH Tina

Yacmo 3MeHILeHHS MacCH Tinna

Hevyacmo [ligBuieHNY piBeHb KpeaTUHIHY B KPOBi, MigBullleHuY piBeHb KOK

KpPOBI, NiABUIIIEHUN PiBeHb JTaKTaTAETiIporeHas3u y KpoBi,
MigBUIIEHUY piBeHb TyKHOI pocdaTas3u KpoBi
Pioko [ligBuiieHNY piBeHb aMina3u KpoBi

* Tani Tunu peakuiit 6ynu 3adikcoBaHi TOJIOBHUM YMHOM Y IIOCTMapKETUHTOBUM TEpiof
3aCTOCYBaHHS iMaTHHiIOy. BoHM BKITI0UAIOTh CIIOHTAHHI MTOBIIOMJIEHHS IIPO BUIIQIKH, @ TAKOXK
ceplio3Hi HebaxKaHi eheKTH, SKi CIIOCTepiraaucs Iifl Yac TPHUBAJIUX AOCHIIIXKEHb, ITPOTrpaM i3
PO3MIKUPEHUM IOCTYIIOM, TOCTiIXKeHb KIIiHiYHOI (hapMaKoorii Ta BUIPOOyBaIbHUX
OOCHiAKEeHHSX 3aCTOCYBaHHS 1103a 3aTBEPIXKEHNMHU MoKa3aHHAMHU. OCKINTbKY [aHi peakiril
CIIOCTEepIrajaucs y IMONyJIsaLifiX HEeBU3HAYEHOI0 PO3Mipy, He 3aBXKOU MOXKJIMBO JOCTOBIPHO
BM3HAYUTH IX YaCTOTY a60 BCTAHOBUTH IPUYUHHO-HACITIIKOBUY 3B’SI30K i3 3aCTOCYBaHHSIM
iMaTuHIOy.

! [Tpo mHEBMOHIIO ITOBIJOMIISANIM Hal4acCTillle y MalieHTiB i3 TpaHcPopmoBaHOo0 XMJI Ta malieHTiB 3i
[IUTYHKOBO-KUIIKOBUMY CTPOMaJIbHUMHU IyX/IMHAMHU.

2 [Tpo ronoBuu# 6inb HalyacTillle TOBIOMISANIN Y MALi€HTIB 3i MITYHKOBO-KUITKOBUMHU
CTPOMAaJIbHUMU NyXJINHaMHU.

3 Ha ocHOBIi po3paxyHKy IallieHTO-pOKiB MOPYIIEeHHS (DYHKIIL CcepIisl, B TOMY YKCIIi 3aCTiliHa ceplieBa
HeIOCTATHICTh, HaM4acTillle CIIOCTEPIraJuch y MalieHTiB i3 TpanchopmoBanoio XMJI, HiX i3
XpOoHiuHOI0 XMJI.

4 BiguyTTs NpUnauBy HauyacTille CIOCTePIrasoch y Nalli€HTiB 3i MITyHKOBO-KUIIKOBUMU
CTpPOMa/IbHUMHU IIyXJIMHAMH, a KPOBOTEeYi (reMaToOMH, TeMoparii) - y MalieHTiB 3i IUIyHKOBO-
KUIITKOBUMU CTPOMaJIbHUMU IIyXJIMHaMU Ta TpaHchopmoBaHoio XMJI (XMJI-AP ta XMJI-BC).

5 [Ipo meBpasbHUY BUIIIT YaCTillle ITOBITOMIISAJIM CTOCOBHO IAL[IEHTIB 31 IIJIYHKOBO-KUIIKOBUMHU
CTpOMa/JIbHUMHU IyXJIMHAMU Ta Tali€HTiB i3 TpaHCchopmoBaHo XMJI (XMJI-AP ta XMJI-BC), Hixk
IIOM0 IAlli€EHTIB i3 XpOoHiYHOI0 XMIJI.



67 Binp y K1BOTIi Ta LUIYHKOBO-KUIIKOBI KPOBOTeYi Oy YaCTUMU Y ITAlli€HTiB 3i HITyHKOBO-
KHUIITKOBUMU CTPOMAaJIbHUMU IyXJIUHAMU.

8 [ToBimoMIsANH TIPO [esIKi IeTalbHi BUNAgKK IIeYiHKOBOI HEIOCTATHOCTI Ta HEKPO3Y MEeYiHKH.

9 M’s30B0-cKenieTHUY Oib Mig Yac NmiKyBaHHS iMaTuHi60M abo mmicig BigMiHM criocTepiraau y mocT
MapKeTHHTOBUY MEPIO.

10 M’s130Bo-cKeneTHUY Oifib Ta momiOHI peakiril yacTile criocTepiraauck y namieHTis 3 XMJI, HiXK y
IaI[l€HTIB 31 IUIYHKOBO-KUIITKOBUMU CTPOMAJIbHUMU IyXJIMHAMU.

11 [ToBigoMIISINIM TIPO JIeTaIbHI BUIIaAKY Y TAIIEHTIB 3 Mi3HIMU CTafdisIMU 3aXBOPIOBaHHS, TAXKKUMU
iH(DeKITiAMU, TSIXKKOI0 HEUTPOIIEHIE0 Ta iIHIIMMU CEPUO3HUMU CYIyTHIMU PO3JIaflaMu.

" BKouaiouy By3/I0BaTy ePUTEMY.
T'enamomokcuuHicmb

['enaTOTOKCUYHICTE, IHKOJIM 3 BUPaXKEeHOK CUMIITOMATHUKO, CIIOCTepiraaach y X0l
OOKJIIHIYHKX Ta KIIHIYHUX OOCHigXKeHb. CocTepiraaocs MiABUIIEHHS PiBHIB TpaHCaMiHa3s,
pinko - 30inbiIeHHS piBHA 6inmipy0iHy. CUMITOMY 3'SABISNIKACS BIPOMOBXK MEPIIAX 2 MiCSIIiB
JIIKyBaHHS, X04a y AesIKUX BUMafgKax - Ha 6-12 micsi miKyBaHHS, Ta 3a3BUYall 3HUKAJN Y€Pe3
1-4 TuXKHI iCIA TPUNVHEHHS JIIKyBaHHS.

BigxuneHHS Bill HOPMHU y pe3yabTaTax 1abopaTOPHOr0 00CTeXKeHHS

3azanvHul aHanis kposi

[Tpu XMJI 1iuToneHist, 30KpeMa HeUTPOIeHist Ta TPOMOOLUUTOIEeHisI, Oy/IH TOCTIMHUMH B YCiX
OOCiIXKEeHHSX 31 CBiMTYEeHHSIM BUIIOI YaCTOTH IIPH 3aCTOCYBaHHI BUCOKHUX [03 = 750 Mr
(mocmimxenns ¢asu I). OMHAK CITil 3a3HAYMUTH, 1110 IT0sIBa HEUTPOIIEHil TAKOXK Ma€ YiTKuu
B3a€EMO3B’S30K 3i CTafli€l0 3aXBOPIOBaHHS; YaCcTOTa HeUTpomneHii 3 a6o 4 cTyneHs

(AKH < 1,0 x 10°/n) Ta TpombouuTonesii (KinpKicTs Tpombouuti < 50 x 10°/1) Gyna y 4-6 pasis
BUIIOI0 ITpH OnacTHiM Kpu3i Ta y Pasi akcenepatiil (59-64 % ta 44-63 % [ng HeUTpoOIeHil Ta
TPOMOOLIMTOIEHII BillTOBIOHO) MOPIBHSAHO 3 TAKUMM Y TAIli€HTIB i3 BIlepIle OiarHOCTOBAHOIO
XpoHiuHOW0 (azoro XMJI (16,7 % HelTponeHis Ta 8,9 % TpombouuToneHis). [1pu Boepiie
miarHOCTOBaHil XpoHiuHil pasi XMJI HeiiTponeHia cTymens 4 (AKH < 0,5 x 10%/1) Ta
TpoMOOLMTONeHis (KinbKicTs TpoMGoruTis < 10 x 10°/1) coctepiramucs y 3,6 % Ta < 1 % mamieHTis
BigmoBigHO. MefiaHa TPUBAJIOCTI €Mi30/iB HEUTPOIEeHil Ta TPOMOOITMTOIIEeHil KOJIMBAJIAChk Bif 2 [0

3 TUXKHIB Ta Bif 3 [0 4 THXKHIB BiAnosigHo. 1]i gaBuila 3a3BUYail MOXKHa JiKyBaTH LIJITXOM 3MeHIIEeHHS
no3u abo mepepBu y IpUioMi iMaTHHIOy, ane B pigKiCHUX BUIMIafiKaX BOHU IIPU3BOIATE 0
OCTaTOYHOTO IPUIMHEHHS Tepalil. Y nefiaTpuyHUX naiieHTiB 3 XMJI HalyaCTilluM IPOSIBOM
TOKCUYHOCTI € IIUTOIEeHis 3 a60 4 CTymeHs, B TOMY YHUCIIi HEUTPOTIEHis, TPOMOOIMTONIEHIsI Ta aHEMis.
LIi siBu1ma B GiNBIIOCTI BUTIAAKIB CIIOCTEPIraloThCS MPOTITOM AEKiTbKOX MePIIUX MicsIliB Teparrii.

Y xomi mocmimKeHHS 3a y4acTio MallieHTiB 3 HeonepabenbHUMU Ta/ab0 METaCTaTUUHUMU
IIIJTyHKOBO-KUIIIKOBUMY CTPOMa/IbHUMU NyXJIMHaMU aHeMisd 3 abo 4 CTyIleHs BUSIBIEHA Y
5,4 % ta 0,7 % mauieHTiB BiANOBiAHO i MpUHANMHI Y OeIKUX i3 IIUX NallieHTiB Moria OyTu
TII0B’s13aHa 3i NIYHKOBO-KUIIKOBUMU a00 BHYTPIIIHbOIYXTHHHUMY KPOBOTEYaMH.



HetitponeHnia 3 Ta 4 cTyneHs cnocTtepiranack y 7,5 % Ta 2,7 % nauieHTiB BiAIOBITHO, a
TpoMOouuToneHis 3 ctyners -y 0,7 % narienTiB. Hi B oqHOTO 3 NallieHTiB He PO3BUHYIACT
TPOMOOLUTOMEHIS 4 CTyneHs. 3MeHIIeHHS KiIbKOCTi JIEMKOIIUTIB Ta HEUTPODiniB
CIIOCTEpIranaocs nepeBaxHo IPOTArOM MEePIIXX MIeCTU TUKHIB Tepallil; B IOJalIbIIOMy
IIOKa3HUKY 3aJIUIIaINCh BiTHOCHO CTa0iTbHUMU.

BioximivyHUU aHani3 Kposi

BupaxkeHe migBUIleHHS PiBHS TpaHcaMmiHas (< 5 %) abo 6inipybiny (< 1 %) cmocTepiranocs y
nariesTiB 3 XMJI i B OinbIIOCTi BUMAAKIB JTIKyBaJIOCs IIUISXOM 3MEHIIeHHS 103U ab0 IepepBu
y Teparil (MefiaHa TPUBAJIOCTI IIUX €Mi30MiB cCTaHOBUIA MPuOMU3HO 1 TUXKOEeHb). JIiKyBaHHS
Oy710 0OCTAaTOYHO IIPUIIMHEHEe Yepe3 BigXuIeHHs Big HOPMU B Ta60pPaTOPHUX IMOKa3HUKAX
nme4iHKoBoi QyHKIIl MeHIne HixK B 1 % mamienTiB 3 XMJI. V nalieHTiB 3i IIITyHKOBO-
KUIIKOBUMU CTPOMaJIbHUMMU IIYXJIMHAMU CIIOCTePiranock y 6,8 % BUNAOKIB MiABUILEHHS
piBus AJIT (amaninamiHoTpaHcdepasu) 3 abo 4 ctyneHs Ta y 4,8 % BuUmaakiB MmigBULIIEHHS
piBHs ACT (acmapTtataminoTpaHcdepasu) cTynens 3 abo 4. ITigpuiieHHs piBHS O0inmipyOiHy
BiI3HAYaI0Ch MeHIIIe HiX y 3 % maIlieHTiB.

[ToBimOMISIIY IIPO BUIMTAAKY IIUTOMITUYHOTO Ta XOJIECTaTUYHOTO TeMaTUTY Ta Ie4iHKOBOl
HE[OCTAaTHOCTI; AesKl 3 HUX MaJly JIeTaJlbHAU HaCJIif0K, Y TOMY YKCJIi B OMHOTO Ialli€HTa,
KUY 3aCTOCOBYBaB BHCOKI [JO3U l1apaleTaMoIy.

Omnuc okpeMux HeOaxKaHUX MOOIYHUX Oit

Peaxmusauisa eenamumy B

Y 3B’s13Ky 3 Ber-Abl ITK noBigomnsanu npo peakTuBallii renatuty B. V geskux Bumnagkax
Bi3HAYEHO PO3BUTOK I'OCTPOI ITeYiHKOBOI HEAOCTATHOCTi a00 QyIbMiHAHTHOT'O TEIATHUTY, 1110
IIPU3BOOATE IO TPAHCIIJIAHTAllil IeYiHKY a0o JIeTalbHOTO PE3yIbTaTy.

Tepmin npudamHocmi. 5 POKIB.

He 3acTocoByBaTu micns 3aKiH4YeHHS TEPMiHY IPUOATHOCTI, 3a3HAYEHOr0 Ha yIIaKOBII.

YMmoBH 30epiranssi.
30epiratu npu TeMmepartypi He Buile 252 C.

30epiratu B HEAOCTYIIHOMY IJISI OiTEW MicCIIi.

YnaxoBka.

[To 10 kamcyn y 6mictepi; mo 6 a6o 12 6yicTepiB y maylli 3 KApTOHY.



Kareropis Bigmycky.

3a peLemnToM.

BupoOHHUK.

AT «I'piapexc».

Micue3HaxoKeHHsI BHPOOHHKA Ta aipeca MicCIsi IpoBaIXKeHHs MOro Tis/IbHOCTI.
Byn. Kpycrminc, 53, Pura, LV-1057, JlaTBis.
Temn. / dakc: 371 67083205/ 371 67083505.

En. nomra: grindeks@grindeks.lv.



