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Cknao:

Oitoua peuosuHa: PaHONA3uH,

1 Tabnerka micTuth panonaszuny 375 mr a6o 500 mr, a6o 750 mr;

OONOMIDICHI peyosuHuy: TEII0JNI03a MIKPOKPHCTATIIYHA, COMOJIMEpP METaKpUIOBOI KHUCIOTH —
etunakpunar (1:1), rimpomMernosa, HaTPirO T1APOKCHI, MarHiro cTeapar;

nokpumms 018 mabaiemxu 375 me: CHUPT NOMiBiHUTOBHMA, TUTaHY niokcua (E 171), makporom, Taibk,
FD&C Blue No. 2 (ingurokapmin amtominieBuii nak (E 132), 3amiza okcu uepBoHUN (E 172),
BICK KapHayOChKHUH;

nokpumms 011 mabnemxu 500 me: cnupT noniBiHUTOBUH, THTaHy Alokcun (E 171), makporod, Talbk,
3amiza okeup sxoBtuid (E 172), 3amiza okenp uepBonwmii (E 172), Bick kapHayOCHKHiA;

nokpumms 011 mabnemxu 750 me: cnUpT NMONiBiHUTOBUH, THTaHy Aiokcun (E 171), makporod, Talbk,
FD&C Blue No. 1 (cuniit 6muckyunii (E 133)), FD&C Yellow No. 5 (taprpasun (E 102)), Bick
KapHayOChKUH.

Jlikapcbka ¢opma. TabaeTKy MPOJIOHTOBAHOT JTii.

OcHO8HI (i3uKO-XIMIUHI 61ACMUBOCMI:

mabnemku no 375 me: TabIETKU OBAIbHOI (POPMHU 3 JBOOMYKJIOI MOBEPXHEIO, BKPHUTI ILTIBKOBOIO
000JIOHKOT0, CBITJIO-OJJAKUTHOTO KOJIBOPY 3 TpaBitoBaHHAM «375» 3 0AHOTO OOKY 1 TJIaJKi 3 1HIIIOTO
00Ky,

maoaemku no 500 me: TabneTku oBaibHOI (HOPMH 3 JIBOOIYKJIOK MOBEPXHEI0, BKPUTI IJIIBKOBOIO
000JIOHKOIO, CBITIIO-PO’KEBOTO KOJIBbOPY 3 IrpaBitoBaHHAIM «500» 3 ofHOro OOKY 1 INIajKi 3 HIIOTO
OOKYy; TOITYCKA€ThCS HASIBHICTh BKPAILICHD;

mabnemku no 750 me: TabiaeTku A0Bractoi (opMH 3 ABOOIYKJIOK MOBEPXHEI0, BKPHUTI ILTIBKOBOIO
000JIOHKOIO CBITJIO-3€JIEHOTO KOJIbOPY 3 TpaBitoBaHHIM «750» 3 ogHOTO OOKY 1 TJIajKl 3 I1HIIIOTO
O0KYy.

dapmakoTepaneBTHYHA rpyna. [Hui kapaionoriuni 3acoou. Panonasun. Kox ATX CO1E B18.

Dapmakonoziuni enacmugocmi.

Dapmarxoounamixa.

Mexanizm 0ii

Mexani3m 1ii paHOJIa3UHY 3HAYHOIO MIPOIO 3AJIHMINAETHCS HEBIAOMHM. PaHONIA3MH MOXE YMHHUTH
NesIKy aHTHAHTIHAJbHY M0 IIJISXOM TNPHUTHIYEHHS Mi3HBOTO IOTOKY 10HIB HATPilO0 y KIITUHHU
Miokapaa. lle 3HMKye BHYTPIIIHBOKJIITHMHHE HAKONHMYEHHS HATPIIO 1, BIANOBITHO, 3MEHIIYE
HQ/UTMIIOK BHYTPIIIHBOKIITUHHUX 10HIB Kajbllito. PaHonma3uH 3a paxyHOK 3HM)KEHHS Mi3HHOTO
MIOTOKY 10H1B HATP1I0 3MEHIITy€e BHYTPIIIHbOKIITHHHUN 10HHUH AricOanaHc npu imemii. Lle 3HnxeHHs
HQ/UTUILIKY BHYTPIIIHBOKIITHHHOTO KaJbLII0 CIIPUATUME PO3CIA0JIEHHIO MIOKap/a 1, TAKAUM YHHOM,
OyZe 3HWXKYBAaTHU 1acTOJIIYHE HANpPYKEHHs JIBOro MITyHOuka. KUIiHIYHI J0Ka3W TajJbMyBaHHS
Mi3HBOTO HATPIEBOTO MOTOKY PaHOJIA3UHOM MPOSBIISUIMCS 3HAYHUM CKOpodeHHsAM iHTepBainy QTc Ta



MOKpAIIEHHSM JIacCTONIYHOI penakcallii, 1o Oya0 BHUSIBJICHO MiJ Yac BiIKPUTOTO JOCHIKEHHS 3a
Y4acTIO 5 TaIi€HTIB 31 CHHAPOMOM ToaoBkeHoro iHTepBary QT (marientu 31 cuaapomom LQT3, y
akux € mytamis reHa SCNSA AKPQ). Lli edextu mpemapary He 3aiexarh BiJ 3MiHM 4aCTOTH
CEPIICBUX CKOPOYECHB, apTePIaTbHOTO TUCKY a00 BiJl PO3IIMPEHHS KPOBOHOCHUX CY/IUH.
Dapmaroounamiuna 0is

BnnuB Ha reMoiMHaMIKy

[IpoBeneHi KITiHIYHI AOCHTIHKEHHS 3aCB1TUHIIH, 110 Y XBOPHUX, SIKi 3ACTOCOBYBAJIM PAHOJIA3HMH OKPEMO
a00 B MO€HAHHI 3 IHIIUMU aHTHAHTIHAJILHUMHU JIKAPCbKUMHU 3ac00aMU, CIIOCTEPIranocs 3MEHIICHHS
CepellHbOI YacCTOTH CEpUEBUX CKOpoueHb (< 2 yaapiB/XB) Ta CEpEAHBOTO CHCTOJIYHOTO
apTepiabHOTO THUCKY (< 3 MM pT. CT.).

Edexru, mo BusBisoThed npu enekrpokapaiorpadii (EKI)

VY XBopuX, fIKI 3aCTOCOBYBaJIM paHOJa3WH, CIocTepiragocs moaoBxkeHHs iHTepBany QTc, mo
3aJIe)Kaio B JO3M Ta KOHIIEHTpaLii B Tu1a3mi KpoBi (mpubims3Ho 6 Mc npu 3actocyBansi 1000 mr 2
pasu Ha a00y), 3HIDKCHHS aMIuliTyam 3yOns T Ta, y Jeskux BuIajakax, aABorop6i 3yomi T.
BBaxaeTbcsi, 10 1€l BIUIMB paHOJda3uHy Ha xapakrepuctuku EKI € pesynpTaToMm mpurHideHHsS
IIBUJIKOTO PEKTH(IKAIHOTO KaJi€BOTO MOTOKY, IO IMOJOBXKYE IMUTYHOUYKOBUH TMOTEHINAN dii, a
TaKOXX TMPHUTHIYEHHS MI3HBOTO HATPIEBOTO IMOTOKY, IO CKOPOYYE NUTYHOUYKOBUHM MOTEHIaN Iii.
[Monmynsmiitnuii anani3 o0’ eqHaHUX JaHUX, oTpuMaHux y 1308 maiieHTiB 1 310pOBUX 1OOPOBOJIBIIIB,
nokasan cepefHe nmogorxenHs QTc mozao 6a3zoBoro piBHs Ha 2,4 mc Ha 1000 Hr/MI paHONa3uHy B
mwia3mi KpoBi. lle 3HaueHHs BIANOBIAAa€ AaHUM, OTPUMAHUM Yy MPOLECI OMOPHHUX KIIHIYHHX
JOCIIIKEHB, 3TIHO 3 sSKUMH cepeaHi 3MiHu QTCF mopiBHSHO 3 MOYaTKOBUM piBHEM (KOPEKIIis 3a
dopmynoro Dpinepivis) micas 3actocyBanHs qo3u 500 mr ta 750 Mr 2 pasu Ha q00y CKJIaaaiu
BimmoBigHo 1,9 Mc i 4,9 mc. Haxun mpsiMoi OyB BUIIMM Yy MAII€HTIB 13 KIIHIYHO 3HAYYIIHM
MOpYyIIEHHAM (QYHKIIIT MEUiHKH.

3a pesynbpraramu Benmukoro nociimkenHs (MERLIN-TIMI 36), nposenenoro 3a ygactio 6560
nanieHTiB 13 ['KC (HecrabinbHa creHokapais/iHdapkT Miokapaa 6e3 migiiomy cermenta ST), He Oyno
BUSIBJICHO BiJIMIHHOCTEH Mi’K PaHOJIA3WHOM Ta TUIAe00 MO0 PU3UKY CMEPTHOCTI 3 yCiX MPUYHH
(BiAHOCHUU PU3UK IpU 3aCTOCYBaHHI paHOJa3uHYy MOPIBHAHO 3 Iuianedo ctanoBus 0,99), pantoBoi
cepleBoi cMepTi (BIIHOCHUH PU3HK MPHU 3aCTOCYBAaHHI paHOJIA3UHY MTOPIBHSIHO 3 TUIANE00 CTAHOBHB
0,87) ab0 4acTOTH BUHMKHEHHS 3aPEECTPOBAHUX CUMIITOMATHYHKX aputMmiii (3,0 % mpotu 3,1 %).
VY nocnimxenni MERLIN-TIMI 36 y 3162 narieHTiB, siKi 3aCTOCOBYBaJIM paHOJA3UH Yy paMKax 7-
JIEHHOT0 XOJITEPIBCHKOTO CIIOCTEPEKEHHS, He 0YJI0 3a(hiKCOBAHO JKOJHUX MPOAPUTMIUHUX €(EKTIB.
V mariieHTiB, K1 OTPUMYBAJIU paHOJIa3uH, Oyia 3adikcoBaHa 3HAYYIIO MEHIIIA YaCTOTa BUHUKHEHHSI
apuTMiil NOPIBHSAHO 3 TUMH, XTO OTpUMYBaB Iu1ae6o (80 % npotu 87 %), BKIIOYaIOUHU IUTYHOUKOBY
taxikapairo > 8 yaapis (5 % mpotu 8 %).

KninigyHa eQekTHUBHICTB 1 Oe3neka

KitiHiyH1 1ocmiKeHHs TPOJIEMOHCTPYBaI €(EeKTUBHICTD 1 O€3MEKy paHOJIa3UHY MPU 3aCTOCYBaHHI
foro sik MOHOTeparii MNPy XpPOHIYHIA CTEHOKap.ii, a TAKOX IpPU 3aCTOCYBaHHI Yy pa3l OTPUMaHHS
HEJ0CTaTHHOI KJIIHIYHOI BIAMOBI/II HA TE€PAIiio IHIIUMU JIIKapChKUMHU 3aco0aMu, 110 TPU3HAUEH] TS
JKyBaHHS CTEHOKap/Iii.

[Tix gac xmovoBoro pociimkeHHss CARISA panonasuH go1aBaiy 10 Teparii aTeHOJIOIOM Yy /1031
50 mr 1 pa3 Ha 100y abo ammoaumniHoOM y 1031 5 Mr 1 pas Ha 100y, abo aunriazemom y 1031 180 mr 1
pa3 Ha 100y. 823 nauientu (23 % X1HOK) OyJIM paHIOMI30BaH1 y TPYNH, K1 OTPUMYBAJIU IPOTATOM
12 TwxHIB paHonazuH no 750 mr 2 pasu Ha 100y, mo 1000 mr 2 pasu Ha 100y abo mmiane6o.
Panonasun nokasaB e(peKTUBHICTB, IO MEPEBUINYyBaja €PEKTUBHICTh MIane0o, MO0 MOT0BKEHHS
yacy NepeHOCUMHX (I3MUHUX HABAHTaXEHb MPOTAroM 12 THXKHIB NMPH 3aCTOCYBaHHI B 000X
JOCTIKYBaHUX J103aX, 0 BUKOPUCTOBYBAJIUCS SIK JloaTkoBa Tepamnis. [Ipore He Oyi0 3adikcoBaHO
PI3HULI Y TPUBAJIOCTI NEPEHOCUMHUX (I3MUHUX HABAHTAXKEHb MIX JIBOMa JJ03yBaHHAMH (24 cekyHIu
nopiBHsHO 3 Twiane6o; p < 0,03).

[Ipn 3actocyBaHHI paHOJAa3WHY 3HAYHO 3MEHIIWIACH KUIBKICTh HamaAiB CTEHOKap.ii MpOTAroM
THDKHS Ta MOTpeda B 3aCTOCYBAaHHI HITPOTJIILEPHHY KOPOTKOT J1ii MOPIBHSAHO 3 TAKUMU NPH MPHIHOMi
mane6o. TonepaHTHICTH 10 paHONIA3WHY T Yac JIIKyBaHHA HE pO3BHHYJAch Ta He Oyio
3aikcOBaHO TIABUIICHHS 4YacTOTH HAMajiB CTEHOKAp[il MICis panTOBOrO MPHUITMHEHHS
3aCTOCYBaHHS JIIKAPCHKOTO 3aco0y. [TokpameHHs o0 TPUBAIOCTI TIEPEHOCHMHUX HAaBaHTAKEHb Y




KIHOK CTaHOBWJIO mnpuOmm3Ho 33 % BiJI NOKa3HMKA, SKUH CIIOCTEpIraBcs y YOJIOBIKIB, MpHU
3actocyBanHi n03u 1000 mr 2 pasu Ha A00y. IIpoTe i y 4OJIOBIKIB, 1 Y KIHOK CIOCTEPITaIOCh
OJTHAKOBE 3HI)KEHHS YaCTOTH HaIa/iB CTEHOKPAJIl Ta 3aCTOCYBaHHS HITPOTJIIEPUHY. 3 OISy Ha
3JICKHICTh MOOIYHUX €(EeKTIB BiJI 103M Ta HAa MOMI0OHY €(EeKTHUBHICT MPH MPU3HAUYEHHI 103 750 Mr
ta 1000 mr 2 pa3u Ha 100y, peKOMEHJ0BaHa MaKCUMaJIbHA /1032 CTaHOBUTH 750 Mr 2 pas3u Ha 100y.
[Tix wac npyroro gocnimkenus ERICA panonazun Oyio 10/1aHO 0 JIKYBaHHS aMJIOAUIIIHOM Yy 031
10 mr 1 pa3 Ha 100y (MakcUMallbHa PEKOMEH0BaHA J103a). 565 MalieHTiB Oyl paHA0Mi30BaHi y
TPYIH, sSKi 3aCTOCOBYBAJM paHOJIa3WH y modaTkoBiii m031 500 Mr 2 pa3u Ha n0o0y uu 1anedo
npotsiroM 1 TwxkHs, a motiM — y 11031 1000 mr 2 pa3u Ha 100y abo miuane6o mpoTsIrom 6 THXKHIB
JIOJIATKOBO JI0 OJTHOYACHOTO JIIKyBaHHS aMmjoauImiHoM y 031 10 mr 1 pa3 Ha 100y. Kpim Toro, 45 %
JOCIIKYBAHOI MOMYJISIIT TaKOX MpUMaNy HIiTpaTu TpuBajoi aii. [Ipu 3acTocyBaHH1 paHOJIa3UHY
OyJI0 JOCSATHYTO 3HAUYIIE 3HM)KCHHs KUIBKOCTI HaIajiB cTeHokapAii Ha TwkaeHb (p = 0,028) ta
noTpeOu B 3aCTOCYBaHHI HiTporminepuny kopotkoi Aii (p = 0,014) mopiBHIHO 3 TAKMMH MIPH PUHOMi
miane6o. SIK cepemHs KUIBKICTh HamajiB CTEHOKapAii, TaK 1 KUIbKICTh NPUAHATHX TaOJIETOK
HITPOTJIIIEPUHY 3MEHIIIIACH OPIEHTOBHO HA | OMHUIIIO B THXKJCHD.

VY nocmimxenni MARISA — ocHOBHOMY AOCHIKEHHI, MPUCBSIYEHOMY BH3HAYEHHIO ONTHMAJIBHOI
71031, — PAaHOJIa3MH 3aCTOCOBYBAJIM SIK MOHOTeparito. 191 nauieHT OyB paHI0Mi30BaHUHN Y TPYyIH, SKi
OTpUMYBalu paHonasul y 1031 500 mr 2 pa3u Ha 100y, 1000 mr 2 pazu Ha 100y, 1500 Mr 2 pa3u Ha
no0y 1 muanebo: KOKeH i3 JIKApChKUX 3acO0iB MPOTIroM | THXKHS 32 MEPEXPECHOI0 CXEMOIO.
Panonasun npojaemMocTpyBaB 3Hauyllly MepeBary MOpiBHAHO 3 MIanebo MIOA0 MOJOBXKEHHS 4acy
NepeHOCUMUX (I3MYHMX HABaHTAXKEHb, Yacy JO Hamajay CTEHOKap[ii Ta 4yacy IO IMOSBH Jenpecii
cermenTta ST Ha 1 MM IS BCIX IOCHIKYBaHUX 103; Oylo 3a(hiKCOBAHO 3aJIEKHICTh «103a—€()EeKT.
[TopiBHSIHO 31 3acTOCyBaHHSM IUIane00 30UTBIICHHS TPUBAJIOCTI (PI3WYHMX HABAaHTAXXCHb OYIIO
CTaTUCTUYHO 3HAYYIIMM Yy Pa3i 3aCTOCYBaHHS paHOJa3WHY B YCIX TPHOX J03aX 1 CTAHOBWJIO Bif 24
cexkyna npu 1031 500 mr 2 pasu Ha noOy mo 46 cexynn npu mgo3i 1500 mr 2 pasu Ha 100y,
JEMOHCTPYIOUH J10303a1eKHUN ePeKT. Y 1bOMY JOCITIIKEHHI TPUBATICTh (DI3UYHUX HABAHTAXKEHB
Oyna HaiOimpmIOK B Tpymi mnpuiiomy npo3u 1500 Mr, ogHaK NpU IBOMY CIOCTEPITaiocs
HEenporopiiiHe nocuieHHs modiunux peakiiii. Tomy go3a 1500 mr 2 pa3u Ha 100y Oyna BUKIIOYEHA
3 MOJTANIBIIOTO JOCIIiPKEHHS.

3a pe3ysbTaTaMK BEJIHKOTO JAOCIIKSHHS 3 )KOPCTKUMH KinieBuMu ToukamMu (MERLIN-TIMI 36),
npoBeieHoro 3a y4dactio 6560 narmienTiB i3 'KC (HecrabinpHa creHOKapais/iHpapKT Miokapaa 6e3
nigifomy cermenta ST), He Oyno BHUABIEHO BIIMIHHOCTEW MK paHOIAa3MHOM Ta IUianedo L1070
PU3UKY CMEPTHOCTI 3 yCIX NpPHUYUH (CIIBBIAHOLIEHHS PU3UKY NPHU 3aCTOCYBaHHI paHOJIA3UHY JI0
PHU3UKY IPU 3aCTOCYBaHHI Iutanedo craHoBuio 0,99), panToBoi cMepTi y 3B’S3KY 31 CEpLEBUMHU
3aXBOPIOBAHHAMH (CHIBBIJIHOIIEHHS PU3MKY IPHU 3aCTOCYBAaHHI PpaHOJA3MHY [0 pPHU3UKY IpHU
3acTocyBaHHI mane6o craHoBuio 0,87) abo 4aCTOTH BUHMKHEHHS apUTMil, CAMIITOMM SIKUX OYyJIH
3agpokymenToBadi (3,0 % nportu 3,1 %) npu gomaBaHHI 0 CTaHIAPTHOI MEIMKAMEHTO3HOI Tepartii
(Bimrouaroun 6era-0610KaTopH, OJIOKATOPH KAJIBLIEBUX KaHANIB, HITPATH, AaHTHATPEraHTH, JIIKapChKi
3aco0M AJis 3HWKEHHs piBHSA JiniAiB Ta iHrioitopu AIID). [TpubOan3HO y MOJOBUHM MAI[l€HTIB Y
nochimkenHi MERLIN-TIMI 36 Oyna creHokapaiss B aHamHe3i. Pe3ynbraTtu MOKa3yroTh, IO
TPUBANICTh NEPEHOCUMHX (PI3MYHMX HAaBaHTaKeHb 30UIbIIMIIACH HAa 31 CeKyHAY Y Malli€HTIB, SKI
3aCTOCOBYBAIM PAHONIA3MH, IMOPIBHSHO 3 MAali€HTaMH, ski oTpuMyBanu miane6o (p =0,002).
CieTyicbKHI ONUTYBAJTBHUK JIJIsI XBOPUX HA CTEHOKAP/Ii0 MOKA3aB 3HAYYIUI BIUTUB PaHOJA3UHY Ha
JesIKi mapaMeTpH, BKIFOYalOYH yacToTy HamadiB creHokapaii (p < 0,001), mopiBHsHO 3 mianeo.

Y KOHTpOJIBbOBaHI KJIIHIYHI JOCIII)KEHHS OyJla BKJIIOUEHA JIMILIE HEBEJIMKA TpyIia Malll€HTIB, SIKI HE
HaJIeXkKaTh JI0 €BPONEOIAHOT pach, TOMY BUCHOBKH LIOJ0 €(EKTUBHOCTI Ta OE3MEKH 3aCTOCYBAaHHS
JIKapChKOTO 3aco0y JUIs 11i€1 IPyMH Mali€HTIB HE MOXYTh OYTH 3pO0JIEHI.

VY ¢asi 3 nmoaBiitHOTO CIMoro mianedo-KoHTpoJiboBaHoTo KiiHiuHOTOo nociimkenns (RIVER-PCI),
OpIEHTOBAHOT'O Ha JOCATHEHHS KIHIEBUX TOUOK, 3a ydacTio 2604 maiieHTiB BikoM > 18 pokiB, sKi
MaJd B aHaMHE31 XPOHIYHY CTEHOKAap[il0 Ta HEMOBHY PEBACKYJSPU3ALIIO MICIS Yepe3LIKipHOTO
kopoHaproro BrpydanHsa (UKB), no3a Oyma migsumena g0 1000 mr 2 pasu Ha 100y. Y nepBUHHIN
CKJIaJIOBI KIHIIEBOI TOYKHM (4ac 10 MEpLIMX O3HAK peBacKyJspu3alii mij BIUIMBOM imiemii 4u
rocmiTanizariii, o MoB’si3aHa 3 1IIeMI€l0, SKa He CYPOBOKYBAJIACh PEBACKYIISIpU3aIli€l0) HEe OyII0
BUSIBJICHO CTAaTHMCTUYHO 3HAYYIIOI Pi3HUII MIXK TIpyIolo, ska mpuiiMana paHonasuH (26,2 %), ta



rpymnoro, ska npuiiMana rianedo (28,3 %), cmiBBimHomeHHs pusuky 0,95, 95 % JII 0,82-1,10,
p =0,48. Pusuk neragpHOCTI 3 YCiX NPUYUH, CMEPTI 4Yepe3 CepleBO-CYyIAWHHI 3aXBOPIOBAHHS,
BUHUKHEHHS TSDKKHX HeOakaHux cepreBo-cyaunaux siBui] (MACE), rocmitamizaiii 3 NpuyuHA
CEpIIEBOI HEJOCTATHOCTI OyB CXOXXHM Yy BCIX Tpylax; OJHAK TsDKKI HeOa)kaHI CepleBO-CYIUHHI
SBHIA YACTIIIE CIIOCTEPIralucsl y MAI€HTIB BIKOM > 75 poOKiB, SKi OTpUMYBaJIH paHOIA3HH,
MOPIBHSHO 3 narienTamu rpymnu miane6o (17,0 % npotu 11,3 % BianosinHo). Takoxk crocrepirainocs
3Ha4YHEe 30UIBIICHHSI CMEPTHOCTI 3 YCiX MPUYMH y NaIi€HTIB BikoM > 75 pokiB (9,2 % npotu 5,1 %, p
=0,074).

Dapmaxokinemuxa.

[Ticas mepopanbHOrO 3aCTOCYBAaHHS paHOJIa3uHy MakcuMaiibHa KoHLeHTpalisl (Cmax) paHOJIa3UHY B
ma3Mi KpoBi 3a3BUYail croctepiraerhest yepe3 2—6 roauH. Ilpu 3actocyBanHi 2 pa3u Ha 100y
PIBHOBa)XHMI CTaH 3a3BHYall 1OCATAETHCSA IPOTAToM 3 1ib.

BcMokTyBaHHSA

Cepennst abcosrroTHA O10JIOCTYIHICTh PAHOJA3MHY ITICIIS MMEPOPATLHOTO 3aCTOCYBAHHS TaOJIETOK 3
HEraifHUM BUBUIbHEHHSIM CTaHOBUTH 35—50 % 3 BUCOKHMM CTYyIEHEM 1HUBIyaTbHOI BapiaTHBHOCTI.
Jlist paHOIa3MHY MOCUITIOETHCA 3aJIeKHO Bix 103u. [Ipu nmigsumenHi g03u 3 500 mr 1o 1000 mr 2 pazu
Ha 00y crmocrepiraeTscsi 2,5—3-pa3oBe MiABUINEHHS IUIONI MMiJ (apMaKOKIHETUYHOI KPHUBOIO
«konmeHTtparis-dac» (AUC) y piBHOBakHOMY cTaHi. Y (apMakOKiHETHYHOMY TOCII/DKEHHI 3a
YYacTIO 370POBHX JIOOPOBOJIBIIIB PIBHOBaXHA KOHICHTpaAIlisi Cmax CTaHOBHJIA B CEPEIHBOMY
npubau3ao 1770 (SD 1040) ur/mi, y piHoBakHoMy ctadi AUCo-12 ctaHoBmIa B cepenabomy 13700
(SD 8290) ur x roa/mu micist 3aCTOCYBaHHS Jlikapchbkoro 3aco0y mo 500 mr 2 pasu Ha a00y.
BoxuBaHH# 11 He BIUIMBa€ Ha MIBUIKICTh T TOBHOTY BCMOKTYBAaHHS paHOJA3UHY.

Posnonin

[Tpubnuzno 62 % paHONa3uHy 3B’SI3YEThCS 3 MPOTETHAMHU IJIa3MHU KPOBIi, MEpeBakHO 3 anbda-1
KHCJIMM TITIKOMIPOTETHOM 1 ci1abo — 3 anpOyminom. CepenHiii 06’ €M po3noiry B piBHOBaXHOMY CTaH1
(Vss) ctanoBuTh nprbau3ao 180 1.

Busenenns

Panona3un BUBOAUTHCS TOJOBHUM YHHOM METa0OIIYHUM HUIsIXoM. Mentne 5 % 1031 BUIUISIEThCSA 31
Cedero 1 KaJIoM y He3MiHeHOMY BHUTJIsII. [lics mepopansHOro 3acTocyBaHHS O HOPa30Bo1 1o3u 500
MI' Mi4€HOro pajioakTuBHUM ByrieneMm [*C] paHonasuHy y 370poBuUX I00poBONBLIB 73 %
PaioaKTHBHOCTI BU3HAYAETHCA B cedi Ta 25 % — y xami. KiipeHnc panonasuny 3aineXuTh BiJl J03H i
3HIDKYEThCSA NP 11 migBuIieHHi. [lepio HanmiBBUBEIEHHS CTAHOBUTH MPUOIU3HO 2—3 TOAMHH MiCIs
BHYTPILIHBOBEHHOT'O BBEACHHS. TepMiHalIbHUI MeEpioj HAMIBBUBEJIEHHS Yy PIBHOBa)XXHOMY CTaHi
MICJI MEePOPaTBbHOTO 3aCTOCYBAaHHS PaHOIAa3MHY CTAHOBUTH NMPUOJIU3HO 7 TOJUH Yepe3 OOMEXKEeHY
HIBUJIKICTH abcopOIIii.

biorpancdopmartis

Panona3ux 3a3Hae mBHUIKOI Ta MaciITabHOI MeTaboumi3alii. ¥ MOJI0JUX 3J0POBUX JOPOCIHUX MICIsS
OJIHOPA30BOrO TepopanbHoro 3actocysanns 500 wmr [Y*C]-panonasunmy npubausno 13 %
Pasi0aKTUBHOCTI BUSIBISETHCS Y IJIa3M1 KPOBI.

Benuka kinbkicTh MeTab0iTiB Oyi1a BUSIBIIEHA Y TJ1a3Mi KpOBi 1o 1uHM (47 MeTabouiTiB), cedi (> 100
MeTabomiTiB) Ta Kaii (25 meraboniTiB). byno BuzHaueHo 14 ocHOBHMX MeTa0OMIYHUX IUISAXIB, CEPENl
skux O-IeMeTHTIOBaHHs Ta N-JealKilyBaHHs € HalBaxIUBImUMH. JIOCTiKEHHS, MPOBeaeHi in
VItro 3 BUKOpPUCTAHHSIM MIKPOCOM JIFOJICHKOT MEYiHKH, 3aCBIAYMIIH, [0 paHOJIA3UH METa0O0I3y€eThCs
rosioBHUM uynHOM CYP3A4, a takoxx CYP2D6. IIpu 3acrocyBanni 500 Mr paHonasuHy 2 pa3u Ha
100y y mrozelt 3 HepocTaTHROK akTHBHICTIO CYP2D6 (moBinbHI MeTabomizatopu) nokasank AUC
MIePEBUIIYE AHATIOTIYHHH Y JTI0Ael 3 HopManbHO akTHBHICTIO CYP2D6 (mBHIKi MeTabomi3aTopH)
Ha 62 %. Bignosigna pizauns juist no3u 1000 mr 2 pa3u Ha 100y cranosmia 25 %.

Ocobausi epynu nayienmis

Brue pisHUX (akTopiB Ha (apMaKOKIHETHKY paHOJIa3MHY OyJI0 OLIHEHO B MOMYJSALIAHOMY
(hapMaKOKIHETHYHOMY JOCTI/DKeHHI 3a ydacTio 928 maiieHTiB 31 CTEHOKApHAi€l0 Ta 3I0POBHX
JTOOPOBOJIBIIIB.



Bmus crati
Crarh HE Ma€ HISIKOTO KJIIHIYHOTO BIUTMBY Ha (hapMaKOKIHETUYHI TapaMeTpH.
[NarieHTH JITHBROTO BIKY
Bik He Mae HISIKOTO KJIIHIYHOTO BILTUBY Ha (hapMaKOKIHETHYHI TapaMeTPH, OJTHAK Y XBOPUX JIITHHOTO
BiIKY MOXJIUBE TIOCHJICHHS JIi1 paHOJa3UHY Yepe3 BIKOBE 3HMKEHHS (PYHKIIIi HUPOK.
Maca Tina
B oci6 3 macoro Tina 40 Kr BIIMB paHoia3uHy npubimn3Ho B 1,4 pasa OuIbIIuii, HIX Yy 0ci0 3 Macoro
tina 70 kr.
3acriiiHa cepuesa HegpocratHicTh (3CH)
3CH xnaciB NYHA M-IV npusBoauTh A0 MiABUIIEHHS KOHIICHTpAIlil paHOJA3UHY B IIJIa3Mi KpOBI
npubimsHo B 1,3 pasa.
HupkoBa He/loCTaTHICTD
[IpoBeneni nocniakeHHs BIUTMBY (PYHKIIIT HUPOK Ha (hapMaKOKIHETHKY paHOJA3uHY 3aCBIIYMIIHN, L0
Yy XBOPUX 3 JIETKOIO, IOMIPHOIO 200 TSKKOI0 HUPKOBOIO HeocTaTHicTio mokazHuk AUC paHonasuny
OyB y cepenaboMy B 1,7—2 pa3u BUIIMM, HIX B 0Ci0 3 HOpMaTbHOIO (QYHKITIEIO HUPOK. Takox Oyia
3adikcoBaHa 3HAYHA IHAWBiAyanbHa BapiatuBHICTH BenuunmHM AUC y nmociimkyBaHux oci® 3
HUpPKOBOIO HemocTatHicTIo. AUC MeTa0omiTiB MiJBUINYETHCS NPH 3HIKEHHI (DYHKII HUPOK.
[Tokasuuk AUC oaHoro 3 ¢apMakojOri4yHO aKTHBHUX MeETaOOoJITIB paHOJa3uHy y MAI[EHTIB 3
TSHKKOIO HUPKOBOKO HEJIOCTATHICTIO OYB MIIBUIICHHHA Y 5 pas3iB.
[lin uac momynsuidHOrO (PapMaKOKIHETUYHOTO aHanlizy Oylio BHSBICHO IOCUJICHHS BILTUBY
paHonasuHy B 1,2 pa3za y XBOpUX 3 MOMIPHOI HHPKOBOI HEAOCTATHICTIO (KJIIPEHC KPEaTHHIHY
40 m/xB). Y mrofelt 3 TSHKKOI HUPKOBOIO HEOCTAaTHICTIO (KiipeHe kpeaTtuHiny 10-30 mi/xB) O6ymno
BUSIBJICHO MOCUJICHHS BIUTUBY paHoja3uny B 1,3—1,8 pasa.
Brnus gianizy Ha papMaKkOKIHETUKY PaHOIa3UHY HE OLlIHIOBABCS.
[ledyiHKOBa HEJIOCTATHICTh
dapMakOKIHETUKY paHOJa3WHy OYJIO OI[iHEHO y MAIli€HTIB 3 TEYiHKOBOIO HEIOCTATHICTIO Bij
JIETKOTO JI0 CEPeIHBOrO CTYMEHs TSDKKOCTI. JlaHi MIOA0 3aCTOCYBaHHS paHOJA3HMHY MAIlieHTaM 3
TSHKKOIO MTEYIHKOBOIO HEJIOCTATHICTIO BIICYTHI. Y MAIIEHTIB 3 MEYiHKOBOIO HEJJOCTATHICTIO JIETKOTO
crynens TskkocTi BenmumHa AUC paHonasMHy HE 3MIHIOBalach, a y MAIliEHTIB 3 TEYiHKOBOIO
HEJOCTaTHICTIO CepeaHbOro cTymeHs TshxkocTi BennurnHa AUC minBuiyBanacs B 1,8 pa3a. YV takux
XBOpHX Oyno Ou1bIn BupaskeHe 30ibieHHs intepBary QT.

iTH
dapMaKkOKIHETUYHI TapaMeTpy paHOIa3uHy y JiTel (< 18 pokiB) HE BUBYAJIKCS.
Jlokniniuni 0ami 3 6e3neku
[To61uH1 peakirii Ha 3aCTOCYBaHHSI paHOJIA3UHY, 1110 HE CIIOCTEPIraIuch y KITHIYHUX JTOCTIKEHHSIX,
ajie BUSIBISUIMCH y TBApUH y BUTIISAII i1, TOAIOHOI 10 KJIIHIYHOTO BILTUBY: CYIOMH Ta 301IbIICHHS
CMEPTHOCTI y IIypiB 1 co0aK Mpu KOHIIEHTpAIlli paHOJA3UHY Yy TIa3Mi KpOBi, MPUOIU3HO B 3 pasu
BHUII[I}, HIXK 3alIPOIIOHOBaHA MaKCUMajbHa KJIiHIYHA /103a.
JlocipkeHHsT XpOHIYHOT TOKCUYHOCT] Y IIypiB MOKa3ajlu B3a€MO3B’A30K JIIKYBaHHS 31 3MIHAMHU Y
HQ/IHUPKOBUX 3ajl03aX MpU EKCHO3MIIi, 10 HE3HAYHO TIEPEeBHILYE AaHAJOTIUHUN IMOKa3HUK Yy
KJIIHIYHUX nanieHTiB. Llei epexT nos’s3anuii 3 miIBUIIEHHSAM KOHIIEHTpAIlil X0JIECTEPUHY B ITUIa3Mi
KpOBi. AHAJIOTIYHUX 3MiH Y JIFOJUHH HE BUSBJICHO. Y JIIOJUHU He 3a(hiKCOBAHO KOAHOI'O BIUIMBY Ha
aJpEHOKOPTUKAIIbHY BICh.
VY JOBroCTpPOKOBHMX JOCIIJDKEHHSX KaHIIEPOTEHHOCTI MpHU 033X paHojazuHy 10 50 Mr/kr/no0y
(150 mr/m%/n06y) y mumiei Ta 150 mr/kr/mo6y (900 mr/m2/mnoby) y ImypiB He crocTepirazocs
KOJHOTO 3HAUYYyLIOrO IiJIBUIIEHHS YacTOTH BUHUKHEHHS NyXJUH Oyab-skoro tumy. Lli no3um
cranoByaTh 0,1 Ta 0,8 BiAMOBIAHO BiJ MAaKCHMaJIbHOI PEKOMEHIOBAHOI 03U ISl JIFOJWHH, IO
JIOpiBHIOE 2 T Ha MI/M?, i € MAKCUMAbHO IIEPEHOCUMUMM JI03aMH JIJISl X BUIIB.
VY camiliB 1 caMOK IIypiB TepopaJbHE BBEIACHHS paHOJA3WHY, IO CHPUYHHSIIO TIBUIIECHHS
nokasHrka AUC BianosiaHo y 3,6 a6o B 6,6 pa3a MOpPiBHAHO 3 OUIKYBAaHUM Y JIIOJIEH, HE BILTUBAJIO
Ha GePTUITBHICTb.
HocnipkeHHs: eMOpioeTOTOKCUYHOCTI MPOBOAWIM Ha Iypax i kpossx. [Ipu AUC panonasuny B
1a3Mi KpoBl1 CaMKH, OJIIOHOMY /10 OYIKYBAaHUX PIBHIB y JIIOJUHH, KOJHOTO BITMBY Ha MOTOMCTBO
y KpoutiB He Bia3Hauasocs. Y mypiB rpu piBHi AUC y caMku, 110 y 2 pa3u IEpeBUIIyBaB OUiKyBaHUH




piBeHb y JTIOIMHH, HE Oyi10 3a(piKCOBAHO KOJHUX HACIIIKIB JIJI1 TOTOMCTBA, i€ KOJIHM €KCTIO3HIIIS Y
caMKH y 7,5 pa3a nmepeBuIlyBasia MOKa3HUKH, OTPUMaHI1 y JTIOJIEH, CIIOCTEePITaocs 3MEHIIICHHST MacH
wiona Ta ociabneHHs mpouecy ocudikauii. Komu excnosumis y roayroumx camok B 1,3 pasa
MepeBUIIlyBaa OUYIKyBAaHWW PIBEHb Yy JIIOJAEH, MOCTHATAJIILHOI CMEPTHOCTI MOTOMCTBa He OyIio
3aikcoBaHO, TOAI K MPH 3-pa30BOMY MEPEBUIICHHI €KCITO3UIIiT Oyi0 3adiKCOBAaHO MOCTHATAIBHY
CMEPTHICTh 1 OJIHOYACHO OYJIO JIOBEJCHO MOTPAIUISIHHS PaHOJIA3MHY B MOJIOKO ImypiB. JKomHHX
NOOIYHUX peakiiii y HOBOHAPOJKEHOTO IOTOMCTBA INYpiB HE CHOCTEpIragocs NpU PIBHAX
€KCITO3MIIi1, TOIIOHUX JI0 TAKUX Y JIFOJICH.

KuiniuHi XapakTepucTuKkm.
Iloka3zannus.
JlikyBaHHs cTaOUIBHOT CTEHOKAP/Ii.

Ilpomunoka3zanns.

— TimepuyTnuBiCTh 0 MiF0Y0i peYOBHHHM a00 10 OYyIb-SIKOI JOMOMIXHOI pEUOBHHHU JIIKAPCHKOTO
3aco0y.

— HupkoBa HeocTaTHICTh TSDKKOTO CTyIeHs (KiIipeHe kpeaTuHiny < 30 MIl/XB).

— IleuiHKOBa HEOCTATHICTH CEPEIHHOTO 00 TAKKOTO CTYIICHS.

— OpHowacHe 3actocyBaHHS TOTYXHHX iHTiOITOpiB CYP3A4 (manpukianm, iTpakoHason,
KETOKOHA30JI, BOPHMKOHA30JI, IIOCaKOHa30j, iHrioitopu BlJI-mporeasu, KiIapuTpoMiruH,
TeTITPOMIIUH, HEDA30/I0H).

— OpHOYacHEe 3aCTOCYBaHHS aHTHAPUTMIYHHX 3ac00iB Kiiacy la (Hampukia, XiHiquH) abo Kiacy
I (mampuknan, noderuiia, coTanoi), KpiM aMioIapoHy.

B3aecmooia 3 inwumu nikapcoKumu 3acodamu ma iHuii 6UOU 63acMO0ill.

Bnaue inwux nikapcokux 3aco6is Ha panonasuH

Iari6iropu CYP3A4 Ta P-gp

Panonasun € cyocrparom muroxpomy CYP3A4. Iuri6itopu CYP3A4 niaBUIYIOTh KOHIIEHTPAIIIIO
paHoNa3WHy B IUTa3Mi KpOBi. 3 MiJBHINEHHSIM HOro KOHIIGHTpamii B IUTa3Mi KpOBI MOXe
MTOCHJTIOBATHUCA TIPOSIB TOTEHIIHHUX MOOIYHUX peaKIliif, 110 3aJieXaTh BiJl 03U (HANpUKIIad, Hya0Ta,
3anamopodeHHst). [1iq yac nikyBaHHSI paHOJIa3MHOM OJJHOYACHE 3aCTOCYBAaHHS KETOKOHA30J1y B 7031
200 mr 2 pasu Ha n00y miasuirye AUC panonasuny B 3-3,9 pasza. OpHouacHe 3acTOCYBaHHS
paHonazuHy Ta nOTYyXHHX 1HTi0iTopiB CYP3A4 (iTpakoHa30i, KETOKOHa30J, BOPUKOHA301,
nocakoHas3oj, iHriobiropu BLUI-mporeasu, KIapuUTpOMILMH, TENITPOMIIUH, He(pa30I0H)
nporunokasane (auB. po3ain «lIporunokaszanss»). Takox noryxHum iHrioitopom CYP3A4 e
rpeindpyToBuii Cik.

HunTtiazem (180-360 mr 1 pa3 Ha 100y), momipauii iHTi6iTop CYP3A4, MigBuIIye 3a1€KHO BT 1031
cepe/iHi PIBHOBA)XKHI KOHIIEHTpawlii paHonasuny B 1,5-2,4 paza. J[is naijieHTiB, siKi 3aCTOCOBYIOTb
mwitiazeM Ta 1H nowmipHi iHriditopy CYP3A4 (manpukinaza, epuTpoMILUH, (DIFOKOHA30M),
PEKOMEH TY€ThCs peTebHUI Ta 06epeskHui miabip J03u Jikapchkoro 3acoby Panosun®. Moxmuso,
Oy/e HeoOXiTHO 3HIDKEHHS JI03M JiKapchKoro 3acoby Pamosun® (muB. posmimu «OcoGamBOCTi
3acTocyBaHH» Ta «Crocid 3aCTOCYBaHHS Ta JJO3W»).

Panonasun € cyOctparom P-gp. Iuribitopu P-gp (Hanmpukiaa, HLHMKIOCHOPHH, Bepanamii)
MiBHUILYIOTh PIBEHb paHOJA3uHY B IUa3Mi Kposi. Bepamamin (120 mr 3 pas3u Ha 100y) nigBHILye
PIBHOBa)XHY KOHIIEHTPALIl}0 paHOJA3MHY B IJIa3Mi KpoBi B 2,2 pa3a. J{1s XBOpHX, SIKi 3aCTOCOBYIOTh
inriGitopu P-gp, peKOMEHIyeThcsl peTelbHEe TUTPYBAHHS N03H JKAapchKoro 3acoby Pamosuu®.
MosxnuBo, Oyae HEoOX1HO 3HM)KEHHS J03M JKapchkoro 3acoly (auB. po3nainu «OcobnmuBoCTi
3acTocyBaHH» Ta «Crocid 3aCTOCYBaHHS Ta JJO3M»).

Iagykropu CYP3A4

Pucdamninmn (600 mr 1 pa3z Ha 100y) 3HMKY€E 3HAUEHHS PIBHOBKHUX KOHIIEHTpALd paHOIa3uHY
npu6mm3HO 10 95 %. He ciix po3mounHATH 3acTOCYBAaHHS JiKapchkoro 3acoby Parosmn® minx gac
3actocyBaHHa iHAyKTOpiB CYP3A4 (manpuknan, pudammiuuH, ¢eHiToiH, ¢enobdbapoOitan,
kapOamaserniH, 3Bipo0iit) (1uB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHS).




Iari6iropu CYP2D6

Panonasun yactkoBo Mertabomizyerbesi CYP2D6, Tomy iHTIOITOpH 11HOTO (DEPMEHTY MOXKYTh
MiBUIYBATH KOHIEHTPALil0 paHOJa3uHy B Mia3Mi KpoBi. Iloryxnuit iuriditop CYP2D6
napokceTuH B 7031 20 mMr 1 pa3 Ha m100y MiABUIY€E cepeaHi piBHOBAXKHI MOKA3HUKK KOHIICHTpAITii
paHONa3MHY B IUIa3Mi KPOBi B cepeiHboMY B 1,2 pasa (mpu 3actocyBanHi paHonazuny mo 1000 mr 2
pasu Ha 100y). Kopekis 1031 He noTpioHa. [1pu 1031 panonazuny 500 mr 2 pa3u Ha 100y 0JJHOYACHE
3aCTOCYBaHHS MOTYXHOTO iHTribiTopa CYP2D6 Moxe mpusBecTu 10 miaBuieHHs nokasauka AUC
paHoiazuny npuoau3Ho Ha 62 %.

Bnaue panonasuny na inwi aikapcoki 3acoou

Panonasun € iHri6iTopoM P-gp, sIKkuii Ma€ MOTYKHICTh il BiJl CEPEIHBOTO 10 BUCOKOTO CTYIICHS, Ta
€ cnabkum inridiropom CYP3A4, ToMy MoXe MiJBHILYBaTH KOHLEHTpaIito cyOctpatiB P-gp um
CYP3A4 y mma3mi kpoBi. Moke TakoX 30LIbITyBaTHCS PO3IMOALUT JIIKAPCHKUX 3aco0iB, IO
TpaHCHOPTYIOThCs P-gp.

[Ipun nmpu3HadeHHi JiKapchbKoro 3acody PaHo3uH~ Moxke OyTm moTpiOHAa KOpEKIlisl 03U JEAKHUX,
ocobimBo 3anexxHux cyocrpariB CYP3A4 (mampukian, cCHMBAcTaTHHY, JIOBACTaTHHY), a TaKOX
cyocrpatiB CYP3A4 3 By3bKUM TEpaNeBTUYHUM J1ama30HOM (HANPHUKIAJ, IUKIOCTIOPUHY,
TaKpOJTIMyCy, CHPOIIIMYCY, €BEpOIIMYCY), OCKiILKH JTiKapchKHii 3aci6 Pano3un® Mosxe migsuiyBaTn
KOHIIEHTPALlI}0 BKA3aHUX JIIKAPCHKHUX 3aCO0IB Y MJIa3Mi KPOBI.

HasBHi nani cBigyare, mo paHonasuH € cnabkum inriditopom CYP2D6. 3acTocyBaHHS paHOJIa3UHY
o 750 mr 2 pa3u Ha 100y MiABHUINYE KOHIIEHTPAIIII0 METOMPOJIONY B Mia3Mi Kposi B 1,8 pasa, Tomy
IpH 1X OJIHOYACHOMY 3aCTOCYBaHHI MOKE MOCHITFOBATUCS il METOIPOJIONTy abo iHIMX CcyOCcTpariB
CYP2D6 (nanpukinaj, npornadeHony Ta ¢uiekaiHiay, MEHIIIOK MipOIO 1€ CTOCYETHCS TPUIIUKIIYHUX
AQHTUJICTIPECAHTIB Ta HEHPOJICNTHKIB), BHACIIIOK YOTO MOXKE OYTH MOTPiOHUM 3HW>KEHHS 03U LUX
npenaparis.

[Totenmian mono npurHivenns CYP2B6 ue omintoBaBcs. [1ix gac 3acTocyBaHHS JTIKapChKOTO 3aC00y
Panosur® onHouacHo 3i cyOcrpatamm CYP2B6  (mampuknmazm, GympomioH, edasipeHi,
ukIodocdamisy) peKOMEHIYETHCS TOTPUMYBATHCS] 00CPEKHOCTI.

Jluroxcun

€ maHi po MiABHUIEHHS KOHIIEHTpALii JUTOKCHHY B IJIa3Mi KpoBi y cepenHbomy B 1,5 pasza mpu
OJTHOYACHOMY 3aCTOCYBaHHI 3 paHOJa3MHOM, TOMY HEOOXIJHO IMPOBEAECHHS MOHITOPUHIY DPIBHS
JUTOKCHHY Ha OYaTKy Ta IIPM 3aBepIIeHH] 3aCTOCYBaHHs JIiKapchKoro 3aco0y Panosun®.
CumBacTaTuH

MeTtaboni3M Ta KJIIpeHC CMMBAcTaTHHY 3HauHOIO Miporo 3anexarh Bif CYP3A4. 3acrocyBaHHs
panonasuny mo 1000 mr 2 pasu Ha 00y MiJBHUINYE KOHILIEHTPALIIO B IJIa3Mi KPOBI JAKTOHY
CHMBAaCTaTHHY Ta CHMBAaCTaTHHOBOi KHCJIOTH TpHONM3HO y 2 pasu. Takoxk y paMmkax
MOCTMapKETUHIOBOTO HATJIsAy MOBIIOMISUIOCS PO BUIAAKK PabAOMIONI3y y MAaLI€HTIB, SKi
NpuiiMay paHONA3KH i cuMBacTaTHH. sl MALlicHTIB, AKi MPUIMAIOTH JTiKapchbkuii 3aci6 Pano3un®
y Oyab-Kiil 1031, 1032 CUMBAacTaTHHY HE IOBUHHA nepeBuiyBaTi 20 Mr Ha J100y.

ATopBacTaTuH

[Tpuitom panonasuny no 1000 mr 2 pasu Ha 00y migBuinye Cmax 1 AUC aTopBacTaTuHy, SIKUi
npuiiMaioTh B 1031 80 Mr 1 pa3 Ha no0y, B 1,4 i B 1,3 pasza BimnoBimHO i 3MiHIOE Cmax 1 AUC
MeTaboIiTiB aTopBacTaTHHY MEHII Hixk Ha 35%. IIpu mpuiiomi mikapcekoro 3aco6y Panosun® Moske
OyTH TOTpIOHO OOMEXKEHHsS 103U aTOpPBAaCTaTHUHY 1 MPOBEACHHS HAaJEKHOIO KIIIHIYHOTO
CIIOCTEPEIKEHHS.

[Ipn mpuifomi Jikapcekoro 3aco0y PaHo3uH™ Moxe OyTu moTpiOHO OOMEXEHHS JO3M IHLIMX
CTaTHHIB, 110 MeTabomi3yroThcst CYP3A4 (;ioBacTaTHH).

Taxponimyc, HUKIOCHOPUH, CUPOJIIMYC, EBEPOIIMYC

3acTocyBaHHS paHOJIA3MHY TMAallieHTaM, fKi oTpuMyBaiu Takpoiimyc (cyoctpar CYP3A4),
MPU3BOAMUIIO IO MiJBUIIEHHS KOHLIEHTpalli OCTaHHHOTO B IJIa3Mi KpoOBl. Y pa3l ImpHU3HAuYEHHS
nikapcbkoro 3acoby Panosun® mamieHTam, fKi  OTPUMYIOTH TaKpoOImiMyc, PeKOMEHIYEThCS
KOHTPOJIIOBATH KOHIIEHTPAI[1}0 TAKPOIIMYCY B IJIa3Mi KpPOBI Ta B pa3i HEOOX1THOCTI KOPUTYBATH JA03Y
TakponiMycy. Takuif KOHTPOJb TAaKOXK PEKOMEHJOBAHHM IpH 3aCTOCYBaHHI IHIIMX CyOCTparTiB
CYP3A4 3 By3bKUM TEpaneBTUYHUM Jlala30oHOM (HANpuUKIaJd, IUKIOCIOPUH, CHPOIIMYC,
€BEPOTIMYC).

®

®




JlikapchKi 3ac00M, SKi TPAaHCIOPTYIOThCS TPAHCIIOPTYBAILHUKOM OpraHiuHuX kaTioHiB-2 (OCT2)
[Tpu 3acrocyBanHi panHosnasuny B 1031 500 mr 1 1000 mr 2 pa3u Ha A00y maIrieHTaM i3 MyKpPOBUM
niaberom Il Tumy KOHIIEHTpaIis 0JHOYACHO 3acTocoBaHoro Merdopminy (1000 mr 2 pa3u Ha 100y)
y 1uia3Mi KpoBi mijgBuimyBajiacst BiamoBimHo B 1,4 1 B 1,8 pa3a. Konmenrpamii iHmmx OCT2
cyOcCTpariB, BKIIOYAIOUYH MIHI0JI0M 1 BAPEHIKIIIH, MOKYTh OYTH 3MiHEHI B OJJHAKOBIN Mipi.

[cHye TeopeTHYHMII pU3WK, IO TpPHU OJHOYACHOMY JIIKYBaHHI PAHONA3MHOM Ta IHIIMMH
npernaparami, 110 MOoJI0BXKYIOTh iHTepBan QTC, Moke BUHUKHYTH (hapMakOAMHAMIYHA B3a€MOJIis Ta
MiABUIMUTHCS MOXIIMBHA PU3MK IITYHOYKOBHX apuTMid. Hampukman, 10 Takux mpemnaparis
HaJeKaTh JEsSIKlI aHTHricTaMiHHI 3acobu (TepdeHamuH, acreMi3oi, Mi30JacTHH), JCsKi
AHTHAPUTMIYHI 3aco0m (30KpeMa XIiHIWH, JW30IMipaMil, TNpoKaiHaMil), EpPUTPOMIIUH Ta
TPULMKJIIYHI aHTUACTIPECAHTH (HAPUKIA/, IMIPaMiH, JOKCEMiH, aMITPUITUIIIH).

Ocobnueocmi 3acmocyeanns.

Cnig Oyt oOepeXHMM MpHU MPHU3HAYEHHI a00 MIIBUINEHHI 03U PAaHONA3WHY XBOPHM, Y SIKUX

MO>KJIMBE TIOCHJICHHS HOT0 JIii, TPU TaKUX CTaHaXx:

— oxHoyacHe 3actocyBanHs iHTi0iTopiB CYP3A4 momipHOi cunu il (1uB. po3ainu «B3aemois 3
IHIIIMMU JIKapCHKUMH 3ac00aMU Ta IHII BUAM B3aeMO/Iii» Ta «Croci0 3acTOCYBaHHS Ta J03U»);

— OJHOYacHE 3acTocyBaHHs iHTiOITOpiB P-gp (auB. po3ninu «B3aeMomis 3 1HIIUMHU JTIKAPCHKUMU
3aco0aMu Ta iHII BUIKM B3aeMOii» Ta «Crocib 3aCTOCYBaHHS Ta IO3H»);

— TEYiHKOBa HEJOCTATHICTh JIETKOTO CTYIEHS TSHKKOCTI (IUB. po3ainu «DPapMaKkoKiHETHKa» Ta
«Crnoci0 3acToCcyBaHHS Ta I03U»);

—  HHPKOBA HEJOCTATHICTH JIETKOTO a00 CEpeIHBOr0 CTYIEHS THKKOCTI (KiIipeHe kpeatuHiny 30—
80 mur/xB) (muB. po3ninn «PapmakokiHeTrkay, «Crocid 3acrocyBaHHs Ta go3m» Ta «I1ob6iuHi
peakiii»);

—  MAIi€HTH JITHHOTO BIKY (IUB. po3aim «PapmakokiHeTHKay, «CIociO 3aCTOCYBaHHS Ta O3
ta «[To0ivHiI peakiiy);

— TMali€HTH 3 HU3bKOIO Macoro Tina (< 60 kr) (auB. po3aimu «PapmakokiHeTuka», «Crocid
3aCTOCYBaHHs Ta 103u» Ta «[100iuHi peakiii);

— 3CH cepennboro abo Tskkoro crymeHs Tsokkocti (kaacu NYHA IM-1V) (auB. posminu
«DapmakokineTrka» Ta «Croci0 3acTOCyBaHHS Ta I03U»).

VY XBopuX, fKI MaloTh KiJbKa 3a3Ha4eHUX BHUIIE (DaKTOpPIB, MOXKHA OUYIKYBAaTH J10JJATKOBOTO

nocwieHHs nii. MoxiuBe BHUHUKHEHHS TOOIYHUX peakiii, mo 3aiexarb Big go3u. [lpum

3aCTOCYBaHHI PaHOJA3UHY Y XBOPUX 3 MO€JAHAHHAM KUIbKOX 3a3Hau€HUX BHILE (PAKTOPIB MOBUHEH

MIPOBOAUTHUCA YacTUW MOHITOPHHI MOOIYHMX peakiliif, a 3a HEOOXITHOCTI J03Y paHOJIa3UHY CI1iJ

3HU3UTHU a00 MPUITMHUTH JIIKYBaHHS.

Pusuk mocuieHHs (apMakosoriyHoi [ii paHOJa3uHY, 110 MPU3BOAUTH A0 30UIBLICHHS YacTOTH

NOoOIYHUX peakliil y 3a3HAYeHUX BUILE TIpymnax, MIJBUIIYETHCS Yy XBOPUX 3 HEJOCTaTHHOIO

aktuBHIcTIO CYP2D6 (xBOpi 31 CIOBUIbHEHUM METa00113MOM) MOPIBHSAHO 3 XBOPUMH 3 MTOTYKHOIO

aktuBHIcTIO CYP2D6 (XxBOpi 3 NMpUCKOpEHUM MeTa0o0i3MOoM) (AuB. po3aul «DapMaKOKIHETHKAY).

BuiesasnaueHi 3acTepexeHHs] po3poOJieHl 3 ypaxyBaHHSIM MOKJIMBOTO PHU3UKY JUISl XBOPUX 31

cnioBilbHEHUM MeTabonizMoM CYP2D6 Ta MaioTh BpaxoByBaTHCS Yy BHUIAJKY, KOJU CTaTryc

Metabonizmy CYP2D6 neBimomuii. [lng xBopux 3 mpuckopeHuMm Metadonizmom CYP2D6 Taki

3aCTepe)XEHHS MAlOTh MEHIIE 3HAauyeHHS. XBOPHUM, Ui SKMX BU3HAUYEHUM (HANpUKIaA, HUIIXOM

TeHOTUITYBaHHs) a00 BiIOMHM 1HTeHCHBHUI cTtaTyc Mertabonizmy CYP2D6, nikapchkuii 3acid

Pano3un® 3acTOCOBYBAaTH 3 OOEPEXKHICTIO y pasi HAsABHOCTI y mallicHTa KOMOiHAIii KilTbKoxX

3a3Ha4YEHUX BUILE (PAKTOPIB PUBHKY.

Honowxenns inTepBany QT

brnoxyBanus Ikr 1 mogosxenHs iHtepBaty QTc 3amexarb Bin 103M paHosazuny. [lomynsuidHuit

aHani3 00’ €qHAHMX NaHUX, OTPUMAHUX IIiJl Yac JOCIHIHKEHHs 332 y4acTIO MAIli€HTIB Ta 3I0POBUX

0OPOBOJIBIIIB, TOKAa3aB, L0 3aJIEKHICTh OA0BXKEHHS iHTepBaily QTc BiJ KOHIIEHTpallii JIIKapChKOTrO
3aco0y B mia3Mi KpoBi Moxke Oyt owiHeHO sk 2,4 mMc Ha 1000 Hr/mi, 1m0 OpuUOIU3HO TOPIBHIOE

MIJBUIIEHHIO B1J1 2 MC JI0 7 MC Ui Alana30Hy MOKa3HUKIB KOHIIEHTpAIlll paHOJa31HY B IJIa3Mi KpOBI

IpU Ipu3HaveHHi oro B 71031 Bix 500 mr 1o 1000 mr 2 pa3u Ha 100y. Tomy Tpeba OyTu 06epexHUM




IIPU JIIKYBaHHI XBOPHUX 13 CHHIPOMOM BPOJIKEHOTO MoAoBkeHHs iHTepBasty QT B aHamHesi abo 3i
CHaJKOBUM TOAOBXKEHHsIM iHTepBasry QT B poaMHHOMY aHamMHe31 YW 3 BIJOMHUM HaOyTHUM
noJoBkeHHsAM iHTepBaiy QT, a Takok XBOpPHX, SKi OTPUMYIOTH JIIKYBaHHs IperapaTramu, IO
BIUIMBAIOTh Ha TpuBamicTh iHTepBany QTc (mmB. po3min «B3aeMopiss 3 IHIIUMU JIIKAPCHKUMH
3aco0amu Ta 1HII BUAM B3aEMOJIII»).

Bzaemoris 3 gikapcbKUMU 3aco0aMu

OpnnovacHe 3acrocyBaHHs 3 iHIykTOpamu CYP3A4 mMoxxe mpu3BeCTH 10 3HMKEHHS €()eKTUBHOCTI
nikapcekoro 3aco0y. Jlikapcekuii 3aci6 Panosmn® He ciin 3acTocoByBaTH malli€eHTaM, SKi
OTPUMYIOTH JIiKyBaHHA iHAyKTOopamu akTuBHOCTI CYP3A4 (manmpukiazn, pudamminuH, QeHiToiH,
(dhenobapOiTan, kapbamasemniH, 3Bipo0iii) (1uB. po3aut «B3zaeMois 3 IHIIUMHU JTIKAPCHKUMH 3aC00aMu
Ta 1HIII BUJIA B3a€EMOJII»).

HupkoBa He/tocTaTHICTh

@DyHKIIiS HUPOK 3HIKYETHCS 3 BIKOM, TOMY Ba)XKJIMBO IPOBOJUTH PETYISIPHY MEPeBipKY (yHKIIii
HUPOK TIiJI Yac JIKYBaHHS paHOIa3HMHOM (IuB. po3nimm «DapmakokineTrkay, «l[IpoTumnokazanusy,
«Crioci0 3acTocyBaHHs Ta 103u» Ta «[1001uHI peakirii»).

A3zobapBHuk E102 (Tabserka mo 750 Mr): mikapcbKuii 3acid MicTUThH a300apBHUK TapTpa3uH E 102,
KU MOKE BHUKJIMKATH aJIepriuHi peaxiiii.

Hartpiii

Leit mikapcbkwmii 3acid MicTuTh MeHIIe 1 MMoub Hatpito (23 Mr) Ha TabJaeTKy MPOJOHTOBaHOI Aii,
TOOTO NMPAKTHYHO BIILHUH BiJl HATPIIO.

3acmocysanns y nepiod eacimuocmi abo 200y8anHs 2pyooro.

BariTtHicTh

Jlani mpo 3acTocyBaHHS paHOJa3WHYy BariTHUM oOMexeHi. JlocmiIKeHHs Ha TBapUHAX BUSBUIU
eMOpIOTOKCHYHICTE (UB. po3ai «JokiHIYHI AaHi 3 Oe3nekny). [IoTCHIIMHMIA PU3HK IS JIFOJMHH
HeBijoMuid. Jlikapcekuit 3aci0 Pano3un® He cin 3aCTOCOBYBATH MiJl Yac BAriTHOCTI, 32 BUHATKOM
KpaifHbO1 HEOOX1THOCTI.

[lepion rogyBaHHs TPYJUTIO

HeBimomMo, 4  MNpPOHHWKAE  paHONA3WH y  TPyAHE  MOJOKO  JifojauHHA.  HasBHI
(hapMaKoIMHAMIYHI/TOKCUKOJIOTIYHI JaHi JOCIIHKeHb Ha IIypax CBiAYaTh MpPO Te, IO paHOJa3uH
BUJUIAETHCS Y TPYIAHE MOJIOKO (IeTanbHime auB. po3ain «/lokminivyni nani 3 6e3nexkn»). He moxna
BUKIIIOUATH PU3UK Ui AUTHUHU, sIKA 3HAXOAUTHCSA HAa TPYJHOMY BUTOJOBYBaHHI. Jlikapchkuii 3acid
Pano3ua® He CITijl 33CTOCOBYBATH XKIiHKAM Y HEPioJl TOYBaHHS TPYJUIIO.

DepTUIbLHICTD

JlociipkeHHsT Ha TBapuWHAX HE BUSBWIM HISKOTO IIKIJJMBOTO BIUIMBY JIIKAPCHKOIO 3aco0y Ha
(bepTunbHICTh (IUB. po3ain «/lokimiHiuHI AaH1 3 Oe3nekn»). Brums paHonasuny Ha GepTUIIBHICTD Y
JIIOMHHA HEB1JIOMHIA.

30amuicms énaueamu Ha WEUOKICMb peakyii npu KepyeawHi asmMoOmpaHcnopmom abo iHUUMU
Mexarnizmamu.

JlochipkeHHsT BIUIMBY paHOJIa3MHY Ha 3JaTHICTb KepyBaTH aBTOTPAHCIOPTOM YHM IHIIUMHU
MeXaHi3MaMHU He MPOBOJWIUCS. PaHOIa3MH MOXKE CIPUYMHATH 3al1laMOPOYEHHS, PO3MHTICTh 30pY,
JBOTHHSI B OYaX, CIUTYTaHICTh CBIJOMOCTI, MOPYIIEHHS] KOOPAWHALII Ta TaltoluHAaIll (IUB. PO3JLI
«IToOiyHi peakuii»), 1110 MO>Ke HETaTMBHO BIUIMHYTH Ha 3JaTHICTh KEPYBAaTH aBTOTPAHCIIOPTOM Ta
IHIIMMH MEXaHI3MaMHu.

Cnoci6 3acmocysanns ma 0o3u.

Jlopoci

PexomenoBana mouaTkoBa /103a JIKapchKoro 3aco0y Pano3un" craHoBuTh 375 Mr 2 pas3u Ha 100Yy.
Yepes 2—4 TkHI 1032 32 HEOOX1AHOCTI MOke OyTH 301bIieHa 10 S00 Mr 2 pas3u Ha 100y, 3a1eKHO
B1JI peaxiiii maiieHTa J0IaTKOBO MiBUIIEHA 10 PeKOMEHI0BaHOI MaKCUMaTbHOT 1031 750 Mr 2 pa3u
Ha 100y (nuB. po3ain «PapMaKkoTUHAMIKAY).

SIK110 Yy XBOPOTO CIIOCTEPIratoThCsl MOOIYHI SBUIIA, CIPUYMHEH] 3aCTOCYBAHHSM JIIKapChKOTO 3aC00y

(HampUKIa, 3alaMOPOYEHHS, Hy[O0Ta, ONIOBAHHS), TO 1032 JKapchkoro 3aco0y Pamosuu® Moie

®



OyTu 3HIKeHa 10 500 Mr abo 375 mr 2 pa3u Ha 100y. JIiKyBaHHS NPUIHUHSAIOTH, SIKIIO MOOIYHI peakiii
HE TPOXOAATH MiCIs 3HUKEHHSI TO3U.

Opnnovacue nikyBaHHs iHri0iTopamMu CYP3A4 Tta inribitopamu P-gp

PerenbHmii mialip A03W PEKOMEHIYETHCS TMAaIliEHTaM, SKi OTPUMYIOTH JIIKyBaHHS TOMIpHUMU
iaridiTopamu CYP3A4 (manpuknan, nqunriazem, GIrOKOHA30I1, epUTPOMILIMH) a0o iHribiTopamu  P-
gp (HampukiIaa, Bepamamii, IHUKJIOCIOpHH) (AuB. po3aiau «B3aemomis 3 1HIIMMH JIKQpCHKUMU
3aco0aMu Ta iHII BUIH B3aeMOJiN» Ta «OCOOIMBOCTI 3aCTOCYBaHHSIY).

OpnnouacHe 3acTtocyBaHHsA 3 NOTyxHUMH iHTIOITOpamu CYP3A4 mporunokazane (IuMB. PO3aiIA
«[Iporunokazanns» Ta «B3aeMois 3 IHIIMMU JIIKapCHKUMHU 3acO0aMHU Ta 1HII BUAW B3a€EMOJIII»).
HupkoBa He/loOCTaTHICTD

XBOPHUM 3 HUPKOBOKO HEJOCTATHICTIO JIETKOTO Ta CEPEIHBOTO CTYIEeHS (KIIPEHC KPEaTHHIHY 30—
80 M1/XB) peKOMEHAYyeThCA OOepeXHuM miadip 103U (auB. posnimum  «DapMaKoKiHETHKaY,
«OcobauBocTi 3acTocyants» Ta «[1o6iuni peakmii»). Jlikapckuii 3aci6 Panosun® nporunokasanuit
Mali€HTaM 13 TSHKKOK HUPKOBOIO HEJIOCTATHICTIO (KJIIPEHC KPEaTHUHIHY < 30 mi1/xB) (UB.
po3ninn «PapmakokineTHka» Ta «[IpoTunokasaHus»).

[leyiHKOBa HEJIOCTATHICTh

XBOpUM Ha MEYiHKOBY HEJOCTATHICTh JIETKOTO CTYHEHS TSKKOCTI PEKOMEHIIYEThCSI PETEIbHUN Ta
obepexxHuit migdip no3u (auB. posnain «DapmakokiHeTHka» Ta «OcoOIMBOCTI 3aCTOCYBAHHS).
Jlikapcekuii  3aci6 Pamosun® npoTumokasaHuii Tami€eHTaM i3 TIE4iHKOBOIO HEIOCTATHICTIO
CepeHBOTO Ta TSHKKOTO cTymeHs (quB. po3ainu «DapmakokineTuka» Ta «[IpoTunokazanus»).
[lamieHTH JITHHOTO BIKY

[Tinbip m03u UIA TAIIEHTIB JITHBOTO BIKY CJiJA MPOBOAUTH 3 OOEPEXKHICTIO (AMB. PO3MALT
«Oco0IMBOCTI 3aCTOCYBaHHS»). Y JIITHROMY Billi Jisl paHOJIA3WHY MOKE MMOCHIIUTHCS Yepe3 MOKITHBE
BiKOBE 3HMXKEHHSI (YHKIIT HUPOK (IUB. po3ain «DapMaKOKiHETHKA»). Y XBOPHUX IITHBOTO BIiKY
3a(hikcoBaHa IMiBUIIEHA YAaCTOTa BUHUKHEHHS MOOIYHMX peakiiit (auB. po3ain «[loOiuni peakmii»).
Husbka maca Tina

YacToTa BAHUKHEHHSI TOOIYHUX PEaKIIiil MiBUINEHA Y MAII€HTIB 13 HU3bKOI0 Macoro Tina (< 60 kr).
[TinGip mo3u IS TALIEHTIB 13 HU3bKOKO MACOI0 TiJIa MAa€ MPOBOJAMTHCS 3 O0OEPEIKHICTIO (IUB. PO3ALIH
«DapmakokiHeTnkay, «Oco0arBOCTI 3acTocyBaHHs» Ta «[10014HI peakiii).

3acriiina cepiieBa HeocTaTHICTD (3CH)

[TinOip m031 MOBUHEH MPOBOAMUTHUCS 3 00epexHicTIO Mt XBopuX i3 3CH cepeqHporo abo TSHKKOTO
cryneis (xmacu NYHA III-IV) (auB. po3ginu «®apmakokiHetuka» Ta «OcoOIMBOCTI
3aCTOCYBaHHSI).

Croci0 3acToCyBaHHS

Jlikapchkuii 3aci0 Pano3un®, tabnerku MPOJIOHTOBAHOI 111, CJT1/1 KOBTATH IIIJTMMH, HE TIOJIPIOHIOI0YH,
HE TaMaro4u Ta He Po3KOBYIOUH. JIlikapchKHii 3aci0 MOXKHA MPUKHMATH HE3aJIeKHO BiJl BXKUBAHHS TXKI.

Himu.

besneka Ta eeKTUBHICTh paHOJIA3UHY Y AITE€H BIKOM 110 18 pOKiB HE BUBYAIHUCS.

Ilepeoo3ysanns.

[Ipy BUBYEHHI MEPEHOCHMMOCTI MIJBUILEHHS O3 MIpenapaTy, L0 3aCTOCOBYEThCS MEPOPATBHO
XBOPHUM Ha CTEHOKAap[il0, YacToTa BHHHUKHEHHS 3allaMOPOYEHHS, HYAOTH Ta OJOBaHHS
30iIblIyBanacd 3aJ€KHO B J03M. Y  JOCHDKEHHAX BIUIMBY IE€PEJO3YBaHHS IpHU
BHYTPILIHBOBEHHOMY BBEIECHHI Yy 3/I0pOBUX JOOpOBOJIBLIB, KpIM LHUX NOOIYHUX peakiii,
BiMIYaIMCs JUIUIONIS, 3arajJbMOBaHICTh Ta HEMPUTOMHICTB. Y pa3i Mepeo3yBaHHs 3a Mali€eHTOM
CITIiJT TIPOBOJIUTH PETENIbHE CIOCTEPEKECHHS; PEKOMEHIYEThCS CHMIITOMAaTHYHA Ta MiATPUMYKOYa
tepanis. OCKiAbKU MpUOIKU3HO 62 % paHOIa3UHY 3B’ SI3y€ThCS 3 MPOTETHAMU IJ1a3MH KpPOBIi, TIOBHE
BHBEICHHS B ITPOIIECI TeMO/Iiani3y MaJIOWMOBIpHE.

[IpoTsiroM MOCTMApKETUHIOBOI'O HArfsAy MOBIIOMISUIOCS NP0 HaBMHCHE Iepeao3yBaHHS
paHOJIa3WHOM, KM 3aCTOCOBYBAJIM OKpeMO a00 B KOMOIHAIl 3 IHIITUMHU MpenapaTamu, 110 Majo
JeTaJbHUNA HACIIIOK.

Ho6iuni peakuii.



[ToGiuHi peakuii y maimieHTIB, fKi 3aCTOCOBYIOTh paHOJa3MH, 3a3BUYall XapaKTePU3yIOThCS JIETKHM
a0o cepelHIM CTYIMEHEM BHUPaXCHOCTI Ta YacTO PO3BHBAIOTHCS MPOTSATOM IEPIIUX JBOX THKHIB
nikyBaHHs. J{aHi npo no6iuHi peakiii Oya0 OTpEMaHO B paMKax KIIHIYHUX Jociimkens dasu I, no
akux Oyno 3amydeHo 1030 marieHTIB i3 XpOHIYHOIO CTEHOKAPII€I0, sSKi OTPUMYBAIU TEparmito
PaHOJIa3MHOM.

Hwxkue nHaBeaeHo moOiYHI peakinii, MOB’s3aHI 31 3aCTOCYBaHHSAM IIpernapary, 3a CHCTEMaMH
OpraHi3My, KJlacaMH OpTaHiB Ta aOCOIIOTHOIO YacTOTOI0. YacTOTy BHU3HAYAIM TAaKUM YHMHOM: JIy>KE
gacto (> 1/10), wacto (> 1/100 no < 1/10), mewacto (> 1/1000 mo < 1/100), piako (= 1/10000 no
< 1/1000), nysxe pinko (< 1/10000), yacroTa HeBimoma (He MOXKe OyTH BU3HAUCHA HA OCHOBI HASIBHUX
JAHUX ).

3 00Ky 0OMiHY PEUOBHH Ta XapUyBaHHs

HeuacTo: aHopekcisi, 3HWKEHHS alleTUTYy, JIeTiapaTaris.

Pinko: rimoHaTpieMis.

3 OOKy MCUXIKU

Hewacro: TpuBora, 6€3COHHS, CIUTYTaHICTh CB1JIOMOCTI, TaTIOIMHAIL].

Pinko: ne3opienTartis.

3 OOKy HEPBOBOI CUCTEMU

Yacro: 3anaMOopoUYeHHS, TOJIOBHUH OLJb.

HedacTo: 3arambMOBaHICTh, HENPUTOMHICTB, TiMeCTe3is, COHJIMBICTh, TPEMOp, MOCTypalbHE
3araMoOpOYEHHs, apecTesis.

Pinxo: amHe3is, MTOMYTHIHHS CBiIOMOCTI, BTpaTa CBiIOMOCTI, TOPYIICHHS KOOPIWHAIII{, TOPYIICHHS
X0JIH, TTAPOCMisl.

YacroTra HEBiIOMa: MiOKJIOHISL.

3 OOKy OprasiB 30py

Hewacto: po3MuTicTh 30py, 30pOB1 pO3J1aJIy, JUILIOITISL.

3 OOKy OprasiB CIlyXy Ta piBHOBaru

Heuacro: 3amamopoyeHHs, IyM y Byxax.

Pinko: 3HMKEHHS CITyXYy.

3 60Ky CYIMHHOI CUCTEMH

Heuacro: npurivBy, apTepiajibHa TimoTeH315.

Pinko: moxoioMiHHS KIHIIIBOK, OPTOCTAaTHYHA TITOTCH3IS.

3 OOKy nuXalbHOI CUCTEMU

Heuacro: 3aqumika, kameiab, HOCOBI KpOBOTEYI (€MITAKCHUC).

Pinko: BIIUYTTS CTUCKaHHS y TOPJI.

3 60Ky TpaBHOI CUCTEMU

Yacro: 3anop, OI10BaHHSA, HYJO0TA.

Heuwacro: abnominanbHuit 6151b, CyXIiCTh Y POTI, TUCHENCIS, METEOPU3M, IUTYHKOBUHN AUCKOM(DOPT.
Pinko: maHKpeaTuT, epo3UBHUM TyOJIeHIT, OpaJibHA TiNecTe3is.

3 60Ky HIKIPY Ta TIAMIKIPHO-)KUPOBOI KIITKOBUHU

Heuacro: cBepOix, rinepriapos.

Pinko: aHrioHaOpsiK, ajnepriuHuil AepMaTHT, KPOIUB’ SIHKA, XOJIOIHUHN MIT, BUCUIIAHHS.

3 00Ky ONOPHO-PYXOBOTO anapary Ta CHoJyYHOI TKAaHUHH

Heuwacro: 0111b y KiHIIIBKax, M 30B1 ClIa3MH, HAOpsSIK Cyriao0iB, M’s130Ba CJIA0KICTb.

3 OOKY HUPOK Ta CEYOBUBIJIHUX NUISIXIB

Heuwacro: nu3ypis, rematypisi, XpomMarypis.

Pinko: rocTpa HUpPKOBa HEJJOCTATHICTh, 3aTPUMKA CEYi.

3 OOKy penpoAyKTUBHOI CUCTEMH Ta MOJIOYHHUX 345103

Pinko: epextunpHa TUCHYHKITIS.

CucreMHI IOPYIIEHHS Ta PEaKIli VY MICTI BBEAECHHS

Yacro: acTeHis.

Heuwacro: BTOMITIOBaHICTh, IEpU(EPUUIHI HAOPSIKH.

JlaHi I01aTKOBUX JIOCHI/KCHb




HedacTo: minBuieHui piBeHb KpeaTHHIHY B KpOBi, MiJBUINEHHHA pPIBEHb CEYOBHHU Y KpOBI,
MOJOBXKEHHS KOpUTroBaHOTO iHTepBany QT, miaBUIEHHS KUTBKOCTI TPOMOOIHMTIB 200 JICHKOIUTIB,
3MEHIIIEHHS MacH Tija.

Pinxo: miaBumieHHs piBHSA (PEPMEHTIB MICUIHKHU.

[Ipodine mMoGiyHUX peakuid y IUIOMY CXOXHK 3 mpodijgeM, OTPUMAaHUM IijJ 4Yac JOCIHIIKEHHS
MERLIN-TIMI 36. V npoMy AOBrOCTPOKOBOMY MAOCIHIKEHHI TOBIAOMIISIIOCS TaKOX IO
BUHUKHEHHS TOCTPO1 HUPKOBOT HEJIOCTATHOCTI 3 4aCTOTOIO MeHIle 1 % y mari€eHTiB, ki OTpUMyBalIn
maane6o 1 panonasud. OIiHIOBaHHS, MPOBEACHI MO0 MAIIEHTIB, SKI MOXXYTh OYTH BIIHECEHI 0
IpyNy  TMiABUIICHOTO PHU3MKY BHHHMKHEHHS TMOOIYHMX peakuid mnpu Tepamii iHIIMMH
AQHTUAHTIHATPHUMHU JIIKAPCBKUMHU 3aco0aMu, HaINpPUKIAJ TAaIli€eHTIB 13 J11a0eToM, CepIeBOIO
HepocratHicTio I ta II k7aciB abo OOCTPYKTMBHUMH 3aXBOPIOBAHHSAMH JMXAIbHUX IUIAXIB,
MIITBEPWIM, IO III CTaHW HE OYyJaM TOB’SA3aHi 13 KJIIHIYHO 3HAYMMHUM IIABUIICHHSM YacTOTH
BUHUKHCHHS IMOOIYHUX PEAKITiH.

[linBuIIEHHs] YacTOTM BHUHHMKHEHHS IIOOIYHMX pEeaKIlii CIOCTepirajoch Yy TAII€HTIB, SKi
3actocoByBaiM paHoiasuH mija yac gocuimkeHds RIVER-PCI (auB. po3nin «®@apmakoguHamikay).
[lix 4yac pOTO MOCHTIDKCHHS TALIEHTH 3 HEMOBHOI PEBACKYJISIPU3AIIEI0 TICISA YePe3MIKIPHOTO
KOpOHAapHOro BTpydaHHs oTpuMmyBaimu g0 1000 mr panonmasuHy 2 pa3u Ha 100y 4M IU1anedo
npotsaroM 70-tu TxkHIB. [lin 9ac 1bOro MOCHIIKEHHS YacTillle MOBILAOMIISIOCH MPO 3acCTiHY
CepIleBy HEJOCTaTHICTh y TPYIIi, IO 3aCTOCOBYBaa panonasuH (2,2 % nopisasaHO 3 1,0 % y rpymi
maneoo).

Takox TpaH3UTOPHI IMIEMIYHI aTaKy TPAIUBUTUCS YacTillle y MaIi€eHTiB, sSKi 3actocoByBaimu 1000 mr
paHonaszuHy 2 pa3u Ha 100y, MOPIBHSHO 3 MalieHTaMmH, ki 3actocoByBanu Iuianebo (1,0 %
nopiBHsHO 3 0,2 % BIANOBIAHO), OJHAK YaCTOTAa BMHUKHEHHS 1HCYJIBTY HE BIIPI3HAIACH Y IHX
tepaneBTuuHuX rpyn (1,7 % y rpymi 3acTOCOBYBaHHSI paHOJIa3uHY, MOpiBHSAHO 3 1,5 % y rpymi
mianeoo).

JIiTHIH BiK, HUPKOBA HEJOCTAaTHICTh Ta HU3bKa Maca Tija

V minomy, moOivHI peakiii BAHUKAJIHM YacTille y Mali€HTiB JITHHOTO BiKY Ta MAIi€EHTIB 3 HUPKOBOIO
HEJIOCTATHICTIO, OJJHAK THITW SIBUII Y UX MIArpynax OyJau CXOKUMH 3 TUMH, IO CIIOCTEPIraiucs B
3arajipHiil Tpymi mamieHTiB. Y TAali€HTIB JITHHOTO BiKYy (= 75 pOKiB) MOPIBHSHO 3 MOJIOJIINMHU
XBOpUMH (< 75 pOKiB) MpHU 3aCTOCYBAaHHI paHONa3uHYy (MIanedo-CKOpUroBaHa 4acTOTa) YacTile
3ycTpivaiucs Taki mooiuHi peaxiii, sik 3amop (8 % 15 %), nynora (6 % i3 %), aprepiaibHa rinoTeHs3ist
(5% i1 %) i6moBanus (4 % i 1 %).

YV XBOpHX 3 HUPKOBOIO HEJIOCTATHICTIO JIETKOTO 200 OMIPHOTO CTyIeHs (KIipeHC KpeaTuHiny > 30—
80 MJ1/XB) MOPIBHSHO 3 XBOPUMH 3 HOPMAITLHOIO (DYHKIII€I0 HUPOK (KiipeHc KpeatnHiHy > 80 Mir/xB)
3 ypaxyBaHHSM IJ1a1[e00-CKOPUTOBAHOT YaCTOTH MPH 3aCTOCYBaHHI Mpenapary 4acTillle BUHUKAIN
3amop (8 % 14 %), 3amamopouenus (7 % 1 5 %) ta wynora (4 % 12 %).

3a3BryYail THM Ta YacTOTa MOOIYHUX PeakKiliid, [0 CIIOCTEPIraInucsa Y XBOPUX 3 HU3bKOIO MAaCOI0 Tisa
(<60 xr), Oyyi cX0Ki 3 MOAIOHUMH PEAKIisIMA y XBOPHUX 3 OLIBIII BUCOKOIO Macoro Tia (> 60 Kr),
OJIHAK Y XBOPHUX 3 HU3BKOIO MAcCOI0 TiNa Miane00-CKOpUroBaHa yacToTa Oyja BHUIIOK JJIS TaKUX
pO3MOBCIOKEHNX sBHI, K HynoTa (14 % ta 2 %), OmoBanus (6 % Ta 1 %) Ta apTepiaiibHa
rinmotensis (4 % Ta 2 %).

JlaGopaTopHi NOKa3HUKH

VY 310poBUX JOOPOBOJIBIIIB Ta Y XBOPHUX, K1 3aCTOCOBYBAJIM PaHOJIa3MH, 0yJ10 3a)iKCOBAHO HE3HAUHE
000pOTHE Mi/IBUIIIEHHS PiBHS KPeaTHHIHY CHPOBATKHU KPOBI, 1[0 HE Ma€ KITIHIYHOI 3HAYYIIOCTI. 3 UM
sBUILEM He Oyna MOoB’A3aHa HUPKOBA HENOCTATHICTh. JlOCHIKEHHS (YHKIIT HUPOK Yy 3J0POBHUX
JOOpPOBOJIBIIB TOKA3al0 3HIKEHHS KIIPEHCY KpeaTHHIHY MNpH BiJCYTHOCTI 3MiH IIBUAKOCTI
KJIyOOuKOBOi (ibTpalii, 10 MOrOPKYETHCS 3 TaJbMYBaHHSM HHPKOBOI KaHAJIBLIEBOI CEKperil
KpEaTHHIHY.

[ToBiAOMJIEHHS PO MiJI03PIOBaH1 NOOIYHI peakiii

[ToBinomieHHs Mpo MOOIYHI peakLii Mmicis peecTpalii JiKapchbKOro 3aco0y Mae BaXKJIMBE 3HAUECHHS.
Ile nae 3Mory MpOBOAMTH MOHITOPUHI CHIBBIJHOLIEHHS KOPUCTH/PU3MK MPH 3aCTOCYBaHHI 1IOTO
JiKapchbKoro 3acody. MenuuHuM Ta (apMalleBTUYHUM IpaliBHUKAaM, a TaKOX MHalieHTaMm abo ix
3aKOHHUM NPEJCTaBHUKAM CJIiJ] MOBIIOMIISITH ITPO YC1 BUIIAIKH IM1I03PIOBAaHUX MOOIYHUX peakiliil Ta




BIJICYTHOCTI €(eKTHBHOCTI JIIKAPCHKOTO 3ac00y uepe3 aBTOMATH30BaHy 1H(QOpMALiHy CUCTEMY 3
bapmakonarsay 3a mocunanasam: https://aisf.dec.gov.ua.

Tepmin npuoamuocmi. 2 poxu.

YmoBHu 30epirannsi. He nmorpeOye criemiaibHIX YMOB 30€piraHHs.
30epiraT y HEAOCTYITHOMY ISl AITE€H MicCIii.

Ynaxkoska. 1o 10 Tabnetok y 6mictepi, mo 6 6IicTepiB y madiii.
Kareropis Binmycky. 3a peuenrom.
Bupoonuk. AT «Papmak».

Micue3HaxoakeHHsI BHPOOHUKA Ta ajpeca Micls NPOBaJKeHHs HOro AislJIbHOCTI.
VYkpaina, 04080, m. Kuis, Bys. Kupuniceka, 74.

Jara ocrannboro neperasay. 01.05.2026



