IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IMATHHIB I'PIHOEKC
(IMATINIB GRINDEKS)

Cknao:
ditoua pevosuHa: imaTuni6 (imatinib);
1 kamncyna tBepfa mictuth 100 Mr iMmaTuniOy (y BUrnsagi imatuniOy Me3unary);

0onoMmidcHi peyoguHU: TIPOCONB (11e7T107103a MiKPOKPHUCTaJliYHa, KPEMHII0 MiOKCHU[ KONIOIqHUM
0e3BOOHUIT), KPOCIIOBIIOH, TaJIbK, MarHilo cCTeapar;

Kancyaa (kopnyc ma Kpuweuka): 3ani3a okcup yepBonuii (E 172), 3amiza okcup xostuu (E 172),
tuTany miokcup (E 171), xKenaTus.

JlikapcbKka ¢popmMa. Kamcynu TBepgi.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: TBEPAI KeJTaTUHOBI KalCy/d KOPUUHEBO-0PaHKEBOTO
KOJIbOPY. BMicT Karmcyn - mopoirox Big 6i710T0 [0 CBiTI0-2KOBTOT0 a00 KOPHYHIOBATO-2KOBTOT'O
KOJIbODY.

dapMakoTepaneBTHYHA rpyna. AHTUHEOIIaCTAYHI 3aco0u, iHTibiTOpu TUPO3UHKIHA3H

BCR-ABL. Kog ATX LO1E AO1.

dPapmakono02iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHni3M mil

IMaTHHIO € HU3BKOMOJIEKYIIPHUM iHTi6iTOPOM MPOTEIHTUPO3UHKIHA3Y, SKUHM CUJIbHO IPUTHiUye Ber
Abl tuposuHkiHady (TK), a Takox OaraTo 3 perenTopiB TK: Kit, peuentopa dakTopa
crooypoBux kiituH (OCK) (SCF - Stem Cell Factor), sikuit konye ¢ Kit IPOTOOHKOTeH, pelenTopu
noMeHy guckoiguHy (DDR1 ta DDR2), perenTop KonoHiecTuMymoodoro hakropa (CSF 1R) Ta
anb(a- i 6eTa-penentopu TpoMOoIMTapHOro hakTopa pocty (anbdpa-PDGFR Ta 6eta-PDGFR).
IMaTHHIO MOXKe TaKO0XK IPUTHIYYBaTH IIPOIECH B KIIITMHAX, Me[Ii0BaHi aKTUBAlli€l0 KiHa3u
I[UX PeLenTopiB.



®apMakogvHaMiyHa [id

ImaTuHIO € iHTiGiTOPOM IIPOTEIHTHPO3UHKIHA3H, SKUIM CUIBHO NPUTHIYYE TUPO3UHKiHa3y Ber-Abl in
vitro Ha KJIITUHHOMY Ta in vivo piBHsAX. LIg crionmyka BuOipKOBO NpuUrHiuye mporidepaiiito Ta
CTUMYJIIO€E amonTo3 y Ber-Abl-mo3uTUBHUX KITITUHHUX JTiHIAX, @ TAKOXK Yy IIONHO YpaXkKeHUX
JIeMKeMiuHUX KJIiTUHAX y Malli€HTiB 3 HAasBHICTIO B JIeMKONUTax ¢inamenbdiiChKoi XxpOMOCOMHU MIPH
XPOHIYHOMY ITO3UTUBHOMY Miesorneliko3i (Rh) Ta 3 roctpoio niMdo6racTHOIO TeHKeMi€e0.

In vivo cionyka BUSIB/ISI€ IPOTUITYX/IMHHY aKTUBHICTh IIPM MOHOTepalil Ha Moperi Ber-Abl-
NIO3UTUBHUX TYXJIMHHUX KJIITUH Y TBapUH.

Kpim Toro, iMmaTuHi0 € cunbHUM iHTiI6ITOPOM pelenTopa TUPO3UHKIHA3U BiTHOCHO TPOMOOIMTAPHOTO
dakTopa pocty (TOP) (Platelet-derived Growth Factor - PDGF), PDGF-R i ¢hakTopa eMOpioHaIbHOI
kiitunu (OEK) (SCF - Stem Cell Factor) c-Kit Ta npurniuye TOP- Ta ®EK-onocepenkoBaHi
3MiHu 3 00Ky KiiTuH. In vitro iMaTuHi0 npurHivye mpomigepalliio i CTUMYJIIOE alloNTO3 Y
KJTITUHAaX MUTYHKOBO-KUIIKOBOI cTpoMasbHOl nyxnuHU ([ICT), KoTpi 9Ki eKCIIpecyioTh
aKTUBYIOUy MyTalio Kit.

KoncturtyTuBHa akTuBalisa perentopa TOP a6o Ber-Abl mpoTeiHTHPO3UHKIHA3Y € PE3YIhTaTOM
inTerpanii 3 pisuumMu 6inkamu abo cTumynsiii cuaTe3y TOP, 1o Oyu 3anydeHi y maToreHes

M C/MIT3 (mienopucnnacTuyHUX/MienonpomihepatuBHUX 3axBopioBaHb), [EC/XEJI
(rimepeo3uHOGITEHOTO CHHAPOMY/XPOHIUHOI €03uHO(iNbHOI nerikeMil) i DFSP (BunuHamounx
nepmaTodibpocapkom). IMaTuHi6 iHribye mepemaydy KIiTUHHUX CUTHAIB Ta Iposidepartito KIiTuH,
3yMOBJIEHY IIOPYIIIEHOIO0 aKTUBHICTIO KiHa3 pellenTopiB TOP i Abl mo cynpoBOaXKYOTh
ne3aktuBoBaHui TOP Ta misinpHiCTs Ber-Abl Tupo3uHKiHaA3M.

EdekTtuBHicTh mpemnapaty 6a3yeThCS Ha 3BUYANHUX T€MATOJIOTIYHUX Ta IUTOT€HETUYHUX
JaHWX PiBHA BiAMOBiMi Ha JTiKyBaHHS Ta TPUBAJIOCTI XKUTTS 6e3 MporpecyBaHHs XxBopoOu mpu XMJI,
Ha 3BUYalHUX reMaTOIOTiYHUX Ta IUTOTEHETUYHUX NaHUX PiBHSA Bigmosimi npu Ph -I'J1JI, MIIC/MII3
(MienopucIIaCTUUHUX/Mi€TONPOIipepaTUBHUX 3aXBOPIOBAHHSAX) Ta Ha 00'€KTUBHUX BiATIOBIgIX IIpU
['ICT Ta HeomnepabenbHilt DFSP (BunuHatouux gepMaTodhiopocapkom).

dapmakoKiHemuxka.

Hito iMmaTuHiOy BUBYaNu pu BBEOEHHI B giama3oHi 703 Bifg 25 mo 1000 Mr. ®apmMakoKiHeTUYHi
npodini aHamidyBanucs y 1-i meHb, a TaKOXK Ha 7-1 feHb abo Ha 28-11 ieHb, KoMK OyJI0 JOCATHYTO
piBHOBaXXHUX KOHIIEHTpPaLill iMaTUHIOY y m1a3Mi KpoBi.

BcMOKTYBaHHSA
CepepnHs abcomoTHa 610M0CTYIHICT IpenapaTy CTaHOBUTD 98 %.

KoedirmienT Bapiartii pnsg AUC iMmaTuniOy y mma3Mi KpoBi Mae pi3Hi piBHI y malfieHTiB mpu
IIepopabHOMY IPUKOMI.

[Tpu npu3HayveHHi mpenapary 3 kel i3 BUCOKMM BMiCTOM KUPiB MTOPiBHSHO 3 IPUAOMOM
HaTIIeceplie Bil3HAYa€eThCS He3HAUYHE 3HUKEHHS CTyIIeHs BCMOKTyBaHHSA (3MeHIIeHHS C,
imatuni6y Ha 11 % Ta mogoBxkeHHS t,,, Ha 1,5 rogunu 3 He3HaYHUM 3MeHIIeHHsIM AUC Ha

7,4 %).

BriniuB paHillle nepeHeceHoro Xipyprivuioro BTpy4aHHs Ha IUTyHKOBO-KUIIIKOBOMY TPaKTi Ha



BCMOKTYBAHHS{ IIPE€IIaPaATy HE BUBYAJIH.

Posnopin

3a maHUMH OOCIIIKeHb in vitro Mpy KIiHIYHO 3HAYYIUX KOHIEHTpaliax npubnusno 95 % imaTuniby
3B’A3y€ThCS 3 OiIKaMu IIa3My KPOBi (TOJIOBHUM YHHOM 3 aTbOyMiHOM Ta KHUCIIUM

Q-TTIIKOTIIPOTEinoM, HE3HAYHO MipOoo - 3 JIIIOIPOTEIHOM).
MeTabomiszm

['omoBHUM MeTabomiTOM iMaTUHIOY, SKUt HIXPKYIIOE Y KPOB'SHOMY pycli, € N-IeMeTunboBaHe
ninepa3uHOBE IMOXifIHE, 1110 IEMOHCTPYE in Vitro MOTyKHICTb, MOAIOHY OO MOTYKHOCTI IT0YaTKOBOI
peudoBuHHU. [ImazmoBa AUC 1150r0 MeTaboMmiTy CTaHOBUTH TimbKU 16 % AUC mns iMmaTuniOy.
3B’g3yBaHHA 3 OinkaMu 1a3Mu KpoBi N-meMeTunb0BaHOrO MeTaboliTy mofibHe [0 3B’s13yBaHHSA
II0YaTKOBOI CIIOJTyKH.

ImaTrHIO Ta N-geMeTuIb0BaHKAK MeTabOoJIiT pa30oM CTaHOBINATE OJTU3bKO0 65 Y% IIMPKYII0I0Y0l
pamioakTuBHOCTI (AUC (,44)). PemTy HUpPKy 010901 PagioaKTUBHOCTI YTBOPIOIOTh YU CENbHI
OpPyTropsifHi MeTaboTiTH.

3a maHUMU OOCTIIXKeHb in vitro BctaHoBieHo, 1m0 CYP3A4 € ocHoBHUM pepmerToM P450 moguHmy,
IKUH KaTasisye 6ioTpancdopmatiio iMaTuHiOy. I3 rpynu MoTeHUiMHUX ITpenapaTiB A1 OMHOYaCHOTO
niKyBaHHS (anetaMmiHodeH, allMKIIOBip, aJIoNypruHOI, aM(bOTEpULIKH, IuTapabiH, epUTPOMILIKH,
(bITyKOHa3011, OKCHCeY0BUHA, HOphIoKcauuH, neHinumid V) Tinbku eputpominus (IC;, 50 MKM) i
dnykonason (IC;, 118 MKM) mokasanu iHri0youy fito Ha MeTaboi3M iMaTHHIOY, SKa MOXKe MaTh
KJIiHIYHE 3HaYeHHS.

IMaTuHiO, 3a maHUMM MOCIIIXKEHb in Vitro, I0Ka3as, 1[0 MOXe OyTH KOHKYPEHTHUM iHTri6iTopoM
Mapkepa cyocrtparis CYP2C9, CYP2DG6 i CYP3A4/5. 3nauenns K; y Mikpocomax Me4iHKY TIOOAHU
craHoBmnio 27, 7,51 7,9 MKMOnB/N BigmoBigHO. MakcuMasnbHa KOHIEHTpallid iMaTuHiOy y mia3mi
KPOBIi IaIlieHTiB CTAHOBUTD 2-4 MKMOJIb/JI, TOMY MOXkuBe ranbmyBaHHs CYP2D6 Ta/ab6o CYP3A4/5-
MeTab01i3My OHOYACHO BBEIEHHUX JIiKapChKUX 3aco0iB. IMaTHHIO HE BTPY4a€THCS Y
6ioTpaHcdopMariio 5-pTopypanuny, ajae raibMye MeTaboIi3M akiTakceny B pe3yibTaTi
KoHKypeHTHOrO inri6yBanus CYP2C8 (K, = 34,7 mkm). Take 3Ha4eHHd Ki € 3HaYHO BUIIUM, HiXK
OuiKyBaHa I1JlTa3MOBa KOHIIEHTPallid iMaTHHIOY y MaIlieHTiB, TOMY HeMa€ IIifCcTaB 04YiKyBaTH
B3a€EMO[Iil TPY OJHOYACHOMY BBeJEHHi 5-hTopypanuiny abo makiiTakceny 3 iMaTUHIOOM.

BuBengeHHs

ITicas mepopanIbHOroO 3aCTOCYBaHHS ' C-MiueHOro iMatuHiOy npu6au3Ho 81 % BUBOMUTHLCS IPOTATOM
7 oHiB, 3 KanoM - 68 % BBemeHol 0o3H, 3 ceyelo - 13 % mo3u. Y He3MiHeHOMY CTaHi BUBOOUTHLCS
npubnusHo 25 % no3u (5 % i3 ceyelo, 20 % 3 Kanmom). PelliTa BUBOAUTHCS Y BUTISAAI MeTabOMiTiB.

dapmMakoKiHeTHKA Y I1J1a3Mi KPOBi

[lepion HaniBBUBeneHH4 t,, iMaTUHIOY Y 3M0POBUX HOOPOBOJIBIIB CTAHOBUTEL IIPUOIN3HO

18 rogus, mo nigTBEpAXKY€E TOM (HakKT, 1[0 MpU3HaYEHHS NpenapaTy 1 pa3 Ha 00y € TPUUHATHUM. Y
miama3oHi go3 Big 25 0o 1000 Mr cniocTepiraeThcs mpsiMa NiHiiHa 3anexHicTs AUC Bif BeNMUYUHU
no3u. [Ipu BBeleHHi TOBTOPHUX 1003, MpU3HaYeHuX 1 pa3 Ha 0o0y, hapMaKoKiHeTHKa iMaTuHIOy He
3MIHIOETHCS, KYMYJISIIis ITpelapaTy Mpu MOCTiiHOMY npuitoMi no3u 1 pa3 Ha oy cTaHoBuiA Bixg 1,5



mo 2,5 pa3sa OinbIle Bif MOYaTKOBOT'O 3HAUEHHS.

dapMaKOKiHeTHKA YV MALEHTIB i3 racTPOiHTECTUHATBHUMYU CTPOMAILHUMU IIYXJIHHAMUA

Y nmamientis 3 I'ICT excno3utis 6yna y 1,5 pa3a BuIlolo, Hix y namienTis 3 XMJI, mpu 3acToCcyBaHHi
tiel & go3u (400 mr). 3a nonepenHiM aHanmizoMm papMakokiHeTuku y marieHTiB 3 I'ICT Gynu
BCTAQHOBIIeHi Tpu 3MiHHi (anpOyMiH, NedKouTH i 6imipy06iH), 1110 MaIu CTAaTUCTUYHE BiIHOIIEHHS 10
(dbapMaKOKiHeTUKY iMaTHHIOy. 3HUKEHHS PiBHS anbOyMiHy CIPUYKHSIIO 3MeHIIeHHs KiipeHcy (CL/F),
a TaKoX OilbIl BUCOKUY PiBeHBb JIEMKOLMUTIB, 1110 pu3Beso no ckopoueHHss CL/F. OgHak 1i moKa3HUKHU
He € NOCTaTHhO 3HAUYIIUMH, 11100 KOPUTYBATH MO3U. Y IIill KaTeropii maiieHTiB HasgBHICTh METACTa3iB
y MediHlli TOTeHIINHO MOXKe MPU3BECTH [0 MTeUiHKOBOI HEIOCTATHOCTI Ta 3HUXKEHHS MeTa0oi3My.

dapMaKOKiHeTHKa TOIYAAIIii

3a GpapMaKOKiHETUYHUMY [JaHUMHU y TalieHTiB i3 XMJI OyB BCTaHOB/IEHUI HEBEJIMKUH BIJIUB BiKy Ha
00’eM posmnopminy (12 % 306inbineHHs y nalieHTiB BikoM Bif 65 pokiB). Lo 3MiHy He MoxKHa BBaXKaTu
KJIIHIYHO 3Hauy1010. byB Bil3HauYeHWI HEBEJIUKU BIIJIUB MaCH Tijla Ha BEJIMYUHY KIIiPEHCY
iMaTuHiOy; A7 malieHTiB 3 Maco Tina 50 KT cepenHil KIipeHC CTaHOBUTD 8,5 J1/T0f, a [JIs MallieHTiB
3 macoto Tina 100 kr cepepHiu KiipeHc 3pocTtaTtuMe [0 11,8 n/rog. Lli 3MiHM He € JOCTaTHLOIO
IigCTaBOIO AJIS KOPEKIIil 403U, Ky BU3HA4YalOTh BiiMOBITHO A0 Macu Tina. PapMaKoKiHETHKA
iMaTuHiOy He 3a/1eXXUTh TAaKOXK Bif CTaTi.

dapmMakOKiHETHKA YV OiTer

4K i y mopocnux marfieHTis, iMaTuHIO y miTed MIBUAKO BCMOKTYBABCS IMiCJ IIPUMOMY BHYTPIIIHBO B
060X (aszax [OCIiaXKeHb. 3aCTOCYBaHHA OiTAM y Ho3ax 260 Ta 340 Mr/m*/go6y mocsarae Takoro X
KJIIHIYHOT 0 3Ha4YeHH4, gK npu fo3ax 400 mr ta 600 Mr y mopocnux nanieHTis. [TopiBHAHHEA AUC g,
Ha 8- neHb 1y 1-u geHb Ha piBHI go3u 340 Mr/M2/1106y BUSIBIEHO 1,7-pa30Be HAaKOMUUYEHHS IiCIs
TIOBTOPHOTO npuiiomy 1 pa3 Ha mo0by.

Ha ocHOBi y3aranbHEHOTr0 (papMaKOKiHETUUHOTO aHai3y MONyIAlliil AiTex i3
remMaTtosioriuHuMu po3nagamu (XMJI, Ph I'J1JI a6o iHmIi reMaTonorivyHi po3nanu, sKi
TiKyBaaucs iMmaTHHIO0M) OyJI0 BCTAHOBIIEHO, 110 KJTipeHC iMaTHHIOY MimBUIYEThCS 3i
30i/IbIIEHHSM IIJIOIIi TTOBEPXHI Tina. [Ticyisg KopuryBaHHS BIIJIMBY IJIOIII TTOBEPXHI Tina iHImmi
nemorpadiuHi pakTOpH, TakKi K BiK, Maca Ti/la, iHOeKC MacH Tija, He MalOTh KITiHIYHO
BaXKJIMBOTO BILJIMBY Ha €KCITO3UIIi10 iMaTUHIOy. AHai3 migTBEPAXKYE, 110 €KCIIO3UIIis
iMmaTHHIOy y miTel, sKi mpuiiMany fo3y 260 Mr/m” omuH pa3 Ha Ao0y (6e3 IepeBuIIeHHs H03K
400 mr 1 pa3 Ha go0y) a6o 340 mr/M° (6e3 mepeBuIeHHES 7034 600 Mr

1 pa3 Ha go0y), 6yna momiOHa 4O TaKOl ¥ MOPOCHIUX MAIliEHTIB, IKi mpuiimManu iMaTuHi6 y mo3i
400 mr abo 600 mr 1 pa3 Ha go0y.

[lamieHTH 3 MOPyIIeHHAM (DYHKIIi1 OpraHiB

IMaTuHiO Ta #10r0 MeTabOIiITH He BUBOASTHCS HUPKAMU Y 3HaYHOMY 00cs3i. [TarienTu 3
JIETKUM Ta ITOMipHUM IOPYIIeHHSIM (YHKIll HUPOK MalOTh BUINY I1JIa3MOBY €KCITO3HUIIiI0, HiX
Mali€HTH 3 HOPMaIbHOIO QYHKIT€I0 HUPOK. 3pOCTaHHS CTaHOBUTH Mpubnu3uHo 1,5-2 paswu, 1mo
BiIIIOBifla€ MiABHUINEHHIO V 1,5 pa3a piBHS anb(da-TIiKOIPOTeIHy IIJa3MU KPOBi, 3 IKUM
3HAYHOIO MipOI0 3B’A3y€EThCs iMaTHHIO. KipeHc BiTbHOTO mpemnaparty [js iMaTuHiOy €,
iMOBipHO, 6JTM3bKKUM 3a 3HAUEHHSM Y TallieHTiB 3 HUPKOBOIO HEJIOCTATHICTIO Ta HOPMa/IbHOIO
(YHKII€I0 HUPOK, OCKIJIbKYM HUPKOBa €KCKpPEeNis € IPYTOPIAHUM LIIIXOM BUBENEHHS



iMaTuHIOy.

Xoua pe3ynbTaTd (papMaKOKiHETUYHOI'0 aHaTi3y IT0OKa3aau HasBHICTh 3HAYHOI MixK0COO0BOI
BapiabeNbHOCTI, CepefiHs eKCI03ullisd iMaTuHiOy He Oya MigBUILEHO0 V MalliEHTIB 3 Pi3HUMHU
CTYIEHSIMU MOPYIIEeHHS QYHKIIiI MeYiHKY MOPiBHSAHO 3 MallieHTaMU i3 HOpMaJbHOI0 (QYHKITIEIO
MIEeYiHKU.

KniniuyHi xapaKTepHCTHKH.
IToka3aHHs.
ImaTuHiO I'piHgeKC MOKa3aHWM IJIs:

- JIIKyBaHHS Mali€HTIB (DOPOCIUX Ta HOiTel) 3 yIeplle AiarH0CTOBaHOK Mo3uTuBHOWI (Ph) (3
HasIBHICTIO y TeWKoLXTaxX Pinagenbdiricbkol xpomocomu (bcer-abl)) XpoHiuHOIO Mi€noigHOIO
nerikeMiero (XMJI), ans sKMX TpaHCIJIaHTaLis KiCTKOBOTO MO3KY He PO3TIAfa€EThCs 5K Meplia JIiHisg
Teparrii;

- JiKyBaHHS TallieHTiB (mopocux Ta mited) 3 (Ph XMJI) y XxpoHiuHil ¢asi micrisg HeBaaol Teparil
inTepdeponomM anbda abo y pasi akcenepatiii, abo y ¢asi 611acTHOI KpH3U 3aXBOPIOBAHHS;

- y cknagi ximioTeparii maifieHTiB (MOpOCIUX Ta [iTel) 3 yImepile [iarHOCTOBAHOIO TO3UTUBHOIO
roctpoio nimdoodnacTHoio nerikemieio (Ph I'J1JI) 3 HasiBHICTIO y neliKouuTax dinamenbdiiicbkol
XPOMOCOMU;

- SIK MOHOTEepaIIisl JOPOC/INX TallieHTiB 3 rocTpolo JaiMpobaacTHo nelikemieto (Ph T'JIJI) y cTagil
penuguBy a00 TAKOIO, II0 BAaXKKO IiAA€THCS JTiKYBaHHIO;

- JiKyBaHHS OOPOC/IMX Nalli€HTIB i3 Mi€IOAUCIIaCTUYHUMU/Mi€NIONPOJTihepaTUBHUMU
3axBopioBaHHsIMU (MIIC/MII3, noB’s3aHUMU 3 Tepebym0BoI0 TeHa perenTopa GakTopa PocTy
TpoMmbouuTis (PPT);

- JiKyBaHHS HOPOCTHUX i3 mporpecyo4uM rimepeo3unodineaum cunppomoM (I'EC) ta/abo xpoHiuHOIO
eo3uHodinbHOIO Netikemieto (XEJI) i3 mepebynosoio renis FIP1L1-PDGFRa;

- nikyBaHHS gopociux nauiesTiB 3 Kit (CD117)-no3utuBHUMU HeonepabeaTbHUME Ta/abo
MeTaCTaTUYHUMU 3JI0SIKICHUMHU IIIYHKOBO-KUIMTKOBUMY CcTpoManbHuME IyxnuHamu (I'ICT);

- af’l0BaHTHA Tepallis JOPOC/IuX MAallieHTiB, Y IKUX iCHye BUCOKUY pu3uk peuunusy Kit (CD117)-
IO3UTUBHUX 3TI0SIKICHUX IIIYHKOBO-KUIMKOBUX cTpoManbHux nyxiuH (I'ICT) micnsa pesekiil
(marrieHTH, y SKUX icHye HU3bKUM a00 MiHiManbHUM PU3UK, MOXKYTh HE OTPUMYBATH ajl IOBAaHTHY
Tepariio);

- JIiKyBaHHS HOPOC/IMX TAlli€HTiB 3 HeonepaleIbHOI0 BUIMHAIO40I0 nepMaTodiopocapkomoio (DESP)

Ta DOPOCIIUX MALiEHTIB 3 pelUAUBYI0Y0i0 Ta/abo MeTacTaTUUHOIO fiepMaTodibpocapkomoio (DESP),
SIKi He MOXYTb OyTU BUa/NeHi XipypriYHuM IIISTXOM.

BrnuB iMaTuHiOy Ha pe3ysbTaT TPaHCIJIAHTallil KiCTKOBOT'O MO3KY He 3’siCOBaHUM.



Y mopocnux i miTed e(eKTHUBHICTh iMaTHHIOY OLIIHIOETHCS Ha OCHOBI JAHUX IIPO YaCTOTY 3arajibHol
reMaToJIOTiYHOl Ta IIUTOreHeTUYHO]I BiMOBiAi Ta BuXKUBaHHS 0e3 mporpecyBanHs npu XMJI, mpo
YacTOTYy reMaToJIOTiYHOl Ta IUTOreHeTUYHOI Bigmosigi mpu Ph I'JIJI, MIIC/MII3, mpo 4acToTy
rematosnoriunoi Bignosiai mpu T'EC/XEJI i vacToTy 06’€KTHBHOI BifiTIOBiAi ¥ MOPOC/IMX MAIli€HTIB 3
HeonepabenbHuMU Ta/abo MeTactaTuynuMu ['ICT i DFSP, a Takoxk BukKKBaHHS 6e3 IporpecyBaHHS
Ipu af 'toBaHTHiM Tepamil narienTi i3 ['ICT. [JocBix 3acTocyBaHHS iMaTUHIOy y MaIli€HTIB i3
MJIC/MII3, acouitioBaHuMU 3 peapaHkupyBaHHSIM reHa PDGFR, nyxe oOMexeHui. 3a BUHSITKOM
Brepiie giarHocroBanol XMJI y xpoHiuHi# pa3i KOHTPOIbOBAHUX NOCTIZKEHb, SIKi HoBOAUIU O
KJTiHiYHY KOpUCTh ab0 36inbIleHHS BUKUBAHHS, IIPU IIUX 3aXBOPIOBAHHSIX HE ITPOBOIUIIOCS.

IIpomunoka3aHHs.

linepuyyTnUBICTh N0 aKTUBHOI PEYOBHUHU ab0 MONMOMIXKHUX PEUYOBUH, SIKi BXOIOSTE N0 CKIaOy
mpenapary.

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
JlikapcyuKi 3acobu, sAKi Moxcymb nidsuuLysamu KoHUeHmpauiro imamuHiby y naasmi Kkpoai

Pe4oBuHY, 110 TPUTHIYYIOTh aKTUBHICTE i30depMeHTy CYP3A4 nutoxpomy P450 (Hanpukniag,
inribiTopi mpoTeaswu, Taki SK iHOUHABIP, TOMiHABIP/PUTOHABIP, CaKBiHABIP, Temampesip, HendiHagip,
OorenpeBip; TPOTUTPUOKOBI IIpeNiapaTy IPYyIU a30J1y, BKIII0Yal04 KeTOKOHA30J1, iTpaKoHa307I,
I103aK0HAa30J1, BOPUKOHA30J1; MaKpOJIiiX, TaKi 9K epUTPOMILIVH, KJIaPUTPOMILIWH, TEIITPOMILNH),
MOXKYTh 3HMXKYBaTH MeTabo0Ii3M i mifBUllyBaTH KOHIIEHTPAalli0 iMaTHHIOY y I1a3Mi KpoBi.
Bim3Havarnmocst 3HaYHe MiBUIIEHHS KOHIIEHTpalii iMaTuHiOy (cepenne 3uauenHs C,,, i AUC
nigBuIyBasnocs Ha 26 % i 40 % BigmoBifHO) y 3M0POBUX HOOPOBOJIBLIIB, KOJIK IIpernapaT npu3Havdaiu
CYMiCHO 3 pPa30BOI0 03010 KeToKOHa30:y (inribitop CYP3A4). Crnig moTpuMyBaTHCS 00€peKHOCTI Ipu
npu3HavyeHHi iMaTuHiOy ogHOYacHO 3 iHribiTopamu knacy CYP3A4.

Jlikapcwvki 3acobu, SKi MO}XCymb 3HUNCYBAMU KOHUEHMpPAyito imamuHiby y naa3mi Kpoei

PeuoBuHY, sKi € iHmykTOpamMu aktuBHOCTI CYP3A4 (Hanpukiapg nekcaMmeTasoH, GeHiToiH,
kKapOaMasemnin, pudammimnuH, perobapbitan, pochenitoin, mpuminor abo Hypericum perforatum,
BiloMU# TaKOXK SK 3Bip0o0ilt MpomipsABIeHui), MOXKYTh 3HaYHO 3HUKYBATU KOHIIEHTpallil iMaTuHIOy y
IJ1a3Mi KPOBi, TOTEHLIMHO MiABUINYIOYN PU3UK HeeeKTUBHOCTI TiKyBaHHS.

[Tpu monepenHLOMY ITpU3HaYeHHI OaraTopa3oBux f03 pudamminuny (mo 600 Mr) 3 mogaIbIIUM
Pa30BUM MTpU3HAYEHHSAM iMaTHHIOY y 7031 400 MTr ciocTepiranocst 3HUXKEHHS MaKCUMaJTbHOI
KoHneHTpariii (C,,,) i o mig KpuBow «KoHIeHTpalis-yac» Big 0 go « (AUC,.) Ha 54 % i 74 %
BiIMOBIIHO MOPIBHSHO 3 BigTIOBiTHMMU ITOKa3HUKAMU IIPU peXuMi 6e3 mpu3HayeHHS PUudaMIiliHy.
[Tomi6Hi pe3ymbTaTH CIOCTEPIraauCh y MaIliE€HTIB 3i 3710SKICHOIO MyXIUHOIO - TTI0MOI0, SIKi IpuiiManu
iMmaTuni6 mig yac 3acTocyBaHHS PEePMEHTIHAYKYIOUUX IPOTHEIIIENITUYHUX ITPeapariB, TaKUX K
kKapbaMaserniH, okckaba3enid Ta gpeniToiH. AUC iMmaTtuniOy y mia3Mi KpoBi 3HKWXKYBanoch Ha 73 %
TIOPiBHSIHO 3 TAKMM Y TAIliEHTIB, SIKi HE IpUUMa PEPMEHTIHAYKYIOUNX IPOTUEIIIENTUYHUX
npemnapariB. Cyifi yHUKaTHA OTHOYACHOT'0 3aCTOCYBaHHS pudaMIiliHy a00 iHIINX IOTYKHUX
inmykTopiB CYP3A4 Ta imaTuHiOy.

JlikapcuKi 3acobu, KOHUeHMpauis AKUX Modce 3MiHIO8amMucs niod 8N 1uBOM iMamuHidy



ImaTuni0 migBuInye cepente 3uauenHs C,,, i AUC cumBacTtaTtuny (cyoctpat CYP3A4) y 2 ta 3,5 pa3a
BifTOBigHO, 1110 BKa3ye Ha npurHiuenHs CYP3A4 imatuniooM. Tomy crig 6yt 00epexKHUMHY,
npu3Haydaoyy iMaTuHIO ogHOYacHo 3 cybcTpaTamu CYP3A4 3 By3bKHUM TepaleBTUYHUM IIpodineM
(TakuMU SIK IUKJIOCIOPUH a0 MiMOo3uL, TaKpoJiMycC, CUPOJIiIMyC, eproTaMiH, fueproTaMil, peHTaHisn,
andeHTaHin, TeppeHaguH, 60pTe30Mid, moreTakce, XiHiguH). IMaTUHIO MOXKe MigBUITYBATH
KOHIIEHTpAIIil0 y IJIa3Mi KPOBI iHIIMX JTiKapchkux 3aco0iB, MeTabomizoBanux CYP3A4
(TpralonbeH3o/ia3emniniB, 6710KAaTOPIB KalbIiEBUX KaHATB I'PYIIX TUTIOPOIIPUANHY, IIEBHUX
iuridiTopiB HMG-Co0A, Takux SIK CTaTUHHU TOIII0).

Yepes BigoMuil mifiBULIEHUY PU3UK KPOBOTEYi Y 3B’SI3KY 3 3aCTOCYBaHHAM iMaTUHIOY (TaKuX 5K
reMoparis) maiieHTH, gKi moTpedyioTh 3aCTOCYBaHHS aHTUKOATYJISHTIB, IOBUHHI OTPUMYBaTH
HU3bKOMOJIEKY/IIpHUYM ab0 CTaHOAPTHUI rellapyH, a He MOXiiHI KyMapuHy, Taki K BapdapuH.

In vitro iMmaTuHi0 npurHiuye akTUBHICTH i30epmenTy CYP2D6 1uToxpomy P450 y KOHIIEHTpALliX,
nofiOHMX M0 KOHIIEHTPaLlil, 10 BIJIMBaloTh Ha akTuBHiCTE CYP3A4. ImaTu#i6 y mo3i 400 Mr 2 pa3u Ha
no0y nposimnse inribyrounii BunuB Ha CYP2D6-onocepenkoBanuit MeTab01i3M METOIPOJIONY 3
nigBummeHHsM C,,, i AUC meTtomposony mpubau3so Ha 23 % (90 % IOI[1,16-1,30]). Kopexkiiis mo3u,
O4YeBUOHO, He TOTPi0Ha ITpX OIHOYACHOMY BBefleHHi iMaTHHIOy Ta cyOcTpaTiB CYP2D6, poTe
pPeKoOMeHOyeThCsT 06epexkHICTh BifHOCHO cyOcTpatiB CYP2D6 3 By3bKUM TepaneBTUUYHUM [ialla30HOM,
TaKWX SIK METOIPOJIOJ. [I715 MaIli€HTiB, IKi 3aCTOCOBYIOTh METOIIPOJION, CJIif PO3TISHYTH IUTaHHSI
1000 KJIIHIYHOTO MOHITOPHUHTY.

In vitro imaTuHi0 iHriOye O-rM0KypoHi3anito napatetramony (K, 3HadyenHsa 58,5 Mkmorns/n). Take
rajbMyBaHHS He CIIocTepirasuocs in vivo micns BBegeHHs 400 mr imatuHiOy Ta 1000 Mr
napaiietamosy. Brucoki ;o3u iMmaTHHIOY Ta mapaleTaMoily He BUBYAIIU.

TakuM YMHOM, TIPY OJHOYACHOMY 3aCTOCYBaHHI BUCOKUX 03 iMaTHHIOy Ta mapaleTaMoy
HeoOximHa 00epexKHICTE.

Y natieHTiB micns TMpeoifeKToMil, SIKi MpUNMaloTh TeBOTUPOKCHH, T171a3M0OBa €KCIIO3UIIis
JIEBOTUPOKCHUHY MOXKe 3HUXKYBATHUCS IIPU OIHOYACHOMY BBe[leHHi iMaTHHIOy. Y Takux
BUIIaKaX PEKOMEHOYETLCI NOTPUMYBaTUCS 00epekHOCTI. OgHAK MeXaHi3M BUSBIEHOI
B3a€EMO{Iil Ha JaHWU Yac HeBiJOMHUM.

IcHye KniHiYHME OOCBig OMHOYACHOTO 3aCTOCYBaHHS iMaTHHIOY 3 XiMioTeparmieto marientam 3 Ph T'JIJ],
ajie XapaKTepUCTUKYU B3a€MOIil Mixk ITiKapCbKUMU 3aco0aMu i iMaTuHIOY Ta XiMioTepamneBTUUHUX
PEeXUMiB HeOCTaTHLO BU3HAYeHi. MOXYyTh ITOCUTIOBAaTUCS MMOOIYHi siBUIIa iMaTuHiOy, a came -
rernaTOTOKCUYHICTh, Miesiocyrpecist abo iHIi; MOBifOMIISIN TaK0XK, 10 OQHOYACHUM puiioM L-
acrnapariHa3u MoXe [TOCUII0BATU TOKCUYHUY BIIUB Ha [I€4iHKy. TaKUM YMHOM, 3aCTOCYBaHHSA
imaTuHIOy y ckiani kombiHalil BuMarae 3anobixkHUX 3aXOfiB.

Oco6.1ueocmi 3acmocyeaHHsi.

[Ipu npr3HayeHHi iMaTHHIOY OQHOYACHO 3 iHIIMMU IIpernapaTaMy iCHYE MOTEHIIINHNN PU3UK
B3aeMopii. Crig Oyt o0epeXHUMU IIPU 3aCTOCYBaHHI iMaTuHIOY 3 iHribiTOpaMu mpoTeasy,
IPOTUTPUOKOBUMH 3aco0aMu I'PYIIH a30JIiB AeIKUMU MaKpoIigaMyu (OUB. po3[in «B3aemois
3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta iHIIN BuOU B3aeMofii»), cybctpatamu CYP3A4 3
BY3bKUM TepaneBTUYHUM [iala30HOM (TaKUM SK [UKJIOCIOPHH, MIMO3HU[, TAKPOIIMYC,
CHpOJIMYyC, eproTaMiH, fueproTaMil, peHTaHisn, andpeHTaHin, TepheHanrH, 60pTe30Mil,



moleTakces, XiHiguH) abo BappaprHOM Ta iHIIMMHU MOXiTHUMU KyMapHrHY.

[Ipu ogHOYacHOMY BBefleHHi iMaTHHIOy 3 mikapchKuMU 3acobamu, sKi iHOyKyioTh CYP3A4
(HampuKiap 3 JeKcaMeTa30HOM, (peHiTOIHOM, KapOaMa3emiHoM, pudaMIilluHOM,
henobapbiTamoM abo 3BipoOOEM MpOmipsiBIEHNM), €KCIIO3HUIis iMaTHHIOY MOXKe 3HAYHO
3MEHIIYBATUCS, MOTEHUIVHO MiIBUIIYIOYN PU3UK Hee(PEeKTUBHOCTI Tepamil. TakuM 4uHOM, CIIif
YHUKATH OJ[HOYACHOT'0 3aCTOCYBaHHS CUIbHUX iHAyKTOpiB CYP3A4 Ta iMaTuniby.

I'inomupeos

KniniyHi Bunagku rinotupeosdy O6yiu 3apeecTpoBaHi y MallieHTiB micIs THPeoimeKToMii, AKi
OTPUMYIOTh 3aMiCHY Teparliio TeBOTUPOKCHHOM, IIifl Yac JiKyBaHHS iMaTUHIOOM. Y TaKuX IMalli€HTiB
CJIifi peTeIbHO KOHTPOJIIOBATU PiBEHb TUPEOTPONHOT0 ropMony (TTT).

I'enamomoxcuyHicmyb

MeTabori3M iMaTuHiOy 3[iMCHIOETHCS B OCHOBHOMY Y nediHtr, i numie 13 % meTabomi3yeTbcs
HUPKaMH. Y TallieHTiB 3 eYiHKOBOIO AUCOYHKIIEIO (JIETKOT0, TOMIpHOTO ab0 TAXKKOTO CTYIIEeHS) CJIif
peTenbHO KOHTPOJIIOBATH PiBeHb TOKa3HUKIB NeprudepruyHol KPOBi Ta mediHKOBUX hepMeHTiB. Crif
MaTu Ha yBa3i, 110 nauienTy 3 [ICT MoXyTh MaTu MeTacTa3y y IediHKy, 1[0 MOXKe IPU3BECTHU [0
IIe4iHKOBOl HEOCTaTHOCTI.

CrocTepiranocs yIIKOAXKEHHS MeYiHKY, BKIYalo4y [IeYiHKOBY HEJOCTATHICTh Ta HEKPO3 IIE€YiHKU.

[Tpu komOiHOBaHii Teparmii iMaTUHiIOY 3 BUCOKMMU [03aMU XiMioTeparneBTUYHUX IIPenaparis
CIIOCTEpIranucs Cepio3Hi mopymeHHsa GyHKIIl nedinky. CIIif peTeIbHO KOHTPOJI0BaTH (QyHKIIII0
MeYiHKHY y 3B’SI3KYy 3 TUM, 110 iMaTHHIO pa3oM i3 ximMioTepari€io Moxke CIPUYMHUTH il AUCHYHKIIIIO.

3ampumka piOuHu

[Tpo BUMTagKK BUPAKEHOI 3aTPUMKH PifUHMU (IIJIeBPaIbHUN BUIIIT, HAOPSK, HAOPSK JIereHiB, acIuT,
TI0BepxHeBi HaOpsKM) MOBinoMIsANY IPUOIU3HO ¥ 2,5 % nalieHTiB 3 ynepiie BusiBneHow XMJI, gxki
3acTocyBainu iMaTuHi6. ToMy peKOMeHIY€EThCSI PeTyIsPHO IepeBipsATH Macy Tijla HalieHTiB. Y pasi
PamTOBOTO IIBUOKOTO 30i/IbIIIEHHST MacCH Tijla CIIif ITPOBECTHU peTeNibHe 00CTeKeHHS MallieHTa i Tpu
HeoOXiIHOCTI IPM3HAUYUTH BiATIOBIgHI MiATPUMYIOUi Ta TepaneBTUYHI 3aX0qu. Y XOmi KITiHIYHUX
OOCHiAKEeHb CIIOCTepiragacs MifBUIlleHa YacTOTa TaKUX BUIAAKIB Y Malli€HTIB TiTHHOTO BiKy Ta
Malli€HTIB i3 CepleBO-CyIMHHUMU 3aXBOPIOBAHHIMU B aHaMHe3i. ToMy PEKOMEHOYEThCSI
IOTPUMYyBaTHCS 00ePeKHOCTI IPX 3aCTOCYBaHHi iMaTUHiOy y MmalieHTiB 3 UCHYHKIIEIO CepIIs.

ITayieHmu i3 3ax80pPHBAHHAMU CepuA

Crip peTenpHO CIIOCTEPIraTy 3a MallieHTaMU 3 3aXBOPIOBAHHSIMU CepIisl, (aKTopaMu PU3UKY CePIeBOl
HEJ0CTaTHOCTi a0 HUPKOBOIO HEOCTATHICTIO B aHaMHe3i. [TaIfieHTiB 3 Oyab-IKHMU 03HAaKaMu Ta
CHMIITOMaMH, 110 CBi4aTh PO CepiieBy abo HUPKOBY HEJOCTATHICTh, CIIiT PETEIbHO 00CTEXKUTHU Ta
IIPU3HAYUTH BIiOIOBIAHY Tepatito.

Y natieHiB i3 rinepeo3uHo¢insEuM cuagpoMoM (I'EC) 3 mpuxoBaHoio iHdinbTpanieio [EC-kniTun y
MioKap[i CrocTepiraaucs MOOAWHOKI BUIAAKY KapOiOTeHHOr0 IIOKY/TiBOIILIYHOUYKOBOI OUCHYHKIII,
K1 Oynu moB’st3aHi 3 [EC-merpanynsifieio KIiTHH J0 MOYaTKy Teparii iMatunibom. 11i sBuia Oymu
000pOTHUMH TIPU 3aCTOCYBAHHI CUCTEMHUX CTEPOIMIiB, 3aXO0MiB 15T MiATPUMKHU KPOBOOOITY Ta
THMYacoBoi BigMiHu iMmaTtuniOy. CriocTepiranuch pigky BUMafKy MOGIYHUX peakiliii 3 60Ky ceplis Ipu
3aCTOoCyBaHHI iMaTHHIOy, TOMYy [0 IIOYaTKY Tepallil CJIifi peTeIbHO OI[iHUTH KOPUCTH/PU3UK Teparii



iMmaTuniOoM y nmonynsiil TEC/XEJI. MienogucnnacTuyHi/mMienonpornidgepaTuBHi 3aXBOPIOBaHHS 3
reHHUM peapaHxXyBaHHSAM PDGFR, MoxmnuBo, Oynu m0B’si3aHi 3 BUCOKKAM piBHEM €03MHOPIiB.
[TarmtienTi i3 TEC/XEJI Ta manienTis i3 MJIC/MII3, 110 nmoB’g3aHi 3 BUCOKKMM PiBHEM €03UHOGITIB, 10
II0YaTKy Teparil iMaTuHiOOM CIIifl IPOKOHCY/IbTYBATU V KapAionora, MPOBECTH IM eX0KaphaiorpaMy Ta
BM3HAQYNUTH PiBEHb TPOIOHIHY CHPOBATKHU KPOBi. AKIINO CIIOCTEPiraroThCs MaTONOTIYHI peaxiiil,
PEKOMEHOYETHLCS CIIOCTePeKeHHs Kapaionora Ta nMpodimakTuYHe 3aCTOCYBaHHSI CUCTEMHUX CTEPOIiB
(1-2 mr/kr) mpoTtsiroM 1-2 TUXKHIB IK CYyIyTHS 3 iMaTUHIOOM Teparis Ha eTali mo4aTKOBOI ¢a3u
JIIKyBaHHS.

Il n1yHKOBO-KUWKOBI Kpo8omeui

Y xomi mocmimkeHb y HallieHTiB 3 HeonepabenpHuMHU Ta/abo MetacTatuunumu [ICT Oynu
3apeeCcTPOBaHi IIJIYHKOBO-KUIIIKOBI Ta IHTpaTyMOpaibHiI KpoBoTeUi. BUXonda4yu 3 HagBHUX JaHUX,
BifiCyTHI (haKTOpHU CXUIIbHOCTI (HampHKIaz, pPo3Mip IyXJIMHU Ta il JToKasilallii, mopyIleHHs 3ropTaHHs
KpOBi), sKi 6 30iiblIyBamy pU3UK BUHUKHEHHS OyOb SKOTO TUIy KpoBoTedi y marieHTiB 3 ['ICT.
Ockinbku 36ibIIEHHST KPOBOIIOCTAaYaHHS i CXMIBHICTb 0 KPOBOTEUi € YACTUHOIO KITiHIYHOI KapTUHU
ta Kniniynoro nepebiry I'ICT, ciim 3acTOCOBYyBaTH CTaHOAPTHY MPAKTHUKY i TPOLIEIyPH IS
MOHITOPUHTY Ta Be[leHHd yCiX Malli€HTiB i3 KPOBOTEYEIO.

HomaTtkoBo Oyny MOBiIOMJIEHHS IIPO CyAUHHI eKTa3il aHTpaabHOT0 Biliny IMIJTyHKA, PigKicHY
IPAYMHY LITYHKOBO-KHIIKOBOI KPOBOTEUI ITifl 4YaC MOCTMAapPKETHHIOBOTO CIIOCTEPEKEHHS Y Malli€HTiB
3 XMJI, I'J1JI Ta iHmMME 3aXBOPIOBAHHSAMHU. Y pa3i moTpebu MoxkKHa PO3TISHYTH IUTAHHS 1IPO
IPUIIMHEHHS 3aCTOCYBaHHS iMaTUHiOy.

CuHOpoM ni3ucCy nyxauHu

Y 3B’I3Ky 3 MOXKJIMBUM BUHUKHEHHIM CUHIDPOMY JIi3UCY IyXJIMHU PEKOMEHAYETHCSA KOPEKIIis
KJTiHiYHO BHpaXeHOoi ferifpaTallil Ta BUCOKUX PiBHIB C€40BOI KMCJIOTH IO MOYATKy Teparii
iMmaTuniOOM.

Peaxmusauia eenamumy B

Y mauieHTiB, fKi € XpOHIYHUMU HOCIIMU BipyCy renaTtuTy B, criocTepiragacs peakTUBaLisd JaHOIO
BipycCy micns 3actocyBaHHS Bcr-Abl inribiTopiB THpPO3UHKiIHA3M. Y HesKUX BUIIagKaX Bil3Ha4eHO
PO3BUTOK I'OCTPOI MEYiHKOBOI HEIOCTATHOCTI ab60 QyIbMiHAaHTHOT'O TEMaTUTY, KONX HEeoOXimHa
TPaAHCIIAHTAllis MEeYiHKHY, iHaKIe HacTaHe JIeTaJTbHUM HACTIiIOK.

[Tepen moyaTKoOM Teparrii iMaTuHIOOM MalieHTiB CiTig 00CTeXXKUTH Ha HasgBHiICTH HVB iHdexIii.
[TamieHTaM 3 TO3UTUBHUM PE3YIbTATOM CEPOJIOTIYHOI'0 TECTYBaHHS renaTuty B (B T.4. mpu
aKTHBHOMY iH(eKIitHOMY IIpolieci) epef MoYaTKOM Teparil i maiieHTaM 3 TO3UTUBHUM TECTOM Ha
ingexuito HVB mig yac nikyBaHHS C/Ii KOHCYJIbTyBaTUCS Y (DaxiBIliB 3 TiKyBaHHS 3aXBOPIOBaHb
IeYiHKY Ta iHQeKIinHoro renatuty B. CtaH malfi€eHTa, 1[0 € HOCiEM Bipycy remnaTtuty B, mpu
HeoOXimHOCTI MiKyBaHHS iMaTUHIOOM CJIifi peTeTbHO KOHTPOJIIOBATH Ha IpeIMeT PO3BUTKY O3HAK i
CHUMIITOMIB aKTUBHOTO iHQEKIITHOTO IPOIleCy SK IIif Yac Teparlii mpermapaToM, Tak i mpoTsarom
OeKiTbKOX MiCAIliB Iicid 1l 3aKiHYeHHd.

domomokcu4Hicmb

Cnipg 3MeHImUTY a00 YHUKATH BIIJIUBY IIPSIMUX COHSTYHUX ITPOMEHIB 4epe3 pu3ukK (POTOTOKCUYHOCTH,
TIOB'SI3@HOT0 i3 3aCTOCYBaHHSM iMaTHHIOY. [1anieHTa ciim iHpopMyBaTH Ipo Taki 3amobikHi 3axonu
K KOPUCTYBaHHS 3aXUCHUM OLATOM i HAaHECEHHS COHLIE3aXxMCHOI0 KpeMy 3 BUCOKMM COHLIe3aXUCHUM
daxtopom (SPF).



TpombomuyuHa MiKkpoaHzionamis

[uribiTopu Tupo3suukinasu BCR-ABL (ITK) Oymnu acoiifioBaHi 3 TPOMOOTUYHOIO MiKpOaHTiomaTi€o
(TMA), BK/II04al04¥ 3BiTH IIPO OKPEMi BUMTAaAKU 3aCTOCYBaHHA iMaTHHIOy. AKIO y NallieHTa, IKUN
oTpuMye iMaTuHi0, 3’ IBNsAI0TLCA NabopaTopHi abo KiiHiyHi MoKa3HUKHY, MOB’s13aHi 3 TMA, nikyBaHHS
CJIil MPUNIWHUTHY, i TOBUHHA OyTH 3[ilicCHeHa peTesibHA OlliHKa TMA, BK/TI04al0YX aKTUBHICTh
ADAMTS13 i Bu3nauenss anTu-ADAMTS13-antuTin. Akmo antu-ADAMTS1 3-aHTHTiNA NiABULLIEH] Y
IIO€HaHHI 3 HU3bKOI0 aKTUBHICTIO ADAMTS13, nikyBaHHS iMaTHHIOOM IIPOJOBKYBATH HE CIIif.

JlabopamopHi mecmu

[Tig gyac Tepamil iMaTrHIOOM HEOOXiIOHO PETYISPHO IPOBOAUTH PO3TOPHYTUM aHasi3 KpoBi. JIiKkyBaHHS
iMaTHHIOOM HAITiEHTIB i3 XPOHIYHUM Mi€I0JIEK0O30M IIOB’sI3aHe 3 PO3BUTKOM HEHTPOIeHil abo
TpomOouuTomneHii. OmMHAK BUHUKHEHHS IIUX BUMOIB IUTOIEHIl 3aJIe3KUTh Bif CTafil 3aXBOPIOBAHHS, B
SIKifl IPOBOMMTLCS JIIKYBaHHS, i YacTillle BUHUKAE Yy malieHTiB 3 XMJI y ¢a3i akcenepatiiii abo ¢asi
671acTHOI KpU3U MOPiBHSAHO 3 matienTamu 3 XMJI y xpoHiuHilk ¢a3i. JlikyBanHsg iMaTUHIOOM y pasi
BUHUKHEHHS HEUTPOIIEHIi i TpoMOOIUTONEeHil MOXKHA MPUIUHUTY a00 3MEHIIUTH 03y (IUB. PO3Mi
«Crroci6 3acToCyBaHHS Ta HO3U»).

Y nmanieHTiB, sKi 3aCTOCOBYIOTh iMaTHHIO, HEOOXIMHO PETYISIPHO KOHTPOJIIOBATH QYHKIIIIO IEeYiHKH
(Tpancamina3wu, 6inmipy06iH, nykHa docdarasza).

Y marieHTiB 3 mopyueHHSIM GYHKIII HUPOK €KCIO3UIlil iMaTHHIOY y M1a3Mi KpPOBi BUIL, HiX y Trogen
3 HOPMaJIbHOI (PYHKIII€I0 HUPOK, MOXKJIMBO, BHACIIIJOK MMiABUIIIEHOr0 PiBHA Y IJIa3Mi anb(a-KuCIoTro
rikompoTeiny, 0ifka, 110 3B’s13yeThCA 3 iMaTHHIOOM. TlalieHTaM 3 mopyueHHSIM QYHKIII HUPOK CITif
3aCTOCOBYBaTH MiHiMa/IbHY IT04aTKOBY [03y. CIlif 3 00epeKHICTIO TiKyBaTH MAI[iEHTIB 3 TAKKOIO
HUPKOBOIO HEJOCTATHICTIO. [IpK HEeIepeHOCUMOCTi HO3y CIIil 3MeHIIUTH (OuB. Po3mdin «Cmocio
3aCTOCYBaHHS Ta JO3MW»).

ITOBroCTpOKOBe JTiKyBaHHS iMaTHHIOOM MOXkKe OyTH MOB'SI3aHO 3 KITiHIYHO 3HAYYIIUM 3HUXKEHHSIM
GYHKIIN HUPOK. 3 Ii€l TPUYUHY [Tepef JTiKyBaHHIM iMaTHHIOOM CIIif OIliHUTY QYHKIII HUPOK i
peTebHO KOHTPOJIIOBATH IIifl Yac Teparii, Mpuinsdu ocobIuBY yBary naiieHTaM 3 PU3UKOM
IIOPYIIEHHA AiAJIBHOCTI HUPOK. AKIO CIIOCTEPIraThCs MOPYIIEHHS AiAIBHOCTI HUPOK, CIIif
IPU3HAYUTH BiOIOBIAHUY JOTJISAL i JTIKyBaHHS BiATIOBIIHO OO CTaHAAPTHUX BKa3iBOK LIOMO JIIKYBaHHS.

Himu

[ToBimoMIANK MIPO BUIAAKYU 3aTPUMKHY PO3BUTKY Y HiTel i miTei npenybepTaTHOTO BiKY, SKi
oTpuMyBasy iMaTHHIO. Y CIIOCTEPEKHOMY HOCIifIXKEHH]i B IefliaTPUYHiM IOMYJIIlil Ialli€HTiB i3
XMIJI yepes 12 Ta 24 micaui JTiKyBaHHS IOBIIOMUIY IIPO CTATUCTUYHO 3HAUYYIle 3HUKEHHS
IIOKa3HMWKAa CTaHAAPTHOTO BiIXUIEHHS 3POCTY (ajie Take, 110 He Ma€ KJIiHiYHOl 3HAYYIIOCTi) ¥
IBOX HEBEJIMKUX IIATpyIax, He3ajleXKHO Bifl CTaTyCy CTaTeBOro fo3piBaHHS Ta cTtaTi. [TomgioHi
pe3yabTaTy MOBIJOMIISNIUCS ¥ CIIOCTEPEKHOMY HOCTIAKEHHI B NefiaTPUYHIN OMyIALil
nanieHTiB 3 ALL. TakuM 4MHOM, pEKOMEHAYETHCSA IPOBOAUTY PETEIbHUN KOHTPOJIb 3a
PO3BUTKOM [iTeH, SIKi OTPUMYIOThH iMaTHUHIO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

KIiHKY pPenponyKTUBHOIO BiKY.



2KiHKaM pempomyKTUBHOTO BiKy PEKOMEHYEThCS 3aCTOCOBYBaTH e(PEeKTHUBHI KOHTPAIeNITUBHI 3ac00u
if yac JiKyBaHHS Ta MPOTSATOM IlOHaMMeHIe 15 OHIB micys NpUnuHeHHS JIiKyBaHHS iMaTUHIOOM.

BariTHICTE.

KinpkicTh JaHUX IIOAO 3aCTOCYBAHHS IpemapaTy y mepiof BariTHOCTi oOMexeHa. Y
micaspeecTpaniiitHoMy nepiofi Oyau IOBiHOMIEHHS IIPO CIIOHTaHHI abOpTH Ta BPOOXKeHi fedeKTu
HOBOHAPOIXKEHUX Y XKIiHOK, sIKi 3acTocoByBanu iMmatuHi0. [IpoTe mocnmigKeHHS Ha TBApUHAX BUSBUIIU
PENpOAYKTUBHY TOKCUYHICTD, ajie OTeHLIMHNN PU3UK [OJIS IJI0a HeBigoMuu. [Ipenapat MoXHa
3aCTOCOBYBATH Y Iepiof BariTHOCTI, SKIIO 1ie AiiCHO HeoOximHo. Y pa3i HeoOXigHOCTi 3aCTOCYBaHHSA Y
Iepiof BariTHOCTI MAI[iEeHTKY CJIif ITPOiH(GOPMYyBaTU PO NOTEHUIMHUN PU3UK [JId IIJI0fa.

TongyBaHHS TPYOOIo.

€ obMexeHa iHbopMalris Mpo TPOHUKHEHHS iMaTUHIOy y TPyIHE MOJIOKO Y XKiHOK. Y JOCHTigKeHHIX
Ha JBOX XKiHKax, sIKi TOOYyIOTh I'PYAA0, KOHCTATOBAHO, IO K iMaTUHIO, Tak i 10r0 aKTUBHUMN
MeTaboJIiT MOXKYTh IPOHUKATH Y MaTePUHCHKE MOJIOKO. Y [IOCIIi[I>KEHHi B OfIHi€l XKiHKM BCTAHOBJIEHO,
110 BiSHOIIEHHS MiX KOHIIeHTpallisiMU iMaTHHIOY i 10or0 MeTabo0IiTy B MaTEpPUHCHKOMY MOJIOLT i
m1a3Mi KpoBi cTaHOBUTSE BifgmoigHo 0,5 i 0,9, 110 CBimYUTh PO Te, 110 MeTa0OoJIIT OiNbIlle MPOHUKAE Y
MaTepUHCbKEe MOJIOKO. bepydu o yBaru 3arajbHy KOHIIEHTpaAIlii0 iMaTHHIOY i #ioro MeTabomiTy Ta
MaKCHUMaJIbHY KiJIBKICTh I'PYIHOT0 MOJIOKa, OTPMMAHOr0 HEMOBJISIM, O4YiKyBaHa 3arajibHa [id JIiKiB
6ynme Hu3bKOM0 (~ 10 % Bif TepanmeBTHYHOI 703u). ONHAK, OCKIIbKK BIIJIUB Ma/luX 03 iMaTuHiOy Ha
HEMOBJIAT HEBIJOMUM, KiHKaM, SIKi IPUINMal0Th iMaTHHIO, He MOXKHa TOAYyBaTH OUTUHY I'PYAMNIO i
yac JTiKyBaHHS Ta IIPOTATOM L[OHaMeHIe 15 [HIB Mics NPUIUHEHHS TiKyBaHHS iMaTUHIOOM.

QOepTUNBLHICTS.

Y Xopi HOKTiHIYHUX JOCTigXKeHb (PepTUNbHICTh CaMIIiB i CaMOK IIypiB He MigBUIyBasiacs, X04a
CIIOCTEpiraBcs BIJIMB Ha PENPONYKTUBHI napaMeTpu. [JOCIIAXKEHHS 3 y4aCTIO MTALi€HTIB, AK1
OTPUMYIOTh iMaTHHIO [I71s1 BUBYEHHS BIIJIUBY IIpenapaTy Ha GepTUIbHICTh i raMeToTeHe3, He
IIPOBOIUIIUCE. SKIIO s HalliEHTa € aKTyaJTbHUM IIHUTAHHS BIUIMBY iMaTUHIOY Ha
GbepTunbHiCTh, UOMY CJIifi TPOKOHCYIbTYBATUCS 3 JTIKapeM.

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

[TarieHTH MOBUHHI 3HATH ITPO MOXKJIMBICTh PO3BUTKY TAKuX NM0OIUHUX edeKTiB SIK 3alIaMOPOYEHHS,
HEeYiTKiCTh 30py ab0 COHNUBICTh NPU 3aCTOCYBaHHi iMaTuHiOy. ToMy Cilif peKoMeHIyBaTH
NOTPUMYyBaTUCh 00€PEKHOCTI MpK KepyBaHHI aBTOTPAHCIIOPTOM Ta POOOTi 3 iHIMUMU MeXaHi3MaMHu.

Cnocid 3acmocyeaHHss ma do3u.

JIikyBaHHS NpU3HA4Ya€ JIikap, SKUU Ma€ OOCBIf JIIKyBaHHS MALi€HTIB 31 3JI09KICHUMUI
reMaToJIOTiYHMMHU 3aXBOPIOBAHHSMU Ta 37105IKiICHUMU MyXJIMHAMU.

[IpenapaT 3aCTOCOBYBaTH BHYTPIIIHBO IIif] Yac 1Ki, 3aIMBal04Yy BEIMKOIO KiJIbKiCTIO BOOU AT
MiHiMi3alii pu3KKy IUTYHKOBO-KUIIKOBUX yCKIIafiHeHb. [IpenapaT y go3ax 400-600 Mr 3acToCOByBaTH
1 pa3 Ha o6y, Toxi K mpemapart y fo6osii mo3i 800 Mr ciig 3actocoByBaTH o 400 Mr 2 pasu Ha
no0y, BpaH1i i BBeYepi.



[7ng nauieHTiB (y T. 4. giTei), SKi He MOXKYTb IPOKOBTHYTH KaICyJy, 1l BMICT MOXKHa PO3UMHUTH B 1
CKJISTHII Bomu a6o s16;myuHOro coKy. OCKiNbKY € faHi 11000 PempoayKTUBHOI TOKCUYHOCTI Ipemnapary i
MOTEHIIINHOTO PU3UKY I GEePTUIBHOCTI TIOANHY, XKiHKaM PENPOAYKTUBHOTO BiKYy, SIKi BiIKpHUBAIOTh
KaIlCynH, citig 6yTu o0epeXHUMHU [JIs 3am0biraHHsT KOHTAKTY IpemnaparTy 3i IKipoioo, 04uMa, a TaKoX
IIi ¥ac BOUXaHHS.

[Ticns po3KPUTTS KaICyu PyKH HeoOXifHO HeraltHO BUMUTH.
Ho3u npu XMJI 015 dopocaux nayieHmis.

PexomeHp0BaHa [03a 415 MAI€HTIB i3 XPOHIYHOIO Mi€NT0IHOIO erikeMieto (XMJI) y xpoHiuHiu ¢asi
ctanoButh 400 Mr/mooby.

Xponiuyna ¢aza XMJI gudepeHLil0eETLCSA 3a TaKUMU KpuTepisiMu: 6nacTtHi popmu < 15 % y KpoBi Ta
KiCTKOBOMY MO3Ky, 6a30(inu y nepudepudHiii kposi < 20 %, TpomGonuTu > 100x10°/1.

PekomeHOBaHa [103a OJIsT JOPOCIHUX MalieHTiB ¥ ¢ha3i akcemnepaiiii craHoBuTh 600 Mr/mo0y.

®a3za akcenepallil fuhepeHIiI0ETLCS 3a HAsBHICTIO OOHOTO 3 TaKUX ITOKA3HUKIB: OnacTHi hopmu =15
%, ane <30 % y KpoBi Ta KicTKOBOMY MO3KY, 61actu Ta npomienonutu = 30 % y KpoBi uu y
KicTkKOBOMY MO3KY (mae <30 % 6nacriB), 6a3odinu y nepudepuyuniit kposi = 20 %, TpoMOOLIUTH
<100%10%7, 1m0 He TOB’3aHO 3 JIIKyBaHHSIM.

PekomeH0OBaHa [103a OJIs MAIEHTIB Iifg 9ac 0acTHOTO KPU3y Ta cTaHOBUTHL 600 Mr/mo0y.

®a3za OanmacTHOr0 Kpu3y AudepeHIIitoeThCS 3a HasgBHICTIO O6macTiB = 30 % y KpPoBi Ta KiCTKOBOMY
MO3KYy a00 HasIBHiCTIO HEKICTKOBOMO3KOBHX XBOP0O, 3a BUHSITKOM T'elaTOCIIJIeHOMeTail.

JlikyBaHHS IOBUHHO TPUBATH [0 TOTO Yacy, IOKHU CIOCTEpiraeThCs KiHiuyHUY epeKT. EQekT Bin
IPUNUHEHHS JiKyBaHHS IiC/IS JOCATHEHHS IIOBHOI IIUTOT€HETHYHOI BifiTOBifi He BUBUEHUH.

[TutauHs npo nigBuiieHHs 0o3u Big 400 mr mo 600 Mr A malieHTiB i3 XpoHiUYHOO (Pa30io0
3axBopioBaHH: i Bim 600 Mr o MakcuMasnbHOI mo3u 800 Mr (mpu3HaydaTu mo 400 Mmr Bidi Ha moOy)
IS TIAIlieHTiB i3 3aXBOpIOBaHHAM y ¢a3i akceneparii abo y ¢ha3si 6;1acTHOro Kpu3y MOXKHA
PO3TISHYTU 3@ YMOBH BiJICYTHOCTI BUpaXKeHUX OOIiYHUX peaklliii Ta BUpaXkKeHUX HeUTPOIeHil i
TPOMOOLIMTOIIEHI], 1[0 He TTOB’sI3aHi 3 OCHOBHUM 3aXBOPIOBAHHSM, i IPH TaKUX CTaHAX:
IIPOTPECYBAaHHS 3aXBOPIOBAHHS (Ha OyOb-sIKii cTamii); BiHCYTHICTh MOCTATHBOI T€MaTOJIOTiYHOI
BigmoBimi micnsa 3 MicsiB JTiKyBaHHS; BTpaTa IOMEePeqHbO JOCATHYTOI reMaTOoJIoTiuHoi i/a6o
IIUTOTeHEeTUYHOI BifmoBifi abo BiCyTHICTh IIUTOTeHETHYHOI BiATIOBiAi Ha JIiKyBaHHS IiC/s

12 micsiniB Teparii. [TamieHT DignsAraoTh TUILHOMY KOHTPOIIIO IIiCTIS MigBUILIEHHS AO3U, OCKIIbKU
IiABUINYETHCS YaCTOTA BUHUKHEHHS MOGIYHUX peakIliii Ipy IiABUINEeHUX N03aX.

Ho3u npu XMJI 014 dimeti.

[lo3u s aiTed BU3Ha4YaTH BiATIOBIZHO OO IJIOLI ITOBEPXHI Tina (mMr/m?2). [ AiTen i3 XpOHIYHO0
da3zoro0 XMJI Ta ¢a3oro0 akcenepallil BiAmoBigHO peKOMeHI0BaHa f03a CTaHOBUTEL 340 Mr/mM? Ha m06y
(mo3a He Mae nepesutnyBatu 800 mr). [Ipemapat MoxHa mpu3HadaTy 1 pa3 Ha 106y abo oOoBYy O3y
MOXKHa PO3NOIiIUTH Ha 2 IPUIOMH - 3paHKY Ta BBeuepi. PekoMeHoBaHa fo3a 6a3yeThCs Ha
OOCHiAXKEHHAX, IPOBEIeHUX Ha HeBeJIKKii KiIbKOCTI NegiaTpuYHuX XBopux. HeMae mocBiny
3aCTOCYBaHHS IIpelapaTy OiTIM BiKOM [0 2 POKIB.

[Tpu BigCyTHOCTI ¥ miTeX Ceplo3HUX MOOIYHUX peaklid i Cepio3HUX MOPYIIEHb, TOB A3aHUX i3



neliKeMi€l0, HeUTPOoTeHieo abo TPOMOOLIUTOIEHI€I0, 03y IIOCTYIIOBO MOXKHA 30ibIITyBaTH 3

340 mr/m? Ha goOy go 570 mr/m? Ha mo0Oy (mo3a He Mae mepeBuiyBaTy 800 Mr) y TaKUX BUIIagKax:
IIPOTPeCcyBaHHs XBOpoOu (Ha OyOb-sKili cTafil); BiICYTHICTh HOCTATHHOI reMaTOJIOTiYHOI BigmoBimi
micnst 3 MicSILiB JTiKyBaHHS; BiICYTHICTh IIUTOT€HETAYHOI BiiIOBifi Ha MiKyBaHHS Mmicnsa 12 MicAiiB
Teparil; BTpaTa IomnepeqHbo JOCATHYTOI reMaTOoJIOTiuHOoi i/ab0 nuToreHeTHYHOI BiamoBini. ITamienTu
MigJIAra0Th OUJIBHOMY KOHTPOJIIO i/ MigBUIEHHS O03U, OCKIJIBKY IMiIBUIYETHCSA 4aCTOTa
BUHUKHEHHS MOOIYHUX peakilil mpy MiIBUINEHUX 103aX.

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

PexoMenmoBaHa mo3a I MAIi€HTIB i3 roctpoio mimdobnacTHoo merkemieio (Ph I'JIJI) cTaHOBUTH
600 Mr/moOy. [TauieHTH MiAIIraoTh TUIBHOMY KOHTPOJIIO Ha Oyab-siKii (a3i xBopobu.

CxeMma mikyBaHHS: ITpenapaT eheKTUBHUM Ta Oe3neynuit y 1o3i 600 mr/noly y kombiHartii 3
xiMmioTeparieio y dhasi iHgyKIii, KOHCOoMifallii, mpu migTpuMyBasIbHiN XiMioTeparii Ay JOPOCIUX
NalieHTiB i3 roctpoio miMpobnacTHow Netikemieio (Ph I'JIJT). TpuBamicTs MiKyBaHHS MOXKe
3MiHIOBATHCS IIPY 3aCTOCYBaHHI Pi3HUX IporpaM JIiKyBaHHS, ajie TPUBalillla eKCIIO3UIIisT Masla Oinbii
BUpPaXeHU! pe3ynbTart.

IopocnuM MallieHTaM 3 PelUIMBOM 3aXBopioBaHHS abo skio Ph I'JIJI BaxXKo migoaeThCs TiKyBaHHIO,
CJIiT 3aCTOCOBYBATH IIpemnaparT sSIK MOHOTepario y m103i 600 Mr/moly, 1o € 6e31meYHOI0 Ta
e(eKTUBHOIO, Ta MOXKe TPUBATH, IIOKH € IPOTPeCyBaHHS 3aXBOPIOBaHHS.

[lo3u npu Ph I'JIJI y dimeli.

Io3u [y miTei MOBUHHI I'PYHTYBATHUCS Ha IJIOLI MOBepxHi Tina (Mr/m?). [itsam 3 Ph T'JIJT
PeKOMeHI0BaHa f03a CTaHOBUTH 340 MI/M2 Ha [ieHb (He epeBHUIyBaTH 3araiabHy H03y 600 Mr).

Ilo3u npu MIIC/MII3.
PexomeHmoBaHa fio3a ojisi mattienTiB 3 MIIC/MII3 cranoButh 400 Mr Ha [00y.

TpuBaicTh IiKyBaHHS: Ha JaHUM YaC 3aBeplleHe TiIbKKU OfHE KJTiHIiYHe OOCIIioXXEeHH; JTIKyBaHHS
iMaTuHIO0M ITPOOOBXKYETHCS M0 MIPOrPECyBaHHS 3aXBOpioBaHHS. Ha MOMEHT NPOBeIeHHS aHalli3y
Me[liaHa TPUBAJIOCTI JIiKyBaHHS CTaHOBUIA 47 MicauiB (24 pHi - 60 MicAmiB).

Hosu npu I'EC ma XEJI.
PekomenmgoBaHa fo3a myis naifienTiB i3 TEC/XEJI ctanoBuTh 100 Mr/mo6y.

36inbienHs go3u Big 100 Mr mo 400 Mr Moxke OyTH POITIISTHYTO [J1s MAlli€HTIiB, Y SKUX He
CIIoCTepiraeThes MoOIYHMX Peakiii, i K0 BiAIOBiAb Ha JTiKyBaHHS HEIOCTATHLO e(peKTHUBHA.

HiKYBaHHﬂ MOXK€ TPHUBATH, IIOKK CHOCTepiFaGTbCﬂ IIOKPAIllaHHA CTAaHY MalfieHTa.
Hosu npu 3/105KICHUX nyxjAuHax cmpomu Op?dHiB mpasHo20 mpaxkmy.

PekoMeHmoBaHa qo3a OIS MAlLli€HTIB 3 HeonepabenbHUMY i/ab0 MeTaCTaTUYHUMU 3JT0STKiICHUMHU
NyXJIMHAMU CTPOMHU OpPTaHiB TPABHOTO TPAaKTy cTaHOBUTH 400 Mr/moby.

€ obOMmexeHi gaHi npo BuuB 36inbimeHHs fo3u 3 400 mr go 600 Mr a6o 800 Mr Ha o0y y malieHTiB i3
IIPOTPECYIOYMM 3aXBOPIOBAHHSM, SIKi IPUMMalOTh HAUMEHIIY [I03Y.



Tpusasicmy aikygaHHA. JIIKyBaHHS MALIEHTIB 31 3JI0IKICHUMU IyXJIMHAMU CTPOMU OpPTaHiB
TPaBHOT'0 TPaKTY CJIi[ IPOAOBXKYBaTH, IIOKU 3aXBOPIOBaHHSA IIPOrpecye. Meniana TpuBamoCTi
JIiKyBaHHSI CTAHOBUThL 7 MicsAmiB (Big 7 mHiB 0o 13 micamis). EdekT npunuHeHHS TiKyBaHHS MiCIISI
OOCSTHEHHS BiAIIOBiIi He BUBYABCsA. PeKOMeHOoBaHa 03a IJIg afi I0BAaHTHOI Tepallil fOPOCIuX
nauienTiB npu pe3ekiril I'ICT cranoBuTh 400 Mr/go0y. OnTUMaNbHY TPUBAJICTh JTiIKyBaHHS HE
BCTAHOBJIEHO. TPUBAIIICTD JIIKyBaHHSA B XO[1 KJIIHIYHUX AOCIIIAXKEHD, 110 [IPOBONUIIUCA 3 METOI0
OoOT'PYHTYBaHHS 3aCTOCYBaHHS IIpenapaTy IpHu IIbOMY ITOoKa3aHHi, CTaHOBUJIA 36 MiCSIIiB.

Iosu npu DFSP.

PekoMeHOBaHA [003a IJIS MAlliE€HTiB i3 mepmaTodibpocapkomamu (DFSP) CTaHOBUTH
800 mr/mo0y.

Kopekuis 0o3u npu nossi nobiuHux peaxuitl.

Herematosnoriuxi mo6iuHi peakirii.

Ao mpu Teparil 3'IBNISIOTHCS TSIXKKi HereMaTooriyHi mobiuHi peakii, TiKyBaHHS CIIiJ MIPUIHHUTH
1o 3’sCyBaHHS MPUYMH BUHUKHEHHS peakiii. JIikyBaHHS MOxKe OyTU IIOHOBJIEHO IIiC/s 3’sICyBaHHS Ta
YCYHEHHS IPUYMH, SIKi CIIPOBOKYBaJIM BUHUKHEHHS MO0IiYHUX peakKIliii.

[Tpu piBHi 6inmipy0OiHy, 1m0 6inbin HiXK y 3 pa3u BUILIKN 3a BEPXHIO MeXy HOpMH, ab0 IIpU MifBUILIEHH]
PiBHS IeUiHKOBUX TpaHcaMiHa3 OiIbII HiXK ¥ 5 pa3iB MOPIBHSHO 3 BEPXHBHOIO MeXkKel0 HOPMU CJIif
IPUIIMHUTY TEPaIliio J0 3HUXKEeHHS NepeBUIleHHs pPiBHS Oinipy6iny < 1,5 pa3a Big BepXHbLOI MeXi
HOPMH Ta PiBHA TpaHCaMiHa3 o0 < 2,5 pa3a Bif BepXHbOL MeXi HOPMH, MiCJIg YOT0 JIIKyBaHHS MOXKe
OyTu IpoaOBKEHe N0 3HUKEHHS No00BUX [03. [I71 MOPOCUX MallieHTiB 103y He0OXiTHO 3MEHIIUTH
Bim 400 mr mo 300 Mr a6o Bim 600 mMr mo 400 mr, abo Big 800 Mr mo 600 mr, y miteii— Big 340 mo 260
Mr/M’/Ha 100y.

Cematosoriyni mo6ivyHi peakirii.

[Tpu PO3BUTKY BUPaKEHOI HEUTPOIIEHii Ta TPOMOOIUTONEHIi PEKOMEHIOBAHO 3MEHIIUTHU O3y
npernapaTty abo IPUIIMHUTH JTiIKyBaHHS, K BKa3aHO B HUKYeHaBeleHil TabIuIli Hux4e.

Kopexkiiis no3u npu HeUTPomneHil abo TpPoMOOITUTOIeHiI:

['EC/XEJI AHC 1. 3ynmautH Tepamniio go AHC = 1,5x10%/1 Ta/a6o
(mouaTkoOBa < 1x10°/n ta/abo piBHS TpoMGOIUTIB =75% 10°/11.

no3a 100 mMr)  frpom6onuty < 50x10°/1 [2. TIpomoBXWUTH Tepalilo 3 TAKKM XKe CaMHUM
[03yBAHHAM, 5K i [0 BUHHKHEHHs PeaKIlii.

Xponiuna pa3alAHC < 1x10°/n ta/abo  [1. 3ymumuTtH Tepamiio o AHC = 1,5x10°/1 ta/a6o

XMJI, TpoMGoruTH < 50%x10°/1  [piBHS TpoMGouuTiB =75% 10°/71.

MJIC/MII3 ta 2. [IpOOBKUTH TEPAIIi0 3 TAKAM K€ CAMUM

['1CT O3yBaHHSAM, 5K i 0 BUHUKHEHHS peaxiiii.
(mouaTkoBa 3. ¥V Bunapky peuupuy, Konu AHC< 1X 10°/m
nosa 400 mr) Ta/a6o piBeHb TpOoMOBOIUTIB < 50X 10°/1,
EC/XEJI (y TOBTOPUTH KPOK 1 Ta IIPOJIOBXKHUTH Tepaiio B [03i

mo3i 400 Mr) 300 Mr.




XponiuHa pa3alAHC < 1x10°/n Ta/abo  |1. [Tpununutu Tepamiio no AHC = 1,5x10°/1
XMJly mite#r |rpom6omuta < 50x10°/1  |ra/a6o piBHs TpombouuTi =75%10%/m.

(mo3u mo 340 2. [IpOOBKUTH TEPAIII0 3 TAKAM K€ CAMUM
MT/M?) MO3yBaHHSM, 5K i 10 BAHMKHEHHS PeaKIlii.

3. Y Bunagky penupusy, konu AHC < 1x 10°/m
Ta/ab0 piBeHb TPpOMOOIHUTIE < 50x10°/m1,
[TOBTOPUTHX KPOK 1 Ta MPOAOBKUTH Tepallito B 031
o 260 mr/m’.

daza FAHC 1. IlepeBipuTH, UM MOB'I3aHa [UTONEHIA 3
akcenepanii  |< 0,5x10°%m1 ta/a6o merikeMielo (acmipairis abo 6iomcist KiCTKOBOTO
XMJI Ta TpoMbonmTu< 10Xx10%/m  [MO3KY).

0JIaCTHOTO 2. fKI0 IuTONEHis He OB’sI3aHa 3 JIeHKeMielo,
Kpu3y, Ph I'J1J1 3MeHIIUTH 103y A0 400 mr.

(moyaTkoBa 3. fKIo nuTONeHiss 30epira€ThbCs MPOTITOM
mo3a 600 mr) 2 TAXKHIiB, 3MeHIIUTHU 103y [0 300 mr.

4. K110 U TONEeHisT 30epira€ThCst MPOTATOM

4 THU2KHIB Ta BCe IIe He II0B’sI3aHa 3 JIEMKEMiElo,
crin npunuHEUTE Tepamio 7o AHC = 1x10°/x
Ta/ab0 piBHA TPOMOOUHUTIB

> 20x10°/71, OTiM IPOIOBKUTH JIIKyBaHHA B [,031

300 mr.
daza FAHC 1. IlepeBipuTH, UM MOB'I3aHa [TUTONEHI 3
akcenepanii  |< 0,5%10°n ta/abo merikeMielo (acmipairis abo 6iomcist KiCTKOBOTO
XMJI Ta TpombomTu< 10x10%/m  [MO3KY).
OTaCTHUH KPHU3 2. fKI10 IUTONEHis He IOB’sI3aHa 3 JIeHKeMielo,
y OiTeu SMEHIIUTH 03y [0 260 Mr/m’.
(mouaTkoOBa 3. K10 HUTOIEeHisT 30epiraeThCst MPOTSITOM
n03a 2 TAXKHIB, 3MEHIIUTHU 703y 1o 200 MT/M°.
340 mr/m°) 4. SIKIIO IIUTOIEHis 30epiraeThCs MPOTSATrOM

4 TUXKHIB Ta BCe IIe He II0B’'sI3aHa 3 JIeHKeMi€lo,
CITig npunuHUTH Tepamnito 1o AHC = 1x 10°/m
Ta/ab0 piBHA TPOMOOUHUTIB

> 20x10°/71, OTiM IPOIOBKUTH JIIKyBaHHA B 1031

200 mr/™°.
DFSP (mo3a  |AHC < 1x10°/n Ta/a6o 1. 3ynuauTu Tepamiio go AHC = 1,5%10°/1 Ta/a6o
800 mr) TpomGoruTu< 50%10°/1  |piBHA TpoMGonuTiB =75%10°/m.

2. [IpopgoBxuTHu Teparmito y go3i 600 mr.

3. ¥V Bunapky peuupguy, konu AHC < 1X 10°/n
Ta/abo piBeHb TpoMOOIUTIB < 50X 10%/71,
[IOBTOPUTH KPOK 1 Ta MPOOOBXKUTHU Teparilo B J03i
400 mr.

AHC - abcomoTHe HEUTPOdiNbHE YUCTIO.
‘Pe3ynbTart micys OMHOTO Micsils JTiKyBaHHS.

ITeuinkosa HedocmamHicmb. IMaTUHIO MeTa00Ti3yETHCSI TOJIOBHUM YMHOM Y TediHIii. [TamieHTam 3
JIETKUM, IOMIDHUM Ta TSIXKKHAM MOPYIIeHHSIM (PYyHKIIII MeYiHKy Ipemnapar CJIif Npu3HadaT B
MiHiMaJbHiM peKoMeHIoBaHi# m060Bil mo3i 400 Mr. AKIo cxema JIiKyBaHHS [OIyCKa€E, 103y MOKHA
3MEHIIUTH.

Knacudikairis ne4iHkoBoi HeLOCTATHOCTI

|1'quiHKOBa HeIOoCTaTHICTh |1'quiHK0Bi (OYHKITIOHAJIbHI TECTH




Jlerka 3aranpHuM O6inipy6in: 1,5 BMH
ACT: > BMH (moxke 6yTu HopManbHOI0 abo < BMH, skimo
3aranbHui 6inipy6in > BMH)

[TomipHa 3aranpHuM O6inipy6in: > 1,5-3 BMH
ACT: mesika KiIbKiCTb
TsxKa 3aranbHuii 6inipy6in: > 3-10 BMH

ACT: mesika KilIbKiCTb

BMH - BepxHa MeXa HOPMHU.
ACT - acnaprataMiHoTpaHCcdepa3sa.
Hupkosa HedocmamHicmb.

[TamieHTaM 3 nopyiieHHAM GYHKIIII HUPOK ab0 TUM, XTO 3HaXOAUTHCS Ha [liaisi, mpemapar ciif
IpHU3HavYaTH y MiHiMasbHiM peKOMeHI0BaHil moyaTKoBi# mo3i 400 Mr 1 pa3 Ha moby. OpHaK TaKUM
malieHTaM IIperapar CJlig Ipu3HadyaTy 3 06epexkHicTi0. [103y MOKHA 3MEHIIUTH ITPH
HeIepeHOCUMOCTI IpemnapaTty abo migBUINUTY IPU HEOOCTATHIN e(eKTUBHOCTI.

ITauieHmu AiMHBO20 BIKY.

Y nari€eHTiB NTHLOTO BiKy (papMaKOKiHETHKA He [OCIigXKyBanacs. Y KIiHIYHUX OOCTIXKEeHHAX, IKi
BKIo4danu 20 % mauieHTiB BiKOM Bif 65 POKiB, BiIMiHHOCTe! y papMaKOKiHETHUIII Ipenapary,
TIOB’5I3aHUX 3 BiKOM, He crocTepiranocs. ToMy crelfianbHi peKOMeHallii 040 403yBaHHS IpernapaTy
[J15 Talli€HTiB JTITHHOTO BiKy BiICYTHI.

Himu.

Besneka Ta eheKTHUBHICTh 3aCTOCYBaHHS iMaTHHIOy HOiTAM He BcTaHOBINeHi. Ha manuit gac
icHy10TB nuille 0OMeKeHi faHi, fKi € HegocTaTHIMH, 11100 PeKOMeHAYBaTH 3aCTOCYBaHHS
Ipernapary giTSaM.

HeMmae mocBiny 3acTocyBaHHS iMaTuHiOy miTsam 3 XMJI BikoM [10 2 POKiB, @ TaKOXK HiTIM 3
Ph I'JIJI mo 1 poky. Hocsin nikyBaHHS miTeir 3 MIIC/MII3, sununatouoio
nepmaTtodiopocapkomoro, I'ICT ta TEC/XEJI nyxe 0OMeXeHUH.

Beamneka Ta e(peKTUBHICTh 3aCTOCYBaHHA iMaTHHIOY miTsaM (BikoM fmo 18 pokis) 3 MIIC/MII3, DFSP,
TICT i TEC/XEJI y xomi KITiHIYHUX JOCTig»XKeHb BCTaHOBNIeHa He Oyna. HasiBHi Ha maHu# 4ac
omy0J1iKoBaHi HaHi He Jal0Th 3MOTH HAlaTH PEKOMeHMallil II00 HO3yBaHHS.

Ilepedo3yeanHns.

IlaHi 110[10 TePEBUINEHHS TePANeBTUYHUX 103 00MexkeHi. [laHi Tpo MepeBUIeHHS TePaleBTHUYHUX
no3 ooMexkeHi. OkpeMi BUIIa[IKU Ilepefo3yBaHHs iMaTuHiOy omrcaHi B miTepaTypi, OTprMaHi TaKOXK
CIIOHTAHHI MMOBimOMIIeHHS. Y pa3i mepemo3yBaHHs CIIifl CIIOCTEPIraTy 3a MallieHTOM i 3a0e3neuyuTu
BIfITOBIAHY CUMIITOMaTUYHY Teparitn.3arajioM y JaHKWX BUMNAAKaX MOBIAOMIIAIOCS PO «IIOKpalleHHS
cTaHy» abo «omyxaHHsSI». OTpUMaHi TOBiqOMJIEHHS CTOCYIOThCS [EesSKUX iHTePBaliB 03, SIKi onucaHi
nati.



ITepedo3ysaHHA y O0poCauX nayieHmias.

Y nanienTis, ki orpuManu 1o3y Big 1200 mr go 1600 Mr (TpuBaiicTh 3aCTOCYBaHHS KOJIMBasIacs Bif
1 go 10 guiB), Manu Miclie HymoTa, O/TI0OBaHHS, Jiapesi, BUCUIIAaHHS, epuTeMa, HaOpPsK, IPUITYXJIiCTb,
IigBHUINIeHA BTOMJIIOBAHICTh, M’'SI30BUM CITa3M, TPOMOOLMTOIIEHIs, TAHIIUTONEHis, Oiflb Y XKUBOTi,
TOJIOBHUI OiNlb, 3HUKEHHS alleTUTy.

Y mauienTis, ski 3actocoByBanu 703y Big 1800 mr mo 3200 mr (mo 3200 Mr KoXKeH JeHb IPOTATroM 6
OHiB): crmabkicThb, Mianris, migBuilleHHS piBHS KpeaTuHGOchOKiHA3M, MiBUILIeHHS piBHS Oinipy06iny,
IIIJTYHKOBO-KUIIKOBUH Biflb.

[ToBimoMIIsinu PO OAWH BUNAAOK 3acToCyBaHHS Ho3u 6400 Mr (omHOPa30B0), IIPU IIEOMY Y MallieHTa
crocTepiranacst HyfoTa, 61ioBaHHS, 0inb v KUBOTI, IipeKcis, HaOpsK 00IuYYs, 3MEHIIEeHHS KilTbKOCTI
HeUTpoQisiB, 30iNbIIIeHHS PiBHA TpaHCaMiHas3.

Y natieHTiB, sKi 3acTocoByBanu 703y Bif 8 r mo 10 r (omHOPa30B0O), criocTepiranucs 610BaHHSA Ta
IIJTyHKOBO-KUIIKOBUH OifIb.

ITepedosysaHHA y dimell.

Y xBoporo xjon4yuKa 3 PoKiB, sAKuii npuitHsAB mo3y 400 Mr, Manu Miciie HymoTa, O/1t0BaHHS, fiapes Ta
aQHOpPEKCisA, Y OPYroro xXJIom4uKa 3 POKiB, AKUM NpUUHAB 103y 980 Mr, Bif3HAYANIOCS 3HUKEHHS
KiTbKOCTI JIEMKOLIUTIB Ta giapes.

ITobiuni peakuii.

[TanienTy 3 TEepMiHAIBHOIO CTAAIEI0 3JI0SKICHOTO MIPOLIeCY MOXYTh 3HAXOOUTUCH Y TAKOMY CTaHi, IpU
STKOMY BazKKO OLIHUTU MIPUYMHHUY 3B’I30K M0GIYHUX e(eKTiB uepe3 HasIBHICTh BEJIUKOI KilTbKOCTi
CHMIITOMiIB OCHOBHOT'O 3aXBOPIOBaHHS, MOT0O IIPOTPECYBAHHS i OHOYACHOTO ITpU3HauYeHHs 6araThox
Ipernaparis.

Y xopi KiIiHIYHUX AOCHIAXKEHD 3 y4acTio nauieHTis 3 XMJI BigMiHa Ipenapary, [10B’13aHa 3
HeOakaHMMU peaKLigMu Ha JiKapCchKull 3acib, crocrepiranacs y 2,4 % ymepiie [IiarHOCTOBaHUX
NalieHTiB, y 4 % MallieHTiB y Mi3Hil XpoHiuHil (a3i micnsa HeedeKTUBHOI Teparil iHTepdepoHOM, ¥
4 % marfieHTiB y (asi akcenepatiii micias HeepeKTHUBHOI Teparil iHTepdepoHoM iy 5 % malfieHTiB 3
6rmacTHOI0 Kpr3010 micnsa HeedekTuBHOI Tepartii inTepdeporom. YV Bunagky ['ICT mocnimKyBaHui
mpenapart OyB BimMiHEeHUY Yepes MOB’sI3aHi 3 JTiKapchKUM 3acoboM 1mobiuHi peakiril y 4 % mallieHTiB.

HebaxaHni peakiii Oynu mogiOHUMHU TIPH YCiX TOKa3aHHAX, 3@ BUHSITKOM ABOX. Y TMAIli€HTIB i3
XMIJI cnocTepiranocs Oinblile BUMlaAKiB Mi€JIOCYIIpecil, HiX y Malli€HTiB 3i MITYHKOBO-
KUIIIKOBUMY CTPOMaJIbHUMMU MIYXJIMHAMH, iMOBIPHO, Y 3B’SI3Ky 3 OCHOBHUAM 3aXBOPIOBAHHSAM. Y
XOfi [OCTiAKeHHS 3 y4acTIo TallieHTiB 3 HeonepabenbHUMU Ta/ab0 MeTacTaTUYHUMMU
IJTYHKOBO-KUIIKOBUMHU CTPOMAJIbHUMU IMyXIUHaMU y 7 (5 %) marieHTiB pO3BUHYIACS MUTYHKOBO-
KHUIIKOBa KpOBOTeda 3/4 CTyIeHs 3TiAHO 3 3arajJlbHUMM TOKCHUKOJOTridyHuMU KpuTtepisamu (CTC),
BHYTPIIIHbONYXJTHHHI KPOBOBUIKBHY (3 malieHTH) abo i Te, i inme (1 maiieHT). Miciie po3MileHHS
nyxnuHu [IKT moxe 0ytu mxepenom IIK-kposoTeu. IIIKT Ta myxnuHHI KpOBOTEUYI MOXKYTh
OyTH CepiO3HUMH i TOJEKOH JeTaabHUMU. [Ipu 060X 3aXBOPIOBaHHAX HauvacTiie (= 10 %)
TIOBiTOMJISINIM TIPO TaKi IOB’sI3aHi 3 HOCiIXKyBaHUM ITpernapaToM HeGaxkaHi peakilii SIK J1erka HyI0Ta,
OmtoBaHHS, fiapes, Ginb ¥ )KUBOTi, BTOM/IIOBAHICTh, M’sI30Bi Clla3MM Ta BUCUIIAaHHS. [ToBepXHEBUN
HaOpsK OyB YacCTUM IIiff 9acC ycCix [MOCTiIXKeHb i OIIMCYBaBCS ITepeBaxHO K napaopOiTanbHu HabpsSK



abo HaOpsgK HUXKHIX KiHIIBOK. OfHaK I1i HaOpSIKY PifKo OyNy TSKKKWMMU i MOTJIM JTIKyBaTHCS 3a
IIOTIOMOT 010 [iyPETHKIB, iHIINX MiATPUMYBaIbHUX 3aX0M1iB ab0 3MEHILIEHHSIM 103U iMaTUHIOY.

[Tpu 3acTocyBaHHi iMaTHHiIOy B KOMOiHallil 3 BUCOKMMHU [03aMU XiMioTeparii y namieHTiB 3 Ph
['JIJI criocTepiranucs NposiBY TOKCUYHOI'O BIIJIUBY Ha [IE€YiHKY Y BUIJIAML [MiABULIEHHS PIBHSA
TpaHcaMmiHa3 Ta rimepbinipybinemii. BpaxoByouu oOMexkeHi maHi 3 6e3meku, mobiuHi peakxiii
y [iTel, IIpo SIKi MOBiMOMIIANOCS paHille, 3icTaBHI 3 mpodineM 0e3MmeKu y JOPOCINX Malli€HTiB
3 Ph I'JIJ1. TTpodins 6e3neku ans miteit 3 Ph I'JIJT € my>ke oOMeXeHUM, OOHAK HOBOI
iHdopmarril mopmo 6e3meku BUSIBIEHO He OyII0.

Pi3ui HebaxkaHi peakilii, Taki sIK IJIeBpaJIbHUM BUIIIT, aCIUT, HAOPSK JereHb Ta IIBUKE
30inbIIIEHHS MacH Tilla 3 TOBepXHEBUM HaOpsikoMm abo 6e3, MOXKYTh pa3oM OyTH ONKCaHi K
3aTpuMKa pigunu. Lli peakuii MoxkHa 3a3BUYail JTiKyBaTH IIJITXOM TUMYacOBOTO
IPU3YIHUHEHHS NpuiioMy iMaTuHiIOy ab0 3a IOITOMOTOI0 OiypeTHKiB Ta iHIIMX BigmOBiAHUX
nigTpUMyBaibHUX 3axofiB. OMHaK [IeKOIH 11i peakilil MoXKyTb OyTU cepito3HUMHU abo
HeOe3neYHUMH 71 KUTTH, a JesKi peakilil, 1110 PO3BUHYIUCS Y MallieHTiB i3 61aCTHOIO
KPU3010, MaJly JIeTaJIbHi HACMTigKy (B KIiHIiYHOMY aHaMHe3i nalfieHTa OyiIu naeBpaabHUM
BUIIIT, 3aCTiliHa CeplieBa HeJOCTaTHICTh Ta HUPKOBA HEOOCTATHICTh). Y XOfi NefiaTpUuUHUX
KJTiHIYHUX JOCTigXKeHb He Oy10 0cOOMMBUX, ITOB’I3aHUX 3 0€3MEK0I0 ITpenapaTy BUMAIKiB.

[To6iuHi peaxiiii, 1110 BUHUKAJIM YaCTillle, HiXK MOOTUHOKI BUIIAOKY, KJIacH(piKOBaHO 3a KJIacaMu
CHCTeM OpraHiB Ta YaCTOTOI0 3 BUKOPHUCTaHHAM YMOBHUX IT03HaUYeHb: Ayxke 9acTo (= 1/10); gacto
(= 1/100, < 1/10); HeyacTo (= 1/1000, < 1/100); pigko (= 1/10000, < 1/1000); ogy=xe pigko

(< 1/10000), zeBimomol yacTOTH (HEMOXKJIMBO BCTAHOBUTH 3a HAsIBHUMHU MaHUMH).

HebazkaHi peakiiii Ta ix YacToTa HaBefieHi y TabmuIri 1.

Tao6nums 1. Pe3ome modiynux peakniu y popmi Tadnumi

Indexuii Ta mapa3uTapHi 3aXBOPIOBaHHSI

Hevyacmo OmnepisyBaibHUN TepIeC, IPOCTUY repliec, Ha30(papuHriT,
IIHEBMOHIsI', CAHYCHT, LIeJIIONIT, iHpeKIlis BepXHiX AuXaabHUX LIIIXiB,
TpUIl, iH(pEeKIis CeY0BUBITHUX IIJISIXiB, TaCTPOEHTEPUT, CEIICUC

Pioko ['pubxoBa iHdex1is

Yacmoma Hesidoma  PeakTtuBanis remnatuty B*

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

KicTH i mostinm)

Pioko CurpapoM mi3ucy nyxjauHU

Yacmoma Hegidoma  KpOBOBUIUB y IyXJIMHY/HEKPO3 IyXJIUHU*

3 00Ky iMyHHOI CHCTEeMH

Yacmoma Hegidoma  AHa(imaKTUYHUU IIOK*

3 00Ky pyHKHii KpoBi Ta 1iMpaTHIHOI CHCTEMH

Lyoce uacmo HeliTponeHisi, TPOMOOIIUTOIIEHis, aHEMis

Yacmo [TanuuTomneHisi, pebpunbHa HEUTPOTIEHIS

Heuacmo TpomboIuToneHis, MiMQoIeHis, TPUTHIiYeHHS KiCTKOBOTO MO3KY,
eo3uHO(pinis, miMpagenonarisa

Pioko FeMmomniTiyHa aHeMisl, TPOMOOTHYHA MiKpOaHTioNaTis

3 00Ky 00MiHy pe4OBHH Ta XapYyBaHHS



Yacmo AHOpekcisa

Hevyacmo linoxaniemisi, migBUINEHUN alleTUT, TimodocdaTeMis, SHUKEHUN
amneTuT, gerigpaTalis, mofarpa, rinepypukeMis, rinepkablieMis,
rinepriikeMis, rinoHaTPieMisa

Pioko l'inepkamniemis, rimoMarsaiemis

3 00Ky ImCuxXiKu

Yacmo be3conusa

Hevyacmo Henpecis, 3HMXKeHHS 1i0if0, TPUBOKHICTh

Pioko CnnyTtaHicTs CBifOMOCTI

3 00Ky (yHKIIii HEPBOBOI CHCTEMH

ITyotce wacmo T'onoBHUIA 6inp’

Yacmo 3anaMOpO4YeHHs, [TapecTe3is, MOPYIIeHHI CMaKOBUX BiI4YTTiB,
rimecresis

Heuacmo MirpeHs, COHNUBICTh, CUHKOIIE, IepudepryHa HelpoImaris,

TOTIPIIIeHHS ITaM STi, illfliac, CUHAPOM HECIIOKIMHUX HiT, TPEMOD,
KPOBOBUJIUB Y MO30K

Pioko [TigBuIleHHS BHYTPIIIHEOYEPEITHOTO TUCKY, CYAOMHU, HEBPUT
30pPOBOTO HEPBA

Yacmoma Hesidoma  Habpsk rolIoBHOT0O MO3KY*

3 0oky ¢yHKUii opraHiB 30py

Yacmo HalpsiK MoBIK, migBUllleHe CIIbO30BUMIINIEHHS, KDOBOBUIIUB Y
KOH IOHKTHBY, KOH IOHKTHUBIT, CYXiCThb OYel, 3aTYMaHEHHS 30Py
Heyacmo [Togpa3HeHnHs o4del, 6inb B 04ax, opOiTanbHUM HAOPSIK, KPOBOBUIIUB Y
CKJIEPY, KPOBOBHUJIUB Y CiTKiBKY, O1edapuT, MakyIsapHu HabpsK
Pidko Karapakra, rimaykoMa, HaOpsiK IuCKa 30pOBOTO HEpPBa

Yacmoma Hegidoma KpoBOBUIUB Yy CKIIOBUAHE TisIO*
3 0oky ¢yHKUii oprany ciayxy Ta piBHOBaru

Heuacmo BepTturo, mywm y Byxax, BTparta CIyxy

3 00Ky QyHKHil cepiis

Heuacmo Cepue6uTTs, Taxikapfis, 3acTilfiHa ceplieBa HeOCTATHICTh , HAOPSK
JIeTeHb

Pioko AputMmisi, ¢pibpunsuis nepencepnb, 3yMUHKa ceplls, iHGapKT

MioKapaa, CTeHOKapis, TepuKapaiabHUN BUIIT
Yacmoma Heeidoma  [lepukapouT*, TaMIlOHafma cepist*

3 60Ky QyHKIil CyIMHHOI CHCTeMH"

Yacmo linmepeMisi, KpoBoTeYa

Heuacmo AprepianbHa rinepreHsis, remaTtoma, cybgypasibHa reMaToMa,
BiIUyTTA XOJIONY B KiHI[IBKaX, apTepiajbHa ill0TeH3is, CHHAPOM
Peiino

Yacmoma Hegidoma  Tpombo3/embomis*
3 00Ky QyHKIIil oOpraHiB IUXaHHsI, IPYIHOI KJIiITKH Ta CEpPeaoCTiHHs

Yacmo 3amuilika, HOCOBa KpOBOTeYa, Kallleslb

Heuacmo IIneBpanpHUi BUMIT’, 6iIb y TTIOTI Ta TOpTaHi, GapuHTiT

Pioko [TneBpanbuuit 6inb, Gibpo3 nereHs, nereHeBa rinepTeH3is, TereHesa
KpOBOTEYa

Yacmoma HesiOoMa I'ocTpa muxanbHa HEeIoCTaTHICTD ¥, iHTepcTuilianbHi XBOPOOU
JiereHnp*

3 00Ky (PyHKIIii HIJTYHKOBO-KHIIKOBOT' 0 TPAKTY

Ilyotce uacmo HynoTa, giapes, 6/10BaHHS, TUCIENCid, 6imb y XUBOTI®

Yacmo MeTteopusm, 3AyTTS XKUBOTA, TacTpoe3odareanbHUN pedIIioKc,
3a10p, CyXiCTh y POTi, TACTPUT

Heuacmo CTtoMaTtuT, yTBOPEHHS BUPa30K Y IOPOKHUHI pOTa, LITYHKOBO-

KHUIIKOBA KPOBOTeYa , BifpUXKKa, MeJieHa, e30(arit, acluT, BUpa3Ka
IITyHKa, OJTI0BAHHS KPOB'10, XeHiT, mucdarisi, maHKpeaTuT



Pioko KormiT, KAIIKOBa HEMIPOXigHICTh, 3allajibHe 3aXBOPIOBAHHS
KUIIEYHUKY

Yacmoma Hegidoma  KuIlkoBa HEMPOXifHICTH/KUIIKOBa 00CTPYKIis*, mepdopamia HIKT*,
OUBEPTUKYJIIT*, CyIMHHA €KTa3id aHTPaJIbHOT0 BiAfiNy IITyHKa*

3 00Ky PyHKIii meuiHKH Ta KOBUYOBHBITHHUX IJISXiB

Yacmo [TinBuIleHHS PiBHS NMEYiHKOBUX (EPMEHTIB

Hevyacmo linep6inipybiHeMmisi, remaTUT, JKOBTSIHULS

Pioko [TeuiHKOBa HEOOCTATHICTE, HEKPO3 IIEeYiHKU

3 00Ky IIKipH Ta migmMKipHOI KIIiITKOBHHH

Iyoce wacmo [TepiopOiTanbHuit HAOPSK, HePMAaTUT/€K3eMa/BUCUIIAHHS

Yacmo CBep0ix, HaOpsAK 006/1MYYsi, CyXiCTh IIKipH, epuTeMa, ajionellis,
HiYHa MiTIUBICTh, peakwis GOTOYyTINUBOCTI

Heyacmo [Tyctynpo3Huii BucH, 3a0il, mocuieHa MmiTIUBICTh, KPOTIUB' THKA,

€KXIM03, MiBUIlleHa CXUIbHICTh 00 YTBOPEHHS CUHILIIB, TilIOTPUX03,
rirmomirmMeHTalis mKipu, eKCPomiaTUBHUN TePMAaTUT, TaMKiCTh HIrTiB,
domikymiT, meTexil, Icopias, Mypmypa, rineprirMeHTalis WKipH,
OyNbO3HI BUCKTIAHHS, HaHIKyiT

Pioko Toctpuit hebpunbuuil HedTpodinbHUM fepMaTo3 (cuHgpoM CBiTa),
3MiHa 3a0apBiIeHHS HIr'TiB, aHTi0HEBPOTUYHUM HAOPSK, BE3UKYISPHI
BUCHUIIAHHS, MyJIbTU(OPMHA epuTeMa, TeUKOIUTOKIACTHUM BACKYIIIT,
curapomM CriBeHca-[I’)KOHCOHA, TOCTPUM reHepasi30BaHUU
€K3eMaTO3HUY IyCTYIb03, TAXKKI MKipHi peaklil Ta MKipHI BUCUTIN
(myxupuaTka*)

Yacmoma Hegidoma  CHHOPOM NajabMapHO-IIJIAHTaPHOL ePUTPOAN3ECTE3il*, TiXxeHOITHUN
KepaTo3*, 4epBOHUI NJIeCKaTUW NUIIai*, TOKCUUHUN eifepMalbHUN
HEKpOJIi3*; MefuKaMeHTO3HUM BUCHII, 1110 CYIIPOBOOXKYETHCI
€03MHO(DITi€I0 Ta CHCTEMHUMY NIPOSIBaMU*; CeBHOMOPPipis*

3 00Ky (PyHKIIii OIOPHO-PYXOBOT0 amapary Ta CHOJIyYHOI TKAHHHHU

Hyoice yacmo M’s130Bi cta3aMu Ta CygOMHU, M’SI30BO-CKeJIeTHUM 6ib, Y TOMY YHCITi
Miasrisi’, apTpanris, 6inb y KicTkax'

Yacmo Habpsik cyrnobis

Hevyacmo CkyTicTb y cyrnobax Ta M’si3aX, 0CTEOHEKPO3*

Pioko M’si30Ba cnabKicTh, apTpUT, pabmomioniz/mionaTis

Yacmoma Hesidoma  3aTpuUMKa POCTY y fOiteu*

3 00Ky QyHKIIil HHPOK Ta CE4YOBHBiTHUX IIJISIXiB

Hevyacmo HupkoBsuii 6inb, reMaTypisi, rocTpa HUPKOBa HEJOCTATHICTh,
MiJBUILIEHHS YaCTOTU CEYOBUIIYCKaHHS

Yacmoma Hegidoma  XpOHiIUHa HAPKOBA HEOOCTATHICTh

3 00Ky ¢PyHKUii penpoayKTHBHOL CHCTEMH Ta MOJIOUHHX 3a/103

Heuacmo liHekoMacTisl, epeKTUIbHA OUCPYHKIIiS, MEeHOparis, HeperyIsipHun
MEeHCTPYyaJIbHUI LUKJI, CTaTeBa AUCPYHKIIiSA, Oib y cocKax,
30i/TbIIEHHST MOJIOYHUX 327103, HAOPSK MOIIIOHKHU

Pioko I'emopariyHa KicTa XKO0BTOTO Tijla/TeMopariyHa KicTa ss€4HuKa

3arajnbpHi MOPYHIEeHHS Ta peakiii y Micui BBeIeHHs npemapary

Lyoce vacmo 3aTprMMKa PiguHY Ta HAaOpPSK, BTOMITIOBAHICTh

Yacmo CnabxicTh, MigBUIIIEHHS TeMIepaTypH Tina, aHacapKa, 03H0O,
TPEMTiHHS

Hevyacmo Bine y rpynsx, 3arajibHe He3OyXKaHHS

BigxuneHHs1 Big HOpMH, BUSIBJIEHi B pe3yJIbTaTi 00CTeKeHHsI

Iyoce wacmo 30inbIIeHHST MacCH Tina

Yacmo 3MeHIIIeHHS MacH Tina

Hevyacmo [TigBuieHNY piBeHb KpeaTHUHIHY B KPOBIi, MigBuilleHUuX piBeHb KOK

KPOBI, IiABUIIEHUN PiBeHb JTaKTaTHAETiIpOreHa3u y KPOBi,
MigBUIIEHUY piBeHb JIyKHOI pocdaTas3u KpoBi
Pioko [TigBuIleHNY piBEHDb aMila3u KPOBi



* IanHi TUNM peakuiit Oynu 3adikcoBaHi TOJIOBHUM YHHOM Y IIOCTMapKETHHTOBUM TIEPiof
3aCTOCYBaHHS iMaTHHiIOy. BOHM BKII0UalOTh CIIOHTAHHI MOBiIOMJIEHHS IIPO BUIQKH, @ TAKOXK
cepio3Hi HebOaxkaHi eQeKTH, SKi CIIOCTepiraaucs Imif 4Yac TPUBaIUX AOCTiIXKEHb, TPOTpaM i3
PO3IMIKUPEHUM [OCTYIIOM, HOCTigXKeHb KIIiHiYHOI (hapMaKoorii Ta BUIPOOyBaIbHUAX
OOCHiAKEeHHSX 3aCTOCyBaHHS 1103a 3aTBEPIXKEHNMHU MOoKa3aHHAMU. OCKINbKY AaHi peakilil
CIIOCTepiranaucs y MOnyJsbalisx HeBU3HAUYEHOr0 PO3Mipy, He 3aBXKIU MOXKJIUBO LOCTOBIPHO
BM3HAYUTH 1X 4aCTOTY ab0 BCTAHOBUTH IPUYUHHO-HACITIIKOBUY 3B’SI30K i3 3aCTOCYBaHHSIM
iMaTuHiOy.

1 [Tpo mHEBMOHIIO TOBIOMJISNIM Hal4aCTillle y MalieHTiB i3 TpaHCcpopMoBaHO0 XMJI Ta y malfi€eHTiB
31 IUIyHKOBO-KUIIIKOBUMY CTPOMaJIbHUMHU IyXJIMHAMU.

2 [Tpo ronoBuuY 0inb HalYaCTillle TOBIJOMIISIIN Y MAI[iEHTIB 3i ITyHKOBO-KUIIKOBUMU
CTPOMa/IbHUMHU IyXJIMHAMU.

3 Ha ocHOBIi po3paxyHKy IallieHTO-POKIB IOPYIIEHHS (YHKIIi1 CEpLs, B TOMY YHCIIi 3aCTiiiHa ceplieBa
HeOCTaTHICTh, Hal4acTille CIIOCTEPIraJuch y nalieHTiB i3 TpancpopmoBanoio XMJI, HiX i3
xpoHiyHO0 XMJL.

BiguyTTs npuniauBy Hau4acTille CIOCTEPIraaoch y Malli€HTiB 3i MITyHKOBO-KUIIKOBUMHU
CTPOMaJIbHUMH NTyXJIMHAMU, @ KPOBOTEUi (TeMaToMH, reMoparii) - y maiji€eHTiB 3i IITyHKOBO-
KWIIKOBUMU CTPOMaJIbHUMU NyXJIMHAMU Ta TpaHcpopmoBaHoo XMIJI (XMJI-AP ta XMJI-BC).

5 [Tpo mieBpanbHUN BUIIIT YaCTillle IIOBIAOMIISNIA CTOCOBHO MAIli€HTIB 3i IUIYHKOBO-KUIIKOBUMH
CTPOMaJIbHUMH ITyXJIMHAMHU Ta MalieHTiB i3 TpaHchopmoBanHoi0 XMJI (XMJI-AP ta XMJI-BC), HiX
IIOI0 TMAalli€eHTiB i3 XpoHiyHOI0 XMJI.

67 Binp y KUBOTIi Ta LUIYHKOBO-KUIIKOBI KPOBOTeYi Oy YaCTUMU Y ITAlli€HTiB 3i MIITyHKOBO-
KHUIITKOBUMU CTPOMAaJIbHUMU IIyXJIUHAMU.

8

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

9 M’s30B0-cKenieTHUY Oinb Mig 9ac NmikyBaHHS iMaTuHiO0M abo micys BimMiHM criocTepiranu y
IIOCTMapPKETUHTOBUH IIepiof.

10 M’s130Bo-cKeneTHUY 0ifib Ta momiOHI peakiril yacTile criocTepiranauchk y namieHTis 3 XMJI, HiXK y
Ial[l€HTIB 31 IUIYHKOBO-KUIITKOBUMU CTPOMAJIbHUMU IyXJIMHAMHU.

11 [ToBigoOMISINIM TIPO Je€TaIbHI BUIIAAKY Y TAIIEHTIB 3 Mi3HIMU CTafisIMU 3aXBOPIOBaHHS, TAXKKUMU
iH(DeKIIiAMU, TSIXKKOI0 HEUTPOIIEHIE0 Ta iIHIIMMY CEPUO3HUMU CYIyTHIMU PO3JIalaMu.

" BKmouaiouy By3JIMKOBY ePUTEMY.
BigxuneHHS Bill HOPMH y pe3yabTaTax 1abopaTOPHOr0 00CTeKeHHS
3azanvHul aHanis kposi

[Tpu XMJI 1iuTonEHis, 30KpeMa HEeUTPOIeHis Ta TPOMOOLUTOIIEHisI, OYIU MMOCTIMHUMH B YCiX



MOCIIIXKEHHX 31 CBiqYeHHSAM BHUI01 YACTOTU TP 3aCTOCYBaHHI BUCOKUX 03 = 750 Mr
(mocmimxenns ¢asu I). OMHAK CITil 3a3HAYUTH, 1110 IT0sIBa HEUTPOIIEHil TAK0XK Ma€ YiTKui
B3a€EMO3B’SI30K 3i CTafli€l0 3aXBOPIOBaHHS; YacToTa HelTporneHii 3 abo 4 ctynens (AKH

< 1,0 x 10°/n1) Ta TpoMBonUTONEHil (KinbKicTs TpoMGouTIB < 50 X 10°/1) 6y7na y 4-6 pasis BUIIO0
npu 6racTHiM Kpu3i Ta y dasi akceneparii (59-64 % ta 44-63 % muist HEUTpoOIeHii Ta
TPOMOOLIUTOIEeHi] BiiMTOBIAHO) IIOPiBHSIHO 3 TAKUMH Y TAIIiEHTIB 3 yIepIle AiarH0CTOBaHO0
xpoHiuHOW0 (pazorw XMIJI (16,7 % HeuTpomeHis Ta 8,9 % TpomOouuToneHis). [Tpu Bnepime
[iarHOCTOBaHiY XpoHiuHiN (a3i XMJI Hentponenis crynens 4 (AKH < 0,5 x 10°/1) Ta
TPOMOOLUTONeHis (KinbKicTb TpoMOouTiB < 10 x 10°/11) cmocTepiranucs y 3,6 % Ta < 1 % mnalieHTiB
BigmoBigHO. MefliaHa TPUBAJIOCTI €Mi30/iB HEUTPOIEHil Ta TPOMOOIIMTOIEeHil KONTMBaach Bif 2 IO

3 TUXKHIB Ta Bif 3 10 4 TUXKHIB BiAnosigHo. LIi gaBUilla 3a3BUYail MOXKHa JIiKyBaTH LIJIIXOM 3MEHIIEeHHS
no3u abo mepepBu y IpuiioMi iMaTuHiOy, ane B pigKicCHUX BUMIAaAKaX BOHU IPU3BOISTE [0
OCTATOYHOTO NIPUIIMHEHHS Teparil. Y nemiaTpuyHUX mallieHTiB 3 XMJI Hal4aCTillIiM IIPOSBOM
TOKCUYHOCTI € IUTONEHis 3 abo 4 CTymneHs, B TOMY YUCJIi HEUTPOIEHisl, TPOMOOIIUTOIIEHis Ta aHeMid.
L1i siBuina B GiNBIIOCTI BUMIAZKIB CIIOCTEPIraloThCA MPOTATOM AeKiTbKOX MePIINX MiCsIliB Teparrii.

Y xopi mocmimKeHHS 3 y4acTIO MallieHTiB 3 HeonepabelbHUMH Ta/ab0 MeTaCTaTUUHUMU
IIJTYHKOBO-KUIITKOBUMY CTPOMAIbHUMU IyXJIMHAMU aHeMisl 3 a0o 4 CTyneHs BUSIBIIEHA Y
5,4 % ta 0,7 % nauieHTiB BiANOBIAHO i IPUHANMHI Y OeIKHUX i3 IIUX NalieHTiB Moria OyTu
II0B’g3aHa 3i MITyHKOBO-KUIIKOBUMY a00 BHYTPIMIHLONYXIMHHUMY KPOBOTEYaMHU.
HetitponeHnisa 3 Ta

4 ctyneHns crnocTepiranacb y 7,5 % Ta 2,7 % mallieHTiB BigmoBigHO, @ TPOMOOIIUTOIEHis
3 ctynens -y 0,7 % nauienTiB. Hi B omHOT0 3 Nalli€HTiB HE PO3BUHYIACS TPOMOOLUTOIEHIS

4 cTyneHs. 3MeHIIEHHS KiJIbKOCTI IEUKOIUTIB Ta HEUTPOQIJIiB CIOCTEPIranocs mepeBaxHo
IIPOTSTOM NEPIIKX IIeCTH TUKHIB Tepallil; B TOfaIbIIOMy [T0Ka3HUKY 3aJIUIIaINCh BITHOCHO
cTalinTpHUMU.

BioximivyHUU aHani3 Kposi

BupaxkeHe migBUIeHHS PiBHS TpaHcamiHas (< 5 %) abo 6inipybiny (< 1 %) cmocTtepiranocs y
nariesTiB 3 XMJI i B OinbIIOCTI BUMAAKIB JTIKyBaIOCs IIISIXOM 3MEHIIeHHS 103U ab0 repepBu
y Teparil (MefiaHa TPUBAJIOCTI IIUX €Mi30MiB CTaHOBUIA MPUOMU3HO 1 TUXKOEHb). JIiKyBaHHS
Oy710 0OCTAaTOYHO IPUIIMHEHEe Yepe3 BigXuIeHHs Big HOPMU B Ta60pPaTOPHUX IMOKa3HUKAX
nmediHKoBoi QyHKIIl MeHIe HixK B 1 % mamienTiB 3 XMJI. V naiieHTiB 3i IIIyHKOBO-
KUIIKOBUMU CTPOMaJIbHUMMU IIYXJIMHAMU CIIOCTePiranocs y 6,8 % BUMNAOKIB MiABUILIEHHS
piBus AJIT (amaninamiHoTpaHcdepasu) 3 abo 4 ctyneHs Ta y 4,8 % BuUmagkiB MmigBULIIEHHS
piBHs ACT (acmaprataminoTpaHcdepasu) cTynens 3 abo 4. [TigpuiieHHs piBHS O0inipyOiHy
BifI3HAYaI0Ch MEeHIIIe HiXK V 3 % malieHTiB.

[ToBimOMISIY IIPO BUIMTAAKY IIUTOMITUYHOTO Ta XOJIECTaTUYHOTO TeMaTUTY Ta Ie4iHKOBOl
HEe[OCTAaTHOCTI; AesKl 3 HUX MaJly JIeTaJlbHUU HaCJIif0K, Y TOMY YHCJIi B OMHOTO Ialli€eHTa,
KUY 3aCTOCOBYBaB BHCOKI [JO3U l1apalleTaMoIy.

Omnuc okpeMux HeOaxKaHUX MOOIYHUX Oit

Peaxmusauisa eenamumy B



Y 38’43Ky 3 Ber-Abl ITK noBimoMmsnu mpo peakTtuaiii rematuty B. V meskux Bumagkax
BiZl3HAUeHO PO3BUTOK I'OCTPOI II€UiHKOBOI HEIOCTATHOCTi ab60 GyIbMiHAaHTHOTO TENaTUTY, II0
IPU3BOMATE IO TPAHCIJIAaHTallil eYiHKy abo JIeTanbHOTO Pe3yIbTaTy.

[ToBimomneHHs mpo 1mob6iuHi peakilil micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHSA KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHUM Ta (hapMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallieHTaM abo ix
3aKOHHUM ITPeCTaBHUKAM CJIi[] IOBiTOMJISITH IIPO YCi BUITAAKHK Mi03PIOBAaHUX MOOIYHUX Peakilii Ta
BifCyTHOCTI e(peKTHUBHOCTI TiKapChKOTo 3aco0y yepe3 aBTOMATH30BaHy iHdopMalliiHy cucTeMy 3
(dbapMaKOHarIsAOy 3a mocuiaHHgaM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 5 POKiB.

He 3acTocoByBaTu micns 3aKiHYeHHS TEPMIHY IPUOATHOCTI, 3a3HAUYEHOr0 Ha yIIaKOBII.

YmMmoBH 30epiranns.
30epiratu npu TeMiepartypi He Buie 25 2C.

30epiratu B HEOOCTYIIHOMY IJISI OiTEW MiCIIi.

YnakoBka.

[To 10 kamcyn y 6micTepi; mo 6 abo 12 6GyicTepiB y madlli 3 KApTOHY.

Kareropis Bignycky.

3a pelemnToM.

BupOOHHK.

AT «I'piHpexc».

Micue3HaxoaKeHHsI BHPOOHHKA Ta afipeca Micis MpoBaIXKeHHS HOT0 Tis/TbHOCTI.
Byn. Kpycrminc, 53, Pura, LV-1057, JIaTBis.

Ten./dakc: 371 67083205/ 371 67083505.

En. nowra: grindeks@grindeks.lv.


https://aisf.dec.gov.ua




