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JA3ATHHIB-JIBC
(DASATINIB-LVS)

Craao:

diroua pevosuHa: Na3aTUHIO;

1 Tabnetka, BKpuTa 000JI0HKOIO MicTHTL 20 Mr 1a3aTuHIOY *;

1 Tabnerka, BkpuTa 000710HKOIO MicTHTE S0 Mr nazaTHHIOY;

1 TabneTka, BKpHTa 000JI0HKOIO MicTHTH 70 Mr 1a3aTuHiOy™;

1 Tabnerka, BKpHTa 000J0HKOIO MicTHTE 100 Mr gazaTuHiOy*;

*KinpKicTe nasatuHiOy Oyne poBefeHo Ha ocHOBI % (akTHYHOTrO aHalizy Ta KOMIIEHCOBAHO
MIKPOKpHCTaIIYHO Lemoo3or PH102.

OdonomidcHI pevosunu: Lemono3a Mikpokpuctaniyna PH102*, etunuemonosa 7FP, warHiro creapar,
KPEMHIIO JI0KCH] KOJoiqHMI Oe3BoAHMH, JTAKTO3M MOHOTIApaT (MOpOWIOK), HATPild KpocKapMenosa,
rigpokcunponuiMerwigemonosa 2910 ES5, rigpokcunpominuentono3a tun  LF, TpueTummrTpat
(ILlutpodnekc 2), THTaHY MIOKCHI, BOAA O4HLICHA™ *;

** po/a O4MILIEHA, 110 3aCTOCOBYETHCS Y BUPOOHHIITBI BUITAPOBYETHCA.

Jlikapcbka dopma.

Ocnosni izuxo-ximiuni enacmugocmi:

20 mr TabsieTku — 6111 abo Maibke Oini, Kpyrii, JBOOIMYKITi TablIeTKH, BKPHTI 06010HKO0. BigTtiuck « APO»
3 OJHIET CTOPOHH, BinTHCK « DAY» Hax «20» 3 1HWIOL.

50 Mr tabnetkn — 6imi abo Maibke OiTi. OBamLHI, 31 CKOINEHUM KpacM, JBOOMYIKJI Ta0MeTKH BKpPHTI
obononkoro. Bintuck « APO» 3 omHiel ctoponH, BinTHeK « DAS50» 3 iHIoi.

70 mr TabneTkH — 6111 abo Maitxke 6111, kpyrii, 1BoomyKTi TabneTku BKpUTI 060710HKO0. Bigruck « APO»
3 oZHi€l cTOpoHH, BinTHCK « DAY Hang «70» 3 iHILOT.

100 mr Tabnerku — Outi abo Maibke Oini, OBa/lbHI, 31 CKOIIEHHM KpaeM, JBOOMYK/i TaGIeTKH BKPHTI
obononkoro. Bigtick « APO» 3 onniei croponu, BigTrek « DAS100» 3 inmoi.

dapmakoTepaneBTHYHA rpyna.
Kon ATX. LO1XE06. [uriditopu npotelHKinazu. JlazaTuHio.

Dapmakonoziumi e1acmueocmi.

MexaHizm mii.
Hasatunib inridye aktueHicTh KiHasu BCR-ABL Ta kinasz SRC-pogunu (LYN, HCK) paszom 3 Hu3KOI0O
IHmMX Kina3, Bkmodaroun ¢-KIT, kinazu edpinororo (EPH) peuentopy i peuentop PDGFB (ckop. Bix
"platelet-derived growth factor receptor” — peuentop TpomGounTapHoro dakropy pocry). HasaTHRIO €




cyOHaHOMOJIAPHHUX KOHLIEHTpaliAX. BiH 3B'A3yeThCs He JIMILIE 3 HEAKTHBHOMO, ajle H 3 aKTHBHOIO GOPMOI0
(epmMeHTy.

Dapmarodunamird.

Y pocniokenHi in vifro [1a3aTHHIO [POSBISB AKTHBHICTH Y JIEHKO3HMX KIITHHHMX JHHISX, 10O
NpeJACTaB/AOTh YyTJAMBI Ta HE YyTJAMBI 10 IMatHHIOy BapiaHTH 3axBOproBaHHA. PesynpTati 1MX
JOKJIIHIYHHX AOCTIIKeHb CBIO4aTh, IO Aa3aTHHIO 3JaTHUH OONATH PE3HCTEHTHICTH IO IMaTHHIOY, 110
noe's3ana 3 rinepekcnpeciero BCR-ABL, 3 mytauiasmu gomeny BCR-ABL kinasu (14/15 mytamniii 3a
BUHATKOM T315]), akTHBali€l0 albTepHAaTHBHMX CHTHAJIBHMX LUIAXIB 32 y4acT KiHaz poauHu SRC
(LYN, HCK) i rinepekcnpeci€to reHa MHOKHHHOT JTiKapcbKol pe3ucTeHTHOCTI (MJIP1).

V nocaiiuKeHH] in vivo B X0/l OKPEMHX eKCIIEPUMEHTIB Ha MUIIMHUX Moaensx XMJI nazatunib 3anobiras
nporpecyBanHio xpoHiyHoro XMJI no OnactHol da3u i MOMOBKYBAB TPHBAJIICTE MEPIOAY BHYKHBAHHS
MHIIEH 3 BUALICHHMH B1J MANIE€HTIB KIITHHHAMHE JiHigMu XML

EnexTpokapaiorpama.

B xopi m'aTH KMiHIMHAX HocTikeHp ¢asn 11, mo mpoBoanIocs Ha narieHTax 3 jeiiko3oM, 865 naieHTis,
AKi OTPUMYBaJH Ja3aTuHIO 70 Mr ABivi Ha IeHb, TIPOXOIUIIH eleKTpoKapaiorpadidte oOcTeReHHS nepel
MOYaTKOM i TIPOTSTOM JIIKyBaHHS B 3a3[aJIerilb BU3HAYEHI MOMEHTH 4acy 3 LEHTPAII30BAHOK OLIHKOKO
oTpuMaHHX pe3ynbTaTiB. QT iHTepBas OyB BIAKOPUIOBaHHI 3a YACTOTOIO CEPLIEBHX CKOPOYEHb METOI0M
Opinepiuia. B yci 4acoBi TOUKH Micis 3aCTOCYBaHHs MpenapaTy Ha 8-l AeHb cepelHi 3MIHM IHTEpBay
QTcF Bix noyaTKoBOro nokasHMKa CTAaHOBMJIM Bil 4 10 6 MCeK 3 BEpPXHBOIO IpaHHIeio 95% moBipuoro
iHTepBaiy < 7 mcek. I3 3arany 2182 nauieHTis, sKi OTpMMYBAIM Aa3aTHHIO Y KIIHIYHHX NOCTIUKEHHAX, Y
21 nmauienTa (<1%) Benuuuna QTcF cranosuna > 500 mcek. (quB. po3ain «OcobnuBi 3ax0au De3meKn»).
Dapmarokinemuxa.

DapMaKoKiHETHKY Ja3aTuHIOy ouiHiOBaiM Ha 229 310poBHX NallieHTax Ta Ha 84 maiieHTax 3 JIEHKO30M.
AbcopOuis.

[Ticns mepopalbHOrO 3acTOCYBAHHS J1a3aTHHIO IIBMAKO BCMOKTYBABCS B opradismi y nauienris. ITikoei
KOHIIEHTpALil crocTepiranucs mpoTarom mepiomy Bix 0,25 no 6 rogus. 3aransHuil cepeiHiil nepioa
KiHIIEBOI0 HAIIBBUBE/IEHHS 1a3aTHHIOY CTAHOBUTE MPUOIM3HO Bil 3 10 5 roauH.

Posmopin. Jla3atuni® XapakTepu3yeTbes BEIHKHM BHAMMHM 00'€MOM pO3MO/IiIY B OpraHisMi NaieHTiB
(2505 ), 110 CBITYMTE MPO MIMPOKHMI PO3IOLT LBOTO JIIKAPCHKOTO 3aco0y B M03aCYIMHOMY TIPOCTOPI.
MeTtaGonizm.

B opranizmi IoaMHE 1a3aTtHHIO akTHBHO MeTaloi3yeThes. 3a pesybTaTaMM JOCTIKEHHS Ha BOCEMH
3J0pOBHX nauieHTax, kUM BRomuIH 100 mr [14C]-miuenoro na3atuiOy, Ha He3MIiHHHMI [a3aTHHIO
npunaznano 29% cyxkynmoi pagioakTHRHOCTI B IJTa3Mi KpoBi y Kposoobiry. Konuentpauii y niasmi kposi
T4 BUMIpAHA aKTHBHICTB in Vifro CBiI4aThk IIPO Te, WO MeTabOIITH Ha3aTHHiGy HaBpsJ 4H BiIrparoTh
BAXUIHBY POJIb Y BUBUEHIH QapMmakooriyniii nopeainui 1poro nikapeskoro 3aco6y. CYP3A4 € ronoBHHM
(epMeHTOM, IO BIANOBINAE 32 MeTabO0Ii3M J1a3aTHHIOY.

Exckpertis.

Busenenna BinOyBaeThcs [epeBakHO 3 (eKanisiMH, FOJOBHHM YHHOM Y BMI/Aai mertabonitie. [Ticas
OJJHOPa30Boro nepopansHoro BeAeHHA [14CJ-miveHoro nazatuHiby npubausHo 89% 1034 BHBOIMIOCA
npowsirom 10 auiB, npuiomy 4% Ta 85% BBEEHOT pajiOAKTHBHOCTI BUBOIMIOCH i3 ceuelo Ta (ekanismu
BianopinHo. Ha He3minumit nasatuni6 y cewi Ta v dekamisx npunanae 0,1% Tta 19% BBeaeHoi 103M
BIJIMOBIZTHO, @ PeIlTa 1034 — Ha META0OITITH.

Kaniniuni xapakrepuctuku.
Hokazanuas.
HA3SATHUHIB-JIBC nokazanwuii 171 TiKyBaHHSA J0POCIIHX:
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- IpH HAsBHOCTI BIIEpIIE MOCTABJIEHOrO AiarHo3y IMO3UTHBHOTO 3a (iraaensdiiicbkol XpOMOCOMOIO
(Ph+) xponiyHoro mienoigHoro jeiikosy (XMJI) y xponiuHiii dasi;

- IpM HasBHOCTI XPOHIYHOro, mporpecyrdoro abo y ¢asi OmactHoro kpusy Ph+ xpomniunoro
MienoigHoro neiikosy (XMJI) mpu pe3HCTEHTHOCTI 0 paHillle 3acTOCOBAHOI Teparlil, BKIOYal04YH
iMaTHHIOY Me3uat, ado MpH 1l HEMEPEHOCHMOCTI;

- npu naseHocti Ph+ rocrporo mimgobnactoro neiikosy (I'JIJI) mpu pesucreHTHOCTI 0 paHilue
3acTOCOBaHOI Teparrii abo MmpH ii HemepeHOCHMOCTI.

Hpomunokxasanua.

3acrocyeanns mnpenapaty JIASATHHIB-JIBC nporunokasaHe nauieHTaM 3 TilepyyTIMBICTIO [0
nazaTuHiOy abo qo Oyae-sakoro iHumoro komronenty npenapatry JA3ATHHIB-JIBC.

XKinkam, sIKi MpUIAMarOTE 1a3aTHHIO, MPOTHITOKA3aHe FOIyBaHHS IPYAIIO.

Ocoonuei 3ax00u be3neKu.

Cepito3ni nonepepKeHHs Ta 3an100DKHI 3aX0/H.

- JA3ATHHIB-JIBC (na3atuni®) NOBMHHI NpH3HayaTH JMie KeaiidikoraHi jikapi 3 JocBigoM
3aCTOCYBAHHS aHTHHEOIUIACTUYHOI Teparii.

- Mienocynpecis: TpoMOOLMTONEHIs, HERTPOICHIA Ta aHeMis (IuB. iHopMarlliio o0 Miegocynpecii
HIDKYE).

- KpoBoteua, BKIIOYAI0OYH BUITAIKH 3 JIETATEHAM KiHLEM (UB. iHOpMaIlilo Mo0 KpOBOTEHl HHAKHE).

- 3aTpuMKa piJHHH, UIEBpaIBLHANH BHIIT, HAOPSAK NereHiB | nepuKapaiadbHUH BHINT (AMB. iH(GOpMaLito
010 3aTPUMKH PiIUHH HHXKYE).

- 3acTiiiHa ceplieBa HeJJOCTATHICTE (IMB. iIHGOPMAILiO MO0 CEPLEBO-CYTHHHHUX ABHII HHKYE).

- Jlerenera aprepianbHa rinepTeHsis (IMB. iHOpMaLiIO 11010 apTepiaabHOI rernepTeH3ii HIKYE).

KaHueporeHnes ta MyTareHes.

B xoxi pocniuKeHHs KaHUEPOreHe3y TPHUBAIICTIO 2 POKH 13 3aCTOCYBaHHAM 103 103 MI/Kr/aeHb (1o
NMpHOIM3HO TOPIBHIOE €KCIO3ULIT 71 TFOAHHH Y KJIIHIYHIH pakTHLi) OyJI0 3apeecTpOBaHO CTATUCTHYHO
3Havyule 30ibIIeHHsS CyMapHOT YaCTOTH BHMAJAKIB CKBAMO3HO-KJII THHHOT KapIUHOMH 1 MATiIOMH Y MaTIli
Ta Ha LU MaTKK y KIHOK Ta aIeHOMH ITPOCTATH Y YOJIOBIKiB. PeleBaHTHICTE pe3yibTaTiB J0CTIKEHH
KaHLEepOoreHesy y LLypiB [l CUTYallii B KOHTEKCTI OpraHi3My JTIOAHHU He§n0Ma.

Ja3atuHi0 y KOHLEHTpauUisx B Jiama3oHi Big 5 Mkr/mia a0 60 MKC/MJI YHHHB KIAcTOrEHHY IO B
EKCIIEPUMEHTI in  Vifro, TPU3BOASYM [0 TMONIMEHHA KITHH SE€YHHKIB KHUTAHCHKOTO XOM'SKa 3
MeTaboMIYHOK aKTHBalielo Ta Oe3 wel. Jlasaruni® He npoaeMOHCTpYBaB MyTareHHUH edekT B
eKCIIepUMEHTI in vitro GaxkTepiasbHOrO JociimkeHHs (Tect EliMca) Ta He MPOSBHB T€HOTOKCHYHOCTI MPH
JOCTIIKEHH] in Vivo KJIITHH 3 MIKPOAZApPaMH LIy PiB.

CepueBo-cyIMHHI SBHIIA.

Kniniune pocnivkenns ¢asu Il y nauientiB 3 Brepme aiarHoctoBanuM XMJI y Xpowniuwiii dasi
BHKJIIOYA/0 Nalli€HTIB 3 HEKOHTPOIBOBAHUM a00 CepiO3HUM CeplieBO-CY THHHHM 3aXBOpioBaHHAM. [ pyna
3acTOCyBaHHA Na3aTHHIOY (n = 258) Brmoyana 1,6% nauieHTiB 3 iCHYI04O0K0 Kap110JI0TYHOO MaTO0TIER
Ta 24% — i3 ceplLeBO-Cy AMHHUMH YHHHUKAMH PH3HKY Iepejl MOYaTKOM JO0CTiUKeHHs. Y MalieHTie, AKi
npuiiMany  Aa3aTuHIO, crocTepiraadcsd CeplUeBO-CYAHHHI moOiuHi peakuil 3acTiiiHoi cepueBol
HEJOCTaTHOCTI/IMcYHKIIT cepls, MepHKapAialbHOrO BUIOTY, apHTMii, NMPHCKOPEHOT0 CepreOuTTH,
nofoexxeHHs iHTepBany QT Ta iHdapkTy Miokapaa (B TOMy YHCIi 3 JeTaJbHMM KiHuem) (IUB. po3zin
«ITobiuni peakuii»). ¥ nauieHTiB 6y1n 3apeecTpoBaHi TaKoX THKKHH nepuxapaiaasuuil amit (1,2%) ta
aput™ia (0,4%). TloGiuni cepueBo-CyauHHI ABMma Oyau OlIbIl 4acTHMM y TAalL(i€HTIB_3.-CEpPLEBO-




peakuii»). [anienTis 3 ynHHUKaMu pu3HKy abo 3 cepleBMMM 3aXBOPIOBAHHAMHU B aHAMHe31 HeoOXiTHO
o0cTexyBaTH Tepe] MOYaTKOM NiKyBaHHS, a B XOAI PYTHHHOTO CHOCTEPEKEHHA MiC/Id JOCIiKECHHS
HeobxifHo 3abe3nevyBaTH YBOKHHNH KOHTPOIIb 32 BHHUKHEHHSM Y HUX KJIIHIYHMX 03HaK ab0 CHMIITOMIE,
110 BIAMOBINAIOTE AUCHYHKIIT cepiy (Takux AK Oiib y rpyasx, saauiuka i giagopes).

V kniniunux gocaimkennsx ¢aszu 1 3a yuacTio nmamieHTiB 3 pe3HCTEHTHICTIO 710 paHiule 3aCTOCOBAHOT
Teparii imatiHi6om abo 3 ii HemepeHOCHMICTIO MALiCHTH He BKIIOYAIUCS Y TOC/IKEHHS Yepe3 HasBHICTh
LIMPOKOIo Jiana3oHy cepleBo-CyIMHHUX ABULL abo 3axBoproBaHb. Kputepiem BuKIIOYeHHs OyI0 TaKOXK
CyTTEBE BIIXMJEHH: Bifl HOpMH pesynbtaTie EKI-o6cTeskenns npu ckpuninry. [IpocrexTHBHa olliHKa
cepueBoi (yHKLIT HE NPOBOAMIACH.

B ycixX KIiHIYHHX JOCTIKEHHAX 32 yYacTIO MALIEHTIB 3 PE3HCTEHTHICTIO /10 paHille 3acTOCOBaHoI Teparil
imaTuHiOoM abo 3 i HenepeHocHMicTIO 3acTiifHa cepueBa HejocTaTHiCTH/AMChyHKIT ceprid
croctepiranaca y 96 (4%) nartienris, 3 akux 49 (2%) Bunmaakis GyiM BH3HaHI TSOKKMMH. Y IeAKHX
BUMaJKaX BUHUKHEHHA sBHILA PO3MIOYMHAIOCA Yepe3 rocTpe 3011bleHHA 00'eMy KPOBi, B TOMY YHCIi
Yepes NepeIrBaHHA [TpenapariB KpoBi.

[Monoexenns intepeamy QT. Jlani gocninkeHHs in vitro JO3BOISIOTH IPHITYCTUTH, IO Aa3aTHHIG Ta Horo
N-pesankuteoBanuii MetaGonit BMS- 582691 31aTHi MomoBKyBaTH penosspu3aliiio NITyHOUKIB ceplid
(inrepsan QT, nus. indopmanito moa0 GapmMakonoriuHoi Oe3nekH).

V 865 nauieHTiB 3 1eHKO30M, SKi JiKyBaJIMCs 1a3aTHHIOOM B X0/ KITIHIYHHX JOC/IKEHb tazu 11, cepenns
3MmiHa BenuuuHM iHTepBamy QTcF Bin piBus mepen movaTkoM JiKyBaHHA CTaHOBMIA Bif 4 1o 6 Mcek;
BepXHA TpaHuld 95% poeipyoro iHTepBagy /sl BCIX NMOKA3HHMKIB Takol cepelHBOi 3MiHM CTaHOBHIA
< 7 mcek. Cepen 2182 naiieHTiB 3 pE3UCTEHTHICTIO IO paHille 3aCTOCOBaHOI Tepaii imaTuHiGom ao 3 ii
HETIEPEHOCHMICTIO, fKi OTPHMYBa/IM 1a3aTHHIO B XOZi KIHIYHHX mociimpkens, y 21 nauienta (< 1%)
BenrunHa iHTepBaity QTcF cranoeuna > 500 mcek.

3 kiiHIMHOTO Jociiukenna ¢asu Il va mamientax 3 Bnepiue giarsocroeanum XMJI y Xpouiuniit dasi
OyJIM BUKIIIOYEH] MAUi€HTH 3 TMOYaTKOBMM TNOKasHUKOM iHTepeany QTcF > 450 mcek. Yepes 5 pokis
HACTYIHOTO CIIOCTepeXkKEHHA B 0HOrO0 nauienta (< 1%) 0yno 3apeectpoBaHo nogoexkenns intepsany QTc
3 pemauHo0 QTcF > 500 mcek i nikyanHs gasatuniOoM Oyino npunuueno. [Ipemapar JIASATHUHIB-
JIBC ciiin 3acTocoByBaTH 3 00epeKHICTIO Y NALIEHTIB 3 MOA0BKEHHAM inTepBany QTc abo y sSKHX MOxe
PO3BHHYTHCS Take MOAOBKeHHA. CloAM BXOAATH MALli€HTH 3 TilOKajlieMiero abo rimomarHesiemiero,
NaLI€HTH 3 BPOUKEHUM CHHAPOMOM JoBroro inTepsainy QT, nauientu, sxki npuiiMaloTs aHTHapuTMidHi
JlikapepKi 3aco0u abo iHwi NiKapehKi 3aco0H, 10 CNPHYMHAIOTH [OAOBKeHH: iHTepsany QT, a Takox
NAUIEHTH, AKi OTPHMYIOTh TEPAIIilO i3 3aCTOCYBAHHAM BUCOKUX KyMYJISTHBHUX /103 aHTPALMKIIIHY.
[lepen 3actocyranuam npenapary JTASATHUHIB-JIBC rinokamiemito abo rimoMarsesieMito HeoOXinHO
BHJIIKYBATH (MB. po3atin B3aemosis 3 iHIIMMH JTiKapchKHMH 3ac00aMu Ta iHIII BUM B3aEMOJIiH, 30kpeMa
MaHi MO0 pe3ynbTaTiB eneKTpokapaiorpadiunoro obcTexkeHHs B posjizax «Bzaemonis 3 iHmMMu
MIKapchKUMH 3ac00aMH Ta iHIII BUIH B3aEMOiH» Ta « DapMaKoJIOridHi BIACTHBOCTI» ).

[uriditopu CYP3A4.

Oznnovache 3acTocyBanHs 1a3aTuHIOy i Tikapcekix 3aco6iB, WO NoTeHwUiiiHo 3naTHi inriGyBatn CYP3A4
(HanpuKiajx KeTOKOHa30Jd, iTPakoOHA30l, ePHUTPOMILMH, KIAPHTPOMIIIMH, pPHTOHARIp, aTaszaHaeip,
JIoniHaBip, rpefindpyToBHii Cik) MOXKe MOCHIIIOBATH eKCIO3ULII0 1a3aTHHIOY. V 3B'13KY 3 LIMM, TIAI{IEHTaM,
sKi oTpuMytoTh npenapar JJASATUHIB-JIBC, ogHo4acHe 3acToCy BaHHA NOTYKHOTO iHridiTopy CYP3A4
HE PEKOMEHIYEThCS.

It oHOYAacHOro 3acTOCYBaHHs PEKOMEHIYETECA BHOMpATH albTepHATHBHMI JliKapchKuil 3aciG 3
BiACYTHiCTIO a0 3 MiHiManeHOK 31aticTio imribyeatn CYP3A4. SIKwio HeMOXKIHBO VHHUKHYTH
CHCTEMHOTO 3aCTOCYBAHHA MOTYKHOTO iHTiOiTOpy CYP3A4, HEOOXINHO CTEKNUTH 33 MOKITHBHMA POABONE:
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TOKCHYHOCTI Ta PO3IJISHYTH MOAKIIMBICTE 3MeHents no3u npenapary JASATHUHIB-JIBC no 20 mr abo
40 Mr Ha aeHb (OUB. po3AiTH «B3aeMois 3 IHIIMMH JNiKapChbKUMM 3ac00aMHM Ta 1HIII BUAM B3aEMOii» Ta
«Cnocib 3acTocyBaHHS Ta J03W»).

Cy6erpatn CYP3A4.

OpnHovacHe 3actocyBaHHA Ja3aTUHIOY 1 cyOctpaty CYP3A4 moske 30UIbLIMTH €KCIIO3MLIO /10 cyOcTpaty
CYP3A4. Kpim Toro, y TppOX 370pOBHX MaIlieHTiB (n = 48) cnocTepiranocs nogorxkenns inteppany QTcF
Ha > 30 Mcex Big movaTKoBOro piBHA 3a pesyasTaTamu EKI[-o0crexxenHs miciid OQHOYACHOTO
3aCTOCYBAaHHS OJHOPA30BOI J03M Aa3aTHHIOY I CMMBacTaTHHY. Y JKOJHOrO MAallieHTa HE 3apeecTPOBAHO
nokazHuk QTcF > 450 mcek abo iforo 3miHa Ha > 60 MCeK Bil MOYaTKOBOTO piBHA (IMB. po3ai1 «B3aemomis
3 IHIODUMH JIKapchKUMHU 3aco0aMM Ta 1HINI BHAM B3aemoliit»). TakuMm 4uHOM, HEOOXIIHO BHSABISTH
o0epeskHICTh IpU oaHOYacHOMY 3acrocyBsaHHi npenapary JASATHUHIB-JIBC 3 nikapcbkuMH 3acobamH,
AKl MOTeHUIHHO 37aTHI 3MiHiOBaTH akTHBHiCTE CYP3A4, 3 pevoBWHaMu, 110 3[aTHI TOJOBKYBAaTH
intepean QTc, abo i3 cyGcrpatamu CYP3A4 3 BY3bKHM TEpanmeBTHYHHM I[HAEKCOM, TaKUMH 5K
LUKJIOCIOPHH, MAKpoJIiJHl aHTUOI0TUKH, OeH3oniazeniH, miMo3ua abo ankanoinu piKKiB (eprotami,
airinpoeprotamin). Brume cyberpaty CYP3A4 Ha mapamerpu QapMakoKiHETHKH [a3aTuHIOY He
BHBYABCA.

brokatopu Ha-rictamiHOBHX pelienTopis abo iHriGITOPHU NPOTOHHOT IOMITH.

Cxoske Ha Te, IO JOBrOTpUBANIE MPUTHIYEHHS CEKPeElii KMCIOTH LIUTYHKOBOrO COKy Grnokaropamu Hoa-
ricTaMiHOBHX peuenTopiB ado iHriGiTopamMu npoToHHOT noMny H2 (TakuMH SK UUMETHIUH, PAHITHIIHH,
dbaMOTUAMH Ta OMENpas3ol) MOKe MPH3BECTH N0 3MEHIUeHHs eKCrMo3Muii aasaTuHiOy (IuB. po3ain
«Bzaemogis 3 iIHIIMMH TIKapchKMMH 3aco0aMH Ta IHIII BUIM B3aEMOIii»). ¥V

naiienTiB, Akl oTpuMytoTh npenapat JA3ATHUHIB-JIBC, BapTo po3risHyTH JOUITBHICT 3aCTOCYBAaHHS
a”TaUuIiB 3amicTs Onokatopie Hz-rictaMiHOBHX peuenTopie ado iHriGITOPiB MPOTOHHOT TOMITH.
AHTAlUIHY.

OpHovacHe 3aCTOCYBaHHA Aa3aTHHIOY 1 TAPOKCHIY aMOMIHIIO/TIIPOKCHIY MarHit0 MOXe MPU3BECTH 10
3MEHIUECHHA eKCNo3MUii Ja3aruHiOy. OpHak npenapaTd TiPOKCHAY aTKOMIHIFO/TIAPOKCHIY MarHiro
MOJKHA 3aCTOCOBYBaTH He Mi3HiLle, HIK 3a /Bl TOAMHH A0 abo 4epe3 IBI TOJHHM IIC/sA HpHIOMY
nazatuHiOy (1uB. po3nin «B3zaemois 3 IHITAMH TIKapCHKUMH 3ac00aMM Ta 1HIII BUIM B3aEMOII»).
[IpoTnbnroBOTHI 3aC00U.

Indopmanis moao Oe3nekd OJHOHACHOTO 3aCTOCYBAaHHSA a3aTHHIOY 1 TPOTHOMIOBOTHHX 3acoGiB
(npoxustopnepasun, MeTokaonpamiz, inribitopu 5-HT3) sigcyTHs.

JlakToza.

[Ipenapatr TASATHHIB-JIBC Ttatnetku 20 mr, 50 mr, 70 mr, 80 mr ta 100 Mr MicTUTh NakTosy y
nponopuikHiii kiapkocti 28 mr, 70 mr, 104 mr, 119 mr ta 140 mr BignoigHo. Takum YuHOM, TIpH
3aCTOCYBaHHI moaeHHo1 1031 na3zaTuHiOy 100 mr npenapat JIA3ATHUHIB-JIBC mictuts 140 Mr nakTosu.
[TanieHTam 3 TaKMMH PiZIKICHUMH BPOJUKEHHUMH Npo0jieMaMy, K HEllepeHOCHMICTh rajlakTo3u, AediuuT
naktasy Jlanna abo ritoko3o-ranakto3Ha MaibabcopOuis, na3aTHHIO NpuitMaTH He MOJKHA.

3aTpuMKa PIIMHH.

3acTocyBaHHA [a3aTHHIOY CYNpPOBO/KYEThCS 3aTPUMKOI0 pimuuu. [lanieHTH 3  ICHYIOYMM 10
BUIPOOYBAHHS MJIEBPAILHUM BHIIOTOM OYJTH BHKJIIOYEHI 3 gocimkens dazu I11.

3a pesynbTatamu gociipkens dazu I, npucesyeHHX onTHMI3aLT 03K JUI IAUIEHTIB 3 PE3UCTEHTHICTIO
J10 paHille 3aCTOCOBAHOT Tepamnii iMaTHHIOOM abo 3 11 HeMepeHOCHMICTIO, TOBIAOMIAIOC PO CEPHO3HY
3aTPUMKY piaMHH y 11% mnamieHTiB, BKIIOYAIOYH THKKY (OPMY IUIEBPAIBHOTO | nepuxapmanbﬂoro
BUIIOTY, 3apeecTpoBany y 7% Ta 2% mnauicHTiB BiamopigHo. ¥ menme 1% mnarieHtis criocTepiraBes -
TSOKKMIT acIIMT Ta reHepanizoBaHui HaOpsK. [HIII MIPOSBH 3aTPUMKH piIHUHM, IO cnocreplra c;r B XO1i

'r-,\;s:



UMX TOCTIIKCHB, BKIIOUany HaOpsk nerenie (3%), 3acTifiny ceplieBy HeJJOCTaTHICTh/IMC(YHKILIIO cepus
(4%) Ta nepukapaianbHuil BUMIT (5%). ¥ 19 nawientis OyB Tsxkuii HaOpak neredis. V namientis 3 XMJI

Yy XpoHiyHiH (a3i i3 pe3MUCTEHTHICTIO M0 paHillle 3acTocoBaHOi Tepamii imatunibom abo i3 1f

HEIEPEHOCHMICTIO BUMAAKH 3aTPUMKH PifuHH 3-ro abo 4-ro cTymeHd THKKOCTI CIOCTepiraauca MeHLI
YacTo y MaUieHTiB, SKi oTpuMyBany 103y 100 Mr oauH pas Ha geHs (5%), HiX y THX, XTO NpHiiMaR 103y
140 mr ouH pas Ha aeHb (9%) (auB. posain «[loGiuni peakuii»). B oMy 1ociimkeHHi SBHINA 3aTPUMKH
PIAMHH 3a3BHYail NKyBalTH HIIAXOM 3aCTOCYBAaHHS MiATPHMYIOYOI Tepalii, 10 BKIIOYAE AIypETHKH Ta
HETPUBAJIl KyPCH CTEpOiZliB. ¥V JeAKMX BUIA/KaX IJIEBPAIbHHUIA BUIIIT BUMAraB 3acTOCYBaHHA KUCHIO, a Y
64 (3%) nauienTiB — NpHHAMMHI OAHY TUTEBPAIBHY MyHKILIIO.

Y nocnimkenni daszu Ill, mo nporomunocs Ha nawienTax 3 Brepiue giarnocrosanum XMJI y xpoHiumiii
dasi, BUManKy 3aTPUMKH piTuHK 1-4 cTyneHs TKKOCTI Ta IUIEBPaIBbHOrO BUIIOTY CriocTepiraamcs Ha 12-
i micaup nikysaHHA y 22% Ta 10% ianmoeigHo (ame. posain «[loGiuni peakuii»). Cepeauiii uac mo
BUHHUKHEHHA IJICBPAJILHOrO BHIIOTY CTAHOBWB 28 THKHIB (AianasoH: Big 4 no 88 TwxkHiB). [Ipu HanexHii
Meau4Hii gonomosi 23 nanientH (88% TuX, y Koro OyB ruieBpansHUi BUIIT) OY/IM 31aTHI IPOIOBKYBATH
NiKyBaHHA fa3aTuHiOOM. Yepe3 5 poKiB HACTYMHOIO CHOCTEPEKEHHS 3aTPUMKA PiJMHM i IIEBpATbHUI
BUMIT Oy/u 3apeecTporai y 43% ta 29% nauieuris BinnorigHo. CepenHiii yac 10 BUHUKHEHHS MEPIIOTO
TUIEBPAJIHOTO BUNIOTY 1-ro Ta 2-ro CTyneHs TAHKKOCTI CTAaHOBHB | 14 THyKHIB, @ 0 NepLIOro MIeBpalbHOTO
BHIOTY 3-r0 Ta 4-ro cTynensa TKKocTi — 175 TwxuiB. JlikyBaHHs qazaTuHiOoM OyJ0 NMpUITMHEHE Yepes
BMHUKHEHHA IUIEBPAIBHOrO BUNOTY y 5,8% BCiX nauieHTIB, AKi oTpuMyBanu nazatHHiG. JlikyBaHHs
nasatuHibom Oyno nepepeane y 62% NawieHTIB 3 IUIeBpaIbHAM BHIIOTOM, a 'y 41% 103a Gyna 3MeHIneHa,
a, KpiM Toro, Oy 3acTocoBaHi AiypeTuku abo BKUTI iHIII HaJIeHKHI MiATPUMYIOYi 3aX0IH A0TIOMOTH.
Cepen ycix nmauieHTis 3 Bnepiie MocTaBIeHHM JiarHo3oM abo y nauientie 3 XMJI y xpoHiuHiil ¢asi 3
PEe3UCTEHTHICTIO 10 iMatMHIOy abo 3 11 HemepeHocumicTio (n= 548) TsSKKa 3aTpHUMKa piAHHH
crioctepiranacs y 36 (7%) mauieHTiB, AKi OTpUMyBAmM Na3aTHHIO y peKomennosaHiit nosi. Cepen
nauienrie 3 XMJI nmisueoi cragii abo 3 Ph+ [JII, ski npuiiManu nasaTvHiO y peKoMeH0BaHiil 103
(n=304), Tsxka 3aTpuMKa piguHu Oyna 3apeectpoBana y 11% namieHTiB, BKIOYa0un 8% MalicHTIB 3
TSKKHM IJIEBPATIEHAM BHIIOTOM.

[lanienTam, y AKX BMHHKAlOTb CHMIITOMH, IIO JO03BOJAIOTH NPHILYCTHTH HAABHICTH TIEBPATBHOTO
BHIIOTY a00 iHWKX (hopM 3aTPUMKH PiMHH, TAKHX 5K BIepLue BUSABJIEHA 3aAuIIKa abo ii noripuenHs npu
(isuunomy naBanTaxenHi abo y cTaHi crokow, Gilb y rpyasx IUIEBPUTHOIO XapakTepy abo Cyxwuii
Kaliejib, HeOOXiAHO HeraiHo 3poGMTH 0OCTEKEHHA abo PEHTIEHOJIOriYHHUM JOCIIDKEHHIM TPYIHOT
KIITKH, abo iHIIHM METOJIOM IiarHOCTHHHOI Bi3yamisamii, B 3ajexHOCTi Big moTpeGu (auB. po3xinu
«Croci6 3actocyBaHHa Ta no3m» Ta «Ilobiuni peakuiin). HeoOXiHO pO3TIAHYTH MOMUIHBICTE
MPHU3YTIMHEHHA JIIKYBAHHS, 3MEHIIEHHA 1034 a00 NPUITHHEHHS TIKyBaHHS.

Kposoreua.

JloKITiHIYHI JOCTiKeHHS 0Ka3alH, 1o 1a3aTHHIO iHribye arperauito TpOMOOIMUTIB in vitro Ta in vivo Ta
NPH3BOIUTE 10 TOMOBKECHHA TPHBAIOCTI KpoBoTedi in vivo. [laumieHTH 31 3HAYHUM MOpPYLIEHHAM
3rOpTaHHs KpoBi B aHamHesl, He noB's3aHuM 3 XMJI, Oy BUKMOYEHI 3 KITIHIYHMX [OCIiKEHB
nasatuHiby. [lanienTu, Aki oxHOYACHO NpHiMaTH JiKapebKi 3aco6M, 10 MPUTHIYYIOTH (BYHKIIO
TpoMOoUMTIB, ab0 AHTHKOAryJsHTH, Oy/H BHKIIOYEHI 3 TMOYATKOBHX KIIHIYHHX JOC/iKEHE
3aCTOCYBaHHA 1a3aTHHIOY NPU PE3UCTEHTHOCTI A0 iIMAaTHHIOY. Y HACTYNIHHX BUNIPOOYBaHHAX TO3BOJATOCH
OJHOYACHO 13 1a3aTHHIOOM 3aCTOCOBYBaTH AHTHKOAryJISHTH, acipHH i HeCTepOinHi MpoTH3amaIbHi
nikapeeki 3acobu (HIUI3), skmo uucno tpomGouuTis cranosuno > 50000 Ha oaun Mikpomitp. V Thx

BUIAJIKAX, KOJIM [a3aTHHIO HeoOXiHO 3aCTOCOBYBATH OHOYACHO C AHTUKOATYJIAHTAMH, I;:/G‘a,ﬁ-msn&m

obepeskHicTh (AuB. po3ain «B3aemozis 3 iHIHMMY TiKapChKUMHU 3ac00aMU Ta iHILII BHIH B3aEMOTiiN ).
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V' kniHIYHUX JOCTiKeHHAX i3 3amydenHsM 2712 nauientie 3 XMJI abo Ph+ T'JIJI 3 cepeanboio
TpuBamicTio Tepamii 19,2 micans (mianazon: 0-93,2 wmicsia) y 272 (10%) namieHTis cnocrepiranacs
KpoBOTeua BiJ 3-ro 10 4-ro cTyneHs TskkocTi. Y 56 nauienTtie (2%) kporoTeua Oyna cMepTeNbHO0. Y
23 (1%) 3 uux mauieHTiR cMepTeNbHA KPOROTEYAa BUHHKIA OIMBII Hixk Yepe3 30 quiB micis NpUMHHEHHS
TIKYBaHHS J1a3aTHHIOOM.

BHyTpimHboUYepenHa KpoBoTeya croctepiranacs y 66 (2,4%) 3 2712 nauienrie 3 XMJI abo Ph+ I'JIJI, 27
(1%) Bunazkie 3 sxux OysM BU3HaHI MMOB'A3aHHMH i3 3aCTOCYBaHHAM Ja3zaTuHiOy. BHyTpiuHeo4epenta
KpoBoTeua Oysa cmeprensHo y 25 (0,9%) Takux namientie, 10 (0,4%) Bunankie 3 akux OyauM BH3HaHI
NOB'A3aHUMH 13 3aCTOCYBAHHAM Aa3aTHHIOY.

HImyHKOBO-KHIIKOBA KPOBOTEHYA, HE3aIEKHO Bil HAsABHOCTI YM BIACYTHOCTI 3B'A3KY 3 JIKYBaHHIM
naszaTuHiIOOM, croctepiranacsa y 15% 3 2712 nauientie 3 XMJT a6o Ph+ I'JIUL. V 6% uux nauieHTis
KpoBoTe4ya Oyja CHIBHOIO 1 3a3BH4Yaii BHMAaraga TPH3YNMHHEHHS JIKYBaHHS 1 [€pe/IUBaHHA
epuTpouuTapHoi MacH. ¥ 3% MallieHTIB CHOCTEPIraaucs iHIIi eMi301H CHILHOT KPOBOTEMI.

Kposoteua Bix 3 1o 4 crynens Taxkocti Oyna 3apeectpoBana y 2,3% 3 258 naijieHtie 3 Brepiie
niarnoctoBanoo XMJI y xpouiuniii ¢azi (1us. pozain «Ilobiuni peaxiiin).

[TopviuenHs hyHKUIT NEYIHKH.

OuiHiooBanu BNIMB NOpymIeHHs (yHKuii mediHkH Ha ¢apMakoKIHETHKY ja3aTHHIOy mnpu  iioro
OZIHOPA30BOMY 3aCTOCYBaHHI Y 8 MaUIEHTIB 3 NOPYIIEHHAM (YHKUIl Me4iHKH MOMIPHOrO CTYIEHS
TSKKOCTI, fIKI oTpuMyBamu A03y 50 Mr, Ta y 5 maiieHTiB 3 mopyweHHaM QyHKIT MeYiHKH TSKKOTro
CTYNEHH, AKI OTpUMYBaIH 103y 20 MI, IpY NOPIBHSHHI 3 BIAMOBIAHUM YHHOM MifiOpaHUMH 310POBHMH
namieHTaMH, fAKi orpumyBanu 103y 70 Mr pasatuniOy. ITopyieHHs (yHKUIi NeYiHKH He IPU3BENO [0
KJTIHIYHO 3Ha4yLI01 3MiHH eKCNo3uIii 1a3aTHHIOY TIPH HOTO [103aX, 3aCTOCOBAHMX Y JOC/IiIKeHH]. Pazom
3 TUM, papMaKoKiHeTHUHa iH(OpMallif 00 NALIEHTIB 3 MOPYIISHHAM QYHKIIT NEYiHKHU, AKI OTPUMYBAJIH
0 mo3y nazatunify Big 70 mr no 100 mr, BigcyTHs (auB. posginu «@apmakokiHeTHKa», «OcobaUBOCTI
3aCTOCYBaHHA», « PapMaKo/IoriyHi BlIacTHBOCTI»). BHacmiqok oOMekeHb IbOTo KIIHIYHOrO A0CIIiKEHHS
PEKOMEHIYETLCA BUARIATH 00EPEKHICTE TPH JTIKYBAHHI MAIIEHTIB 3 TIOpYLIEHHAM (QyHKLIIT TEYIHKH.

B xoai mokniHIMHMX AOCTITKEHD Tlic/s 0araTopasoBOro 3acTOCYBaHHs Aa3aTHHIOY (IIPOTAroM Iepiomy
Big 6 10 9 micAuiB) y wypis crnocrepirajgocs 301JbIIEHHS MacH MEYiHKM i PO3IUMPEHHS BOTHMIL
renaToLe/IIO/APHOT albTepallll, a y MaBM — BAKyONIM3allid KJIITHH nedinku. Y masn Oye 3apeecTpoBaHmii
nigeunienui pisens AJIT, a y mypis i maBm — migeumenuii piBens ACT Ta/aGo 3HMKEHHWH piBeHb
aneOyMiny.

VY KIHIYHMX JOCTUDKeHHAX i3 3amyueHHsaM 2712 mnauientie Oyno 3apeecTpoBaHo 4 BNk
renaToTOKCHYHOCTI, 4 BHMNAJKH FenaTOLEMOIAPHOTO YIIKO/KEHHS, 4 BHUIAJKH CTeaTo3y MEediHKH, 2
BHII/1KM JKOBTAHHILI, 2 BUMAJIKH PO3/1ajly TIe4iHKH, | BUIAJOK FOCTPOro rematuTy, | BUNAA0K Ie4iHKOBOT
HEJOCTATHOCTI, 2 BHIAKH BIAXHJICHHA BiJl HOPMH pe3y/bTaTiB MeYiHKOBHX Mpob Ta | BUNAj0K renatuTy.
ImyHHa cucTema.

Peaxmusayia eipycy 2enamumy B.

Peaxtusauia Bipycy renatuty B (aurn. "hepatitis B virus", ckop. "HBV") cnioctepiranacs y maiieHTie,
sAKI OyJiM JOBrOTPUBAIMMH HOCILAMH LBOrO Bipycy micis OTpHMaHHs iHriGitopy tuposuskinazu (ITK)
BCR-ABL, Bxmoyatoun Ja3atuHib. ¥V JesKMX BHUMaaKaX pO3BHHYJACA FOCTpa NMeYiHKOBA HElOCTATHICTE
abo (QyIbMIHAHTHUH TeNaTHT, IO MPU3BENH N0 HeOoOXiZHOCTI 3ificHEHHs omepailii TpaHCILIAHTALT
nevinku abo 10 cMepri.

Ilepen nowatkom nikysanus npenapatoM JA3ATHHIB-JIBC HeoOxigHo mepepipaTu nauieHTiE Ha
iHdikypanna HBV. HeoOxinHo npoKoHCYIBTYBaTHES 31 CrieniagicTaMy B raay3i maTosorii AETiHKH Ta..

nikyeanus HBV nepen mouyaTkom NiKyBaHHS MALli€HTIB 3 MO3MTHBHMM pe3yIbTaToM @époioriynoro
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TecTyBaHHA Ha HasBHicTe HBV (BKIIO4aloun mauieHTIiB 3 aKTUBHOK (HOPMOIO 3aXBOPIOBAHHA), a TAKOK
NALIEHTIB 3 MO3UTHBHUM Pe3yJIbTAaTOM TECTYBaHHA Ha HaseHICTE 1H(ekuii HBV. 3a cranoM nauieHTis-
nociie HBV, akum notpi6ue nikyranus npenapatom JA3ATHHIB-JIBC, HeoOXinHO peTesbHO CTEXKHTH
IPOTArOM JiKyBaHHS 1 0ararboX MIcAUIB IMiC/s 3aBepUIeHHsA Teparlii A1 BUSIBJIEHHS 03HAK 1 CUMIITOMIB
akTHRHOI iHdekuii HBV.

Mienocynpecia

JlikyBaHHS [Ja3aTHHIOOM CYMpPOBODKYETHCS TPOMOOIMTONEHIEKD, HEMTPOIEHIEID Ta aHEMI€, Mo
BHHHKAIOTE paHiwle i yactime y nagienTtis 3 XMJI nisuesoi craaii abo Ph+ I'JIJI, wixk y nmauientis 3 XMJI
y XpoHi4Hii ¢azi. 3a pesyasTaTamu gociimkeHHs ¢asu 11, mpucBa4eHOro onTHMIZAMil 1034 Y MaLieHTiB
3 XMJI y xpomiuHiit ¢a3i MpH pe3uCTEHTHOCTI 10 paHille 3acTOCOBaHOI Tepanii iMaTuHiOOM abo mpu it
HEMEPEeHOCHMOCTI MPH MiHIMa/bHIA TPUBANOCTI Mepioy HACTYMHOTO CIOCTEPEKEHHA 24 MicsALiB,
BUIAJKH Mienocynpecii 3-ro abo 4-ro cTyneHs TAKKOCTI CIIOCTepiralnucd MEHLI YacTo y NalieHTis, AKi
orpumysand 100 Mmr Ha JeHs (HeHTponeHis: 35%; TpomGouurtonenis: 23%; aHemis: 13%), HiIK y
nauieHTiB, AKi oTpuMyBanu 70 Mr aBivi Ha aeHb (HelTporeHia: 45%; TpombolToneHis: 38%; Ta aHemis:
18%).

Tsxka debpuneHa HelTponeHis (B TOMY YHCII 3 JIeTAILHUM KiHIleM) criocTepiranacsa y 2% naiieHTis 3
XMJI 'y xponiuniii dasi tay 14% nauienris 3 XMJI nizueoi dazu.

[Manientam 3 XMJI nizHeoi ctaaii abo 3 Ph+ I'J1JI, AKi OTpHMYIOTH 1a3aTHHIO, HeoOXi1HO poOUTH MOBHHMIA
anani3 kpoei (anrn. "complete blood count", ckop. "CBC") wOTHKHSA NMPOTATOM MEPIIMX JBOX MICSIB i
nicjs UBOro — moMicsALs abo Ko ue noTpidHo 3 KTiHIYHOT TOUKH 30pYy.

[Manientam 3 XMJI 'y xpoHiyHii ¢a3i moBHH#H aHali3 KpoBi HeOOXiAHO POOHTH KOXKHI /1BA THXKHI MPOTATOM
12 TusKHiB, Micnda 4oro — KoxHi 3 MicaAwi abo KoM ue noTpibHO 3 KIIHIYHOT TOUKH 30pYy.

Bzarani, mienocymnpecig Oy/1a 000poTHOMO 1 3a3BHYal TiKyBaTacs THMYACOBUM IIPU3YITHHEHHAM IpHOMY
AazaTHHiOy abo 3MeHIIeHHAM ioro qo3u (aue. po3ain «Crocib 3actocyBaHHa Ta 103u» Ta iHdopmalio
LIO/10 BIAXHJICHHS BiJl HOPMH Pe3yJIbTaTiB reMaToNorivHOro Ta GioXiMiyHoro ananisy y posaini «[Tobiuni
peakuii»). B xoai KJIHIYHUX J10CTIIKEHE Y MALIIEHTIB 3 PE3UCTEHTHICTIO JI0 paHillle 3aCTOCOBAHOT Tepartii
imatuHi60oM abo 3 ii HemepeHOCHMICTIO TSKKI [110 BinoBifaw s cTynento 3 abo 4 3a knacudikanicro CTC
(ckop. Bix anr1."Common Terminology Criteria" — 3aransHi TepMiHOJIOTIUHI KpuTepii oliHKH HeGaskaHNX
ABULL)| BHMAJKKH aHeMii JiKyBamM mepenuBaHHAM Kposi. EpurpouurtapHy macy mnepeausamu 30%
nauientis 3 XMJI y xponiuniit ¢asi Ta 79% nauienrie 3 XMJI v ¢asi GnactHoro Kpusy MienoimHoro
neiikosy. [lepeanBanns tpombouuTapHoi Macu Oyi1o noTpibHo 17% nauienTie 3 XMJI xporiunoi dasu ta
66% — y nauienTtie 3 XMJ1 y azi G1acTHOro kpHusy miesnoigHoro neikosy.

MOHITOpHUHT i 1a00paTOPHI MOCTI/KEHHS.

[Tauientam 3 XMJT xponivHoi (asu HeoOXigHO poduTH nmoBHMil aHanis kpoei (CBC) koxkHi IBa THXHI
npoTAroM 12 THXKHIB, MOTIM — KOzHi 3 Micaui abo Koy Le noTpidHo 3 KiHiYHOT ToukH 30py. [lamientam
3 nizueoio pasoro XMJI aGo 3 Ph+ I'JIJI moBHumii anamnis KpoBi HEOOGXiTHO POOUTH LIOTHIKHSA MOTATOM
TMEepIIMX ABOX MICSLUIB, MICIs YOTO — LIOMIcALS abo KOMH Ie MOTPiGHO 3 KiIiHiuHOT TOUKH 30py (AMB.
iHdopmaniro mozao Mienocynpecii B posaini «OcobauBi 3axo1u 6e3nekn»).

[leuinkori npodu (ACT, AJIT Ta GinipyGin), aHanis pisuis kpearunkinasu (KK) Ta ananis napamerpis
HUPKOBOT PyHKIIT HeoOXiHO POOMTH KOKHI JBAa THIKHI MPOTATOM MEPIIMX ABOX MICALIB, MiCIA HOrO —
moMicsiLs abo Komu e noTpibHo 3 KiliHiuHOi TouKH 30py (AHB. iHpOpMAaLio MO0 NopyleHHs GYHKIIT
MeYiHKK Ta pabaomioniszy B posaini « Ocobiuei 3axo1u Ge3neku»).

Jlerenera apTepialibHa rinepreH3is.

3a ZaHUMH KJTIHIYHHX JOCIIKEHE i TTOBIIOMIICHB, OTPHMAHHUX NPOTATOM nicnapeewpauiﬁ}lm}Héﬁaﬁfyl;\“~ !
JIKYBaHHA 1a3aTHHIOOM  CYMpPOBOKYBAJIOCS CepHO3HMMH  BHIIAJKAMH  JICTEHEBOI apTepiambHOL
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rineprensii (JIAD), niaTBepakeHMMHM KaTeTepH3aliclo NpaBUX Biadinie cepus. Y uux eunaakax JIAI
BHHMKAJIA MICJIA MMOYaTKy Teparii Ja3aTHHIOOM, B TOMY YHCIi 4Yepe3 MOHAA piK TAakoro JiKyBaHHA. VY
KJIiHIYHOMY nocnifxkeHHi ¢a3u [l y mamientis 3 Bnepime miarHocrosanum XMJI y xponiunii ¢asi
NoB'A3aHa 13 3aCTOCYBaHHAM JiKapchKoro 3aco0y JiereHera rineprensis cnocrepiranacs y 4,7% nalienTis,
aKki otpumyBanu nazatui®6 (N = 12), y nopiensuni 3 0,4% nauientie, ki oTpuMyRamu iMaTuHib.
HomaTkoBe DOCHIIKEHHS KaTeTEpU3all€l0 NpaBUX BIAUTIB cepis /IS BH3HAYEHHsS HAsABHOCTI YM
BizcyTHOCTI JIAD nmpoBoamiocs e B OfHOMY BHMajaKy, Kouu JIAD BusBiIeHO He Oyjo i jlereHeBa
rinepTeHsiia niaTBepakeHa He Oyna.

Ilepen movatkom Tepanii nasaTtuHiOy HeoOXigHO 0OCTeKYBaTH MAILliEHTIB JUIA BMABJIECHHS O3HAK i
CHMIITOMIB OCHOBHOI'O Kap/ioNyJIbMOHAIEHOIO 3aXBOPIOBaHHA. [alieHTiB, y AKUX MiclA NoYaTKy Tepanii
BHHHKAKTh CHMIITOMH, 110 J03BOJIAIOTH IPUILYCTUTH HasaBHICcT JIAT, Taki AK 3aAMIIKa | BTOMIIIOBAHICTE,
HeoOXiIHO 0OCTeKYBaTH JULL BUSBJICHHA OUIBLI NOLIMPEHOT ETIONOTIT, BKIIOYAIOUH [LIEBPATLHUIT BUIIT,
HaOpAK JiereHiB, aHeMito abo iH}inbTpalito nerenis. KO iHMMIA AiarHO3 He MocTaBIeHUH, HEOOXiTHO
PO3MIISIHYTH MOIUBICTE IpUcyTHOCTI JIAT. SIKImMo cMMNTOMM TSDKKI, TO NpPH INPOBEIEHHI TAaKOro
obcTexeHna 3actocyBanns npenapaty JJA3ATHUHIB-JIBC HeobxigHo npusynuuuty. ko giarnos JIAD
TIATBEpIKeHUH, 3acTocyBanHs npenapaty JIASATHHIB-JIBC Heo6XigHO NPUIMHHTH HA3aBX)IH (JMB.
posain «Croci6 3acTocyBaHHA Ta 103u»). Tpeba 3aGe3neynTH HacTynHe obcTexkeHHa nauieHTis 3 JIAT
3TiJHO 3 PeKOMEH/ALAMY cTaHAapTHOT NpakThKH. [1icas NpHIMHEHHs Tepanii 1a3aTuHiOy y naiieHTiB 3
JIAT cnioctepiranocs nokpaieHHs TeMOIHHAMIYHEX 1 KIIHIYHHX napamMeTpis.

Iopyienns ¢yHKUIT HUPOK.

Hapazi ne icHye KmiHiYHMX mOcniKeHb Ja3aTHHIOY y MAUi€HTIB 3 NOpYUIEHHAM HHPKOBOI (YHKIIT.
IlawienTH 3 KOHIEHTpaLiclo KpeaTHHIHY, 1[0 TIEPeBHIYE B 3 pa3u BEPXHIO TPAHHLIO Jiana3oHy HOPMH,
Oy/IM BHKIOYEHI 3 JOCHIUKEHHS MNallieHTIB 3 Brepiue aiarHoctoBanoro XMJI y xpomiumiii ¢asi, a
Mali€HTH 3 KOHIEHTPALi€l0 KpeaTHHIHY, 10 MepeBHILye B 1,5 pasu BepXHIO MPaHULIIO 1iana3zoHy HOPMH,
Oyim BukmodveHi 3 gocnimkenHsa nauientis 3 XMJI y xpowiusiii $asi 3 pe3dcTeHTHICTIO 10 paHinle
3aCTOCOBaHOI Tepamii imatuHiGom abo 3 ii HemepeHocumicTio. BuBesenus nasatumiOy Ta ioro
MeTaboJIiTie HUpKaMu € MiHiManeHUM. T103asK BHBeJEHHS HHPKaMH HE3MiHHOTO nazatuHiOy Ta Horo
MeTaboITIE CTAHOBUTE MeHIE 4%, He O4iKY€ETbCs, IO 3aralbHUN KIipEHC 3 OPraHi3My y HallieHTIiB 3
TMOpYLEHHAM HHUPKOBOI yHKUIi 3MeHmMTECA. Brimue niamisy Ha QapmakokiHeTHKy pasaTHHIOYy He
BHBYABCA.

PaGaomionis.

[oBinomnanocs npo Bumaaku pabaomionizy mpu rocTpiit HUpkopiii HemocTaTHOCTi. IlamieHTi 3
CHUMITOMaMH Yy M's3ax (JIoMoTa 1 611k y M'A3aX) HeoOXiZAHO 06CTEKYBATH 171 BUKIIIOUEHHS MOMKIMBOCTI
pabaomionisy (miaBulLEennH piBeHb KpeaTHHKIHA3H, TiIBHIICHHIT PIBEHL KPEATHHIHY y CHPORATIII KPOBI,
rinepkaniemis, rinepgocdaremis, Kopudresa ceva, niaeuuenHit pisers AJIT ta ACT).

CrareBe 310poB's.

Penpodykyis.

IIpu 3acTocyBanHi y BariTHUX JKIiHOK Ja3aTHHIO MOsKe 3alIKOANTH Iioay. [adopmartia npo noTeHmiinmit
sruMe npenapaty JIASATHHIB-JIBC na ciepmy y 40NOBIKiB, a TAKOXK MPO piBeHb €KCMO3MLIT MpenapaTy
HA3ATHUHIB-JIBC, mo MicTHTbCS y cliepMi 4YOJIOBIKiB, Ha OpraHisM Martepie abo Mg o6MekeHa.
CekcyanbHO aKTHBHI IALIEHTH YOJIOBIYOT UM JKiHOYOT CTaTi AITOPOIHOrO BiKy, AKi MPUHMAIOTE MpemapaT
HA3ATHUHIB-JIBC, noB1HHI 32CTOCOBYBAaTH BUCOKOe()EKTHBHI MPOTH3AILTIIHI 3acO0H.

Depmunvricmp.




Brume nazatuniOy Ha pepTHIBHICTE YONIOBIKIB | KiHOK HEBiZOMMIL. 3a JaHMMU J0CTTI/UKEHb Ha TBApHHAX,
Ma3aTHHIO 31aTHUI NOpyyBaTH GEPTHIBHICTS Y 5KIHOK PENpoyKTHRHOTO BiKy (IMB. iHpopMaLito Mmoo
pe3yJIbTaTiB JOKJIIHIYHUX TOKCHKOIOTIYHUX JOCITIIKEHD).

Hlxipa. Tsokki JepMaTOIOriuHi peakii.

[loBigomusinocss mpo OKpeMi BHNAAKM TSDKKHUX IIKIPHO-CIH30BMX J€PMATOOTIMHMX peakiliii mpu
3aCTOCYBaHHI JasaTuHiOy, BKmodaroun cuHApoMm CriBeHca-J[KoHcoHa 1 MysnbTMOPMHY epuTeEMY.
IIpenapat JTASATHUHIB-JIBC neobXinHo Ha3aBka BIAMIHHTH y MALI€HTIB, Y SKMX B XOJi NiKyBaHHA
BUHMKAIOTh TAKKI INKIPHO-CIIM30B1 1€pPMATONOTIYHI peakLil, IKIIO0 1HIIY eTIONOTi0 He MOYKHA BU3HAYHTH.

Bszaemodia 3 inwumu aikapcekumu sacovamu ma inwi euou 63aemooiil.
Hazatunib e inridiropom CYP3A4 i Bin Moske nocnabmoBati MeTaGo 1iuHMi KiTipeHc TikapchKHX 3aco0iB,
wo MetabomizyloThes nepepakHo uutoxpomoM CYP3A4. Ilpu 3actocyBaHHI KiiHIYHO eyeKTHBHHX
KOHLICHTpawi# naszatuni6 He inribye CYP 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6 abo 2E1. JazaTusi6 He
aktuBye epmentu CYP.
Jlikapceki 3aco0u, wo 30amui npuseooumu 00 NidBUWEHHS. KOHYeHmMpayiii azamunioy e niasmi kposi.
Iaribitopy CYP3A4. PesyneTath J0CHiIKeHs in Vvitro CBi4aTh mpo Te, WIO Ja3aTHHIG € cyBeTpaToM
CYP3A4. V nocnimkenni 18 nauieHTiB 3 TBepAMMM [y X/IMHAMH 3aCTOCYBAHHS 1a3aTHHIGY B 7031 20 Mr
OJMH pa3 Ha JCeHP OOHO4YacHO 3 mpuitomMoM 200 Mr KeTOKOHa301dy ABi4i Ha A€Hb NPHU3BOAMIO 10
30u1b1eHHA Cmax da3aTuHiOy i Benmdaman AUC B woTHpH Ta m'sath pasiB Biamosigmo. PewoBuHu, mio
HriOy1oTh akTuBHicTe CYP3A4 (Taki AK KETOKOHA30J1, iTPaKOHA30], €pUTPOMILHH, KJIapUTPOMILIHH,
rpeinpyToBuii Cik), 31aTHi nocnabmoBaTH MeTaGoi3M | IPU3BOANTH /10 3GITBIIEHHA KOHIEHTpALIiit
AasatuHiby 1 Tomy Tpeba yHHKATH 3aCTOCYBaHHA LHMX mpenapatiB. g OQHOYACHOTrO 3aCTOCYBAaHHA
PEKOMEHIYEThCS. BUOMPATH albTEPHATHBHUIL JiKapchKuii 3acif, 10 XapakTepusyeThes BiJICYTHICTIO UM
MiHiMaabHuM noTeHmianoM inribyranns CYP3A4. SIKmMO YHMKHYTH CHCTEMAaTHYHOTO 3aCTOCYBAHHA
notyxkHoro iuriditopy CYP3A4 HeMOXUITHBO, HEOOXIAHO PO3IIAHYTH MOKIHMBICTH 3MEHLIEHHS 03H i
3a0e3MeYUTH yBaKHE CIIOCTEPEKEHHs 3a CTAHOM IALiEHTIB /11 BUABIEHHA O3HAK TOKCHYHOI Aii (AMB.
ingopmauiro mogo B3aeMOAll MDK JIKapceKMMH 3acobamu y posmimi «OcoGiauBi 3axomm Gesmekdy,
IH(pOpMaLo WOM0 B3aEMOIT Nikapchkoro 3acoly 3 DKeto y posaini «Bzaemosis 3 iHIIMMA iKapehKAMH
3aco0amu Ta iHIIi BUIM B3aEMOZII» Ta po3ain «Crioci6 3acToCyBaHHs Ta J031»).
Jlixapcvki 3acobu, wo 30amui cCnpUNUHAIMU 3MEHUERH KOHYenmpayiti 0azamunity 8 niasmi Kposi.
Ingykropu CYP3A4. lani pocnimpkenns 20 310poBHX NALIEHTIB CBIAYaTh MPO Te, IO NPH 3aCTOCYBAHH]
PaHKoRoOi 103 AasatuHIOy nicas 8 amis GesnepepsHoro BeuipHboro npuifomy 600 Mr pudamninHHy, 1O
€ MoTy:KHHM iHxyKTopoM CYP3A4, cepennst Cmax Ta AUC naszatuniOy smenmyeammcs Ha 81% Ta 82%
BiznoeiaHo. Kpim Toro, mpu 3acTocyBaHHi 0OJHOPA30BOI [03M Aa3aTHHIGY mpoTAroM 12 roauH micis
npuiioMy pudamItiMHy y HOPIBHAHHI i3 3aCTOCYBaHHAM JIMLIE Ja3aTHHIOY Y GiJibll 370POBHUX MALEHTIB
4ONIOBIY0i cTati enoctepiranocs 3binbmenns QTcF ma > 30 mMcek Bim mouwatkoBoro piss (25% y
nopiBaAnHi 3 10%, n = 20). ¥ xoaxoro nauiedta nokasauk QTcF e cranoBue > 450 Mcek, a 3MiHa Bin
MOYaTKOBOrO PIBHA He CTaHOBMIA > 60 MceK (IMB. iH(pOpMALiKO 100 CEpLEeBO-CYAMHHMX SBHIL Ta
B3aEMOJIIi MUK Jlikapcekumu 3acobamu B posiini «OcoGmuei saxoau Gesneku» Ta iHdopMariio momo
dapmaxonoriunoi Gesnexy.
AHTauuIy.
Jlani JOKAIHIYHKX 0CTIKEHb CBIIYaTh PO Te, MO PO3YMHHICTb Na3aTHHIOY 3aIEKHTh Bijl BETHYHHH
pH. B xoni mocmimkenns 24 3n0poenx oci6 3actocyBanns 30 M rigpokcuay ATOMIHIIO/TIAPOKCHILY
MarHio 3a 2 roJIMHH Mepel BBeCHHM 0HOPa30Bol 103 Aa3aTHHIOY 50 Mr He CYNpOBOJIKYBanocs Oy/ib-
AKOIO CYTTEBOIO 3MiHOI0 BeTHIHHH AUC a60 Cmax 1a3aTuniby. Haenaku, mpy oHouacHoMy 3aCTOCYBaHHI
30 MIl TiApOKCHY aMOMIHIO/TIAPOKCHIY MarHio THM Ke 0codaMm pasoM 3 S/O/EG} ﬂa3é;ﬁﬂiﬁ\y
. \




criocTepiranocs 3meHienHs eeanunnn AUC pazatuniby ma 55% Tta smenmenns Cmay na 58% (nus.
IH(popMaLiio 00 B3aEMOIT MK TiKapchKHMH 3acobamu B po3aiii «OcobnuBi 3axonu Oesnexny).
DamoTuun.

B xozi pocnimkenns 24 310poBHX NaUiEHTIB 3aCTOCY BAHHS OZIHOPa30B0i 1034 Na3aTHHIOY S0 Mr yepes 10
TOIIMH THC/S NpuiioMy haMoTHAMHY IpU3ROAMIO 10 3MenmenHs Beanuuud AUC Ta Coax na3atuHiby Ha
61% Ta 63% BignoeigHo (muE. iHdopMamio WOAO B3aEMOMIT Mixk NIKapChKAMM 3aco0aMH B po3jii
«OcobiHBi 3ax01u Oe3reKuy.

Jlikapcuvki 3acobu, na konyenmpayio AKUX y niasmi Moxce RIUEAMU OA3aMUHID.,

Cy6etpatu CYP3A4. Jlani momo 0HOPa30BOro 3acTOCYBAHHS, OTpPHMaHI B X0l AOCTi/UKEHHA Ha 54
3[0POBUX MallleHTaX, CBiX4aTh Npo Te, mo cepeHs Cmax Ta AUC cHMBacTaTHHY, THIIOBOIO cyOcTpary
CYP3A4, 36umbmmnucs na 37% Ta 20% Bignosiguo NpPH 3aCTOCYBaHHI cHUMBacTatuHy (80 Mr) y
CIIOJyHeHHi 3 0/1HOpa30BoIo 10300 100 mr jgazatuniby. KpiM Toro, micas omHoyacHoOro 3aCTOCYBaHHsA
OZHOPA30BOT 03U CHMBACTATHHY i Ja3aTHHIOY y TproX mauienTis (n = 48) nmokasuuk QTcF cranosus
> 30 mcex Bin mouatkororo EKI-mokasuuka. V JKOJHOTO MAlli€HTa MOKA3HHK QTcF He cranoBMB
> 450 Mmcek, a 3MiHa Bijl I0YATKOBOTO piBHA He Gyia > 60 Mcek.

Brums cy6erpatie CYP3A4 Ha dapmakokineTuky nasaTHiOy He BHBYABCS (IHB. iHdopmauio mozmo
CCPLEBO-CYAMHHHUX SIBMII Ta B3aEMOAIl MUK JIKapchKHMM 3acobamu y posnimi «OcoGiuBi 3axomu
Oesnexu»).

Jixapcoki 3acobu, wo nooosxcytomsv inmepsan QTc abo CHPUMUHAIOMb  BUHUKHEHHA mMaxikapoil
RIPYEMHOZ0 MUny.

AK1Io MOXKIHBO, HEOOXITHO YHHKATH 0JJHOYACHOTO 3aCTOCYBAHHSI Na3aTHHIOY 3 MiKapChKUMH 3acobaMu,
BIZIOMHMH SIK TaKi, L0 MONOBKYIOTE inTepsan QTc, aGo 3 TiKapchKUMH 3aco6aMu, 10 37aTHI CIIPUYHMHATH
BUHUKHEHHs TaXikapaii mipyetsoro Tumy. Jlikapceki 3aco0M, AKi WIMPOKO BH3HAaHI TAKMMM, IO
NPHBHOCATB PU3HK NO/10BXKeHHS iHTepBany QT Ta BUHMKHEHHA TaxiKap/ii mipyeTHOTo THITY, BKIIFOHAIOTH,
HAnMpUKIaJ, Taki mpenapatd (ade He OOMEKYIOTbCA HHMMH): IIperapati Knacy TA (nanmpuxian
Ausomnipamia, npokaiHamin), Kmacy Il (manmpukian amiomapos, coTanod, 10ytunia) abo Kiacy IC
(Hanpuknan GaeKaiHin), aHTHAPUTMIUHI JiKapchKi 3aco6H, aHTHIICHXOTUKH (HampuKIag XJI0pIpoMasHH,
rajgonepuiaos, MiMO3HI), OMIOiAM (HAIpUKIaL METAJ0H), MaKpOdiAHi aHTUOIOTHKH (Hanmpukian
CPUTPOMILMH, KJIAPUTPOMILMH), aHTHOIOTHKH XiHOJOHOBOIO pAny (Hanpukiaaz MOKCH(JIOKCALMH),
NPOTHMAAPIAHI 3ac00H (HaNpPHKIIAZ XJIOPOXIH), CTUMY/IATOPH nepucTansTHkH JKKT Ta inmi (HanpukIag
JOMIIEPHI0H).

Bsaemooin nixapcvkozo 3acoby 3 ixcero.

ITpenapar JJASATHHIB-JIBC He MOKHa IpHiiMaTH pa3oM 3 rpeingpyramu adbo rpeindpyToBUM COKOM.
Haul pocnimkeHns Ha 54 370poBHX naiieHTax, AKi OTPUMYBAIH OQHOpPa30BY /103y AazaTHHIOY 100 mr
uepes 30 XBHIIMH MiC/Is CIOKUBAHHA TKi 3 BUCOKMM BMICTOM JKHPIB, 3aCBIT9H/IM 361IbIIeHHS CepeaHbBOro
nokasuuka AUC nasatuniOy Ha 14%. CrioskuBaHHS 1Ki 3 HU3BKMM BMiCTOM KupiB 3a 30 XBUIHMH nepe]]
MpUHOMOM /a3aTHHIOY MPU3BENO /10 301IbLIEHHS cepeHbOro moKasHuka AUC na3zatuHiOy Ha 21%. Ile
CIIOCTEPEXEHHS 11010 BIUIHBY 1XKI HE 03HAYAE HAABHICTD KIIHIYHO BajIHBUX 3MIH €KCMOo3HuLil.
Bszaemoodia nikapcekozo 3aco6y 3 NikapcoKumu mpasami.

OpnuovacHe 3acTocyBaHHA Ja3aTHHIOY 31 3Bipo6OEM 3BHUYAHUM (Hypericum perforatum) moxe cyTTeBO
3MEHLIMTH €KCIO3HLII0 1a3aTHHIOY.

Ocodnueocmi 3acmocysann.
OcobaMBi rpynH marieHTis.

Hayienmu nediampuyunozo npopino (sixom < 18 poxis).




besneka Tta edextnpuicTh 3acTocyBanHsA 1a3aTHHIOY y NauieHTiB BikoM < 18 pokiB He BCTaHOBJEHA.
Buxonauu 3 pesysibratie, OTpHMaHHX Yy JOCITIUKEHHSIX Ha mypax, mo oOroBopeHi Bulle (IuB.
iH(OpMALLitO O]10 KiHOK, AKi FOAYIOTE TpyII0), npenapat JJA3A TUHIB-JIBC He Moxua 3aCTOCOBYBATH
y AiTel BIKOM MOJIO/jlIE IBOX POKIB.

Hayienmu 2epiampuunozo npopinio (eixom > 65 poxis).

Y nocnikenni enepue jiarnoctoranoro XMIJI y xpouiuniii ¢asi 25 nauientiz (10%) 6yau Bikom 65
pokiB i crapure, a 7 mauientie (3%) — 75 pokis i crapme. V nauieHTiB BikoMm 65 POKiB i cTapmre
peectpyBasocs Oinblie cepiio3HMX MoOiYHMX SBUNI (OYAb-AKHX a00 MOB'S3aHUX i3 3aCTOCYBaHHAM LEOIO
JIKapCHKOro 3aco0y), Y MOpiBHAHHI 3 MallieHTaMH BikoM Mooe 65 pokiB (40,7% y nopiBusanHi 3 29,7%,
16,7% y nopienanni 3 12,1% eianosiano). Cepen 2712 nauieHTiB KIiHIYHHX T0CTiIKEHD nazaTuHiOy 617
nauientis (23%) Gy Bikom 65 pokie i crapme, a 123 nauienTa (5%) — 75 pokie i cTapiie. Xo4a npodins
Oesnexkn HazaTuHiOy y mNalieHTIB repiaTpuuHoro mpodimo GyB cXOKHM 3 npodizeM y MoIoAmIOi
NomyJsuii, y mamieHTiB BikoM 65 pokie i crapme Gimbln BHcOKa HAMOBIpHICTE BHUHHUKHEHHS YaCTHUX
nobGiyHMX peakuiil jiapei, BTOMM, Kauwumo, MJICBPA/ILHOTO  BHTIOTY, 3aJHINKH, 3allaMOpPOYeHHS,
nepuepudHOro HaOpAKy, MHEBMOHII, rinmepTensii, apuTwmii, 3acTifiHoi CEpUEBOi HENOCTATHOCTI,
TepUKapAIaTbHOrO BUMOTY, KPOBOTEYI Y HMIKHIX BiZUIiAX IITYHKOBO-KHIIKOBOTO TPaKTy, PO3TArHEHHS
KMBOTA, & TakoXK OUTbLI BMCOKA HMOBIPHICTP BHHMKHEHHS MEHII YacTHX SBHII HaOpsKY JIereHis,
IHLIBTpaLi TereHiB, apTpUTY i YaCTOTH CEHOBMAIINEHHS, TOMY 3a CTAHOM TAKHX [IALlIEHTIB Tpeba yBasKHO
cTeskuT. Pisanua nokazuukie ¢cCCyR ta BMB y cTapmmx i Monoamux namieHTie He criocTepiraiacs.
Pasom 3 TuMm, y nBOX paHIOMI30BaHMX AOCTIKEHHAX Y mamieHTiE 3 XMJI y XpoHiuHilf ¢a3i npu
PEe3HCTEHTHOCTI 10 imMaTMHIOy afo mpu HOro HemepeHOCHMMOCTI YacTOTAa BUNAAKIE BaKIHBOL
uuToreHeTHHoi BianoBini (BLIB) yepes 2 poku Gyma Hikde cepel nauieHTis BikoM 65 pokis i cTapiue
(42% BLB y nauienTiB > 65 pokie y nopipusHHi 3 56% BI[B y PEIITH NMOMyAAMii gocaimkenns ta 47%
BIIB y mauientis > 65 pokis y nopisususi 3 68% BIIB y pewty TIOMYJIALIT JOCTIDKeHHS Y I0CITiIKEHHIX
CA180017 Ta CA180034, riznorigHo).

3acmocysanns y nepiod eazimnocmi abo 200ysamus 2pyooio.

BaritHi XiHKH.

MasaTuui® 37aTHME  3AIKOAMTH  IUIOAY NPH  3aCTOCYBaHHI y Barithux kiHOK. [Ipotsrom

nmic/sipeecTpatifHOro Mepiofy HaAXOAMIM TMOBIIOMJIEHHS MPO CHOHTAHHHME BHKHICHD i npo a”HomaJii

NI0AY i HEMOBJA y JKIHOK, AKi mpuiiManM Aa3aTHHIG DPOTArOM BaTiTHOCTI (auB. posain «ITobivHi

peakuii»). JlocqiKeHHA Ha TBApHHAX 3aCBiTYMIH, IO MPH KOHUEHTPALiAX, IO JIErKO JOCATAIOTECS Y

MOfeH, sIKI NpHAMalOTE TepaneBTHHHI 1034 1a3aTHHIOY, CIIOCTEPITAaEThCS TOKCHYHMM BIUIMB Ha TUTIJ

(TeTabHicT eMOpioHiR i NUI0IB, aHOMAIT CKeleTy, BKIIOYAtOuH Baau PO3BHTKY) y BariTHHX sK IIypiB,

TaK i kpouni. 3arubens MIo01y crnoctepiranacs y urypis.

Taxum unnom, npenapar JASATUHIB-JIBC He moxkHa 3aCTOCOBYBATH Yy BariTHHUX KIHOK ab0 y KiHOK,

Ki 30uparoThes 3aBarithiTH. JKiHKam aiTopogHOro Biky Heo6XiaHO PEKOMEHYBATH MPH JIKYBaHHI

npenaparom JJASATHHIB-JIBC 3actocoByBaTH BHCOKOE(EKTHBHI MpoTH3AILIiAHI 3aco6H (tobro Takwmii

METO/1 3a11001raHHs BariTHOCTI, 110 MPH HOCIiIOBHOMY i TNIPaBHJILHOMY 3aCTOCYBaHHI 3a0e3neuye 4acToTy

BHIA/JKIB HeeeKTUBHOCTI 3amobiraHHs BariTHOCTi Ha piBHI MeHme 1% mHa pik). Skuo mpemapar

HA3ATHHIB-JIBC 3acTocoBy€ThCS MPOTATOM Mepioy BariTHOCTI a0 AKIIO nanieHTKa BariTHIE B IEPIOJ

npuiiomy npenapaty JIASATHHIB-JIBC, ii citix nosinomuts npo MOJKIMBY 3arpo3y Ul TUIOJY.

AKIHKH, AKI TOAYIOTH IPYIUTIO.

Heeinomo, un nasatiuiG BuBOAMTRCA 3 IKiHOYMM MosokoM. B xoxi MOIIYKOBOTO /;Leenm}xea}m

MPEHATANIBHOIO | MOCTHATAILHOTO PO3BHTKY ILYypIiB MOCTHATANBHA CKCIIO3HILsA ,:La3a};n’_}li6y nporﬂroﬂf\
&




Nepiody JaKTawlil NpU3BOAHIIA 10 BUHUKHEHHS [I7IeBPa7bHOr0 BHIOTY i CMEPTHOCTI ¥ TTIOTOMCTRA BIKOM
no 20 auis mpu excrosuuii y 0,27 pasy Ginbiue KIiHIYHOT 1030 11 Aopociux. AiHKM, sKi npHiMaoTh
npenapat JJASATHUHIB-JIBC, He noBHHHI TOTYBATH IPYUIO (MB. po3ain «IIpoTHmokazaHusy).

30amuicme eniueamu Ha WBUOKICMb peakyii npu KepyBamHi aemompancnopmom abo  iHwuMu
MexaHizmamu.
Indopmanis BincyTHs.

Cnocié 3acmocyeanus ma 0031.

PexkoMenioBaHa 11o4aTKoOBa 1034,

- Pexomennorana mouartkosa jgo3a npenapaty JASATHHIB-JIBC mis nikysanas XMJI y XpoHiuHiii
¢asi cranoeute 100 Mr npu 3acTocyBaHHI MepopaJbHEM YHHOM OJMH Pa3 Ha JIeHb (aHr. "O/IHH pa3
Ha feHs ", ckop. "OD") BpaHui abo BBeuepi.

- Pexomennosana nouatkosa go3a mpenapaty JIABATHUHIB-JIBC ans nikyeanas XMJI y ¢asi
npuckopenHs abo y dasi mienoigHoro GnacTHoro kpusy abo y ¢asi nimdoigHoro GnactHoro Kpusy
CTaHOBUTH 140 MI//IeHs NpH 3aCTOCYBaHHI MEPOPATEHUM YHHOM O/IMH pa3 na aens [140 mr QD (nar.
"Quaque Die" — oaun pa3 Ha aeHb)] Bpanii abo BBeuepi.

- Pexomennorana noyarkosa no3a npemnaparty JASATHUHIB-JIBC ans nikysanus Ph+ TJIJT cranoBuTS
140 mr npu 3acTocyBaHHi MepopaJbHUM YHHOM OJMH pa3 Ha JaeHs (140 mr QD) Bpanui abo BBeuepi.

Pexomenpauii mono 103 ans nauienTie 3 XMJI ta 3 Ph+ I'JIJI 3 pe3sucTeHTHICTIO 10 imatuHiOy abo ioro

HENEPEHOCUMICTIO Da3yroThCA Ha pe3y/ibTaTax JABOX PaHI0oMi30BaHMX aociiukens daszu 11 3 ontumizanii

JO3H.

ITpenapar JIASATHHIB-JIBC moxxHa 3acTOCOBYBaTH He3aJlesKHO Bij npuitoMy ixki. TabreTkn He MoxKHa

posrpusat abo po3pizary; iX HeoOXiTHO KOBTATH LiIHMH.

B Xozi KIiHIYHUX 10CTiKeHE NiKyBaHH Ja3aTHHIOOM IPOI0BKYBAIH /10 NPOrpeCyBaHHs 3aXBOPIOBAHHS

abo /IOKM TalieHT BXKE He Mir IepeHOCHTH TaKe JiKyBaHHA. BIUIMB NpUNMHEHHsS ITiKyBaHHA Ha

MIOBrOCTPOKOBI HAC/IIIKM 3aXBOPIOBAHHS MiC/Is JOCATHEHHS MOBHOI LuTOreHeTHYHoi Bianogini (CCyR)

abo BaxxIMBOI MOTeKyIApHOI Bianosini (BMB) He BuB4aBcs.

[ligBuIeHHS 1031,

B xoai kmiHiYHMX MocHimkKeHb Ha popocaux maimientax 3 XMJI ta 3 Ph+ I'JIJ1, y skuxX He BaBajiocs

JAOCATHYTH TeMATOJIOrI4HOI a00 IMTOreHeTHYHOI BINMOBiNI NpPH 3aCTOCYBAaHHI PEKOMEHJOBAHMX J03,

JIO3BOJLUIOCS MIABHLLYBATH 103y A0 140 mr ogun pas na gens (npu XMJI y xponiuniit dasi) abo 180 mr

onui pas Ha aeHb (npu XMJI y nizuiii dasi ta Ph+ TJUT).

SHHKEHHA JI03M NPH 0JIHOYACHOMY 3aCTOCYBAHHI MOTYKHUX iHriGiTopie CYP3A4.

HeoGxinno ynukati oanouacHoro 3actocyBaHHs NOTYKHHX iHriGitopie CYP3A4 Ta rpeitndpyrosoro

coky 3 npenapatom JASATHHIB-JIBC (auB. indopmariro moa0 B3aeMOoAii Mixk JTiKapchKHMH 3aco0aMH

Ta B3aEMOJi1 TIKapchKOTo 3aco0y 3 BKelo B po3ini «B3aeMois 3 iHuMMH JTiKapchKMMH 3aco0aMu Ta iHuIi

BU/IM B3aEMOJIIi»).

Turibiropu CYP3A4, Taki K KeTOKOHA30J1, 31aTHI MPH3BOIUTH 10 301/1bIIeHHA KOHIIEHTPALi] Aa3aTHHIOY

y TUIasMi Kpoei. SIKIIO MOXUIHBO, I8 OJHOYACHOIO 3acTOCYBAHHA CIifl BHOMpaTH aJbTEPHATHBHUN

niKapehKuii 3aci, y sKoro morteHmian iHriGysanHs depMeHTIB BincyTHi aGo € miniManbHuM. SIKINO

npenapat JIASATHUHIB-JIBC HeoOXimHO 3acTOCOBYBAaTH pa3oM 3 MOTyHHM iHriGitopom CYP3A4,

PO3TIISAIHBTE MOMKIIMBICTB 3HMIKEHHS JIO3H 10 3a3HAYEHHUX HIGKYE PIBHIB:

- 40 Mr Ha JeHb JUIA NAUieHTIB, sKi npuitMaioTs npenapat JIASATUHIB-JIBC & 1031 140 Mr Ha 1eHsb;

- 20 Mr Ha JeHb JUIA MALENTIB, AKi npuiMatoTs npenapat JAZATHHIB-JIBC B 103i 100 Mp.Ha Tens; .

- 20 Mr Ha AeHb 1715 MAienTiB, sKi npuiimatots npenapat JA3ZATUHIB-JIBC B n03i 7041 Ha gens. ™




HAnsa nauientis, ski npuitmaiors npenapatr JIASATUHIB-JIBC 60 mr a6o 40 mr ma jaeHs, PO3ILAHBTE
MOXX/IHBICTE TIPH3YNHHEHHs Tpuifomy npenapaty JA3SATHUHIB-JIBC no NPHIHHEHHS 3aCTOCYBaHHS
inribiropy. Ilepen M, sk BigHOBHTH npuiiom mpenapary JA3ATHHIB-JIBC micis [PUITHHEHHS
3aCTOCYBaHHS HTIOITOPY, MepeadayTe Mepio NPOMHUBAHHA TPHBATICTIO IPUGIH3HO ONMH THKIEHS.
OuikyeTbes, WO 3MeHnIeHi no3u npenapaty JIASATUHIB-JIBC 102B0nsTS BIIKOPHTYBATH TOKA3HHK
o mix kpuBow (AUC) 10 BeMYMH B IPaHHMIAX NiamasoHy, L0 CIIOCTEPIiracThes Y BHMAAKax Ge3
3actocyBanHa iHriditopis CYP3A4; onmak knmimivni ani mwomo Takoi Kopekuii 103 y MalieHTiB, AKi
OTPUMYIOTE NOTYKHI iHribitopu CYP3A4, imcyrni. SIkmmo micis 3meHmeHHS 103u JMKYBaHHA
npenaparom JIASATHHIB-JIBC e HenepenocumuM, a60 IPUITHHITE 3aCTOCYBAHHA IOTYKHOTO IHTibiTOpY
CYP3A4, aGo npummuite npuitom npenapaty JA3SATHHIB-JIBC no sakinuenHs 3aCTOCYBaHHS
inribiropy. Ilepex Tum, sk 36itbwmTH 703y npenapaty JA3ZATHUHIB-JIBC micis NpPHUITMHEHHA
3acToCyBaHH 1HTIbiTOPY, MependayTe Mepion MPOMUBAHHA TPHUBATICTIO IPHOIM3HO OHH THA/IEHE.
Kopexuis 103u depes no6iuni peakiii.

Mienocynpecis.

Y KIHIMHAX JOCTIIKEHHAX MIENOCyIpeciio MiKyBalM NPH3YIHHCHHAM MeTHKaMEHTO3HOT Teparif,
3MEHLICHHAM [03W a00 NpPHIMHEHHAM TMpPHIOMY Mpenapary IOCIiIKeHHS. Y BUIIAJKY MAIiEHTIB 3
PE3UCTEHTHOIO MIETOCYTNPECIEI0 3aCTOCOBYBAIM (aKTOP IeMaTOIOeTHIHOTO pocTy. Pexomenmamii s
MoaudikaLii 71031 CTHCIO HaBeaeH] y Tabauwi 6.




Tabnuua 6. Kopekuis 103u npu HeHTpoIieHil Ta TPOMOOLMTONEHI].

XMIly
XpoHIYHIH dasi
(moyaTtkoBa jqo03a
100 Mr oauH pa3z
Ha JIEHE)

AYH* < 0,5 x 10%n
ta/abo

YHCIIO TPOMOOIIMTIB
<50x 10°/n

1. ITpununite npuiimati npenapat JJA3ZATHHIB-JIBC, noku He
Byne nocsarnyto AYH > 1,0 x 10%/11 Ta uncio tpomGoruTia > 50
x 10%/n.

2. BiHORIiTh NiKYBaHHS 1a3aTUHIOOM NEPBMHHOK MOYaTKOBOIO
J103010.

3. Axmo wuucno TpomGommtie <25 x 10°m Ta/aGo
croctepiraersest BigHoBneHHs AUH no pieaa <0,5x 10%/n
NPOTArOM mepioay TOHan 7 QHIB, TO s APYroro erizomny
nosropite Kpok 1 Ta posmounite mpuiiomM mpenapary
HA3ATHUHIB-JIBC 3menmenoio 103010 80 Mr ouH pas Ha IeHb.
Hnst TpeTBOTO emizony Ine 3MEHUINTS 103y — 10 50 MI ouH pa3
Ha JeHb (W14 TNAUieHTIB 3 BIEpIIe AlarHOCTOBAHHUM
3aXBOPIOBAHHAM) a00 NPUITHHITE

sacrocyBanns npenapaty JA3ATHHIB-JIBC (s nauieHtis 3
PE3MCTEHTHICTIO ab0 HENEPeHOCHMICTIO paHillle 3acTOCOBAaHOL
Teparii, B TOMy 4icii iMatiHify).

XMy dasi
IPUCKOPEHHA,
XMJly daszi
G/1acTHOTO KpH3Y
ta Ph+ I'JIJI
(nouatkoBa 103a
140 mr opun pas
Ha J€Hb)

AYH* <0,5 x 10°/n
Ta/abo

YUCIIO TPOMOOIIMTIE
<10x 10%n

1. Ilepeipre, 4M nMTOMeHif MoOB's3aHa 3 JeiikosoM (3a
JOTMOMOTOIO acipaTy KiCTKOBOIO M0O3Ky abo Gioncii).

2. Sxmo nMTONEHiA He MOB'A3aHa 3 JEHKO30M, MPHITHHITE
sactocyeanus npenapaty JIASATHHIB-JIBC, noku He Oyne
nocsarayto AYH > 1,0 x 10”1 Ta umcno tpomGomutie > 20 x
10%/11, mic1st 4oro BiAHOBITE JIKyBaHHS TIEPBUHHOIO [104AaTKOBOIO
J103010.

3. YV Bumaaky permauBy uutorneHii mosrtopite Kpox 1 Ta
BIAHOBITE npuiiom npenapaty JA3ATHHIB-JIBC 3MeHmeHo0
103010 100 mr oaun pas Ha geHb (npu aApyromy emizozni) ado 80
MTI OZIMH pa3 Ha JeHb (IIpH TPETHOMY erlizoi).

4. ko uMTOmEHiA mOB'A3aHa 3 JIEHKO30M, PO3TIAHBTE
MOJK/IMBICTB MiABHIIEHHSA 1034 10 180 Mr 0/uH pas Ha JeHs.

* AYH - abcomoTHe 4ncio HeWTpodiiB.

Hezemamonoziuni nobiuni peaxuyi.
SIKmIo npu 3acTocyBaHHI [a3aTHHIOY pO3BMBACTBCS HEreMaToNOriyHa MobivHa peakiiss TOMipHOro
crynens TsokkocTi (CTyneHs 2), TiKyBaHHA HeOOXiIHO NMPU3YTHHHTH, 0KH No6iuHa peaxilis He 3HHKHE
abo JI0KH He MOBEPHETBCA 10 MOYATKOBOrO cTay. SKIIO nobivHa peakiis BUHHKIA BIIEPLE, JTIKYBaHHS
HEOOXIZHO BIIHOBUTH 3 Ti€l 3 CaMoi 1031, a AKIIO BOHA BHHHKAE He BIIepIIe, J03y Tpeda 3MEeHIITHTH.

Axmo mpu 3actocysanni npemapaty JIABATHHIB-JIBC possuBacThesi Herematonoriusa moGivna
peakuis Tsokkoro cryrens (Ctynine 3 aGo 4), nikyBaHHs TpeGa NpU3YMHHUTH, 10KH peaxLis HE 3HHKHE
abo NokH cTaH He MOKpamuThes. Ilicad MBOro JHKYBAHHA MOKHA BiTHOBHTH HAIEKHHM YHHOM,
34CTOCOBYIOYH 3MEHINECHY 103y, fAKa 3aJeKUTh BiJl MEPBMHHOI TSKKOCTI peakuii. A y marmieHTiB 3
AiarHo30M JereHeBoi aprepianbHOi rineprensii (JIAT) 3acTocysanus npenapary JA3ATHUHIB-JIBC
HEeOOXITHO TIPHITUHKUTH HAa3aBXKTH.




Axkwo weodxiauo, nauientam 3 XMJI y xponiuniii dasi, axi orpumyiots 100 Mr ogun pas Ha JeHsb,
PEKOMEHIYETBCA SMCHILCHHA /1031 110 80 MI OIMH pa3 Ha [eHb 3 MOJANBLIMM 3MEHIIEHHAM, AKIIO Tpeba,
Bix 80 Mr o/1uH pa3 Ha AeHb 10 50 MT OIMH pa3 Ha JeHb.

Hopocnum natientam 3 XMJI y nporpecyouiit craii a6o Ph+ ['JIJT, mo orpumyroTs 103y 140 Mr ogun
pas Ha 1eHb PEKOMEHIYETBCA 3MEHIIEHHS 103 710 100 Mr 0IMH pa3 Ha JAeHs 3 NoJATbLITHM 3MEHIIEHHAM,
AKmo Tpeda, Bix 100 Mr oguH pas Ha 1eHb 10 80 Mr OJIMH pa3 Ha [eHE.

[MauienTn negiatpuynoro npodimo (Bikom < 18 pokis).

IIpenapat IABATHHIB-JIBC He pekoMeHIyeTbCS 10 3aCTOCYBaHHA y AiTel Bikom mMonoie 18 pokis
Hepe3 HecTavy NaHMX 10710 Oe3neku Ta e(peKTHBHOCTI TAKOTO 3aCTOCYBAHHS.

[opymenus GyHKUIT medinku

Kniniyni dpapmMakoKiHeTHYHI DOCITIIKEHHS 3aCTOCYBAaHHA 03 nazatunidy Big 70 no 100 Mr y nauieHTis 3i
3HHKCHOIO (YHKLIEIO NeYiHKHM He POBOANITHCA. V MALEHTIB 3 TOPYIIEHHAM GbyHKILIT meviHK| MoMipHOTO
o Tskkoro crynens mpenapar JIASATHHIB-JIBC neoOXinHO 3acTocoBYBaTH 3 0GepexHICTIO (1ME.
po3nin «OcobmuBi 3axoau Ge3nexn»).

Ilopymenus dyHKIiT HUpOK

Kuiniuni focni/ikeHHs 3acTOCYBaHHS Na3aTHHIOY Y HALUEHTIB 3i 3HMIKEHOO GyHKLiE0 HUPOK He
IIPOBOAMITHCS (BHIIPOOYBaHHA BHK/IIOYATH MALIEHTIB 3 KOHIEHTPALIEO KPEaTHHIHY y CHpOBATIli KpOBI,
1m0 mepeBMmyBana y 1,5 pasy BepXHIO IpaHHLI Jiana3oHy Hopwmu). Ilozask HHUPKOBHH KJIpeHC
Aa3aTuHiOy Ta Horo MeTaGoMiTIE CTAHOBHTE MeHIIe 4%, 3MEHIIEHHS 3ara/IbHOrO KJIIpEHCY ¥ MAIIEHTIB 3
HUPKOBOK) HETOCTATHICTIO HE OYIKYEThCS.

IncTpyKii mo10 ocoGauBoOCTEl NOBOKEHHS 3 TIKAPCLKHM 32c060M

HeobxinHo noTpuMyBaTiCs NIPaBHIT HATEKHOrO IIOBODKEHHS 3 IPOTHPAKOBHMH J1IKAPCHKUMH 3ac06aMu
Ta IX yTwiisauii. Ha mo TeMy omy6ikoBaHo HU3Ky peKoMeHaliii. He ICHY€ CIIZIBHOT IyMKH II[0/10 TOTr0,
Y1 BCl 3aNpONOHOBAHI y peKOMeHaLiAX MPOLEIYPH € HeOOXITHHMH ab0 HaJIeKHUMH.

Tabnetkn npenapaty JIABATHHIB-JIBC ckianaloThes 3 spa TabueTku (10 MICTHTB JTiFOMY JTiKApChKY
PEYOBHHY), 0 OTOYEHA IUIIBKOBUM TOKPUTTAM IS TOrO, 1106 3armobirtu BIUIMBY 110407 JIKapchKOT
PEUOBMHM Ha TpALIBHUKIB anTeK 1 jikapens. OJHAK AKIO TabIeTKH no/JApiOHEHI YU MojaMaHi,
TNpPALiBHUKHM aNTeK i NiKapeHb MOBMHHI 3aCTOCOBYBATH OHOPA30B] PYKaBHYKH, NPU3HAYEH] A7 poOOTH 3
npenapaTamMu Ximiotepanii. BaritHi npaniBHMLI MOBHHHI yHHKAaTH KOHTAKTY 3 MOAPIOGHEHHMHM Ta/abo
[oJIaMaHUMH TableTKaMu.

Himu.
IIpenapar JIASATHHIB-JIBC He pekoMeHIyeThCS 10 3aCTOCYBaHHS Y JiTeH Bikom Momoguwe 18 pokie
Hepe3 HeCTauy JaHMX I0/0 Oe3nekH Ta eheKTHBHOCTI TAKOTO 3aCTOCYBAHHA.

Ilepeooszyeannas.

Jlist TiKyBaHHA 111103PIOBAHOTO MePeL03yBaHHA TiKapChKOro 3acofy NPOXaHHs 3BEPHYTHCA JI0 JTIKaps.
Hocein nepenosysanns qasatuHIGOM B X0Ii KITHIYHHX 10CTiKEHb 0OMeKe Ml OKPEMHMH BHUIMAJIKAMH.
Haiibinpma 3apeecTpoBana BkuTa /1033 cTaHoBHMAa 280 Mr Ha JeHb MIPOTArOM OZHOIO THKHS Y JBOX
ALIEHTIB, y AKX CIIOCTEPIraaocs CyTTERE 3MEHLIEHHs YHCIa tpomOonurie. ITosask mpu 3acrocyBaHHi
J1a3aTHHIOY CMOCTepIraloThes BUMNAIKH TSKKOT MieTocynpecii (1uB. po3aim «Ocobnusi 3axoau Ge3meku»
Ta «ITobiuni peakuii»), 3a naienTamu, AKi IPHIAHAIH GilblTe peKOMEHI0BAHOT 103H, HEOOXITHO YBaKHO
CMoCTepiraTH NS BHABIEHHA O3HAK Miesocympecii Ta 3abe3medyBarTd ixX HajeKHHM MIATPUMYOYHUM
TKYBaHHSM. I N N




Hodiuni peaxuii.
Hagezneni Hikue NaHi CTOCYIOTECS EKCIO3MUIT 1a3aTHHIOY B yciX 103aX, 100 BMBYATHCA y KJIIHIYHHX
JOCIIKEHHAX 13 3amydenHaM 2712 mauientis, Bkmovaroun 324 naiienTa 3 BIIEpIE [iarHOCTOBAHHUM
XMJI'y xponiuniii ¢asi Ta 2388 nauientie 3 XMJI y xpouiumniii aGo mizniii ¢asi ao 3 Ph+ IJIJI 3
HENEPEHOCHMICTIO a00 pesncTeHTHIiCTI0 A0 iMatuHiGy. CepenHs TpHUBATICTL mikyBanus cepex 2712
Nali€enTiB, AKi OTPUMYBAJIH J1a3aTUHIO, cTaHoBmIa 19,2 Micsuis (aianazow: Big 0 go 93,2 micsans).

YV GinewocTi mauieHTiB, AKi OTPHMYBAaaM 1a3aTHHIO, B AKMIiCh yac crioctepiraniucs nobiuni ABMIIa.
BinbuticTs BUOAAKIB GyTH 1ErKOro 10 MOMipHOTo CTyMeHs TAKKoCTi. [To6iuni ABHUINA, 110 BUHUKIH Yy 798
(29,4%) 13 uncna Beix 2712 nauieHTiB, IKi OTPUMYBAIH 1a3aTHHIO, NPH3BEJIH 10 IPUITHHEHHS JTIKYBaHHS.
Y nocnimkenni ¢pasu III 3 HacTymHHM NepioaoM crocTepesKeHHs npoTAroM He MeHue 60 Micsauis cepes
258 nauienTis 3 Briepwe aiarHoctoBarny XMJT y xpowiuniit dasi cepiiosui no6iumi ApMIma, HezameKHO
BI/1 3B'A3KY 3 JIIKYBaHHSAM Ja3aTHHIOOM, Gy/H 3apeecTpoBaHi y 35% nauieHTis, ki OTPUMYBAIIH Ja3aTHHIO.
3aranom MiKyBaHHA NPU3YTIHHKIIK Y 69% nautieHTiB, a y 37% 7103y Oy0 3MeHIIEeHO.

Jlikysannsa nazatuHiboM GyJ0 NPUNMHEHO BHACIIZOK TOKCHYHOI mii npenapary gociiukeHHs y 14%
TMali€HTIB, AKi OTPUMYBA/IM Ja3aTHHIO, 3 HACTYIHUM MepiogoM CriocTepeKeHHs He MeHme 60 micsuis.
IlpuynsamMu Takoro npunMHeHHA Oy TPOMOOLMTONEHis, JeiKOomeHis, MJIEBPATIbHUA BHMIT, KOJIT,
MiIBUIIEHNS PIBHA KPEaTHHKIHA3H, NEPUKAPIiabHUGT BHITIT, MI010BKEHHS inTepBany QTc, Binb B rpymsx,
HEBPUT 30POBOT0 HEpPBa, JIEreHeRra TiMepTeH3is, 3aJMIIKa, [UIEBPHT, MTHEBMOTOPAKC, TOCTPHIl iHdapkT
MioKap/ia, TMCKOMOPT y JKHBOTI, KOJIIT, Aiapes, nepudepHuHmii HaOPAK i rocTpa HUPKOBA HEIOCTATHICTE.
Y koropri 1618 nauientis 3 XMJI y XpoHiuniii dhasi, axi oTpuMyBam 1a3atHuio, y 329 (20,3%) nauieHTis
crocTepiranues moGiui peakiii, MO CIPUYMHMIA HEOOXiAHICT MPHITMHEHHS NiKyBaHHA, a cepen 1094
NALIEHTIB 3 Mi3HBOK CTANicl0 3aXBOPIOBaHHA (BKimouaroun Ph+ [JID), sxi OTPHUMYBAIM [1a3aTHHIO,
MOOIYHI peakuil, Wo CIPHIMHHIM HeOOXiTHICTh NPHUIHHEHHS JIiKyBaHHs, Oy 3apeectpoBani y 191
(17,5%) mauienra.

Y nocnikenni dasu III, npucesideHoMy ONTHMizauii 103H, y mauientis 3 XMJI Y XpoHI4HIi ¢asi 3
PE3HCTEHTHICTIO a00 HENMepeHOCHMICTIO IONepeIHbOTO JKYBAHHA IMATHHIOOM NpH MiHIMAaTBHOMY
TIEePiozl HACTYIIHOTO CTIOCTEPEKEHHA 84 MicALli YacToTa BMMAKIB IPUITHHEHHS NIKYBaHHA 4epe3 nobiuni
peaKlii y nauieHTis, aki orpumyeann 100 Mr o/iuH pa3 Ha JeHb, cTaHoBma 21%.

Cepeaniii yac 10 MoyaTKy BHHUKHEHHS TJIEBPANBHONO BUIOTY 1-ro a6o 2-ro CTYIEHs TAKKOCTI CTAHOBHB
114 Twxnip (nianazon: 4-299 twkuis). Menme 3% Bunaakip IUIEBPATIBHOIO BUIIOTY Oyan 3-ro abo 4-ro
crynena Taxkocti. [Ipu nanesxwii meanunii qonomosi 58 nauientie (80% ecix, Y KOTO criocTepiraecs
IUIEBPATBHUIA BUIIT) Oy/IM 31aTHI NPOTOBKUTH JIIKYBaHHS J1a3aTHHIOOM (IuB. pozain «Ocobnuei 3axo1u
3 De3nmeku»).

Ilpn miniManeHOMy mepiogi HacTymHOro crnocrepexkeHHs 60 MicALliB HANYACTIUMMH MOGIYHEMM
ABHIIAMH, W10 PEECTPYBAMMCH Y NMAUIEHTIB 3 Brepie AiarHoctoBanuM XMJI v XpoHiumiii dasi, ki
OTPUMYBANH 1a3aTHHIO, Oy/iu 3aTpUMKa PinvHH (BK/IIOYAIOUM TICBPa/bHHUI BHIIIT, HaOpsK MOBepXHEBUX
TKaHHH, JISFeHEBY TilIEPTEH31I0, TeHepali3oBaHHH HaOpsAK, MepHKapliaibHHH BHIIIT, 3aCTiHHY cepleBy
HejlocTaTHICT/ e yHKuie cepus, HaOpsK jereHie), diapes, indexuis (B TOMY 4HCJl OakTepiajibHa,
BipycHa, rpu0KoBa i He 3a3HaveHa), indekuis/3anateHns BEPXHIX IMXaTbHHUX LITAXIB, M'S30BO-CKeTeTHHI
OL1Tb, rosIoBHMiA 6ifb, Kaless, mipekcis Ta 6ilb V JKHBOTI.

Hpn MinimansHoMy nepioi 84 Micsui HACTYITHOTO CHOCTEpPEKEHHS y 165 nauienTtis 3 XMJI y Xpouiuniii
¢asi 3 pesucrenthicTio 10 iMaTHHIGY aGo 3 foro HEMEPEHOCUMICTIO, AKi OTPUMYBATH PEKOMEHI0BaHY
ao3y npenapary 100 Mr oxun pas Ha JeHb, HaifuacTilUMMM TIOGIYHHMH SBHIAMM, HE3aTCHKHO B1J
IIPUYHHHOTO 3B'A3KY a0 TAKKOCTI, Oy Hiapes, 3aTpUMKa PiHHH, FOIOBHUI OLIb, M'ﬂ;{%wfé”ﬁgﬂf;r‘ﬁm\
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indexuia/3ananeHHs BepXHIX AMXaIbHUX LULIXIB, OtoBaHHs, Oib, OUIb y JKMBOTI, apTparii, Miairis,
cBepOIkK i 3aKkper.

I1o6iyni peakinii Ha JikapchKHii 3acif, 1110 crocTepirankcs B Xo/i KJAiHIYHUX JOCIIKEHb Y MALEHTIB, AKi
OTPUMYBAIIH 1a3aTUHIO.

Ilayienmu 3 enepute diacnocmosarum XMJIT y xponiuniti gpasi.

Y nmocmijpkenni ¢asu Il y mauienris 3 Bnepwe aiarnocroBanum XMJI y xponiuniii ¢asi cepegus
TPHBAJICTE IKyBaHHA cTaHOBHIA 60 Micauis B 060X rpymax JniKyBaHHs (dianmazoH: Bix Menue 1 micsis
mo 73 Micsauis B rpymi npuiioMy mazaTuHiOy Ta MeHme 1 Micsus g0 75 micsauie B rpymi npuiiomy
iMaTHHIOY); cepeHs moAeHHa Jo3a cranoBuaa 99 mr Ta 400 MT BiAMOBigHO.

Bei moGiumi semma, Aki BHHMKIM B mepiod JiKyBaHHA (32 BHHATKOM BiIXMJICHb pe3yJIbTATiB
n1abOpPaTOPHUX JOCTI/DKEHE), HE3AJIEKHO BiJ 3B'A3Ky 3 IpemnapaToM AOCIHiPKeHHA, 1 AKi criocTepirammcs
npHHaiMHI y 5% nalieHTiB, 3a3Hadeni y Tadmmui 1.

CymapHo 26 (10%) nauienTis, Aki oTpumMyBatu gasatunio, momepiu (11 Bix indexii Ta 2 Bix inpapkTy
MiOKap/a), a B rpymi npuiomy iMatuiGy nomepnu 26 nauientis (10%) (8 Tomy umcni 1 Bix indapkry
Miokap/a, 1 Big nHeBMOHii, 1 Bi cMepTesIbHOT KPOBOTEUI Ml Yac MPOrpecyBaHHA 3aXBOPIOBAHHA Ta 2 3
HEBIOMOT IPUYMHK/TIOTIPIIEHHs KITIHIYHOTO i 3arajibHOro GyHKUIOHATBHOTO CTaHy).

Tadmaus 1. ToGiuni sBMma, 3apeectpoBani y > 5% nauienTie 3 Brmepmie miarHoctoBanum XMJI y
XpOoHi4Hiii ¢asi. 3a nepion HacTynHOro cnocrepekeHHs 60 MicALiB.

KIJIAC CHUCTEM TA OPT AHIB/ Hazatuni6 100  wmr|Imatunic 400 mMr oauu
Tepmin nepeBaskHOTO 3aCTOCYBAHHA OJTMH pa3 Ha JIeHb|pa3 Ha JeHb (n = 258)
(n=258)
Bei Crynine 3|Bci cryneni|Crynine 3
ctyneni |abo 4 TSOKKOCTI  |abo 4
TAKKOCTI

KinpkicTe namieHTis B porenTax, %

Bynb-sake nobiune spHie 95 l27 95 24
SAT'AJIBHI ITOPYILIEHHA TA YPAXKEHHS B MICII BBEAEHHSA

Habpsk o6muuug 12 0 38 0
ITipekcis 23 1 20 <]
Btoma 16 <1 16 0
Ginb 16 1 15 <l
AcTeHis 16 0 14 1
ITepucdepuunnii HaGpsx 9 0 13 <l
Bise y rpyaax 11 0 5 0
I'enepasnizoBanuit HaGpsK 5 0 0
ITOPYIIEHHA 3 BOKY LLIJIVHKOBO-KHUIIIKOBOI'O TPAKTY

Hiapes 40 2 35 2
Hynora 15 0

bine y xusori 22 1

brtoraHHs 17 <1




Hucnencis 11 0 12 0
I'acTpur 10 <1 7 0
3ananeHHs CJIM30BOT (B TOMY yucni|9 <1 5 0
MYKO3HT/CTOMATHT)

3akper 8 0 3 0
Po3TArueHHs xuBoTa 6 0 4 0
Acuur* 0 0 <1 0
[H®EKIIII TA IHBA3II

Indexuisn/3ananeHHs BepXHiX IUXalbHUX [UIAXIB 38 l 38

Indexuis (B Tomy umcni OakrtepianeHa, BipycHa,|40 4 30 3
rpubKoBa i He 3a3Ha4eHa)

IHdexniiianii enTepokomiT 11 0 6 <1
INIOPYIIEHHS 3 BOKY KICTKOBO-M'SI30BOI CUCTEMH I CITOJIYYHOI TKAHUHU
M'a30B0-cKeeTHHIl O11b 31 <1 34 <1
Cnazmu M's3iB S 0 24 <1
Mianris 14 <l 16 0
ApTpaJris 14 0 16 <l
ITOPYIIEHHA 3 BOKY LIKIPH TA IIJIIKIPHOI TKAHUHU

Bucun® 20 0 23 2
CaepbOix 7 0 9 <1
JepMatuT, BKIIOYa041 eK3eMy 4 0 7 0
ITopymenns nirmeHTanii 2 0 7 0
Axne 6 0 2 0
[ineprigpos 2 0 ] 0

[MOPVIIEHHA 3 BOKY JMXAJIbHOI CUCTEMHM, OPTAHIB TPVIHOI KJITKU TA
CEPENOCTIHHA

Kamrens 27 <1 11 0
[InespaneHuit BUIIT 29 3 1 0
3aguuika 16 2 6 0
JlereHepa rinepTen3is 5 1 <l 0
HaGpsx nerenis* 1 0 0 0
INOPYIIEHHA 3 BOKY HEPBOBOI CUCTEMH

I"onoewwmii 6inb 23 0 18 <1
Heeponaris (Bkmouaroun nepudepuuny) 10 <1 8 <1
3anaMopoveHHs 11 <1 7 <1
CYJIHUHHI PO3JIAIIA

Kposoreua 19 2 18 )
[HLII pi3HOBMAM KPOBOTEU(® 14 <1

HL1yHKOBO-KHIIKOBA KPOBOTEYA 5 1




Kposoreua s [THC* 1 <l <1 <]
[ineprensia - Ll <1 8 <]
BIIXWJIEHHS PE3YJIbTATIB OBCTEXEHHS

30u1b1IeHa Maca Tila 10 > 13 3
CEPLIEBI PO3JIA/IUA

3acTiiiHa cepueBa HegocTaTHICTE/AUChYHKIIA cepua®™ |4 1 2 1
*

IlepukapaianbHuit BHITIT 5 1 2 0
I[ICUXIATPHUYHI PO3JIAIA

bezconnus 8 0 6 0
Hempecis 2 0 5 <1
ITOPVILIEHHS METABOJIIBMY I TPABJIEHHSA

[TopyeHns aneTuty |9 lO | S | 0
ITOPVILIEHHA 3 BOKY OPTAHIB 30PVY

KoH'tToHKTHBIT |4 | 0 | 7 I 0

* Brmouae eputemMy, MynbTH(GOPMHY €pHTEMY, TEIUIOBY BHMCHIIKY, BMCHII, €PMTEMATO3HHIl BHCHII,
reHepali3oBaHMi BHCHN, MaKyJAPHHIl BHCHIL, [anyJbO3HMA BHCHI, THIHUYKOBHH BHCHIIL,
BiZIlIApYBaHHs LIKIPH 1 BE3UKYIAPHUN BHCHIL

® Bkimovae KpOBOBMIMB TiJ KOH'IOHKTHBY, BYIIHHH KpPOBOBMJIMB, €KXIMO3, HOCOBY KpOBOTEYY,
KPOBOBHJIUB B OKO, KPOBOTEYY fICEH, F€MATOMY, FeMaTypil0, KpOBOXapKaHHA, KPOBOTEUY, KPOBOBHIIHB
MK pHAIA, BHYTPILUHBOYEPEBHY NEMATOMY, MEHOPArilo, METPOPAriio, MeTeXil0, KPOBOBUIIMB Y CKIIEPY,

* BKIIoYae cepueBy He0CTAaTHICTh, TOCTPY CepLeBY HEAOCTATHICTE, 3aCTiiiHy CeplieBY HeAOCTaTHICTH,
Kapaiomionarito, aiacTomidHy aucyHKUilo, 3HIDKeHY (paKuilo BHUKMIY i AMCOYHKIiIO JiBOTO
* I1o6iuni ABMIIA OCOBIMBOrO 3HAYEHHS 3 YACTOTOK BHMAAKIB < 5%.

Hayienmu 3 XMJT abo 3 Ph+ I'/I/I 3 nenepenocumicmio abo pesucmenmuicmio 00 imamunioy.

Bei moGiuuni sBMma, AKi BMHMKIM B Mepiod JiKyBaHHs (3a BHHATKOM BiIXHJIEHE Ppe3y/IBTATIB
nabopaTOPHUX IOCIIIKEHB), HE3aJIEKHO Bia 3B'A3KY 3 MpenapaToM JOC/iUKEHHS, i SKi crocTepiraaucs
TNpHHAAMHI y 5% Mali€enTis, AKi OTPUMYBaIH 1a3aTHHIO B pekoMeH10BaHii 1031 100 Mr o1MH pa3 Ha [eHE
B X0 KIliHi4HOTO nociikenns pazu 11 Ha nauientax 3 XMJI y xpoHiuniii dazi 3 HemepenocuMicTio a6o
PE3UCTEHTHICTIO 10 iMaTHHIOY, 3a3Ha4eHi y Tabuuui 2.

Y nocaimkenni dasu I, npuceauenoMy ontumisamii 1o3u y nauientis 3 XMJI y XpoHiuniii dasi 3
HENCPEHOCHMICTIO 200 PE3UCTEHTHICTIO 10 iMaTuHIOy, cepefHss cymapHa TpHBATiCTh Teparii i3
3acTocyBaHHsM 1034 100 Mr oaun pas Ha aeHs craHoBuia 30 micsauis (aianason: Big 1 10 93 Micsuis).

Tadmuua 2. [ToGiuni ABMIna, 3apeecTpoBani y > 5% nauieHTIB, AKi OTPUMYBaIH npenapat B 1031 100 mr
OJIMH pa3 Ha JeHb B XOJi KIHIYHHX gociimkens XMJI y Xpouiuuiii dasi 3 HemepeHocumicTio aGo
PE3UCTEHTHICTIO 10 iMaTHHIOY. 3a nepiojl HACTYIHOTO CIOCTEpeKeHHs 84 Micsli.

[KJIAC CHCTEM TA OPI'AHIB/ ®asa I11

Tepmin nepeBaKHOro 3aCTOCYBaHHS 100 mr OIUH PA3 HA JIEHD
n= 163 T
KiTBKIiCTh MaLi€HTIB B Hpoueﬂﬁx, %




| Bcei cTymeni TsmKKoCTI

Crynins 3 abo 4

3AI'AJIBHI TIOPYIIEHHA TA YPAXKEHHA B MICIII BBEJIEHH

Habpsk nmoBepXxHeBHUX TKAHHH® 26 1
Broma 37 4
Bims 27 1
[Tipekcis 21 1
Bine y rpyasx 17 2
ActeHis 9 1
O3H06 0
["enepamizoBanuii Habpak 5 |
ITOPYIIEHHA 3 BOKY HIJIVHKOBO-KHUILIKOBOI'O TPAKTY

Hiapes 42 4
Bine y xxueoTi 24 2
Hynota 22 1
3akpen 18 2
bimoBanua 14 |
PostsarHenHs ;kueora 12 0
3anajieHHs cIM30BOT (B TOMY YHCIi MyKO3HT/cTOMATHT) | 10 0
HMucnencis 8 0
Acuut® 0
IHOEKIIT TA THBA3II

Indexuis (B ToMy wmeni OGaktepianbHa, BipycHa,|48 6
rpubKoBa i He 3a3HaYeHa)

IHdeKuis/3ananeHHs BEpXHIX JUXATBHUX LIISIXIB 43 1
[IneBmonia (B Tomy umcni GakrepianbHa, BipycHa Ta|l3 5
rpubKORa)

IndexuiiiHuii eHTEPOKOIIT 7 Z

I'epnecsipycua indexuis

d

|

ITOPYIIEHHS 3 BOKY KICTKOBO-M'30BOI CUC

TEMHM 1 CITOJIYYHOI TKAHUHU

M's30B0-cKeneTHHI Ol 48 3
ApTtpanris 30 2
Mianris 17 0
Cnazmu M’s3iB 6 0
Aptput 5 0

[NOPYIIEHHA 3 BOKY UIKIPU TA ITIILIKIPHOI TKAHUHHA

Ulkipuuii Bucun 33
CaepbOix 1.7
I'ineprigpos 10
Anonelis 8




CyXicTb WKipH 6 0
Axne 5 0
NOPYIIEHHA 3 BOKY JIMXAJIBHOI CHUCTEMH, OPTAHIB TI'PVJIHOI KJITKH TA
CEPEHNOCTIHH:I

3anuiuka 34 2
Kamens 34 1
[IneBpamsHuit BHITIT 28 5
Habpsk nerenis® 1 0
Jlerenesa rineprensia® 2 1
IMOPYIIEHHSI 3 BOKY HEPBOBOI CUCTEMHU

I'onoBuwuii 6116 48 l
3anaMopoYeHH 16 2
Hepponartia (Bkmovaroun nepudepudny HepponaTtio) |14 1
CYIHUHHI PO3JTAJTHU

Kporoteua 27 3
HITyHKOBO-KMIIKOBA KPOBOTEYA 6 1
Kporoteua g ITHC 0 0
['inepTeH3is 9 0
[punnueu 6 0
BIJIXWJIIEHHA PE3VJIBTATIB OBCTEXKEHHS

30inbleHa Maca Tija 11 1
3MeHIIeHa Maca Tina 8 0
CEPLIEBI PO3JIA TN

ApHUTMId (B TOMY YHCITI TaXiKapiis) 8 0
IIpuckopene cepuedurrs 8 0
3acriiina cepuera HeocTaTHiCTE/ nuchynKLia cepua® |2 1
[lepukapaianbHuii BUMT® 3 1
IICUXIATPUYHI PO3JIAJIH

be3sconns 12 0
Henpecis 11 1
TpuBOKHICTB 5 0
[IOPYIIEHHA METABOJII3MY 1 TPABJIEHHS

[lopyieHHs aneTuTy 10 0
lnepypukemis 5 1
IIOPYIIEHHA 3 BOKY OPI'AHIB 30PV

Posnanu 3opy | 7 | 0
[HOPYHIEHHS 3 BOKY HUPOK TA CEHOBUBIJITHUX ILUJISAXIB T
YacTte ce4oBHIyCKaHHA |7 I 1 / g ¥ g R

NNOPYIIEHHS 3 BOKY IMYHHOI CUCTEMH




linepuyTnuBicTs (B TOMy YKCi By3TyBaTa epuTeMa) |5 1

* HaOpsk moBepXHeBUX TKaHMH € TPYNIOBHM TEPMIHOM, IO CKIANAETECA 3 HAOPAKY OOIMMYS, (HIIMX
HalpsIKiB IOBEPXHEBHX TKAHMH i Tepudepuunoro Habpaxy.

% [ToGiuni ABHILA 0COBIMBOrO 3HAYEHHS 3 YACTOTOIO BHNAAKIB < 5%.

* Brmouae AHCOYHKUIIO ULTYHOUKIB, CepleBY HeAOCTATHICTD, 3acCTifiHy cepUeBY HEIOCTATHICTS,
Kappiomionariio, 3acTiiHy kapamiomionariio, iacToniuHy aucdyHKUiIO, 3HIKeHY (pPAKUil HaCTKH
BUKM/IY i IIUTYHOYKOBY HEIOCTATHICTb.

IcHyroTh TOBrOCTpOKOBi cyMapHi dani Gesneku npenapaty B 103i 100 Mr oqun pas Ha JIeHb, HAaKOIHYEHI
3a MepPIOJl HACTYIHOTrO CIOCTEPEKEHHs TPUBATICTIO MoHaiMeHme 84 Micsr. Yepes no3Bin nepexoay Ha
npuiom 100 Mr omH pa3 Ha AeHb B IHIIMX TPEOX IPYNax BUIPOGYBaHHS Pe3yJIbTATH MIONO GE3MeKH y
LMX TPYTIaX JKYBAHHS CXOKi 3 1aHMMH, OTPHMAHHMH [IPH 3acToCYBaHHi 1031 100 Mr ouH pa3 Ha JeHs.
[To6ivHi ABMImA (BCIX CTYIEHIB TSKKOCTI), 10 NPOJOBKYBANTH BHHHKATH y MaIli€HTIR, AKi JIIKyBaaucs 3a
cxemoio 100 Mr oziuH pa3 Ha feub, Ha 2-if Ta 7-if PiK BKIIOYIM TaKe: 3araibHy 3aTpUMKy piaunu (34% y
nopieHAHHI 3 48%), nnenpanbHmit Bunit (18% y nopisusuui 3 28%) Ta HaGpsk noBepxHeBUX TKaHMH (18%
Yy nopisHsHHI 3 22%). V nauieHTis, sKi otpumysamu 103y 100 mr ogus pa3 Ha JIeHb, YacTOTa BHIAJKIB
IUIEBPANIBHOTO BUIIOTY 3-r0 Ta 4-10 CTyNeHs TAKKOCTI Ha 2-if Ta 7-if pik cTaHormna 2% Ta 5% BIAIIOBIAHO.
Y npucesdeHomy ontuMisauii o3 nocmimkenni dasu 111 3 BunpoGysaHHAM cXeMu OJIHOPA30BOTO HA
JICHb 3aCTOCYBAHHA Ja3aTiHiOy (140 Mr ofuH pa3 Ha IeHs) y nallieHTIB i3 3aXBOPIOBAHHAMM Y Mi3Hil (asi
3 HemnepeHOCHMICTIO a00 pE3UCTEHTHICTIO /10 IMAaTHHIOY CcepeHA TPMBANICTB NiKyBaHHS CTAHOBHIA
13,62 micsans (aianason: 0,03-31,15 micaus) y nauientie 3 XMJI y ¢asi npuckopenns, 3,19 micsus
(aianmazon: Bin 0,03 no 27,73 micsius) y nauientie 3 XMJT y dasi 6aactHoro KPH3Y 3a MIETOLTHUM THIIOM,
3,55 wmicaus (nianazon: Big 0,10 go 22,08 micans) y mauientie 3 XMJI y ¢asi 6aacTHOro Kpusy 3a
niMpoinHAM THIOM Ta 2,99 Micsaus (gianazon: Big 0,16 1o 23,46 micsus) y nauientie 3 Ph+ T'JIJI.

Tabaunua 3. [lobiuni ssuwa, 3apeectpopani y > 5% MawieHTiB, sKi OTpUMYBaJIM IIpenapat & 1031 140 mr
Ha JIeHb B XOZI KIiHIYHHX jpochimkens XMJI y misuiit dasi ta Ph+ I'JIJI 3 HemepeHocHMicTIo a6o
PE3MCTEHTHICTIO 10 IMATHHIOY.

KJIAC CUCTEM TA OPT'AHIB/ ®aza III
Tepmin nepeBaxkHoro 3actocyBanHs 140 Mr oaHH pas Ha feHb
n =304
KipKicTh nauieHTie B npoueHTax, %
Bci ctyneni TsokkocTi 'CTyHiHL 3abo4
3AT'AJIBHI TIOPYIIEHHA TA YPAXKEHHS B MICL{I BBEJIEHH
HaGpsk noBepxuesux Tkanun® 25 <1
[Tipexcis 39 3
Broma 29 5
bins 24 2
AcTeHis 13 3
Bine v rpymsax 13 1
I'enepanizopanuii HaGpsK® 3 <1

[TIOPYIHIEHHS 3 BOKY HIJIVHKOBO-KUIIIKOBOI'O TPAKTY
Jiapes 44 6




Hynota 34 2
brnroranns 28 1
bins y xuBOTI 20 4
3anasneHHA caH30B0I1 (B TOMY 4MCI 17 1
MYKO3MT/CTOMATHUT)

3akpen 15 1
Hucnerncisa 9 0
Acuut® <1 <1
THOEKIIIT TA THBA3IT

[Hdexia 46 14
Indexuis/zananeHHs BepxHix 26 1
JUXAJIbHHUX LUIAXIB

ITHeBMOHISA (B TOMY 4HCIi 17 9
OaxrepianbHa, BipycHa Ta rpuOKoBa)

CencHc (B TOMY YHCII 3 JIETATLHUM 6 -
IHdekuiitHuii enTepoKoIIT 5 1
[IOPYIIEHHA 3 BOKY KICTKOBO-M'SI30BOI CUCTEMMH I CITOJIYYHOI TKAHUHU
M'sz0B0-CKENeTHMIT Oiib 38 7
Aptpanris 20 2
Mianris 11 1
ITOPYIHIEHHA 3 BOKY LIKIPU TA TTIJILIKIPHOI TKAHUHH
Hlxipuuii BUCHII 27 !
[ineprigpos 5 0
Ceepbixk 10 0
CyXIicTb mKipu 6 0

[IOPVIIEHHA 3 BOKY JHUXAJIBHOI CHMCTEMH, OPIAHIB TPYIOHOI KJITKH TA
CEPENOCTIHHSA

3aauinka 28 6
Kamens 29 0
[TneBpansHUit BUITIT 28 8
IndineTparis nerenis 5 2
Ha6psk nerenis® 2 1
Jlerenesa rineprensis® 1 1
INOPYIIEHHS 3 BOKY HEPBOBOI CUCTEMHU

I"onoBuwuit 61k 37 4
Hesponaris (Bxmouarouu | 14 1
nepudepUyHy HEBPOMATIIO)

3anamMopoYeHH 9 1

CYIMHHI PO3JIA U




Kposoreua 44 13
HImyHKOBO-KHIIKOBA KPOBOTEYA 17 9
Kpoporeua g ITHC® 5 1
I'ineprensia 8 1
IimoTensis 6 2
BIZIXHUJIEHHS PE3VJIbTATIB OBCTEXEHH 1

3MeHLIeHa Maca Tina 17 1
306i1b1IeHa Maca Tisia 11

CEPLIEBI PO3JIAJIA

ApuTMmid (B TOMY 4UCi TaxiKapis) 13 1
3acTiiina  cepueBa  HemoCTaTHiCTB/ |3 1
aucyHKLis cepus™®

IMepukapaianbHuii BUMIT® 2 1
IICUXIATPHYHI PO3JIATU

Henpecis 8 0
besconns 6 0
TpUBOKHICTE 6 1
[TOPYIIEHHA METABOJII3MY I TPABJIEHHA

Ilopymenns anetury ’ 17 [ 1
I[TOPYIIEHHA 3 BOKY HUPOK TA CEHUOBHUBIITHUX LLJISIXIB
Hupkosa Hejocrarnicts | 6 | 5
[TIOPYIIEHHSA 3 BOKY CUCTEMM KPOBI TA JIIMO®ATHUYHOI CUCTEMH
DebpuiibHa HelTponeHis l 12 [ 12
TPABMH, OTPYEHHSA TA VCKIIAJJHEHHS BHACJIJIOK [TPOBEJIEHHS [IPOLE/YP
OBCTEXEHHA

KonTy3sia 6 <1

* HaGpsak noBepXHeBMX TKAHMH € TPYIIOBHM TEPMiHOM, IO CKITAAETHCH 3 HaOpsAKY 00MuYIYs, iHIIMX
HaOpAKIB MOBEPXHEBUX TKaHHH i epHdepHIHOro HabpAKY.

® [To6iuni sBHIA OCOBIMBOrO 3HAYCHHS 3 YACTOTOO BHIAIKIB < 5%.

* Brmouae auchyHKUilO LUTYHOUKIB, CcepUeBy HedOCTaTHICTh, 3acTiiHy CEPLIEBY HEIOCTATHICTH,
Kap/iomionariio, 3acTiiiHy Kapaiomionariio, aiacTonmiuny aucdyHKiro, 3HWJKEHY (pakuilo BHKHIY i
LUTYHOYKOBRY HEIOCTATHICTD.

LoGi4ni peakuii Ha nikapchKMii 3aci6 B XO/i KIIHIYHUX N0C/IiKEHE, 0 3yCTPiYanMcs MeHIT YacTo (3
YacTOTOK BHUMAJIKIB peakUid BCiX CTYMeHiB TSKKOCTI < 5%) i cnocrepiranucs B XOMi KJIHIYHMX
JOCTIIKEeHb Y [ALIEHTIB, AKI OTPUMYBAJIM Ia3aTHHIG.

Huwxue HaBeneni iHmi moGiuni peakuii, 1o CriocTepiranucs y MalieHTiB B X041 KAIHIMHUX J0CITiIKEHb
AasatuHiOy (n = 2712), He3a/lekKHO Bil 3B'A3KY 3 JKyBaHHAM abo Big cXemu JKYBaHHs, 3 YacTOTOO
MeHLIe 5%, SKIIO He 3a3Ha4eHo inme. Ii peakuii npeacTasieHi 3a KaTeropieko 4acToTu Bunaakie. Yacti
peakuii — 1e Taki, 0 BUHUKAKOTh v > 1% nauieHTiB, HeyacTi peakiii — 3 4acToTo Bunanxieﬁ B 'Uj"l'%na\

!




< 1% nauieHTiB, a piiKi peakuii — 1o BUHUKAIOTL ¥ MeHIue 0,1% manientis. LIi sBuiia HaBeJeHi 3a CBOCIO
KJTIHIYHOKO BaKJIUBICTIO.

Iopywenns 3 6oky cucmemu Kkpogi ma nimpamuynol cucmemu. 4acTo — Miejocynpecis (B TOMy 4dci
aHeMis, HeHTponeHis, TPOMOOLMTOIIEHIA); HeYacTo — KoaryJomnaris, limdaaeHonaris, riMdoneHis; piako
— YMCTa YSPBOHOKJITHHHA AIUIa3isl, 3BallHCHHA Y CEJIC3iHLL.

Cepyesi posnaou: 4acTo — CTEHOKapAis, KapaioMeraiis, iHQapKT Miokapaa (B TOMY YMCII 3 JE€TalbHUM
KIHIlEM); HEe4acTO — MojAoBxKeHHs iHTepBany QT Ha efeKTpoKapaiorpami, NepUKapauT, LUTYHOYKOBA
apuTMis (B TOMY 4HCTi HITyHOYKOBA TaxikKapis), FOCTPHIl KOPOHAPHWH CHHAPOM, MIOKapauT MpH
JiereHeBOMY ceplli, aHoMainbHHi 3yOeus T Ha enekTpokapmiorpami, MiABHINEHHI PiBEHb TPOMOHIHIB,
3YMUHKA Ceplsd, ileMiuHa XBopoba ceplyst; pilko — aTepocKiIepo3 KOPOHAPHHX apTepiil, peCTPUKTHBHA
KapJiomionaris, MofoBKeHHA iHTepBaTy PR Ha enekTpokapaiorpami, mieBponepHKapIuT.

Bpoooiceni, cimeiini i 2enemuuni poznadu: piiko — MOPOKEPATO3.

Hlopywenns 3 6oxy eyxa ma nadipuxmy: 4acTo — UIyM y ByXaX, BEPTHIO, BTPATa CIyXY.

Hlopywenna 3 60Ky endOKpunHOI CucmeMmu: 4acTo — iOTHPEO3; HEYACMO: TIIIEPTHPEO3, THPEOTIUT.
Ilopywenns 3 Goxy opeawie 30py: 4aCTO —KOH'IOHKTHBIT, CYXIiCTh Oueil, MOPYIIEHHA 30pYy; HEYACTO —
3HIKCHHS FOCTPOTH 30pY, MOCHIIEHA CIb030TeYa; PiZIKO — NTePHriii, po3naj cy/IHH CITKIBKH, hoTodobis.
llopywenns 3 60Ky wayHKOBO-KUMKOBO20 mpakmy. HacTo — aucdaris, ractpoesodareansHa pedmokcHa
XBOPO0a, KOJIT (B TOMY 4HMCIi HEHTPOMEHIYHUH KOJIT), MOPYLIEHHS 3 GOKY M'SKHX TKAHHH MOPOKHHHH
pOTa; HEeYacToO — aHalbHA TPIIMHA, e30(ariT, aHaIbHUI CBMIL, BUpa3Ka y BepPXHiX BiIlaX LLUTyHKOBO-
KHIIKOBOTO TPaKTy, MAHKPEATHUT, KHIIKOBA HEMPOXIAHICTE; PIKO — racTpoeHTeponaTis 3 BTpaTolo OUIKY,
BOJBBYJIIOC, TOCTPHH NAHKPEAaTUT.

3azanvni nopyuienns ma ypaxcenus 6 micyi 6éedenns. 4acTo —He3qy>KaHHs, HabpaK o6auuus (> 5%), iHmi
BH/IM HaOPSKY MOBEPXHEBHX TKAHUH; PiKO — MOPYIIEHHS XOJIH.

[lopyuienna 3 GOKY neyinku, HCOBYOBUBIOHUX UUISXIE MA HCOBYHO20 MiXypa: HEYACTO — XOJIEIHCTHT,
XOJecTas, IenaT|T; pifiko — HaOyTa JMaTallis BHY TPIlIHEONEYiHKOBHX JKOBYHHMX TPOTOK.

Ilopywenna 3 6oky imynnoi cucmemu: piko — aHadiakTHUHA peaKilis.

Inexyii ma ineazii: piko — ciaJoageHiT.

Tpasmu, ompyenna ma YCKIGOHeHHA BHACTIOOK RPOGeOeHHA npoyedyp 06CmedcenHs: PiIko —
EMIKOHJHIIIT.

Bioxunenns pesynomamis obcmedicenns: He4acTo — MiIABHILEHUI piBeHb KpeaTHH(OCOKIHAIK B KPOBI,
MiJBULIEHNUI piBeHL ramariyTaminTpacdepass; piako — mosuTHeHHE pesynbrar tecty Ha Clostridium,
TNO3HTUBHHIA pe3yJibTaT TecTy Ha Bipyc Kokcaki, nigeumenuii pisens PHK renatury C, BiqxunenHs Bia
HOPMH pe3yNeTaTy TeCTY Ha arperauilo TpoMOOIHTIR, MiIBHILEHUI PIBEHE XJIOPH/IIB B KPOBI.
Topywenns memadonismy i mpaenenua; 4acTo — JAeriipatallis; HedacTo — rinoanbOyMiHeMis, LyKpOBHii
AiabeT, CHHIPOM JIi3HCY IMYyXJIMHH, TiNepXoNecTepHHEMIS.

llopywenna 3 60Ky Kicmkoso-m'sa3060i cucmemu i cROIVUHOI MKAHUHU: YAcTO — M'A30Ba cHabKiCcTh,
CKOBaHICTh M'A3iB 1 CyrnodiB; HeYacTo — TEHIHMHIT, pabaOMIONi3, 3anaaeHHs M's3iB, OCTEOHEKPO3; PIOKO:
XOH/IPOKAJIBIIMHO3, OCTEOXOH/1PO3, OJarpHIHHIT Todyc.

Heonnasmu 0obposkicui, znoaxicni ma ne 3aznayeni: piko — marniaoMa poToBoi MOPOKHHUHH.
ITopyuiennsi 3 60Ky HepBOBOI Cucmemu: 4acTO — JWCTER3is, CHHKOME, aMHesis, TPEeMOp, KOHBYIIBCIT,
COHJIMBICTB; HEYACTO — MOPYUIEHH: MO3KOBOTO KPOBOOOIrY, TPAH3UTOPHA ileMiuHa aTaka, MopyIIeHHs
PIBHOBArw, aTakcis; piJko — mapes JIHIEBOr0 HepBa, iHpApPKT MO304Ka, JeMEHIIis, CHHAPOM 0BOPOTHOI
3a[HBOT eHIledanonarii, HeBPUT 30POBOTO HEPBA, CTEHO3 COHHOT apTepil.

Iopywennsi y nepiod eazimmocmi, y nicisnonozoeuti ma nepunamanshuii nepiod: pimxo 7"ﬁép’é_pﬁBEiHH{l
BariTHOCTI. i N




Hcuxiampuyni po3iadu. 4acTo — CIUTYTaHICTE CBIIOMOCTI, apeKTHBHA abiMbHICTE; HEYACTO — 3HHUIKEHHS
nibino; piako — rinomanis, ce30HHHI aQeKTHBHHMIT po3naj.

Hopywenna 3 60Ky HUpOK Ma Ce¥OSUSIOHUX ULIAXI8: HEYACTO — IPOTEIHYPIs, MOpyIeHHs GYHKIIT HHPOK;
pIIKO — HedpOKaNBLUHHO3, ANBEPTHKYII CEYOBOTO MiXypa, [JIOMEpYIOHEPHT.

Hopywenns 3 60Ky penpoOykmueHol cucmemu ma MOIOUHOI 3aN03U; 9aCTO — TiHEKOMACTIS; He4acTo —
NOpPYLIEHHs MEHCTPYAIBHOTO LMKIIY; PIAKO — OpXiT HeiH(eKuiifHMiA, BariHaIbHUil rposaric.

Hopywenna 3 60Ky OuxanbHol cucmemu, opeauie 2pyoHol Kiimxku ma cepedocminHA: 4acTo — acTMa,
IH}IBTpaLis nerenis, quchOHIs, THEBMOHIT; He4acTo — GPOHXOCTA3M, FOCTPHIA peCIipaTopHuii AUCTpec-
CHHIPOM (B TOMY 4YMCIIi 3 NETalbHUM KiHLIEM), JlereHeBa eMOouIist, AuckoMpopT ¥ POTOrJIOTLI; piaKo —
NIier¢HeBa apTepialbHa TiepTeH3is, BHKPHBJIEHHS HOCOBOI IEPErOpOKH, PHHIT rinepTpodidHmii,
pedmokc-napuHriT, nepdopatis HOCOBOT MeperopoaKH.

Hopywenna 3 Ooky wikipu ma niOWKIpHOI MKAHUHL. HacTO — KPONMB'SHKA, BHpa3ka Ha IIKipi,
(oTodyTimBicTs; HevacTo — Oy/NbO3HI 3aXBOPIOBAHHS, yPaKeHHs HIrTiB, HeffTpodinbHMi Tepmatos,
J0JIOHHO-TIIIOINOBHMI  CHHAPOM €PUTPOAM3ECTE3il, MaHiKylIiT, 3aXBOPIOBAHHA BOJIOCCA; PIIKO —
acTeaTos, JICHKOLMTOKIACTUYHUH BacKyJiT, Gibpos mkipu.

Cyounni posnadu: vacto — Tpomb6oediT; HedacTo — TpoMBO3 IMGOKHUX BeH, TPOME03, aTEPOCKIEPO3;
piako — ciTyacTe niBe/o, OKMO3iiiHe ypakeHHs nepudepuuHux apTepiii, OKTIO3iiiHe ypakeHHs apTepiii,
em0o1id, nepedpanbHuii aTEPOCKIEPO3.

BixxuienHs Bil HOPMH Pe3yJIbTATIB TEMATOIOrIYHOrO Ta 5i0XiMIYHOIO aHATI3Y.

B ycix nocnimkennsx cnocTepiranucs 4acTi BUNajaku Mieaocynpecii. Pazom 3 Tum, yacToTa HeifTponenii
3-ro abo 4-ro CTymeHs TKKOCTI, SIK | TpoMOOLMTONeH T Ta aHeMil, Oyna Gitbmoro y nauientis ¢ XMJI y
misHii daszi a6o 3 Ph+ I'JUJI, nik y nauienrtie 3 XMJI y Xpowiuniit ¢azi. Binemicts nauienTin
TNIPOJIOBIKYBAIIH JIIKYBaHHS, a 0/1a/blile NPOrPecyBaHHs MieIOCyIpecii Y HUX He CIocTepiraiocs.
Hayienmu 3 enepuie diaznocmosanum XMJI y xponiuniii gpasi.

JaHi BinXuieHHs BiA HOPMM pe3ysbTaTiB 1abOPATOPHOrO AOCITIUKEHHS Y MALlicHTIB, SKi OTPHMYBAJIH
Aa3atHHiO B X0l KIiHiuHOrO AochimkeHHs ¢azu I Ha KOropTi mauieHTis 3 RhepiIe TiarHOCTOBAHHM
XMJI, nageneni y Tabmuui 4. Mienocynpecis pigme cnocrepiranacs y NalieHTiB 3 Brepiue
aiarsoctroeanuM XMJT y xpowiuniit dasi, nix y nauientis 3 XMJI y Xponiuniii dasi 3 peaucrenTHicTiO 10
paHilIe 3acTOCOBaHOI Tepanii iMaTHHIGOM abo 3 1i HemepeHOCHMicTIO. YV TallieHTiB, sAKi OTPHMYBaIH
Aasatuuib i y AKHX crocTepiranacs Mienocymnpecis 3-ro abo 4-ro cTyneHs TSUKKOCTI, Bi/IHOBIEHHS cTany
3a3BUYal  BiAOyBaNocs Mic/s KOPOTKOTPUBATOIO MpPH3YIIMHEHHS 3aCTOCYBAHHA Nperapaty Ta/aGo
3MEHLIEHHS HOTO 1034, a ¥ 2,3% Maui€nTiB JiKyBaHHA Gy/I0 MPHIMHEHE HA3aBXk/IH Yepe3 BUHUKHCHHS
CMIPHYHHEHOT O JIiIKYBaHHAM TOKCHYHOIO BILIHBY Ha FeMaTO/IONYHi apamMeTpHy.

Tabnuus 4. Binxuienns Bil HOPMHU pe3y IbTaTis 1abopaToOpHOro aHamizy 3-ro a6o 4-ro CTYIEHA TAKKOCTI
3a wiacudikauieto CTC y nauientis 3 Brepiue giarHoctroeannm XMJI y xpowiumiii dasi. 3a nepiozn
HACTYTIHOTO CIIOCTEPEKEHHA TPUBATICTIO 60 MicsALiB.

Jazatunib (n = 258) ImaTuni6 (n = 258)

KinekicTe nauieHTis B mporenTax, %

I'emaTonoriuni mapamerpu

Heiitponenis 29 24
TpombouuTonenis 22 14
AHeMisn L3 9

bioximiuHi napamerpu
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Cryneni TsokkocTi 3a K1acudikauiero CTC: neiirponenis (ctymine 3: > 0,5-<1,0 x 10%/1; crynine 4: < 0,5
x 10°/n); TpomGonmTONeHis (cTymine 3: > 25-< 50 x 10%/L: crynins 4: < 25 x 10°/L); anemis (reMmorno6im,
CTyninb 3: = 65-< 80 r/m; ctyniue 4: <65 r/n); migBuwenuii pisens KpeaTHHiHy [cTymiHb 3: > 3-6 X
BEPXHs rpaHuus AianasoHy Hopmu (BTH), ctymims 4: > 6 x BI'H]; nigeumenuii pisens GinipyGiny
(ctyminp 3: > 3-10 x BI'H; ctyninb 4: > 10 x BI'H); migsumennii pisens CTOT a6o CITIT (ctymis 3:
>5-20 x BI'H; erymins 4: > 20 x BI'H); rinokansuiemist (crynines 3 < 7,0-6,0 mr/an, crymins 4: < 6,0
mr/nn); rinogocdaremis (cTymins 3: < 2,0-1,0 mr/an, ctynius 4: < 1,0 mr/an); rinokaniemis (cTymine 3:
< 3,0-2,5 mmons/n, cTynine 4: < 2,5 MMOIIB/1).

Hayienmu 3 XMJI abo 3 Ph+ I'JIT 3 nenepenocumicmio ado pezucmenmuicmio 00 imamunioy.

Jlaui BiaXuneHHS BiI HOPMH pe3y/bTATIB JIAGOPATOPHOrO AOCTIMIKEHHS Y MAL€HTIB, 5K OTPHMYBAIH
AazaTHUHIO B XOAi KIIHIYHHX JOCTiKeHb, HaBeeH] y Tabmuui 5, wo crocyethes XMJ y xpoHiuHiif a6o
mizHii ¢asi ta Pht+ ['JU1 3 nenepenocumicTio aGo pe3HCTEHTHICTIO 10 iMaTHHIGY.

V mauienTiB, y sKuX criocTepiranacs TAKKa Mi€IOCYNIpecis, BiJHOBJIEHHA CTaHy 3a3Budaii BiaGyBsatocs
Iicis KOPOTKOTPHBAIOTO MPH3YIHHEHHs 3acTOCYBaHHs TMpenapary Ta/aGo 3MeHLIeHHs Horo go3u. B
OKpPEeMHUX BHMAJKaX HEOOXiAHO Oy10 NPHUIHHKTH JIIKYBAHHA HA3aBK/IH.

IlinBuienns piBHiB Tpancaminas abo GimipySiny criocrepiratocs mpu yeix dazax 3aXBOPIOBAHHs, aje
OyJIM YacTIIMMHU y MAIlEHTIB 3 i3HBOIO CTaliero 3axBoproBanHs. KibKicTs mauicuris, y AKHX OJTHOYACHO
CMOCTepiranocs 3HavyIle NiABUIEHHs TPLOX ab0 GiNblue MOKAa3HUKIB piBHs TparcaMiHas aGo OlnipyOiny,
1O CBIJYHIIO TIPO HASBHICTh FENATOTOKCHYHOCTI, ByJIa Takoko: 4 MAIlIEHTH i3 3aXBOPIOBAHHAM Y XpOHI4HI#
¢asi; 13 nauientis i3 3axBoproBannsM y ¢asi npuckopenns: 13 mauientis i3 3aXBOpIOBAHHAM Yy (hasi
O/IaCTHOrO KpW3y 3a Mi€OTIHMM THIIOM: 7 MALi€HTIB i3 3aXBOPIOBaHHAM Yy (hasi GiacTHOro KpH3y 3a
niMoiaHuM THIOM. Y GLIBMIOCTI BUNAMIKIB 3aCTOCOBYBAIOCS 3HIKEHHS 1031 200 MIPHITHHEHHA TIPHIHOMY
npenapaty. OXHOMY HAaUi€HTOBI 3HAN00M/IOCA TIPUITHHEHHS JiKYBAHHA Yepe3 BilIXHICHHS Bil HOpMH
Ppe3y/IbTaTiB MeviHKOBUX 1pod. Xova MPUUHHHMIA 3B'A30K 3 TIKYBAHHSAM BCTAHOBJIEHO He Oyo, HeobXinHO
YBOKHO CTEKMTH 33 MOAUIMBHM BIIXHIECHHAM PE3yIbTaTiB MEYiHKOBUX Npo6 B XOJi JIKYBaHHs i
PO3TIAIATH MUTAHHA 11010 IPUIMHEHHA nipuitoMmy npenapary JASATHHIB-JIBC.

[inokaneriemis.

[Ipotarom wworo mepiogy rinokanbliiemis criocTepiranacs NpHHARMHI 0IHH pa3 y 48-76% mafiienTis,

. . . . “\‘A
Binxunenus it Hopmu 3-ro um 4-ro cTyneHs TAKKOCTI Gyim 3apeectporani y 2%, 7%, 16%, 13% Ta 9% ™,
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nauientis 3 XMJI y xpowniuniit dasi (n = 1150), 3 XMJI y dasi npuckopenns (n = 502), 3 XMJI y ¢asi
uacTHOTO KpHU3y 3a MienoinHuM TriIoM (n = 280), 3 XMJT y dasi 6nacthoro KpH3Y 3a MM OTTHUM THIIOM
(n=115) ta 3 Pht+ I'JLII (n=135) eignoeigno. KuibKicHHH MOKa3HHK Y BIJICOTKax NALicHTIB 3
rinokanelliemieio, AKi OTPUMYBAJIM NpenapaTi KajbLilo, CTaHOBHB 7% nauientie 3 XMJI ¥ XpOHIuHIH
asi, 16% 3 XMJT y asi npuckopenns, 28% 3 XMJ1 y ¢asi 6ractHoro KpH3y 3a Mi€JI0IIHIUM THITOM, 20%
3 XMJI'y dasi 6nactHoro kpusy 3a nimgoinaum tunom ta 20% 3 Ph+ TJIJL

linodocdaremis.

IIporsrom uporo nepiofy rinodocaremis crocrepiranacs npHHaAMHI 011K pa3 y 41-50% narieHTis.
Binxunenns Bin HopMu 3-ro 4u 4-ro cTynens TAKKOCTI Gy 3apeectporani y 10%, 13%, 20%, 19% Tta
21% nanienrie 3 XMJI y xponiuniit dasi (n=1150), 3 XMJI y dasi npuckopenns (n = 502), 3 XMJI y
hasi GrmacTHoro kpu3y 3a Mienoinaum Tunom (n = 280), 3 XMJI y dazi GnactHoro KpU3y 3a TiMpOiTHUM
TUnoM (n = 115) ta 3 Ph+ I'JIJI (n = 135) BignoBigHo.

¥ panzomizoBanomy nocimkenHi (asu 11 yacToTa BUMAIKiB HelTponeHii, TpoMmGouuToneHii Ta anemii 3-
ro abo 4-ro cTymneHs TAKKOCTI B Py mpuifomy AasaTuHiOy cTanosuia 63%, 57% ta 20% BinnosigHo, a
B rpyri npuiiomy iMatunioy — 39%, 14% Ta 8% sianoeigno. YactoTa BUNAAKIE rimoKassiieMii 3-ro aGo
4-ro CTyIeHs TAKKOCTI B IPyIi NpuioMy fa3aTHHiOy cTaHOBHAa 5%, a B rpymi npuiomy iMmatuHiGy — 0%.

TaGnus 5. BigxuneHHs Bill HOPMHU pe3y/bTaTiB n1abopaTOPHOTo aHai3y 3-ro a60 4-ro cTyNeHs TAKKOCTI
3a Kiacudikauniero CTC, 3apeectpoBani B xoai KiiHiYHMX nociimkens XMJI: namientn 3 XMJI y
XpoHiuHii ¢asi, XMJI y misniii dasi aGo 3 Ph+ [JIJT 3 pe3sncTeHTHICTIO 10 TiKYBaHHA iMaTHHIGOM a60 3
HETIEPEHOCHMICTIO TAKOTO JIIKYBaHHS",

Xponivna |Ili3ua ®aza Daza Ph+ I'JLT®
daza® ¢aza® MIEJIOIIHOrO nimdoinnoro |n =40
n=165 n=157 |6nactHoro 6racTHOrO
Kpu3y*n=74 |kpusy®n=33
KinbkicTe naunieHTie B npouenTax, %
I"'ematonorivuni napamerpu*
HelitponeHis 35 58 77 79 67
TpomGouuronenis 23 63 78 85 72
AHeMis 13 47 74 52 36
bioximiuni mapamerpu
Iimodocdaremis 10 13 12 18 16
lNnokamiemis 2 7 11 15 8
Tinokansuiemis =] 9 12 5
ITineumenuii pieens CITIT 0 2 5 3
(AJIT)
ITigeumennii pisens CI'OT <1 0 4 3 3
(ACT)
[Migpuienmuii pisers <]
[Tinumenuii pieens 0 2




* Pesynbratu mocnimkenns dasu Il 3 omrtumisauii go3m, mo 3apeecTpoBani Ha 2-i piK HACTYMHOro
CTIOCTEPEKEHHS.

® Pesynprati pocnimkenns CA180-034 MPH 3aCTOCYBAHHI PEKOMEHOBAHOI nouaTkoroi mo3u 100 mr
OJUH pa3 Ha JIeHb.

* Pesynbratu pocmimxenns CA180-035 npu 3acTocyBaHHi €KOMEHJ0BAaHOT MoyaTKoBOI 1034 140 mr
Y P Y P
OJIMH pa3 Ha JIeHb.

Io6iuni peaxyii na nixapcvkuii 3acié, sapeecmposani NPOMA2OM RiCAApecCmpayitino2o nepiody.

Hikye naeeneni inmi noGiuni peakuii, mo crocrepiramics B xoi 3aCTOCYBaHHA Ja3aTHHIOY mpoTsarom
nepiofy micis Horo peectpauii. [Tozask moeizomnenss npo ui peakiii Oy,IH CIOHTAaHHUMH i CTOCYBAIHCS
MOy Uil HeMeBHOro mMaciuTaly, He 3aBKIM MOXJIMBO HAMIHHO OLIHHMTH iX 4acToTy ab0 BCTAHOBHUTH
IPHYHHHHI 3B'5130K 3 EKCTIO3HUIEI0 IEOMY JIIKAPCEKOMY 3ac00y.

Indexuii Ta inBasii Peaxktupauis Bipycy renatury B

Cepuesi poznaau ®ibpuanisa nepeacepar/TpinoTiHus nepeacepan®

Hopyienns 3 60Ky IMXaNbHOT CHCTEMH, OpraHis [HTepcTHLianEHe 3aXBOPIOBAaHHS JIETeHb, JICTeHEBa
TPYIHOI KJIITKH Ta CEpPe0CTIHAA apTepiajibHa rineprensis’®

[lopyeHnst y mepioa BaritHoCTi VYeknamnenns 3 Goky mnomy (B Tomy wmcnmi
CHHAPOM HabpsKy y HOBOHAPOKEHHX 1 Bagu
DO3BUTKY TIONY)

Ilopyuenns 3 GoKy WKipH Ta NiKipHOT TKAHUHH Cunzapom Crieenca-/IxoHcona®

Hopywenns 3 Goky HUPOK Ta ceqoBuBiAHUX maxie | Hepotnunmii CHHIPOM

CynunHi posnaan Tpombotuuna mikpoanrionatis (TMA)

*Y GinbmocTi BUMAZKIB criocTepiranocs y MawieHTie MOXHIOro BiKy ab0 y nauieHTiB 3 YUHHMKAMH, [0
[IEPEIIKO/UKAIH OTPHMAHHIO MPaBH/IbHUX Pe3yJIbTATIB, BKTIOYAIOYM CepHO3HI OCHOBHI ab0 0HOYACcHO
UPHUCYTHI CEpUERi YH CePUEBO-CYMHHI maTosiorii abo iHuri cepiiosni CYMyTHI 3aXBOPIOBaHHA (TaKi K
TAKKA IHPEKLis/cencue, nopyuenns Gamancy €JIEKTPOJIITIB).

® Mesaki nauienTt 3 JIAT', mo criocrepiranacs B Xoai MiKyBaHHs Aa3aTUHIOOM, MPHIMa/IH OIHOYACHO [HIL]
NiKapceKi 3ac06H a60 KpiM OCHOBHOTO 370AKICHOTO 3aXBOPIOBAHHA, MaJlH CYITYTHI [1aTOJIOTII.

® B Xoni 3acTocyBaHHs npenapary npoTsrom MICAAPEECTPALIHHOTO Mepioy MORIZOMIANOCS PO OKpeMi
BUMazKu cuHapomy Crieenca-/[xoHncona. Hemoxueo Gy/10 BH3HAYHTH, 4H Wi CJIM30BO-LIKIpHI TI0Oi1YHi
peakuii Oynm OesmocepefHiM YMHOM TOB'sS3aHi 3 npuiiomMom JasaTtuHiOy abo i3 ogHOYacHUM
3aCTOCYBAHHAM IHIIMX JIIKAPCHKUX 3ac00IB.

Tepmin npuaatnocri.
24 Mmicsui.

YMoBu 30epiranus.
30epiratu npu KiMHaTHii Temnepatypi (15 °C — 30 °C).




¥Ynakoska.
ITo 10 Tabnerok y Gictepi, mo 3 Gicrepa B KapToHHN ynakosiii.

Kareropis Bigmycky.
3a peuenToM.

Bupo6uuxk.
Anorekc [uk./
Apotex Inc.

3asiBHHK.
TOB JIB Cicrem Cepgic/
LLC LV System Service

MicuesnaxoKeHHsl BHDOOHHKA Ta ajipeca Mics NPOBAIKeHHs HOro JisILHOCTI.
l'onoBuuit odic, 150 Ciruer [lpaiis, Toponto, OnTapio, MIL 1T9, Kauana/
Head office, 150 Signet Drive, Toronto, ON, M9L 1T9, Canada

MicuesnaxoakeHHS 3asiBHMKA.
ByJ1. Miepa 93-27, Pura, JIB-1013, JlaTeis
Miera str., 97-23, Riga, LV-1013, Latvia/
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