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Peecrpaniiine noceiqueHHs

No yﬁ/m y76 jor /OF

IHCTPYKIIS
AJIA MEAUYHOI'0 3AaCTOCYBAHHA JliKapCbKOFO 33006)’

TIBCOBO (TIBSOVO)

Cknao:

Oitoui pewogunu: iBOCUICHIO (ivosidenib)!;

1 TabeTKa, BKPHTA IUTIBKOBOKO 0BOJIOHKOFO, MicTUTE 250 Mr iBockeHIOY;

OONOMIJNCHI pEHOBUHU:

iHTparpaHyJIApHi: TimpoMeno3y (TiApOKCHIIPONiIMETHI-IENION031) alleTaTy CyKIHMHaT, kiac M
(HPMCAS-M)!, meramon" 2, nemonosa mixpokpucramiuna PH-103, matpifo xpockapmenosa,
naypuncysdaT HaTpio, KPEMHIO JIOKCH KOOI nHuit 6e3B0O/IHMM, MArHilO CTeapar;
eKcTparpaHyJIspHi: Hemono3a Mikpoxpucraniysa PH-103, Hatpifo Kpockapmenosa, KpeMHIIO
JIOKCHT KOJIOLIHUIM G€3BOAHMIA, MarHito cTeapar;

ITiBKOBa 060JIOHKa: Boma oumineHa’, Opadry® II Blue 33K105003: HPMC 2910/rimpomernosa
(E 464), tatany mioxcun (E 171), nakrosw MoHoripar, tpuanetun (E 1518), FD&C Blue
#2/iugurokapminy amoMinienit nak (E 132).

1 Jlitoua peuoBMHA iBOCHMEHI6 Ta rinmpomenosu (TiAPOKCHIPOIIIMETHI-LENONO3H) aUETaTy CYKUMHAT, kiac M
(HPMCAS-M) BuCyLIeH! DO3MWICHHAM y komnosuuii 1:1 mwis OTpMMaHHA TBEPAOJMCIEPCHOTO HPOMIKHOTO

NpORYKTYy iBOCHAEHiGy. MeTaHON BHUKOPHCTOBYETBCA B SIKOCTI PO3YMHHMKA B  IPOLEC BUpOOIEHHs
TBEPIONHUCIEPCHOTO MPOMDKHOTO MPOIYKTY. 2 BUaNA€ThCs B MpOLECi BAPOOHULTBA.

Jlikapcbka gopma. TabaeTku, BKPUTI IUTIBKOBOXO 000IOHKOIO.
Ocnoeni Qizuxo-ximiuni eracmugocmi: GIAKATHOTO KOJIBOPY, OBAIBHOT GOpMH TabIETKH, BKPHUTI
IIBKOBOIO 000JIOHKOIO, 3 TUCHEHHAM «IVO» Ha oxsoMy Goui Ta «250» — Ha iHIIOMY.

DapMaKoTepaneBTHIHA TPyNa. AHTHHEOIIACTHYHI 3ac00H; iHIII aHTUHEOMIACTHYHI 3aCO0H.
Kom ATX LO1X X62.

DapmakonozZiyHi enacmueocmi.

Dapmaxoounamika.

Mexanism mil. IBocuzeni6 € iHri6itropom MyTaHTHOrO (GEpMEHTY i30MHTpPaTAEriApPOreHasu-1
(IDH-1). MyranTsit IDH-1 nepetsopioe anbda-kerornyrapar (a-KG) y 2-rigpokcuriyrapar (2-
HG), sixuit 610Ky€e KITHHHY JudepeHiialiio i CIprsie OHKOTeHe3Y SK Y FeMaToNOTiYHuX, TaK i B
HEreMaToJIOTTYHUX 3JIOAKiCHMX MyXauHax. Mexauism mii iBocuaeHiOy, OokpimM Horo 3maTHOCTI
sHKyBaTH piBens 2-HG i BinHOBMOBaTH KIITHHHY AUdeEpeHIialilo, TOBHICTIO HE BUBUCHUIT 3a
Pi3HUMU [TOKa3aHHAMH.

dapmakouuamiugi edexktd. Y mamieHTiB i3 TeMaTONOTIYHEMH 3JIOSKICHEME IyXJIHHaMH Ta
XOJIAHTIOKapIMHOMOIO 3 MyToBaHoio IDH-1 3acTocyBanHsa 6araropa3oBoro pexumMy I03yBaHHA
iBocueniby 500 Mr Ha m06y 3HM3WIO KoHueHTtpaumito 2-HG y mmasmi kposi 0 piBHIB,
HAGNMIKEHMX [0 THX, IO CIOCTEPIralucs y 340poBUX oci6. Y KiCTKOBOMY MO3Ky IAIli€HTIB i3
reMaToJOriYHMMH  3MOSKICHUMH MNyXJIMHaMH Ta B Oioncil OyXAMHM TAlli€eHTiB i3
XOJIAHT10KapIMHOMOIO cepenHe 3HIKeHHs [% xoedimienra papiamii (% KB)] xonuenTpauii 2-
HG crasomio 93,1 % (11,1 %) 1 82,2 % (32,4 %) BinmoBigHo.




3a maHAME aHaNi3y 173 mamieHTiB 3 roctpuM Mienoinaum neiikoszom (I'MJD), ski oTpumyBany
500 mr iBocueHi6y oauH pa3 Ha 100y, IPH BUKOPHCTAHHI MOJIENi KOHIEHTpaNii iBOCHAeHIOy—
QTc, 6yno nependadeHo 3aMexHe Bl KOHIEHTpalil nogoBxkeHHs inTepsany QTc npubausHo Ha
17,2 mcex (90 % JI: 14,7; 19,7) npu piBHOBaXHOMY Cmax. 32 maHMME aHanisy 101 nauiesnTa 3
XOJaHTOKapUHHOMOIO, AKi OTpUMyBaid iBocHAeHi6 y n03i 500 mr ma mo6y, cmoctepiranocs
3aNeXHe BiJl KOHIEHTpalii nomosxkenus intepsany QTc mpubnusuo Ha 17,2 mcex (90 % AL
14,3; 20,2) npy piBHOBaXHOMY Cmax MICIA 3acTOCyBaHHs 1034 500 Mr Ha g00y (AMB. pO3ALIH
«Croci6 3acTocyBaHHS Ta 103W» Ta «OCOOINBOCTI 3aCTOCYBAHHSD).

KininiyHa eexTuBHICTh

Bnepuie eussnenuii 2zocmputi mienoionut netixos (I'MJI) y kombinayii 3 azayumuounom
EdextusricTs i Gesnmeky TiOCOBO ONiHIOBATM B pPaHIOMi30BaHOMY, O0araTOLEHTPOBOMY,
IOABIHHOMY CIIIIOMY, IIane60-KOHTpONsOBaHOMY KiiHidHOMY mocnimkenni (AG120-C-009) 3a
yuacTio 146 mopociux manientis 3 I'MJI 3 myraniero IDH-1, sixi pamime HE OTpUMYBatH
JMKyBaHHSA Ta AKMM iHTEHCHBHA iHAyKUilHA XiMioTepamis He Wiixojuna gepes HasBHICTH
HOHAMAMEHIIIe OHOTO 3 TAKMX KPUTEPiiB: BiK > 75 pokiB, GyHKITIOHATEHUMHA CTATYC 2 38 HIKATO0
Cximroi o6'emmanoi omkosoriunoi rpymu (ECOG), cepueBe ud JIETCHEBE 3aXBOPIOBAHHS
TSOHKKOTO CTYIEHS, HopylenHs ¢yHKuil meuinku 3 piBHeM OimipyGimy 6imbm mix y 1,5 pasu
BHUIIlE BEPXHBOT MEXi HOPMH, KIIipeHC KpeaTuHiHy < 45 MJI/XB ab0 iHIue CYIyTHE 3aXBOPIOBAHHS.
AHati3 reHHUX MyTallilt A1 NEHTPaAIBHOrO mixATBepmKeHHs MyTanii IDH-1 y kicTkoBOMy MO3KY
Ta/abo mepr(epHUHili KPOBi BHKOHYBaNM JUIs BCIX yYaCHHKIB 3a JOTIOMOTOK aHamsy Abbott
RealTime™ IDH1 Assay. Ilanientu 6yin pasnoMizosaHi juist orpumarnHs Tibcoso B 1031 500 mr
260 BiJMOBiAHOrO Mianebo MepopanbHO ONMH pa3 Ha J00y pa3oM 3 a3alMTHAMHOM Y HO3i
75 mMr/m%/noba MiAMmKipHo abo BHYTPIIUHBOBEHHO HPOTAToM | THDKHS KOXHI 4 THXKHI JO KiHIS
JOCIIiDKEHHSI, IPOTPECYBaHHS 3aXBOPIOBAHHS 260 PO3BUTKY HEIPUHHATHOI TOKCHYHOCTI.
Cepenniit Bik marienTi, ski orpumysanu TiGcoBo, cranoBuB 76 pokiB (Bin 58 mo 84 pokiB);
58% 6y gonosixamu, 21 % - asiaru, 17 % — eBpomneoinuoi pacu, 61 % - naui mpo pacy
BiICYTHi, 3HaueHHs (yHKI[ioOHaNTBHOro crarycy 3a mkamoo ECOG cranosuno 0 (19 %), 1
(44 %) abo 2 (36 %). 75 % mnauientiB Oynu 3 Buepme BussieHuM ['MJL 3aranom narieHTH
MaIH IiATBEp/KeHMH copusTiuBuil (4 %), mpomixaui (67 %) abo Hu3bkuMit/iHmME (26 %)
[UTOTEHETHYHAR pPU3MK 32 OLIHKOK [OCIHIiJHHMKIB HAa OCHOBI KJIiHIYHOTO IPAKTHYHOIO
KepiBHHUITBA B OHKOJIoTii HanioHanpHa 3aransHa oHkonoriyea mepexa (NCCN) (2017).

Ouinka edeKTHBHOCTI 6a3yBanacsi Ha NOCATHEHHI [EPBUHHOI KiHIIEBOI TOYKM BHXKMBAHOCTI 6e3
noxiit (BBIT), BuMiproBaHOi Bij jatu paHjomizanii 1o HeeeKTHBHOCTI JiKyBaHHS, PELUAUBY
micna pemicii abo cMepti 3 Oynab-skoi mpuunHA. HeeeKTUBHICTb JiKyBaHHS BH3HAYAIM AK
HEMOXKJIMBICTD JoCsSrHeHHs moBHOI pemicii (ITP) mo 24-ro TwxHs. 3arankHa BmkuBaHicTs (3B),
gacrora IIP, wacrora IIP + IIP 3 wacTkoBMM remarosiori4euM BimHoBneHHsM (IIP + IIP4) i
gactora 06'exTrBHOI Bigmosizi (UOB) Gynu KIFOYOBHMH BTOPHMHHHMMHK KiHIEBHMM TOYKaMU
(Tabmuus 1 ta puc. 1).

Ta6aaus 1 - Ouinka epexTuBHOCTI y namienTis 3 Buepme pusiBaeaum MLy komGinanii 3
A3aIUTHIHHOM

IBocuaeniod
(500 Mr oauu pa3 na xo0y) | Ilrauebo + asanHTHAMH
Kinnesa Touka + azauuTnaun (N = 72) N=74)
BuxupanicTs 6e3 noaii, Bunaaxy (%) 46 (63,9) 62 (83,8)
HeedexkTuBHICTS JliKyBaHHSA 42 (58,3) 59 (79,7)
Peuynus 3(4,2) 22,7
CmepThb 1(1,4) 1(1,4)
BignocHuit pusuk' (95% JII) 0,33 (0,16; 0,69)
3aranbua BmkHBaHicTh (3B), Bunagku (%) 28 (38,9) ' 46 (62,2)
Meniana 3B (95 % 1), micsui 24,0 (11,3; 34,1) 7.9 (4,1:11,3) 7.9 (4
Bignochuit pusuk! (95% 1) _ 0,44 (0,27; 0,73)
T
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IBocuaeHi6
(500 mr oqun pas na 106y) | Iliane6o + asanuTHANH
Kinuesa Touka + azammruaun (N = 72) (N=174)

IIP, n (%) 34 (47,2) 11 (14,9)
95% JII2 (35,3; 59,3) (7,7; 25,0)
Binnomenns mancis® (95% 1) 4,76 (2,15; 10,50)

ITP + I[Py noka3Huk, n (%) 38 (52,8) 13 (17,6)
95% JII (40,7; 64,7) (9,7; 28,2)
BigHomenns mancis® (95% /1) 5,01 (2,32; 10,81)

ITP + IIPu noka3Huk, n (%) 39 (54,2) 12 (16,2)
95% JII? (42,0; 66,0) (8,7; 26,6)
Bigsomenns mancis® (95% JI) 5,90 (2,69; 12,97)

JIl - nosipuuii inTepsan; TP - nosHa pemicis; I1P4 - OBHA PeMicist 3 YACTKOBMM reMaTONOr{4HNM BiXHOBICHHAM;
[IPH - NMOBHA peMICis 3 HEMOBHMM reMaTOJNIOriYHMM BiaHOBIEHHsM; 3B - 3aranbHa BUOKHBaHicTh; UB - "acTkoBa
BiJINIOBi/Ab.

| BigHOCHMH pH3MK OLIHIOIOTh 3a JONIOMOTOK Mojeni mpomopuiinux pusukis Kokca, crparudikoBanol 3a
daxTopamm crpatudikauii mpu pammomisanii (craryc I'MJI i reorpadiunuit perioH), npH UbOMY CXema
wiane60+-a3auTHANH BUKOPUCTOBY€ETHCS K 3HAMEHHUK.

2 ]I y BizcoTKax po3paxoByeThes 3a MetogoM Kionmepa-Ilipcona (tounuii 6iHoMianbHuit MeTOR).

3 QOuinka Koxpana—Manrens—IeHcens [ BiJIHOWIEHHA INAHCIB PO3PaxOBYETHCH 3 BHKOPHCTAHHAM CXEMH
miane6o+a3aluTHANH K 3HAMEHHHKA.

Pucynok 1: I'padix Kannana—Meiiepa aas 3arajibHoi BrokaBaHocTi (3B)
10+ + UeH3ypoBaHi AaHi

~——— |BOCHACHIO + a3auuTuanH, meaiana (95% A1) =24,0 (11,3; 34,1)
"= — = Nnaye6o + azayuTnauH, meaiaHa (95% A1) =7,9 (4,1; 11,2)
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3arancHa BUKNBaHICTb
(micaui)

PesynbraTé OHOBIEHOro amanmizy 3B, nposesexoro 3a mammmu 64,2 % (N = 95) BUNajKis,
migreepauy nepesary Ti6coBo B KomOGiHanii 3 asaUUTHAMHOM IIOJAO 3aTalbHOI BEXKHBAHOCTI
nopiBHAHO 10 Tnamebo B KomOiHAUil 3 asanUTHAMHOM Ta MefiaHa 3B cranosuia 29,3 Micsus
mopiBHAHO 3 7,9 Micsus Bianosigso (BP = 0,42; 95% JII: 8in 0,27 mo 0,65).

Ionepednvo nixosana, micyesonouiupena abo memacmamuiHa X0NaH2I0KaPYUHOMA
EdextuBricTs TiGCOBO OLiHIOBaIaCh y Xoi paHmoMizoBaHOro (2:1), OaraToLeHTPOBOTO,
IOJBilHO ciinoro, mwiane6o-koaTponsoBanoro nocuimxenHs I dasu (mocmimkenni AG120-C-
005) 3a ydacTio 185 mOpOCNMX HAUi€HTIB i3 MiCIEBONOIIMPEHO ab0 METacTaTHYHOO
xoJaHriokapuuHOoMoro 3 MyTaniero IDH-1 R132 i nporpeciero 3axBOproBaHHS IPHHAMMHI iC/s
1, ane He Giblue 2 MOMEPEAHIX PEKUMIB Tepalil, BKIFOYAIOUH IOHaKMEHIIE 1 cXeMy JIKYBaHHS
Ha OCHOBI reMuHTabiny abo 5-®VY Ta ouikyBaHa BIKHBAHICT IKMX CTAHOBHIIA > 3 MiCAIB.
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[anienTn 6yu paHAOMi30BaHi wist oTpuManHs TibcoBo mepopanbHO B 1031 500 Mr oquH pa3s Ha
no6y abo BimmosimHoro 1ianeGo [0 INPOTPECYBAHHS 3aXBOPIOBAaHHS ab0  PO3BHUTKY
HEeIpHUMHATHOI TOKCHYHOCTI. Pampomizanito Gymo cTpaTH(IiKOBaHO 3a KiNBKICTIO NONEPEIHIX
pexxumis Teparii (1 a6o 2). [Tanientam, siki Gyu paHIOMi30BaHi AJ1s1 OTpPEMaHHS IUIaLe00, Mamy
MOXUIMBICTh IepeliTH Ha mpemapar TiGCOBO Micis 3aJOKyMEHTOBAHOIO PEHTIEHOIOTIYHOTO
IIPOTPECYBAaHHS 3aXBOPIOBAHHS 3a OLIHKOK MNOCIHIAHMKA. AHAJi3 TEHHHX MyTallid It
LEHTpaIbHOro miaTBepmkenHs MyTamnii IDH-1 3 6ioncii myXJIMHHOI TKaHMHW BUKOHYBAIM UL
BCIX y4acCHHKIB 3a 0MOMOromo ananizy Oncomine™ Dx Target Test.

Cepenniit Bik manienTi cranoBuB 62 poku (8ix 33 o 83 pokis). Binbmiicts mamientis (63 %)
6ynu xinkamu, 57 % - €BpOIEOiqHOI pacH, 3HaUYeHHS QYHKIIOHAIBHOIO CTATYCy 3a LIKaJlOIo
ECOG cranosuiio 0 (37 %) abo 1 (62 %). Yci nauieHTH OTpUMAaH IMOHAKMEHIIE 1 OIepeIHIo
cxeMy cHCTeMHOI Teparii, a 47 % — aBi nonepenHi cxemMu. Ha MOMEHT BCTAaHOBICHHS JiarHosy
B GUtbIIOCTI ManieHTiB 6ysa BHYTPilMHBONEYiHKOBa XonaHriokapnuaoma (91 %), ay 92 % 6ynn
BHSBJIEH]I MeracTasu. B 060x rpymax, 70 % mamientis Manu mytamio R132C, 15 % — myTamito
R132L, 12 % — wmyrauito R132G, 1,6% — wmyramiro R132S i 1,1% — myrtaniio R132H.
IIepBYHHOIO KiHIIEBOIO TOUKOK Oyia BIKHBAHICTE Ge3 mporpecyBaHHs 3axBoprosanHs (BBII3),
Buznavyena Hesanexunm pagionoriunum komitetom (IRC) Bimmosimmo no Kpurepiis ominku
BianoBim comiguux myxmmaax (RECIST) Bepceis 1.1, siky BUMiproBaIu sK 4ac BiJ paHmoMisauil
0 IIPOTPECYBAaHHS 3aXBOPIOBAHHSA 400 CMEPTI 3 Oy b-AKO1 IPUYHHIL.

3aranpHa BIOKUBaHICTh (3B) Oyjla BTOPMHHOIO KiHIIEBOIO TOUKOO. 3riHO 3 MPOTOKOJIOM 3HAYHA
yactuna mauientie (70,5 %) rpynm mnaneGo mepeiinura Ha npemapar TiGcoBo micns
PEHTTEHOIOTIHHO Mi/[TBEP/PKEHOrO IIPOTPeCy BAHHS 3aXBOPIOBAHHS 34 OMIHKOK NOCIIAHUKA.
Ouinky edeKTUBHOCTI HaBeEHO B Ta0IMII 2.

Ta6auus 2. Oninka eeKTHBHOCTI B MAMIEHTIB 3 MiCHEBONOIMHPEHOI0 200 METACTATHIHOIO
XO0JIAHTI0KaPUMHOMOI0

Kinesa Touka IBocnnenio ILnane6o
(500 Mr ogun pa3 Ha 700Y)
BukupaHicTh 6e3 nporpecyBaHus N=124 N=61
saxsopiosanns (BBII3) 3a oninkoro IRC
Bunaaku, n (%) 76 (61) 50 (82)
[IporpecyBaHHs 3aXBOPIOBAHHA 64 (52) 44 (72)
CmMmepTh 12 (10) 6 (10)
Megaiana BBII3, micsami (95% J1I) 2,7(1,6;4,2) 1,4 (1,4; 1,6)
BignocHuii pusuk (95% JI)! 0,37 (0,25; 0,54)
P-3HauyeHHs? <0,0001
Ioxa3ank BBII3 (%)?
6 MicA1iB 32,0 HO
12 micsauis 21,9 HO
IBocHneHio ILnane6o
(500 mMr ogux pa3s Ha x00Y)
3araibHa BHKHBAHICTL? N =126 N=61
Cwmepri, n (%) 100 (79) 50 (82)
Megiana 3B (micauni, 95% JI) 10,3 (7,8; 12,4) 7,5(4,8; 11,1)
Binnocauii puzux (95% A1)! 0,79 (0,56; 1,12)
P-3nayenns? 0,093

IRC - He3anexHuit pagionoriunuii komitet, I - noBipuuit inrepsai, HO - He NigisArae ouiHIOBaHHIO.

! BigHOocHHil DPM3MK pPO3PaxOBYIOTh Ha OCHOBI crpatudixoBaHoi perpeciiiHoi Mmozeni Kokca. KoeoimieHt
cTpatudikanii - ue KinekicTs nonepeHix Ninil Tepanii min yac pangoMizawii.

2 P-3HadeHHs PO3PAXOBYIOTH i3 BUKOPMCTAHHAM OJHOCTOPOHHBOTO CTPaTH])iKOBAHOrO JIOT-PaHIrOBOrO TeCTy Ge3
KOPHT'YBAHHSA Ha NepexpecHuit ruzaiin. Koedinient ctpatudixauii - ue ximbkicTb nonepepHix JiHii Tepanii mix yac
pasnomizauii.




3 Ha migcTasi ominku 3a Metogom Karmana—Meiiepa. JKonen mauient, paHaomisoBaHuit 1 OTpUMaHHs miauebo,
He gocsar BBII3 npotsaroM 6 micsnis abo H0BIIE.

4 Tlokasnuku 3B 6asyloThCA Ha [AHMX MiACyMKoBoro ananizy 3B (ma ocwosi 150 Bunamkis cmepri; nata
npunuHenHs 360py mamwux: 30 TpaBHsa 2020 p.), Akuii 6yno BUKOHaHO vepe3 16 MicaLiB micas MiACyMKOBOIO
aHanisy BBII3 (nata mpunuuenss 36opy nanmx: 31 ciuns 2019 p.).

Pucynox 2: I'padix Kannana—Meiiepa 118 BmkuBaHoCTI 0e3  mporpecyBaHHs

zaxsoprosanHs (BBII3) 3a oninxorw IRC
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Pucynoxk 3: I'padix Kannana—Meiiepa n1iisi 3araibHoi BUKHBAHOCTI
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[lemiarpuuna momyssiis. €Bponelcbka ATeHIlis 3 IiKapchbKUX 3ac00iB BiAMiHMIA 3000B'13aHHS
Ha#aTy pe3y/ibTaTH IOCTi/KkeHb mperapaTy TiGcoBo B ycix miarpymax meiaTpidHOl MOyl
1IpH JIIKYBaHHI BCiX 3aXBOPIOBAHb, IO HAlXaTh N0 KATEropii 3M0SAKICHHX HOBOYTBOPEHB (32
BUHSTKOM IIyXJIMH [IEHTPaTbHO HEPBOBOI CHCTEMH, HOBOYTBOPEHE KPOBOTBOPHOT Ta JiiM(oifHOT
TKaHWUH), a TAKOX IIPH JIKYBaHH] 37T0SKICHIX HOBOYTBOPEHD IIEHTPAILHOI HEPBOBOI CHCTEMH.
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€Bporneiicbke areHTCTBO 3 JIKapChKHUX 3aco0iB BifKIMKAIO 3000B's3aHHS HaJaTH Pe3yJIbTaTH
focimkes npenapary TiGcoBo B ofHil ab0 AEKiNBKOX MiArpyIax IelaTpiuHOl MOyl IpH
JIKYBaHHi FOCTPOro MienoifHoro Jeikosy (iHbopMais npo 3aCTOCyBaHHS B NAL[EHTIB JUTIIOrO
BiKy MiCTHTECS B po3ini «diT»).

DapmakoKiHemuKa.

Kniniuna dapmaxornoris iBocuieniby rpyHTyeTbes Ha pesynbratax 10 KIiHIYHAX JOCIiIKCHS.
ByI1o IpoBeNeHO S OCTiKEHD 38 YYaCTIO 3J0POBMX HOOPOBONBIIIE i 3 MOCII/DKEHHS 32 Y4aCTIO
MAIi€HTIB i3 3/I0SKICHIMU HOBOYTBOPEHHAMM HA Mi3HIN CTa/il, BKIFOYHO i3 2 TOCITIHKEHHAME 32
y4acTIO MAII€HTIB i3 XOJNAHTiOKapLHHOMOI. Bylo HpoBeieHO ABa JOCIIUKEHHS 32 Y4acTiO
nanieHTiB i3 Bmepme BusBieHMM ['MJL, ski oTpuMmyBanu iBocuieHi6 y komGiHamii 3
azaudTHAEHOM. (DapMaKkoKiHETHUHi KiHNEBI TOYKM OMiHIOBaNMM B TUIasMi Ta  cedi.
dapMaKoIMHAMIUHI KiHIEBi TOYKA OLIHIOBATH B IUIa3Mi, cedi, 6iomncii MyxiuHK Ta KiCTKOBOMY
MO3Ky (JMINe [y JOCHi/DKEHb 3a y4acTIO IAIi€HTiB i3 3JIOSKICHUMH HOBOYTBOPCHHAMM Ha
mi3Hik cranii).

V  nmamientiB i3 Boepme BusBieEuM I'MJI  Ta  XOJAHTIOKapIMHOMOKIO — MapameTpu
bapmaxoxineTuku iBocuneHiOy B 031 500 My piBHOBaXKHOMY CTaHi OyJ1¥ 3iCTaBHUMA.
A6cop6mis. ITicns MepopalbHOrO 3acTOCYBaHHS ORHOKpaTHOi mosu 500 Mr y HAIli€HTIB 13
prepine BusBieEaM [MJI, siki oTpuMyBaiM iBocHAeHI6 y komOiHamii 3 a3al[UTHAMHOM, Ta B
IIAIIEHTIB i3 XOTAHTiOKApIUHOMOIO MeaiaHa uyacy 0 JOCATHEHHS Cmax (Tmax) mpuOIusHO
CTAHOBMJIA 2 TOIHUHU.

V nandenrtis i3 Buepie suspierum I' ML, ski orpumyBans iBocuaeHi6 (y 1060sii 103i 500 Mr) y
KOMOIHAIiT 3 a3alUTHANHOM, cepenHs piBHOBaXHA Cmax cTanoBmIa 6 145 Hr/mMn (KB %: 34), a
cepenns pisHoBaxxHa AUC - 106 326 nr/rom/mn (KB %: 41).

V narienTiB i3 XoMaHTioKapIuHOMOIO cepeqHe Cmax cranoBuio 4 060 ur/mi (KB %: 45) micis
3aCTOCYBaHHS OZHOKpaTHOI m03¢ 500 mr Ta 4 799 ur/mn (KB %: 33) y piBHOBaXHOMY CTaHi
micist 3actocyBaHHs 1031 500 mr Ha n00y. 3Hadenns AUC cranosmiio 86 382 ur-ron/mi (KB %:
34).

IIpoTsiroM oxHOTO Micsus KoedinieHTH HaKOIMUEHHSA CTAaHOBUIM NpUOIM3HO 1,6 s AUC Ta
1,2 15t Cmax y TaIieHTiB i3 Brepmne BussaennM ['MJL, siki oTpuMyBamy iBocueHi6 y komOinarii
3 azanuTHAMHOM, Ta mnpumbmusuo 1,5 mm AUC 1a 1,2 mng Cpax ¥ MAali€HTIB 13
XOJIaHTIOKApPIMHOMOIO, fKi OTpuMyBanu iBocuieHiG y mo3i 500 mr Ha moGy. PiBHOBaxHa
KOHIICHTpAIlisl B [Ta3Mi 0csTanacsi IpoTsSroM 14 THiB 3acTOCYBaHHs OUMH pa3s Ha 100y .

[Ticis 3acTOCYBaHHS OIHOKPATHOI ZI03H 3J0POBHMH J00POBOJIBISMH, SKE CYHNPOBOIKYBAIOCH
CHOXHMBaHHAM DKi Garatol Ha xupr (mpubmusao 900 — 1 000 xaopiii, BMIicT Xxupis 56 — 60 %),
CIIOCTEpiranoch 3HAYHE MiJBUINEHHS 3Ha4eHHSN Cmax iBocHIEHiOY (mpubmmsno Ha 98 %; 90 %
I 79 %, 119 %) i AUCin (mpu6musso Ha 25 %) (auB. po3in «Crocib 3acToCyBaHHS Ta J03M»).
Posmozin. 3a JaHAMH IIOMyJIAIidHOrO (apMaKoKiHETHYHOIO aHaNli3y CEpelHid TeOpEeTHYHMH
06’eM posmoziny iBocuneHiby B piBHOBaxkHOMy crani (Vc/F) cranosuTts 3,20 /kr (KB %: 47,8)
y mamienTiB i3 Bmepme BusgBieHuM I'MJI, ski oTpuMyBamm iBOCHACHIO y KoMOiHaIii 3
asaruTrmanom, Tta 2,97 wxkr (KB %: 25,9) y mnauieHTiB 13 XONaHTiOKApUHHOMOIO, SKi
OTpHMYBAJIH iBOCHICHIOOM Y MOHOTEparIii.

Biorpanchopmaris. [BocuaeHi6 OyB NepeBaXarOuMM KOMIOHEHTOM (> 92%) 3aranbHOI
pajiOaKTHBHOCTI B TUIa3Mi 3I0pPOBHX HOGPOBOMBIIB. BiH B OCHOBHOMY MeTaboNI3yeThCs
OKWCIIOBAIGHAME LIIISIXaMM, HepeBaxHo 3a ydacTio CYP3A4 Ta 3 He3Ha9HOW ydacTio N-
JeaNKiTyBaHHs. Ta TAPOJITHYHUX IIIAXIB.

Isocuneni6 ingykye CYP3A4 (y Tomy umeni Bmacuuii Mmerabomism), CYP2B6, CYP2CS,
CYP2C9 i moxe imgykyBatu CYP2C19 T1a UGT. Tomy, moOXe 3MEHIIMTHCS CHCTEMHA
KOHIIeHTpamis cyOcrpariB mux depmenTiB (muB. «OCOOIMBOCTI 3aCTOCYBAaHHS», «B3aemonis 3
iHMMH  TiKapchKAMH 3acobaMy Ta iHIN BHAM B3aEMOJii» Ta «3acTOCyBaHHS y IEPIOX
BariTHOCTI abo roflyBaHHA I'PyAIIO»).

B yMmoBax in vitro iBocuzaeni6 iuriGye P-gp i mae morenmian inayxysaru P-gp. Tomy, moixe
3MIHMTHCS CHCTEMHA KOHIEHTPAIlis aKTUBHUAX PEYOBHH, SIKi IEpEeBaXKHO TPAHCIIOPTYIOTHCS P-gp

| O 19.03.200



(muB. posminu «IIpotumokasaHas» Ta «B3aeMoxis 3 IHIMMMHK TiKApCHKUMH 3aco0amy Ta IHII
BHHY B3aEMOIIN»).

3a JaHuMy JOCIIUKEHHS in Vitro iBOCHIEHIO y KIIHIYHO 3HAYyIIUX KOHLEHTPAIAX 3JaTHHUM
inribyBatu OAT3, OATPIB1 Ta OATPIB3, i, omke, Moxe 30iIbIIyBaTHCS CHCTEMHA
KoHIeHTpalis cy6crparis OAT3, OATP1B1 a6o OATP1B3 (nuB. possin «Bzaemonis 3 iHImMME
NiKapCBKMMHM 3ac00aMu Ta iHIII BHM B3a€EMOI»).

Busenenns. Y nauienTis i3 Brepme pussiaeaam ['MJ, sxi orpumyBanum iBocuaeni6 y xomOinanii
3 a3QI[MTH/MHOM, CepeHill TeOpeTHYHHI KIipeHe 1BoCK IeHIOy B piBHOBaXXHOMY CTaHi CTAaHOBHB
4,6 n/roxr (35 %) i3 cepenHiM KiHIeBAM IepiofoM HamiBBBeAcHH 98 romun (42 %).

V [ami€eHTiB i3 XONAHTiOKApIMHOMOIO CepelHiil TeopeTHdHHH KIipeHc iBocuaeHiby B
piBHOBaxxHOMy cTadi craHoBuB 6,1 wron (31 %) i3 cepenmiM KiHueBM mepiofom
HanisBuBeAeHHs 129 rogud (102 %).

V 3710poBHX J0O6POBOBIIB, 77 % OJHOKPATHOI IIEPOPATLHOI JO3H 1BOCHEHIOY OyII0 BHUSBICHO Y
dexaniax, npu mpomy 67 % - y HeamiHeHoMy Burismi. Ilpubmusso 17 % omHOpasoBoi
IepopapHoi 103u 6y BASBICHO B cedi, 3 skuX 10 % - y HE3MiHEHOMY BUIJISAL.
Jlinifinicre/uenigifinicts. IIpu 3actocyBanni mo3 Bixg 200 Mr mo 1200 mr ma n06y (8 0,4 —
2,4 pasu Buue pexomennoBanoi 103u) AUC Ta Cmax iBOCHIEHIOY 3pOCTAlOTH MEHII HIX
POTOPILiiHO T03i.

Ocob/uBi kaTeropii namieHTIB

Iayienmu nimubozo 6ixy. Y Tali€HTIB BIKOM A0 84 pokiB He OyNO BUSBIEHO KIIHIYHO
3HAYYLIOro BINIMBY Ha (apmakokiHetnky iBocmaeniGy. Ilapamerpu ¢apmMakoKiHETHKH
iBocuzmeHiOy B mamieHTiB Bikom > 85 pokiB HeBimomi (muB. posnin «Cmoci6 3actocyBaHHS Ta
JIO3ID).

Iopywenns gynxyit nupox. Y nauiedTis i3 mopylueHHAM QyHKIT HEPOK JETKOTO Y¥ IOMIPHOTO
cTymeHs (po3paxoBaHa MBUAKICTH KiyGoukoBoi ¢imbrpamii (pIIK®) > 30 m/xs/1,73 M%) He
6yJI0 BUSBIEHO KIiHIYHO 3HAUYYINOrO BILIMBY Ha (apMakoKiHeTHKy iBocumeHiOy. Ilapamerpn
dapmakokineTuky iBocuueHiOy B IAIi€HTIB i3 MOpylIeHHAM QYHKLII HAPOK TSDKKOIO CTYIICHS
(pILIK® < 30 m/xp/1,73 M%) a60 3 mHOpyueHHsM ¢yHKIii HUPOK, WO HOTpebye niaizy,
HeBigoMi (muB. po3ain «Cnoci6 3acToCyBaHHS Ta JO3M»).

Hopywenns @ynxyii newinxu. 3rinHo 3 xnacudixaniero HanionansHoro ineratyTy paky [NCI], y
NAI€HTIB i3 MOpylUIeHHAM (YHKIi MEeYiHKH JITKOTO CTyHmeHs He OyJo BHSBIEHO KIIHIYHO
3HAYYIIOro BILTHBY Ha (apMakoKiHeTUKy iBocHIeHiOy. Y mamienTis i3 Buepiue Bussienum I'MJI
Ta 3 XOJIAHT1OKAPIHOMOIO ITApaMeTpy (papMaKkoKiHETHKH iBoCKIeHIOy TIpy Hopymenni GyHKUil
IeYiHKM [OMIpPHOTO Ta TSKKOTO CTyIeHs HeBimomi (amB. posain «Cmoci6 3acTocyBaHHS Ta
nosw»). (dapMakokimeTwuHi faHi JUIs OanieHTiB i3 mOpyImeHHSM QyHKUi [ediHKH,
crparudikoBanux 3a kracubixauieto Yattnna—II'ro, BigcyTHi.

Inwe. He 6yno BHSBIEHO KIiHIYHO 3HAYYIIOTO BIUIMBY Ha (hapMaKOKiHETHKY iBocuIeHiOy
3aJIXHO Bifl cTaTi, pacu, Macu Tilla uu pyHKuionaneHoro crarycy 3a ECOG.

KainiuHi XapaKTepHCTHKH.

Iloka3anua.

Ti6coBo y KoMBiHANii 3 a3aNUTUAMHOM IPU3HAYEHH 17 JiKyBaHHA JOPOCIMX NAli€HTIB 13
BIEpIIE  BUABJIEHAM  T[OCTpUM  Mienoimsmm  jedikozom  (I'MJD) 3 MY TaI€I0
isonuTparaerinporenasu-1 (IDH-1) R132, axkum He Moxe OyTw NpHU3HAYCHA CTaHJApTHA
igaykmiiiHa ximioTepamist.

Ti6coBo y MOHOTepamii mNpu3HadeHWH Ui JIIKyBaHHS  JIOPOCIMX  IAIUEHTIB 3
MiCIIEBONIOMIMPEHO0 200 METACTATMYHOK XOJaHIrioKapuuHoMo 3 MyTariero IDH-1 R132, sxi
IONEPEHBO TPONIILTH IOHAWMEHIIIE OIHY JIiHII0 CHCTEMHOL Teparmii.

IIpomunoka3anHA.

I'imepdyTuBicTs [0 Ait040T pedOBHHM 200 10 OyAb-AKOI JOHOMIXKHOI PEYOBUHH NPENAPATY .
OnmnouacHe 3acrocyBaHHsS 3 immykropamu CYP3A4 cumsrHOi aii abo nabirarpaHoM
(B, po3ain «B3aeMosis 3 iHIMMHU TiKapCBKEME 3ac06aMH Ta iHIITL B/ B32EMOJII»).
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Bpomxennii cunpom noxosxenoro QT-inTepsay.

PanToBa cMepTh b0 MoTiMopdHa IUTyHOUKOBA apUTMis B ciMeitHOMY aHaMHesI.

IarepBan QT/QTc > 500 MCex HE3aIEXKHO BiJl METOMy KOPHUTYBaHHA (IUB. posainu «Crocib
3aCTOCYBaHHs Ta 103u» Ta «OCOOIHUBOCTI 3aCTOCY BAHHA).

B3aemodia 3 inwumu nikapcoKumu 3acobamu ma inwi 6uou 63acmooii.

BiutiB iHIIMX JiKapchbKuX 3aco0iB Ha iBOCHIEHIO

Inayxmopu CYP3A44 cunvnoi 0ii. IBocuneni6 € cyberpatom CYP3A4. OmHowacHe 3aCTOCYBaHHS
immykropis CYP3A4 cwmHoi aii (Hanpukian KapbamaseniHy, deHoGapOirany, (beHiTOIHY,
pubamIiiyHy, nperapaTy 3gipoGoro (hypericum perforatum)) MoOXe CHOPUYMHHTH 3HFIDKEHHS
I123MOBOI  KOHLEHTpAIi] iBOCHCHIOy, TOMy OJHOYACHE 3aCTOCYBaHHs 3 TpemaparoM TiGcoBo
npoTunokasase (muB. poszin «IIporurokasanHsy). KiTiHidsi JOCTi/OKEHHS OLHKY (apMaKOKiHETHKI
iBocuieHiOy 3a HasBHOCTI iHgyKTOpa CYP3 A4, He MPpoBOMAIH.

Inzi6imopu CYP3A4 nomipnoi abo cunenoi Oii. Y 300pOBEX JOGPOBOJBIUB, 3aCTOCYBAHHSA
OIHOKpATHO! 11031 250 Mr iBocuneHiGy Ta 200 Mr iTpakoHa30Ty OIMH pa3 Ha 100y mpoTsroM 18 JTHIB,
npuseno o 36immenns AUC iBocumeniGy wa 169 % (90 % HI: 145, 195) 6e3 3MiHH  Crax.
OmuouacHe 3actocyBanHs inriGitopiB CYP3A4 momipHOi 200 CWIBHOI [ii MiABHINYE ILTAa3MOBY
KOHIIGHTpaliro iBocuieHiOy. Lle MoXe IpH3BECTH IO IiJIBULICHHS DHU3HKY IOJOBKEHHA QTec-
iHTEpBaTy, TOMY IiJ 4ac J'IIK}’BaHHSI npenaparoM TiGCOBO CIi/t PO3IIIHY TH MOXKIIHBICTE TIPU3HAYCHHS
AL TEPHATHBHIX npernaparis, ski He € 1HI’161T0paMI/I CYP3A4 HOMlpHOl abo cmipHOl mii. Y pasi
HEMOMUTUBOCT] ITPU3HAYCHHS aJ'[bTepHaTI/IBHOI Teparii, NAIEHTIB CI JIKyBaTH 3 OOEPEKHICTIO H
PETEJIGHO ~ KOHTPOJIEOBATA HA HAsBHICTH momoBxeHHs QTc-lHrepBany. SIKimo 3acTOCYyBarHs
inri6itopis CYP3A4 momipHoi ab0 CWIBHOI Oii YHMKHYTH HE MOXHA, PEKOMCHIOBaHy O3y
iBocuzeHiOy cia 3Hm3uTH 1o 250 Mr omuH pa3 Ha 100y (auB. po3aimm «Cnoci6 3acTocyBaHHS Ta
n03m» Ta «OCOBIUBOCTI 3aCTOCY BAHH»).

. iuriGitopn CYP3A4 momipHi mii: anpemiTaHT, IMKIOCTIOPHH, JIAITIa3eM, €PUTPOMIIMH,
duyKorason, TpeimndpyT i rpeiindpyToBHii cik, i3aByKOHA30]1, Beparami,
. irri6itopu CYP3A4 cruibHOI Jil: KIApUTPOMIIMH, ITPAKOHA30J, KETOKOHA30]I, II03aKOHAa301,

PHUTOHABIP, BOPUKOHA3OIL.

Jixapevki 3acobu, sxi nodoexcyiomv QTc-inmepsar. OmHOYACHE 3aCTOCYBaHHS 3 JKAPCHKIMHU
3acobamm, sKi mogoBXKyote QTc-iHTepBan (Taki sK MpOTHApUTMiYHI IpemapaTd, (TOPXIHONOHH,
agraronict 5-HT3 perentopis, TpuasonoBi IPOTHTPUOKOBI 3ac0bM) MOXe NpPHU3BECTH O
TIi/[BUILEHHS. pH3KKy nofomxkenHs QTc-inTepBaiy, ToMy ofHO4acHe 3actocyBanns 3 Tibcoso cif 3a
MOYUTMBOCT] YHUKATH. Y pasi HEMOMITHBOCTI IIPM3HAYEHHS! albTCPHATHBHOI Tepallii, NalieHTiB CITif
JMiKyBaTH 3 OGEPEXHICTIO ¥ PETENBHO KOHTPONIOBATM HA HASBHICTH IOJOBKCHHA QTc-inTepBaity
(. po3aimu «Crioci6 3actocyBanHs Ta 03u» Ta «OCOOIMBOCTI 3aCTOCYBAHHA).

BiuvB iBocHIeHIOY Ha iHIII JIikapchKi 3ac00n

Bsaemoodii 3 mpancnopmepamu. IBocuneni6 inribye P-gp i mae morenuian inmykysatu P-gp.
ToMy MoOXe B3MIiHMTHCS CHCTEMHA KOHIEHTpAllil AKTUBHMX DPEYOBHH, SKI [EPEBAKHO
TpaHCTIOpTYIOThCst P-gp (Hanpukinajx pabirarpam). OmHOYacHe 3aCTOCYBaHHA 3 nadiraTpaHoM
npoturnokasane (qus. po3ain «IIpoTunoxasanus).

Iocumeni6 iuri6ye OAT3, TpancHmopTHHMI noiinenTus opraniunmx aionis 1B1 (OATP1BI1) ta
1B3 (OATP1B3). Tomy moxe 36inplunTHCs CHCTeMHa KoHIeHTpauis cybcrparis OAT3 abo
OATP1B1/1B3. SIkmio MOXIMBO, CJNifi YHHKATH OJHOYAcHOro 3actocyBaHHs TibcoBo 3
cy6erparamn  OAT3  (manpukian, OeH3MIIEHIMITIHOM, (ypoceMinom) abo HyTIMBHMH
Cy6CTpaTaMPI OATP1B1/1B3 (HanmpuKiaj, aTOPBACTATAHOM, [IPABACTATHHOM, PO3yBaCTaTHHOM)
(nuB. po3)11n <<(DapMa1<0K1HeTHKa>>) V pa3si HEMOXJIMBOCTI NpPU3HAYECHHS alIbTEPHATUBHOI
Teparlii, DalicHTIB cmin nikysat# 3 oGepexmicTio. SIKmo s niKyBaHHS O3HaK/CHMIITOMIB
Ju(epEeHIIFOBAIPHOTO CHHPOMY KIIHIUHO [OKa3aHe MPU3HAYEHHs GypOceMisy, CIIili peTebHO
CIIOCTEpIraTH 3a CTAaHOM MAI€HTIB 13 METOIO BHSBJICHHS IOPYIIEHHS €IeKTPOJIiTHOTO Hanancy
ta nonosxedHs QTc-inTepBay.




Inoyxyis gpepmenmie

Depmenmu yumoxpomy CYP450 (CYP)

IBocuaeni6 inmykye CYP3A4, CYP2B6, CYP2C8, CYP2C9 i moxe immykysatu CYP2CIO.

ToMy, MOXe 3MEHIINTHCS CHCTEMHA KOHLEHTpauis cyOcrpariB mux ¢epmenrtis. Ilin wac

nikyBauas TiGCOBO CITifl PO3TJIAHYTH MOMIMBICTH 3aCTOCYBaHHs aNbTEpPHATHBHMX IPENaparis,

aki He € cybcrparamu CYP3A4, CYP2B6, CYP2C8 un CYP2C9 3 By3pkuM TepaneBTHYHEM

inmexcom a6o cy6erparamu CYP2C19. SIkuio 3acTocyBaHHS [UX JIIKapChKAX 3aC001B YHUKHYTH

HE MOYKHA, CJIJI CIIOCTEpiraTH 3a CTAHOM MAIli€HTiB 3 METOIO BUSBJICHHS BTPaTH €()EKTUBHOCTI

cyberpary (auB. po3ain «@apMakOKIHETHKAY).

o cyberpatt CYP3A4 3 By3bKHM TEpPaleBTHUHMM iHAEKCOM: I(EHTaHil, LUKIOCIIOPHH,
eBeponiMyc, GEHTaHiI, TIMO3KA, XiHIAKH, CHPOIiMyC, TAKPOIIIMYC;

e cyGerparn CYP2B6 3 By3bkuM TepameBTHYHMM iHAekcoM: mmKiodocdamin, ipocdamin,
METaJIOH;

e cybcrparn CYP2C8 3 By3bKEM TepaleBTHYHHM 1HJEKCOM: MAKJIiTaKCel, MiOIMiTa30H,
penariiHiz;

e cy6erpatu CYP2C9 3 By3bKAM TEpalleBTHYHEM iHAEKCOM: QEHITOIH, BaphapuH;

e cybctparu CYP2C19: omenpason.

[TpakoHa3o1 a6o KeTOKOHA30J HE CIiJ 3aCTOCOBYBAaTH OfHOYAcHO 3 Ti6coBO uepes HMOBIpHY

BTparTy IPOTUTPUOKOBOT €PEKTUBHOCTI.

[BoCHIeHI6 MOXeE 3HMKYBATH CHCTEMHY KOHIEHTPAIIO TOPMOHAJIBHUX KOHTPALENTHBIB, TOMY

OJHOYACHE 3acTOCYBaHHA Oap'epHMX METOMIB KOHTpALENIii PEKOMEHIYEThCS MPOTATOM

moHaiiMenme 1 Micsms MICIS 3aCTOCYBAaHHA OCTaHHBOI 703H (MHUB. po3ximm «OcobauBocTi

3aCTOCYBAaHHS» Ta «3aCTOCYBaHHs y Mepio/] BariTHOCTI a00 TOXyBaHHS IPY/IO»).

Vpuounougpocgpam-znioxyponosun-mpancgepasu (UGT). Iocuneni6 snatauit ingykysatu UGT

i ToMy MOXe 3MEHIIMTHCS CUCTEMHA KOHIICHTpallis cyOcTpaTiB Iux (epMeHTiB (Hanpukiaz,

JIAMOTPH/KMHY, panTerpasipy). Ilix wac mikysamns TiGCoBO CIifi PO3IVIAHYTH MOXIMBICTH

3aCTOCYBaHHs albTEPHATHBHUX IIpenaparis, ski He € cyOcrparamu UGT. flkimo 3acTocyBaHHA

TakuxX JIKAapchKUX 3ac06iB YHHKHYTH HE MOXHA, CJiJl CIHOCTEpiraTé 3a CTaHOM MAI€HTIB I3

METOIO BUSBIICHHS BTpaty edektusHocTi cyberpary UGT (auB. po3zin « DapMakoKiHETHAKAY).

Ocobnusocmi 3acmocyéanHA.

Judepenmiopaibuuii cuaapoM y mamientis 3 [MJI. YrpomoBx JiKyBaHHS iBOCHIEHIOOM
MOBiJOM/IUIOCS. PO BUNANKA BHHUKHEHHs AHGEPEHIIIOBAILHOIO  CHHAPOMY  (AHB.
po3in «ITo6iuni peaxuii»). SIKIo He NPOBOMMTH TiKyBaHHS AM(EPEHLIIOBAILHOIO CHHAPOMY,
BiH MOXe OyTH HeGE3edHMM JUIs JKUTTS ab0 MOXKe IIPH3BECTH JIO JIETAIBHOIO HACMIIKY (IHB.
inbopmanito Hmwxue Ta po3ain «Croci®G 3actocyBaHHS Ta J03u»). udepeHuitoBaibHUMA
CHHZpPOM IIOB'S3aHHH 3i MBUAKOK npoidepanicio Ta THPEPEHITIIOBAHHEIM MIENOIHEX KIITHH.
CHMITOMH BKIIOYAIOTH: HEiHGEKIifHui neiikonuro3, mnepubepudHuii HaOpsK, MipeKciio,
3a/IMINKY, [UIeBPATbHUH BHUIIIT, apTepialibHy riloTeH3iio, riloKCiio, HabPAK JEreHb, THEBMOHIT,
IepHKap/iaTbHUil BUTIIT, BUCHIIAHHS, FiEpBOIEMiI0, CHHPOM JI3UCY MyXJIMHH Ta [1ABUMLICHHS
PiBHS KpEeaTHHIHY.

CItif OBiOMHTH MAalli€eHTa PO O3HAKM Ta CHMITOMH JUGEPEHIIIOBAILHOIO CHHAPOMY Ta PO
HeoOXiHICTh HETAiHO 3BEPHYTHCS N0 JIKaps B pa3i iX BUHHUKHEHHs, a TAKOX Harajaty IIpo
HEeOoOXiJHICT TOCTIHO HOCUTH 3 COGOIO maM'sITKy JUIA Nalli€HTa.

S0 BUHEKAae Mi03pa HA PO3BUTOK U(epeHUiIOBaJEHOIO CHHAPOMY, CIJ PO3NOYATH
JiKyBaHHSA CHCTEMHEME KOPTHKOCTEPOIAaMH Ta MOHITOPHHI I€MOJMHAMIYHAX IOKa3HUKIB 10
3HUKHEHHS CUMIITOMIB Ta Ill€ POTArOM MiHiMyM 3 JIHiB.

SIKINO CIOCTEpIiraeThes JEHKOUATO3, HEOOXIHO PO3MOYATH JiKyBaHHS TifpoKcukapbaminoM
BIAMOBIAHO MO CTAHJApTHOI IIPAKTHKA 3akiajy, a TaKoX Jelikadepes 3a KIHIYHUMU
MOKa3aHHAMH (IMB. po3iit «B3aemoxis 3 iHmMMME JTKAapchKUMH 3aco0amu Ta IHUN BHIH
B3aEMOJIII).
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[ToCcTyIIOBO 3HIDKYBAaTH /103y KOPTHKOCTEPOIAiB YK TiApOKCHKAp6aMify TiMbKHU MICIsl 3HUKHEHHS
cUMIITOMIB. Y BHIAAKY INepe[dacHOrO MPUNMHEHHS JIKYBaHHS KOPTHKOCTepoimamu Ta/abo
riApoKCHKap6aMioM CHMITOME AM(epeHIII0BATEHOIO CHHAPOMY MOXYTh IIOBTOPHTHCS. SIKINO
Cepiio3Hi O3HAKM/CHMITOMYM 30epiraloTbcsi MOHan 48 rONMH ICisA MOYarKy 3acTOCYBaHHS
CHCTEMHHX KOPTHKOCTEPOi/iB, HEOOXiIHO NPHIMHUTH JiKyBaHHs mpenaparom TibcoBo Ta
BIIHOBMTH TiKyBaHHA B 4031 500 Mr iBocuneniby omuH pa3 Ha 7100y, KOJNHM TSDKKICTB
O3HAK/CHMIITOMIB 3MEHIIHTHCS [0 MOMIPHOTO UM JIETKOTO CTYTEHs, a KIiHIYHUE CTaH MallieHTa
OKPAIIUTECS.

IMomosxenas QTc-inteppany. Ilig yac niKyBaHHS iBOCHIEHIOOM MOBIIOMIISIOCSH MPO BHITAIKH
nogosxenns QTc-inteppany (muB. posnin «[lo6ivni peakuii»). Cig IPOBOAMTH MOHITOPHUHT
EKI o modaTky JIKyBaHHS, IOHAaWMeHINE pa3 Ha THKACHb NPOTATOM MEPIMX 3 THXHIB
nikyBaHHS, a fgam momicsnsg, skmo QTc-iHTeppan samumaeThes < 480 mcexk  (IuB.
po3min «Croci6 3actocyBamHs Ta xo3w»). Cnif HeraiHO BXHMTH BiIOBIIHUX 3aXOMIB IIpU
BUSIBIICH] OyIb-IKHMX BimxmiueHb (muB. po3ain «Croci6 3acTocyBaHHS Ta J03H»). Y pasi NOSBH
cummToMaruky nojopxenas QT-inTepsany, cnig 3podutd EKI' 3a KIiHIYHMMHE DOKa3aHHAMH. Y
pasi GmopaHHs Ta/aGo miapei TSDKKOLO CTYICHS, HEOOXiHO TIPOBECTH OLIHKY IMOPYIICHHS
OaaHCy €IEKTPOJITIB y CHPOBATII KPOBi, OCOOIHBO KalilO Ta MarHiko.

[ManieHTIB cif NOBiIOMUTH PO PU3UK MOAOBKEeHHS QT-iHTepBaily, HOro O3HAKH Ta CHMIITOMH
(manbIiTanis, 3aIaMoOpoYeHHs, HEIPUTOMHICTE ab0 HABITH 3yNMHKA CEPLs), @ TAKOXK MOPATUTH
HETaHO 3BEPHYTHUCS JI0 JIIKaps B pa3l iX BUHUKHEHHS.

OpHOYacHe 3aCTOCYBAaHHA JHKApChKMX 3aco0iB, siki momoBxywoTe QTc-imTepBain, abo
inribiropamu CYP3A4 momipuoi abo cuiapHOI Aif, MOXe 30LIBIIMTA PH3HK IOJOBXKCHHI
QTc-iHTepBaiy i TOMy OIHOYACHE 3acTOCyBaHHs 3 TiGCoBO ciifi yHUKATH. VY pasi HEMOXIMBOCTI
PU3HAYEHHs ATLTEPHATMBHOI Tepamii, MAlfeHTiB T TiKyBaTd 3 OOEPEXHICTIO # pETENBHO
KOHTPOJIIOBATH Ha HasBHicTh mogoxenHs QTc-intepany. Cruin mposectd monitopunr EKI' mo
I0YaTKy OJHOYACHOTO 3acTOCYBaHHs, IOTHXHS LPOTSArOM IIOHAMMEHIIE 3 TXHIB, a Aaii 3a
KIiHIYHAME [TOKa3aHHsMHA. SIKmo 3actocyBanHs iHri6itopis CYP3A4 momiprHOi a60 CHIIBHOL i
VHHKHYTH He MOXHA, PEKOMEH/IOBaHy /03y IBOCHACHIOY CIIij 3HM3uTH JI0 250 Mr ofuH pas Ha 100y
(muB. posmima «Croci6 3acTocyBanHs Ta JAo3u» Ta «B3aemonis 3 IHIIMMH JiKapCHKUMH
3aco0aMu Ta 18I BUAX B3aEMOii»).

SIkmro s JIIKyBAHHS O3HAK/CHMITOMIB Au(epeHIIOBATBEHOTO CHHAPOMY KIIiHIYHO [OKa3aHe
npusHadeHHs (ypoceminy (cyGcrpary OAT3), cmim peTenbHO CHOCTEpiraT# 3a CTaHOM
MAi€HTIB i3 METOIO BHSBIEHHS IOPYINEHHs €IEKTPOJiTHOro Oamancy Ta mopomkeHHs QTec-
iHTepBATY.

[lin uac miKyBaHHSA iBOCHAEHIOOM NALi€HTH i3 3aCTIHHOIO CEPIEBOXO HENOCTATHICTIO 200
IIOPYIIEHHAM EJEKTPOJITHOrO GanaHcy MaloTh IIepeOyBaTH IIijl pETeNbHIM MCANYHUM HATIIAIOM
i3 mepiommummM TposeneHHam MoHniTopurry EKIT Ta piBHA enektponitis. JIikyBaHHS
npenaparom Ti6coBO ¢t 0CTaTOYMHO IPHIMHUTH, AKIIO B [AIIEHTIB PO3BUBAETHCS NOJOBKECHHSA
QTc-iHTepBamy 3 O3HAKAMH 4YM CHMIOTOMAaMH HeGe3nmedHoi i >KWMTTS aputMmii (AuB.
posain «Croci6 3acTocyBaHHS Ta JO3U»).

Ci1iz 3 06epeXHICTIO 3aCTOCOBYBATH 1BOCHICHIO y TMAIlieHTiB i3 piBHEM anb0yMiHy HAXK4YE HOPMH
ab0 HeIOCTATHBOIO MAcOO TiJa.

IMopyimenHs GVHKUIT HAPOK TSDKKOTO CTyHEHA. besrneky Ta e(QeKTHBHICTh iBOCHIEHIOy He
BCTAHOBJIEHO IS TALIEHTiB i3 MoOpymeHHsM (QyHKOil HHPOK TsKKoro crymeHs (plUK®
< 30 mur/xB/1,73 M?). Criizi 3 06EpEXHICTIO 3aCTOCOBYBaTH T16COBO B MaMi€HTIB i3 MOPYLICHHAM
yHKIIi HUPOK TSDKKOTO CTYIICHS Ta BCTAHOBHTH PETEIbHUH MEIMYHHA HArA] 3a CTAHOM
narienTa (muB. po3aimu «Croci6 3acTocyBaHHS Ta K03M» Ta «DapMaKOKIHETHKAY).

[Topyiienns GyHkuii nmewinku. Besnmeky Ta edeKTHBHICTH iBOCHIEHIOy HE BCTaHOBJIEHO [UISL
Nai€eHTiB i3 mopymeHHAM GYHKIT TEYiHKA TOMIPHOro Ta TSHKKOTo cTynerio (kareropis B ta C
3a knacubikamiero Yaitnma-IT"10). Crix 3 obepexHicTio 3actocoByBatd Ti6CoBO B MAILEHTIB 13
MOpyIIeHHsM (YHKIi NMeYiHKA NOMIPHOTO Ta TSXKKOTO CTYNEHIO Ta BCTAHOBHTH PETCIIBHMMU
MeIUYHNIE Harfs 3a cTaHoM marienrta (auB. po3ainu «Croci6 3acTocyBaHHS Ta JO3W» Ta
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«®DapmakokineTuka»). Crix 3 obepexHicTio 3acTocoByBaTH TiGCOBO B MAMIEHTIB 3 OPYIICHHAM
dyHKI medinKy Terkoro cTymneHs (kareropis A 3a knacubixariero Yaitnna-11'10) (auB. posnin
«[Tobiuni peakxmii»).

Cy6ctpatu CYP3A4. IBocumeni6 inmykye CYP3A4, ToMy MOXe 3HHXKYBAaTHUCS CHUCTEMHA
KoHIleHTpalis cybcrparis CYP3A4. Skimo 3acTOCyBaHHS ITPaKOHA30Jly YH KETOKOHA30Iy
YHUKHYTH HE MOXH&, CIiJl CIOCTEpiraTH 3a CTAaHOM IIALIEHTa 3 METOIO BHSBICHHS BTPaTH
IPOTHIPHOKOBOT eeKTUBHOCTI (HMB. po3ain «BsaeMomis 3 iHmMMM JTiKapChKAMHU 3acobamu Ta
1HII BUIY B3aEMOTIH»).

YKiHKM penpoyKTHBHOrO BiKy/KoHTpanemniis. JXiHKA penpomgyKTHBHOrO BiKy IOBHHHI IPOHTH
TecT Ha BATiTHICTH IepeJ| MOYATKOM JiKyBaHHs mpemaparoM TibcoBo Ta im ciip 3anmobiratu
BATITHOCTI IIPOTAroM Tepamii (JMB. PO3/l «3acTOCYyBAaHHS y IEPiO BAriTHOCTI abo rOMYBaHHs
TPYULO).

JKiHKH PempoAyKTHBHOTO BiKy H YONOBIKH, SXi MAIOTh NApTHEPOK JiTOPOAHOTO BiKy, OBHHHI
3aCTOCOBYBATH e(DEeKTHBHI METOM¥M KOHTpauemil mif Yac JiikyBaHHs mpemapatoM TibcoBo Ta
HpOTATroM IfoHaiiMeHIme 1 MicsAls Iicis 3aCTOCy BAHHS OCTaHHEOI JO3H.

[BOCHIEHI6 MOXKE 3HIKYBAaTH CHCTEMHY KOHIIEHTPALil0 FOPMOHANBHUX KOHTpalenTueis. Tomy,
PEKOMEH/IY€EThCS OJHOYACHE 3aCTOCYBAHHS Oap’€PHMX METOMIB KOHTpAIENuii. (Z¥B. PO3ALIH
«Oco6IMBOCTI 3aCTOCYBaHHM» Ta «3aCTOCYBaHHS Y HEpiojt BariTHOCTI ab0 IolyBaHHs IPYUTIO»).
HenepenocuMicTs j1akTo3d. Ti6coBo MicTHTh JiakTo3y. [lamieHTaM i3 piIKICHOIO CIIAIKOBOIO
HEIIEPEHOCHMICTIO TANaKTO3M, 3aralbHOl HEIOCTATHICTIO JIakTasw abo ManbabcopOuiero
[IIOKO3H-TAIaKTO3H He CJIiJ] 3aCTOCOBYBATH 1ieH npenapar.

Bumict narpito. JlaHuii nikapcekuit 3aci6 MicTuTh MeHIe 1 MMoib HaTpito (23 Mr) Ha TabJeTKy,
TOOTO Maiixke BITBHHHN BiJl HATPIIO.

3acmocysanna y nepiod éazimnocmi abo 200y6anHa zpyooio.

YKinKu perpoiyKTHBHOIO Biky/koHTparenitis. JiHKku pernpoIyKTHBHOTO BiKy NOBHHHI IPOHTH
TecT Ha BAriTHICTh Hepe] HOYAaTKOM JiKyBauHs mpemnapaToM TibcoBo Ta iM ciix 3amobirarw
BAriTHOCTI IPOTAroM Tepamii (uB. po3ain «OcoOIMBOCTI 3aCTOCY BAHHS).

JKiHK¥ PEmpOIYKTHBHOIO BiKy H 9ONOBIKH, sXi MAlOTh MAPTHEPOK HITOPOAHOTO BiKy, OBHHHI
3aCTOCOBYBATH e(EeKTHBHI METOAM KOHTpauemmii mix dac yikysanas mpemapatom TibcoBo Ta
HpOTAroM IoHajiMeHIme 1 MicAls MiCIs 3aCTOCY BAHHS OCTaHHLOI JO3H.

[BOCHIEHI0 MOXe 3HHKYBATH CHCTEMHY KOHIEHTPAIII0 TOPMOHATBGHAX KOHTPALEUTHBIB, TOMY
PEKOMEH/IY€ETECSA OJHOYACHE 3aCTOCYBAHHS ANTbTEPHATHBHUX METOMIB KOHTpALENUil, TaKuX, sK
Gap'epHa KOHTparenis (mus. po3aim «OcobIuBocTi 3acTocyBaHHM» Ta «B3aemozis 3 IHIIMMU
NiKapCBKUMM 3ac00aMu Ta iHINI BHAY B3aEMOIH»).

Baritaicts. HeZOCTATHBO MAAHMX IIOAO 3aCTOCYBAHHs IBOCHACHIOy BariTHUMM IKIHKAMH.
JTOCTiPKEeHHS Ha TBAPMHAX TIPOJAEMOHCTPYBAIH PEIIPOAYKTUBHY TOKCHIHICTD.

Ti6coBo He PEKOMEHIYETLCS 3aCTOCOBYBATH IIiJI 9ac BAriTHOCTI Ta XiHKaM PenpoOLyKTHBHOIO
BiKy, sKi He BHKOPHCTOBYIOTh edexrTuBHi Meromu Kourpanenmii. [lamientis cmin
npoindopMyBaTH Mpo MOTEHIIHHKMM PH3NK JUIS IUIOJA, SKINO MPENapaT 3aCTOCOBYETHCS MiJ| Yac
BariTHOCTI a00 sKmO mamieHTKa (abo NapTHEpKa TMalieHTa, SAKUH OTPUMYE JIKyBaHHS)
3aBariTHiNA i 4ac Tepamii a0 mpoTaroM | MiCsI Mic/A 3aCTOCYBaHHs OCTAHHBOI O3H.
[omyBauns rpywmo. HeBimomo, um mpommkae iBocuieHiG abo i#oro MerabonmiTH B TIpyAHE
MoJioK0. JIOCHiMKEHHSs Ha TBapWHAX MIOAO OIUHKK IPOHHKHEHHS iBocHAEHIOy abo #Horo
MeTabOoMiTIB Y TpyJHE MOJOKO HE MPOBONMINMCh. PH3HK i HOBOHAPOKEHMX/HEMOBIST
BHKJIIOYATH HE MOXHA.

Ilix gac mixyBanHs npenapatoM Ti6COBO rogyBaHHS TPYJUIIO CIIi NPUNUHUTH Ta IOHAKMEHIIE
IPOTArOM OJHOTO Micsus Micis 3aCTOCYBaHHSA OCTAHHBOI JIO3H.

19,03, 20%
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®eprunbHicTs. Jladi Moo BIUIMBY iBocuaeHiOy Ha GepTHIBHICT JEOAMHY BiaCyTHi. JlOCIiOKeHD
OIHKY iBocH/eHIbY Ha GepTHIILHICTL TBAPUH HE NPOBOJWINCK. I1if gac 28-1€HHOTO HOCHI/UKEHHS
HA TBapHHAX BUBYEHHS TOKCHYHOCTi GaraToKpaTHHX 03, BiA3Ha4aBcs HeOaxaHHH BIUIMB Ha
penpoayKTHBHi opranu. KiiHiuHa 3HadyII[iCTh IEOTO BIUIMBY HEBIIOMA.

30amuicmy eénnueamu Ha wieudKicmv peaxuyii npu KepyeanHi asmompancnopmom a6o
[HULUMU MeXaAHIZMaMUL.

[BocumeHi6 Mae He3HAUHMH BIUTMB Ha 3JATHICTh KepyBaTH TPAHCHOPTHMMHM 3acobaMu Ta
NpaloBaTH 3 IHIIMMH MeXaHi3MaMH. Y JEsIKHX IalicHTiB, Kl 3aCTOCOBYBaIM iBOCHJIEHIO,
IOBIJOMIISUIOCS TIPO BMIIAJKH BTOMH Ta 3alaMOpodueHHs (muB. po3ain «IloGiuni peakuii»), mo
CIIJI BpaxoByBaTH TIiJl 4ac OLIHKA 3JaTHOCTI IAllieHTa KEpyBaTH AaBTOTPAHCIOPTOM abo
IPAIfOBATH 3 IHIIHMH MEXaHI3MaMHU.

Cnocib 3acmocyeanna ma 003u.

JlikyBaHHS TIOBWHEH NpPHW3HAYATH JiKap 3 AOCBLIOM MpPOBEICHHSA NPOTHIYXIMHHOI Teparii.
Ilepen 3acTocyBarssM TiGCOBO, MALEHTH MOBMHHI OTPUMATH MiJTBEP/DKEHHS IIO/I0 HASBHOCTI
IDH1 R132 myTanii 3a JOIOMOTOO BiIIOBIHOIO JIarHOCTUYHOIO TECTY .

Croci6 3acTocyBaHHs

Ti6coBo npu3HavYeHUH A1 IEpOPAIbHOIO 3aCTOCYBaHHSI.

TabneTKy Ciif OpUitMaTH OJMH pa3 Ha 100y HPUOIHM3HO B OJMH i TOM camuil yac. He BxxuBaTH
)y HpoTAroM 2 TOJWH HO 1 HPOTAroM 1 TOAMHM IICNA 34CTOCYBAHHs IIpenapary (nus.
posain «®apmaxokineTukay). TabIeTKy CITijl KOBTATH IiTUMH, 3aNIMBAIOYH BOJOIO.

[lanieHTaM CIIiJi TOPEKOMEH/TYBaTH yHUKATH CIIOXKUBaHHS rpeiindpyTa Ta rpeAndpyToBOro coxy
mix wac nikyBadHs (muB. «B3aemomis 3 IHWMMHK JiKapchKMMH 3aco0amu Ta iHIUL BHAH
B3aeMoIii»). He ciig koBTaTd critikareeBUil BOXONOITIMHAY, SIKHUH MICTUTBCS B KOHTEHHEP1 JUIst
TabneToK.

Jlo3yBaHHS

Tocmpuii mienoionuii aetixos (I'MJI)

PexoMmeHnoBaHa 103a cTaHOBUTE 500 Mr iBocuaeniOy (2 TabneTku 1o 250 Mr) mepopajibHO ONUH
pa3 Ha 706y. 3acTocyBaHHs iBOCHIeHIOy Cilif po3modnHaTy 3 1-ro aHs mukiy 1 y komObiHamii 3
a3alUTUANHOM y R03i 75 Mr/m? miomi moBepxHi Tijla, BHYTPIIIHEOBEHHO ab0 MiAMKipHO, OfMH
pa3 Ha 106y,3 1-ro mo 7-mit aHi KoxHoOro 28-geHHoro muiiy. Ilix 4ac mepiioro LHKIY
NiKyBaHHS a3alMTHAMH Clif 3actocoByBatd y 100%-HiH n03i. PeKOMEHAyeThCSA MPOBEACHHS
IMoHaMeHIIe 6 UMKIIB JIiKyBaHHS MAIli€HTIB.

Cnixx 03HaOMUTHCH 3 IHCTPYKII€IO sl METHYHOTO 3aCTOCYBAHHS a3allUTUINHY [UIA OTPUMAHH
indopmarii oo crocoby 3aCTOCYBaHHS Ta JIO3H.

JlikyBaHHS CNi TNpPOJOBXYBAaTd JO IPOTPECYBAaHHA 3aXBOPIOBaHHS 400  PO3BHTKY
HEIIEPEHOCHMOCTI.

Xonanziokapyunoma

PexoMenioBana f03a craHoBUTH 500 Mr iBocuaeHiOy (2 Tabnerky mo 250 Mr) nepopaibHO ONUH
pa3 Ha 106y. JlikyBaHHS CIiJ IIPOJZOBXKYBAaTH 0 IPOTPECYBaHHs 3aXBOPIOBAHHS ab0 PO3BHTKY
HETEPEHOCHMOCTI.

Iponywenns abo 3ampumMKra nPULOMY RPUSHAYEHOT 003U

Sxmo mnpuitom mpusHaueHoi mo3u Oyo IpomymieHo abo HE MPUEHATO y 3BUYAHHHUK dac,
IpU3HAYeHy 703y CIiJ NPUMHATH SKOMOra IIBHJIIE HPOTATOM 12 FOJMH MICH MPOILYINEHOL.
ITpotsrom nux 12 rofuH HE MOXHA NPHAMATH 2 NpU3HAYEHi 103K npenapary. Hactymsoro ous
CITiT IIPOJOBKKUTH KypC JIIKYBaHHS 3TiHO 3 paHille IPU3HAYECHOIO CXCMOIO.

SIKImo micns 3aCTOCYBaHHS MPH3HAYEHOI 03U IpEIapary CTaBCs €Ii3o[ ONIOBaHHSA, HE CIA
IpUitMaTH 3aMiHHy 103y Ipenapary. HacTymHoro ans mpuimMaTy JIiKH SIK 3aBXK/IH.

3anodisichi 3axo0u, SKUX HEOOXIONO QOMPUMYEAMUCS Neped HPUSHAYEHNAM NG MOHIIOPUHS
Ilepen mouatkoM JiKyBaHHs ciin 3pobutu enextpokapaiorpamy (EKT). Ilepex mouatkom
niKyBaHHS CKOPHTOBAHMH MO 4YacToTi cepueBux ckopoueHs intepsan QT (QTc) nosuneH OyTH
MeHIMM 3a 450 mcek. 3a HasBHOCTI mopymiens QT-iHTepBasly Jikap IOBMHEH IOBTOPHO

-
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IIPOBECTH OLHKY CIIiBBi/[HOIIEHHS KOPHCTH/PH3HMK iHiiamii Tepamii iBocuaenibom. Axmio
nomoxenns inTepsary QTc cranosuth 480 — 500 Mcek, iBoCHIEHI6 Clif NpU3HAYATH JIHIIE Y
BUHSTKOBHX BHIAAKAaX IIiJl PETEIFHAM MEJUYHHUM CIIOCTEPEIKCHHSM.

Crnix mpoBoautu Mmonitopunr EKI 1o modaTky JiKyBaHHS, IIOHaHMEHINE pas Ha THX/ACHE
MIPOTSrOM IHepIHUX 3 TWXKHIB, a faii momicans, skmo QTc-iHTepBall 3aTHIIAEThCs < 480 mcexk.
Crti HeraltHO BXWTH Bi/IOBIMHEX 3aX0JiB pH BusiBIeHI Oyab-aKuX Bigxunenb QTc-inTepBany
(muB. Tabmumro 3 Ta po3zin «OcoGMMBOCTI 3aCTOCYBaHHS»). Y pa3l MOSBU CHUMITOMATHKHA
nonomxenns QT-inTeppany ciiz 3pobur EKI 3a KIiHIYHAMY II0Ka3aHHAMH.

OnHOYACHE 3aCTOCYBaHHS 3 JKapchKuME 3acobamu, aki mojosxyrooTs QTc-iHTepsar, abo
iriGiropamu CYP3A4 momipHOi abo CHIBHOI [il, MOXe 30UIBIIATH PH3UK IOJOBKCHH
QTc-inTepBany i ToMy oaHOYacHe 3acTocyBaHHs 3 TibcoBo cmin yHuKaTH. Y pasi HEeMOXXITHBOCTI
IpHU3HAYEHHA ATHTEPHATHBHOI Tepamil, TAllieHTiB CHif JIKyBaTH 3 00epexHICTIO W peTensHO
KOHTpOJIFOBATH Ha HasBHiCTh HopomxkenHs QTc-inTepsary. Ciin nposect: mouitopuar EKI™ o
I0YaTKy OAHOYACHOTO 3aCTOCYBAHHS, LIOTHXKHS HPOTATOM IIOHANMeHIe 3 THXHIB, a Jaii 3a
KITiHIYHAMH MOKa3aHHSIMA (IUB. iHGOpMaNiio HIKYe Ta po3aimu «OCOOIMBOCTI 3aCTOCY BAaHHS»,
«B3aeMofiis 3 iHIEMH JiKapehKUMH 3acobamu Ta iHuIl BUAM B3aeMofii» Ta «[1obidni peakuii).
Cui TpoBecTH NMOBHMHA aHali3 KpOBi Ta XiMiuHMH aHasi3 KpOBI HEpe] MOYATKOM JiKyBaHHS
npenapartom TiGcoBo, MIOHAHMEHINE OAWH pa3 Ha TIKICHb IIPOTArOM IEpUIOro MicSILs
NKyBaHHS, OJMH pa3 Ha JBa TYDKHI IIPOTATOM JPYTOTO MiCALs JiKyBaHHS, a TaKOXK i 4ac
KOXHOTO BI3HUTY JIO JIiKaps IPOTSATOM YChOTo NIepioy TiKyBaHHs 32 KIIHIYHUMH NOKa3aHHAMM.
Kopuzyeanns. 003u_npu_oonoyactomy sacmocysanni 3 ineibimopamu CYP3A4 nomiproi abo
cubHOi Oii

Slkuio 3actocysaHHs imriGitopie CYP3A4 momipHoi a0 CHUIBHOI /Ul YHHKHYTH HE MOXH3,
PEKOMEHJIOBaHy 7103y 1BOCHIEHIOy cmizt 3umsuTy 1o 250 mr (1 Tabnerka 1o 250 mMr) omuH pa3 Ha
106y. Ilicas mpumuHenHs 3actocyBaHHs imriGitopy CYP3A4 momiproi abo cHBHOI [Iii, 103y
iBocumeni6y cmix 36imemmTE g0 500 Mr micns moHaiMeHIne S mepioiB HaITiBBUBEACHHS
inri6itopy CYP3A4 (nuB. iHdopmariro BHINE Ta PO3ALIH «OcoOMUBOCTI 3aCTOCYBaHHA» Ta
«B3aeMoisl 3 IHIIAMMY TiKapCHKUME 3aC00aMH Ta 1HIII BUJIM B3aEMOJIIN»).

Kopuzyeantis 0031 ma pexomenoayii wio0o Nikysanus nodiunux pearyi
Ta6anns 3: Pexoven/ioBaHi KOPHIyBAHHA 030 PN BHHUKHEHHI N00iYAAX peakuiii

IMo6iuni peaxitii PexoMengoBani 3ax011

JnbepeHniroBaIbHAN e Ilpu mimo3pi pO3BHUTKY IU(EPEHI[IOBAIBHOTO CHHAPOMY,

CHHAPOM  (MMB.  DPO3JIUM | pO3MOYATH JiKYBaHHS CHCTEMHHMM KOPTHKOCTEPOizamu

«OcoBIHBOCTI 3aCTOCYBAHHS | BIIPOJOBX IIOHAWMEHIIE 3 JHIB i IOCTYIIOBO 3HIKYBATH

ta «[Tobivyni peaxmii») 703y JHINE I[icisd 3HMKHEHHs cuMnroMis. IlepexdacHe
IpHUIMHEHHs JIKyBaHHS MOXE MPU3BECTH [0 DEUUIUBY
CHUMIITOMIB.

e Po3m0YaTH MOHITOPHHI TeMOJUHAMIUHAX IOKA3HHUKIB JI0
3HUKHEHHS CUMIITOMIB Ta BIPOJOBXK IIOHAMMeHIIE 3 HIB.

o IlpunvHATH 3aCTOCYBaHHs Ipenapary TiOCOBO, SKIUO
CEpHO3Hi 03HAKH/CUMIITOMH 30epiraroTecs IMoHaj 48 roguH
IiCIIS IOYATKY 3aCTOCYBaHHS CHCTEMHHX KOPTHKOCTEPOI/IIB.
« BigHoBuTH JiKyBaHHs iBocuaeHiOy B 1031 500 Mr oauH pa3
Ha 100y, KOIM TSHKKICTh O3HAK/CHMNTOMIB 3MEHIIMTECS JIO
MIOMIPHOTO YM JIETKOrO CTYIEHs Ta IiCis MOKpaIieHHs
KJIHIYHOTO CTaHy.

JletixonuTo3 (kineKicTs | * Po3noyary nikyBaHHS riipOKCHKapOamifioM BIAIOBIAHO 10
NeikomwTiB > 25 % 10°/1 abo | cTaEgapTHOT NMpPaKTHKH 3aKiaxy, a Takox neikadepes 3a
abcomoTHe 301IBbIIEHHS | KJIIHIYHMMH NIOKa3aHHAMH.

3arajbHOl KUIBKOCTI | * o3y rimpokcukapbamify 3HHXKYBAaTH IOCTYIIOBO

netikormTis > 15 x 10 Bin | TiMbKM micas mOcnaGiieHHS YM 3HUKHEHHS JICAKOUMTO3Y.
BUXIJHOTO piBHSA, A¥B. po3aimu | IlependyacHe NMPUIMHEHHS JIIKyBaHHs MOXCE TPH3BECTH IO

by
2 1
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«OcobHUBOCTI 3aCTOCYBAHHS
ta «Ilo6iyHi peakuii»)

pELUANBY.

o IIpununHuTa 3actocyBaHHsA TiGCOBO, SAKIIO 3aCTOCYBaHHS
rifpokcukapbaminy He IpH3BENO JO  TOCHabIeHHs
JIEHKOITUTO3Y .

ITicis 3HUKHEHHS JIEHKOIMTO3Y BiAHOBITH JTiKyBaHHs
iBocueHi60M y 1031 500 Mr oauH pa3 Ha 100y.

[Momomxxenns QTc-iHTepBay
> 480 - 500 mcex
(2-uit CTYIIiHB,
posinu «OcobIuBoCTi
3acToCyBaHH», «B3aemonis 3

JHUB.

IHITAMU TKapCHKUMH
3acobaMyd Ta iHINI BHOHA
B3aemoniii» Ta  «IloGiuHi
peaxiii»)

e MOHITOpUHI Ta BiHOBICHHS piBHSA €IEKTPOJNITIB 3a
KJIIHIYHUMH TOKa3aHHAMH.

« IlepernsHyTH Ta BiIKOPUTYBATH CyITyTHi JIiKapChKi 3ac00H,
sKi moxoBKyroTh QTc-iHTepBan (ouB. po3xin «Bzaemoxnis 3
{HIIMMM JTiKapCBKAME 3aC00aMH Ta 1HII BHAM B3aEMOJIIN»).
« TIlpumumite 3acrocyBanus TibcoBo moxu He Oyne
nocsarayto QTc-inTepBait < 480 MCEK.

+ BimnoBite sixyBanus iBocumeHiboM y mo3i 500 mMr omuH
pa3s Ha 100y micns BinHoBneHHA QTc-inTepBany < 480 Mcek.
Ilicns  Bimsosnenus QTc-iHTepBamy <480 Mcek
npoBoautd MoHiTOpuHr EKI' 1ionaimeHIne pas Ha THXKICHbD
OPOTAroM 3 THXKHIB Ta 32 KINIHIYHUMM IOKA3AHHSIMH.

IMomosxenus QTc-inTepBairy
> 500 Mcex

(3-uit CTYIIiHb,
posinu «OcobnuBocTi
3acTOCYBaHHM», «B3aemonis 3

JHUB.

IHIIAME JKapCBKUMH
3acobaMM Ta IHOI  BUJH
p3aeMoxiit» Ta  «IloOiuHi
peaxiii»)

e MOHITOPUHI Ta BiHOBIEHHS piBHSI €IEKTPOJNITIB 32
KJIIHIYHUMY TTOKa3aHHAMH.

« [lepernsaHy Ty Ta BiAKOPUTYBATH CYIIyTHi JTikapchKi 3acob,
ki moyoBxyioTs QTc-iHTepBan (IuB. po3ain «Bzaemonis 3
{HIIMMY NiKapChKMMM 3aC00aMU Ta iHINI BHAM B32EMOMIN»).
[Ipunuuuti  3acTocyBaHHs TiGCOBO Ta MPOBOIUTH
moriTopuHr EKI' xoxHi 24 roguau go mocsrHeHHs QTc-
inTepBanry B Mexax 30 mMcex Bix BHXigHOro piBHa abo <480
MCEK.

» V pasi momoexenHs QTc-iHTepBamy > 550 mcek, Ha
JIOJIATOK 10 BXKE 3aIUIAHOBAHOTO IPUIIMHEHHS 3aCTOCY BAHHSA
iBocuieniby, CIIii pO3JSHYTH MOMJIUBICTD O€3HEPEPBHOIO
elTeKTpoKapaiorpagiuHoro MOHITOPHMHIY MAli€HTa, JJOKH
snadenns QTc we nosepHeThCs 10 < 500 Mcex.

* BigHoBuTH NikyBaHHs iBocuaeHiOOM y 1031 250 Mr oauH
pa3 Ha g6y micist BiguosaeHHs QTc-inTepBany B Mexax 30
MceK Bij BHXigHOrO piBHS 260 < 480 Mcek.

e [Micns BimnoBnenHa QTc-iHTepBamy B Mexax 30 Mcek Bin
BHUXiZHOTO piBHA a00 <480 MCEK NPOBOJUTH MOHITOPUHI
EKI" moHaiiMeHIIe pa3 Ha THOKACHb NPOTATOM 3 THXKHIB Ta
3a KIIHIYHUMH [TOKa3aHHAMM.

* V pasi BHABJIEHHS QITEPHATHBHOI €TIOJOTII IIOJOBXKECHHS
QTc-inTepBany CIiJ PO3rISHYTH MOXIHBICTD WiJBHUILECHHS
1034 iBocuieHiby 1o 500 Mr ouH pa3 Ha 100y.

[Tonosxenns QTc-iHTepBaly 3

03HAKaAMM/CHMIITOMaMH
Hebe3neynol I KUTTS
LTy HOYKOBOI apUTMii

(4-uit CTYIIiHb, QIUB.

po3ainu «Oco6IrBOCTI
3acToCcyBaHH», «B3aemonis 3

IHIDUMU JTKapCbKUMHU
3acobaMy T4 IHIII BUOH
B3aemomiiny Ta  «[lobOiumi

« OCTaTO4HO MPUIUHUTH 3aCTOCY BaHHS IIpenapary

1
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peakmii)
Immi mobiumi peakmii > 3-ro |« IlpunumuTe 3acTocyBanHs TibCOBO 10 3MEHIICHHA
CTYIIEHS TAXKOCTI ToxkcuuHOCTI 10 < 1-ro cTymeHs abo JO0 BUXIAHOTO DiBHA,

[OTIM BiZHOBHTH JTiKyBaHHs B 1031 500 Mr ouH pa3 Ha 700y
(TOKCHYHICTB 3-To cTymeHs) abo 250 Mr ofuH pa3 Ha 00y
(TOKCHYHICTE 4-r0 CTYIICHS).

» Ilpu BUHWKHEHHI TOKCHYHOCTi 3-ro cTymeHs (Ipyrui
BHUIIAO0K), 3HH3MTH J03y mpenapary Tibcoo mo 250 mr
ONMH pa3 Ha H00y MO 3HUKHCHHS TOKCHYHOCTI, IIOTIM
BimHOBMTH HiKyBanHs B 71031 500 Mr oxuH pa3 Ha 100y.

« [lpuy BYHUKHEHHI TOKCHYHOCTI 3-ro cTymeHs (TpeTii
BHIIaN0K) abo 4-ro CTyleHs, NPUIMHUTHA 3aCTOCYBaHH
Ti6GcoBo.

1-#f CTYIIiHD - JIETKMI CTYMiHb TSKKOCTI, 2-1 CTYHiHb - MOMipHUH, 3-H CTYNiHb - TSOKKHH, 4-i cTyMIHB - 3arpo3a Ul
KUTTH.

Ocobausi kame20pil nayicHmis

Iayienmu nimubo2o 6iKy

IamienTam BikOM Bix 65 pokiB Hemac moTpeOM B KOPHIYBAaHHI J0O3M Mpenapary (IuB.
posninu [To6iuni peakuii» Ta «Papmakokinervka»). Hema paHMX INOAO 3aCTOCYBaHHS B
nanieHTiB BikoM Bix 85 poKiB.

Hopywenns @ynxyii Hupox

[anieatn 3 nopyuieHHaM ¢yHKIii Hupok Jerkoro (pIIK® > 60 - < 90 mn/xs/1,73 M2) abo
nomipaoro crymnens (plIK® > 30 - < 60 m/xs/1,73 M%) KOPUIYBaHHS J{03H HE IOTPeOyIOTh.
Tt manieHTiB i3 mopymerHsM yHKuil HEpok Taxkoro cTymens (pLIK® < 30 Mi/xe/1,73 M?)
peKOMeHJoBaHy 103y He BcTaHoBiIeHO. Ciii 3 OGEpExXHICTIO 3aCTOCOBYBATH Ti6coBo B
Nai€eHTiB i3 TOpYMeHHSM (YHKUii HHPOK THKKOTO CTYNEHs Ta BCTAHOBUTH pETENbHHH
MeIMUHMI HArisay 3a CTaHoM mamieHta (guB. po3fimm «OCOONMBOCTI 3aCTOCYBaHHS» Ta
«DapMaKoKiHETHKAR).

Hopywenua @ynryii newinku

IlarienTyr 3 mopymeHHsM QyHKUil HediHKH JIETKOro CTyIeHs (kareropis A 3a Kiacudikamiero
Yaitnma-I1’10) He HOTpeOyIOTh KOPHTYBaHHsA JO3H. JInd MallieHTiB i3 NOPYIICHHAM byHKIil
TeYiHKA TOMIPHOTO Ta TSXKKOTO CTymerto (xareropis B Ta C 3a xmacuixaniero Yaiinna-IT"ro)
peKOMeH/IoBaHy 7103y He BcraHOBReHO. Cnig 3 OOEpexXHICTIO 3aCTOCOBYBATH Ti6bcoBo B
Hai€HTIB i3 MopymenHsM (QyHKII] NeYiHKM IOMIPHOIO Ta TSDKKOTO CTYNEHIO Ta BCTAHOBHUTH
peTeNbHAN MeJUYHKH HArVSA 38 CTAHOM MAalieHTa (MB. PO3ILIH «Oco6IMBOCTI 3aCTOCYBAHHS»
Ta «DapMaKOKiHETHKA»).

HeBukopuCTaHMM JTikapchKui 3aci6 abo BHTpaTHI Martepiand HEOOXifHO YTHITi3yBaTH
BIJITOBIAHO J0 MiCIIEBOIO 3aKOHOAABCTBA.

Mimu.
Besrieky Ta ebexTHBHiCTH Tpemapary Ti6coBo B miTeif Ta mimmiTki Bikom 0 18 POKIiB HE
BCTaHOBJICHO. JaHi BiCyTHI.

Ilepeoosysanns. 4 . '

VY BUIAIKY MEPEeN03yBaHHS, TOKCHUHICT MOXE IPOSBIIATHACS y BHIJISAAL 3arOCTPCHHS MOOIYHUX
peakuii, mop's3aux 3 iBocuneHiGoM (ams. posnin «IloGidmi peaxuii»). Heob6xigHo perensHO
CIIZIKYBATH 32 CTAHOM TAIIEHTIB Ta 3a0€3NeUHTH HiATPUMYOY TepaIiio (IHB. posainu «Crocib
3aCTOCYBaHHA Ta 103u» Ta «OcobimBocTi 3acTocyBaHHs»). He icHye BIZOMOTO aHTHIOTY Ha
BUNAJIOK Nepe03yBaHHsl iBOCUIEHIOOM.
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Iobiuni peaxuyii.

Brepiie susieinenuii TMJI v komGinamii 3 asaumrtuauHoM. HaifOUiemm dJacTHMH nOoOIYHUMH
peakmisimu Gynu OmroBansst (40 %), He#Tpomenis (31 %), tpombouuToneHist (28 %),
nogosxends QT-inrepsany ua EKI™ (21 %), 6e3conns (19 %).

HaiiGiner yacTuMH cepio3HMMH IOOIYHAME peaxuisMu Oynu audepeHuiloBalbHAN CHHAPOM
(8 %) i TpombonuToneHis (3 %).

V nani€eHTiB, SKi OTPUMYBAIM iBOCHAEHIO y KOMOiHAMIl 3 a3allMTUANHOM, YacTOTa IPUIMHEHHA
JNiKyBaHHS iBOCHAEHIG0M depe3 mobiuni peakuii cranoBmaa 6 %. [loOivHHMYA peakisAMH, IIO
IpU3BeNM [0 TIPUNIMHEHHs JNiKyBaHHs, Gynu mopomxenHs QT-imrepsanry Ha EKI 1 %),
6esconns (1 %), neltponenis (1 %) Ta TpomGormronenis (1 %).

UYacToTa IepepMBaHHS 3aCTOCYBaHHsS NPA3HAYCHOI 03K iBoCHAeHiOy uepes mo6iuHi peakii
cTanoBwia 35 %. Hai6inem JacTiMu MOGIYHMMY pEakIisMH, IO MPHU3BENH 10 NEpepUBaHHSA
3aCTOCYBAHHS NpU3HAa4eHol 103u, Oy HeiTporeHisa (24 %), nomosxenus QT-iHrepBaty Ha
EKT (7 %), tpombonutonenist (7 %), neiikonenis (4 %) Ta nudepeHUilOBaIbHUE CHHIPOM
(3 %).

YacToTa 3HIKEHHS JO3M iBOCHAEHIOy depes mobGiumi peaxmii craHouna 19 %. IloGiunumu
peaKitisiM, 1o IPU3BENH JI0 3HWKEHHS 031, Oy mogosxents QT-inrepsany Ha EKT (10 %),
Heittponenis (8 %) ta TpombormToneHis (1 %).

[adopMalis Ipo YacTOTy MOGIYHMX peakiiif IpyHTyeThes Ha manux aocmipkeHHs AG120-C-
009, 3a yuacTio 72 paHAOMi30BaHHX IauieHTiB i3 Brepme Buspienum ['MIJL, sxi oTpuMyBay
iBocuzeni6 (500 Mr Ha 106y) y KomGiHauii 3 asauuTHAMHOM. MetianHa TPHBATIOCTI JIKYBaHHS
npenapatom Ti6coso cranosmia 8 micsmiB (miamason 0,1 - 40,0 micsuis). Yacrora MOOIYHNX
peaKuiii IpyHTY€TbCsL Ha 4acTOTi MOGIYHMX peakiiil 3 Oyab-sK0i MPHINHHM, € JaCTHHA BHITA/IKiB
[OGIUHEX peakuiffi MOXe MaTH iHII IPUYMHM, HDK 3aCTOCYBaHHS iBOcmAeHIOy, HalpHKIaX,
3aXBOPIOBaHHS, iHIMI JIiKapchki 3acobu a60 HEMOB'A3aH1 NPHINHH.

YacToTa BH3HAYAETHCS TAKUM 4YMHOM: AyXe dacto (> 1/10); gacro (Bim > 1/100 mo < 1/10);
Hedacto (Bix > 1/1000 mo < 1/100); pinko (Bix > 1/10000 xo < 1/1000); mxyxe pimko (< 1/10000).
V Mexax KOXHOI Tpymu MHobidmi peakuil NpeACTaBIEHO B TOPSAKY 3MEHILICHHS iXHBOI
CEpHO3HOCTI.

Tabuuus 4 — [Mo6iuni peaxuii npo sixi mosizominIocs B KIiHidHOMY Hocmimkeni AG120-C-
009 (N = 72) y namienTis i3 Bnepme susBiennm I'MJI, saxi oTrpumysanu iBocuaeHi6 y
KOMOIHANIT 3 a3auuTHIHHOM

CucreMHu opratis Yacrora IMo6iuni peakmii
3 GOKy cCHCTeMH KpOBi Ta ayxe 4acto | aubepeHIiIoBaIbHIA CHHAPOM, JIEHKOIUTO3,
nimM¢aTHYHOI CHCTEMH TpOMBOLMTOINEHIs, HEATPOTICHIS
4acTo JICUKOIIEH1s
3 GOKy IICUXIKH JIy’Ke JacTo | 6€3COHHS
3 60Ky HEPBOBOI CUCTEMH JIy’KE 4acTo TOJIOBHMIT O171b, 3a11aMOPOYEHHS
9acTo nepudepudHa Helffponaris
3 00Ky IITYHKOBO-KUIIKOBOI'O | JIyXK€ YacTo 6IIOBAHHS
TPaKTy 9acTo opotapiHreanpHui 6B
3 60Ky OHOPHO-PyXOBOL JTy>K€ 4acTo 6116 y KiHIiBKax, apTpanris, 61 y CIKHI
CHCTEMH Ta CIOJIy4YHOI
TKaHMHU
Pesynpraru 1abopaToOpHUX JTy e 4acTo nogosxenus QT-inrepsarny Ha EKI
JTOCJTi JKEHb

! I'pynoswuii Tepmin BKIIOYA€E GIIOBAHHS Ta MOKIMK 10 OnoBaHHs

[Momnepeaubo JiKOBaHA, MicleBonomupena abo MeTacTaATHYHA XOJIaHTIOKAPIIMHOMA. Hait6uism
yacTEMH MOOIYHMMHE peakiisMu 6ymu BToma (43 %), uymota (42 %), 6inp B aGromiHanbHil

903200 o L SPE
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minsuui (35 %), miapes (35 %), 3HmwkenHs aneTuty (24 %), actut (23 %), 6mosanns (23 %),
anemMis (19 %) ta Bucunanus (15 %).

Hai6inpm yacTaMy Cepio3HAMM TOGIYHMME peakuismy Oy aciut (2 %), rinepGinipyGinemis
(2 %) Ta *xOoBTsHUILA XouecTaTudHa (2 %).

V mamiedtis, AKi OTpUMyBamM iBOCHEHiI0, YacTOTA NPUIMHEHHS NiKyBaHHS Wepe3 MOOIYHI
peaxkuii cranoBuna 2 %. [ToGiYHIME peakmisMu, IO NPU3BENIH X0 NPHIMHEHHS JiKyBaHHS, OyJIH
acuut (2 %) Ta rinepbinipy6inemis (1 %).

YacToTa IEPEpHBAHHS 3aCTOCYBaHHS NPHU3HAYEHOI 03U 1Bocn)1eH16y yepe3 moOiuHi peakiii
craoBmna 16 %. Haf6impn HOMMpEeHAMYM [OGIYHMMM pEakIifsMH, IO TMPHU3BEIH JO
IIepepHBAaHHS 3aCTOCYBaHHA NPU3HAdYeHOl Jo3u, Oymu rimepOinipyOinemis (3 %), 30LTBIICHHS
piBHs ananinaminorpaHcdepasu (3 %), 30inbIEHHS PiBHA acnapraraminorpancepasu (3 %),
aciut (2 %) i BToma (2 %).

YacToTa 3HIDKEHHS [103H iBOCHIEHiOy uepes mobiumi peaxuil craHoBuna 4 %. IloGiunumu
peaKIisME, IO MPU3BENHN 4O 3HIDKEHHs Jo3H, Oynu nojgowxenns QT-inrepsany Ha EKT (3 %)
ta nepueprnuna geiiponaris (1 %).

[adopMalis Ipo 4acTOTy MOGIYHUX peakilii IPYHTYETbCS HA JAHMX JOCIIDKCHHA AG120-C-
005, 3a yuactio 123 paHIOMi30BaHuX NAIIEHTIB 3 MOIEPETHBO JTIKOBAHOK, MICIIEBONOIIMPEHOIO
260 METACTATHYHOIO XOJAHTiOKAPIIMHOMOI), SIKi OTpUMyBaiH iBocuaeHi6 500 Mr oxuH pas Ha
106y. MemiarHa TpuBanocTi JikyBaHHs Ipemnapatom TiGcoBo cTanopuina 2,8 MicsiB (miamazon
0,1 - 45,1 micsuiB; cepeHe 3Ha9eHHs (cTangapTHe BixxmienHs [SD]) 6,7 (8,2) micsuis).
UYacTtoTa MoGIYHMX peakiliii IpyHTYEThCs Ha 4acTOTi HOOIYHMX peaKiii 3 Oy b-sKOI IPUIKHH, JIE
yaCTHHA BHUNAJKIB NOOGIYHMX peakmii MoXe MaTd IHIN IPUYMHE, HDK 3aCTOCYBAHHS
iBocHIeHi6Y, HANPUKITA, 3aXBOPIOBAHHS, 1HIII ITiKapchKi 3ac00u a00 HEMoB's3aH1 PUIHHY.
UYacToTa BU3HAYACTHCS TAKMM YHHOM: Ayxke gacto (> 1/10); wacro (Big > 1/100 po < 1/10);
Hewacto (Bix > 1/1000 mo < 1/100); piako (8ig > 1/10000 mo < 1/1000); mysxe pixko (< 1/10000).
B MeXax KOXHOI rpymH mMoGiumi peakuii NpeJCTaBICHO B MOPSAKY 3MEHIUCHHS IXHBOI
CepHO3HOCTI.

Ta6auns 5 — [To6iuani peaknii nmpo siki nosizomusIocs B Kiiniunomy gocuimkeni AG120-C-

005 (N = 123) y mnauientiB i3 Micuesonomupenow a6o MeTaCTATHHOIO

XOJIAHTIOKAPIHHOMA, SIKi OTPHMYBAJIH iBocH/IeHI0

CucTeMu opratiB YacToTa ITo0iuni peakuii

3 GOKy CHCTEMH KpOBI Ta JIy’KE€ 4acTo | aHeMid

niMpaTHIHO] CHCTEMHU

3 6oxy 0OMiHy PEHOBHH 1 JIy>Ke 4acToO | 3HIDKCHHS alleTUTY

MeTabomIi3My

3 OOKy HEpBOBO1 CUCTEMH NIyKe 9acTo | mepudepruHa HEHpOIaTis, TOJIOBHUHN OLIb

3 60Ky IITYHKOBO-KMIIKOBOTO | JTy)e 9acTo | acluT, Jiapes, OJfoBaHH:, Hy10Ta, Oi1b B

TPaKTy a0 IOMIHAIBHIN MIJITHIN

3 Goky remarobimapHoi 4acTo JKOBTSHUIIS XOJIECTaTHYHA, TinepOitipybinemis

CUCTeMH

3 6oKy ImKipH i migmKipHOT YK€ 9aCTO | BHCHIIAHHS'

KJIITKOBUHHI

3araneHi po3/iay Ta peaxiii B | JyXKe 4acTo | BTOMa

MicCLIi BBEJICHHS 4acTo TmaiHHs

PesynsraTn 1aboparopHUX Jy’Xe 4acTo | 3061mbIIeHHS piBHA

JIOCJTIIPKEHB acnapraraminoTpancdepasy, 361IbIEHHS
piBHs 61ipyOiHy B KPOBi

| gacto nonosxenns QT-inrepsany Ha EKT,
361/IbIIEHHS PIBHSA alaHiHaMiHOTpaHchepasy,
3HIDKEHHS PiBHSA JIE€HKOIUTIB, 3HIDKEHHS PIBHS
TpoMOOIIMTIB _j
e f

\.

,5,(
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! I'pynoBuii TEpMiH BKIIOYAE BMCHUIIAHHS, MAaKyIIOMAMyThO3HAN BHMCHIL, CGPUTEMY, MAKYJAPHUH BHCHII, reHepasizoBaHHi
excdoTiaTHBHHI 1EPMATHT, MEAUKAMEHTO3HUH JEPMATUT i NiNepuyTNUBICTb 10 JNIKAPCHKMX 3aco0iB.

Omnuc JesKux odiuauX peakuii

Jugpepenyirosanvnuii cunopom y nayienmig 3 ITMJT (mus. posninu «Croci6 3acTocyBaHHS Ta
103m» Ta «OCOOIUBOCTI 3aCTOCYBAHHA»)

V nocnmimkenai AG120-C-009 3a ywacTio 72 mauiedtiB i3 Bmepiie susirenuM I'MJL, ski
orpumyBand  TibcoBo B KomGiHamii 3  asamuTmamHOM, Yy 14% crioctepiraBcs
mabepeHnifoBaIbEmi cuHApoM. JKONeH Nali€eHT HE IPUIMHUB JIKyBaHH iBocuaeHiboM 13
NpUYHHK JU(EPEHNIIOBAIEHOTO CHHIPOMY, a NMEPEPUBAHHS NPUIOMY MHpenapary (3 %) s
KOPEKIi O03HaK/CHMITOMIB moTpeOyBala MEHINCTh mamientiB. Yci 10 manieHTiB, y AKHX
crocrepiraBcs AUQEpEeHIIIOBAIGHEA CHHOPOM, OIYXald ICns JiKyBaHHs abo micis
nepepuBanna mpmitomy TiGcoo. MenjaHa uacy OO BHHUKHEHHS JM(EePCHIIFOBAIBHOTO
cuuapomy crarosuna 20 auiB. JudepeHniioBatbHui CHHAPOM BHHHMKAB Bix 3 10 46 JIHIB IiCTIs
Ho4aTKy Teparil nij yac kombGiHOBaHOT Tepanii.

Hoooexncenna QTc-inmepsany (muB. po3aimi «Crocid 3acTOCyBaHHS Ta JO3H», «Ocob6muBOCTI
3aCTOCYBaHHS» Ta «B3aeMois 3 iHIMMY JTiKapChKUMHU 32C00aMH Ta iHII BUAY B3aEMOJTII»).

V nocmimkensi AG120-C-009 3a ygacTio 72 mamieHtiB i3 Boepmre BusBrenuM I'MIL sxi
OTpUMyBaNH iBOCHAEHIG y KomObiHamii 3 asanuTunEHOM, TofoBxenHs QT-inTepany Ha EKT
criocTepiranocs y 21 %, B 11 % Bigmivanmcs peakiii > 3-ro cryneHs. 3a JaHUMH amamizy EKI', y
15 % mnauieHTiB, SKi OTpEMYBanM iBocHIeHIO y xoMOiHAlil 3 a3alMTHAMHOM i SKi MPOAIIN
monaiiverme oxdy omieky EKI micis mowarky nikyBaHHs, 3HauenHs intepsany QTc
cranoBuio > 500 Mcek, y 24 % cnoctepiranocst 36impmenns QTc > 60 mcek Bix BUXIAroro
piBHs. 1 % NauieHTiB NPUNUHKB JTiKyBaHHS iBOCHICHIOOM Yepe3 OJOBXEHHS QT-inrepBany Ha
EKI[, 7 % Ta 10 % mauieHTiB motpeGyBany BiANOBIIHO NEpEPHBAHHS JIIKyBaHHS Ta 3HIKCHHA
no3u. Meziasa gacy 10 BHHMKHEHHs monosxenHs QT-iHTepBaly B NAUi€HTIB, SKi OTPHMYBaIH
iBocuneni6, cranoswia 29 nuis. Togosxenns QT-intepsany Ha EKT coctepiranocs Bin 1 fus 1
10 18 MicaIiB micis moyarKy JiKyBaHHS.

V  gocmimxensi AG120-C-005 3a ywactio 123 mamieHTIB 3 MiCIICBONOIIMPEHOO  abo
METACTATHYHOK XOJIAHTiOKAPIMHOMOIO, fKi OTPHMYBaIM iBOCHJACHIO y MoHOTeparii,
nonosxenns QT-inreppany Ha EKI cioctepiranocst B 10 %; y 2 % piamidanucs peakuii > 3-ro
crymens. 3a pesynsraramu ananizy EKI y 2 % manientip QTc-intepsan craHoBuB > 500 Mcek, a
B 5 % mamienTiB nogopxenHs QTc-inTeppamy craHoBmio > 60 MCEK BiJ BHXiJHOTO PIBHSL.
3HIKEHH JO3M JUIS KOPEKIIii 03HaK/cuMIToMiB motpebyBamu 3 % mauicHris. Mexiana dacy 10
BUHMKHEHHS monoBxeHHs QT-iHTepsaly B mNami€eHTiB, sKi OTPHUMYBalH iBOCHAEHIO y
MoHOTepamii, cranoBuna 28 amis. [logosxenss QT-intepsary Ha EKI' cmoctepiranocs Big 1
ITHA 1 710 23 MicsiiB Iiciia MOYaTKy JIiKyBaHH:L.

Oco6mBi KaTeropii nalieHTiB

Iopywenns @ynxyii newinxu. Besneka Ta epeKTHBHICTH iBOCHACHIOy He BCTAHOBJICHI IS
alf€eHTiB i3 HOpymeHHsM GYHKIi MediHKy HOMIPHOTO Ta TSKKOTO cTymerto (kareropis B ta C
3a xiracubikaniero Yadinga-Il’ro). Y mauieHrtiB i3 NMOpyIIeHHSM QYHKUil HE4iHKA JETKOTo
crynens (kareropis A 3a knacudixaniero Yaitnaa-I1"10) BinzHauanacs TEHICHLIS 10 301 IIEHHS
yacToTM moOiuHMX peakuid (mmB. posminum  «Cmoci6 3acTOCYBaHHS Ta JO3M» Ta
«DapMaKOKiHETUK?).

3pit mpo mizo3pioBani mobiuni peaxmii. [TosigomienHs npo moGidHi peakuil micns peecTpanii
miKapchKoro 3acoby Mae BaxiBe 3HaueHHA. lLle gae 3MOry DPOBOAMUTH MOHITOPHHL
CIIiBBiHOIIEHHS KOPHCTL/PU3HK NPH 3aCTOCYBAHHI I[BOTO JiKapChKOro 3aco0y. MemudHuM Ta
¢apManeBTHYHAM MpaliBHUKAM, a TAKOX IAaIli€HTaM a60 IXHIM 3aKOHHHUM IPEACTABHUKAM CIIiJ
TOBiIOMJIATH TIPO YCi BHIIAIKH MiJO3PIOBAHMX MOOIYHHMX peaKiliif Ta BiICyTHOCTI €(EKTUBHOCTI
JiKapchKoro 3acofy depe3 aBToMaTM3oBaHy iHGopmariiiHy cucTeMy 3 (apMakoHarnsmy 3a
nocwtanusm: https://aisf.dec.gov.ua.
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V pasi BHHMKHEHHs 3amMTanb, nepexonbTe Ha caiT TOB «Ceps’e Ykpaina» https://servier.ua/
a60 3Bepraiitech 3a ten. (044) 490 3441.

Tepmin npuaataocti. 60 MicAIiB.

¥YmoBH 30epiraHns.
He notpeGye 0cobGIMBHX TeMIEpaTypHHX YMOB 30epiranns. 30epirat TabneTku y IIIBHO
3aKpUTOMY KOHTeMHHepi Ulst 3aXKCTY Bin Bojory. 36epiraTd y HeAOCTYHOMY I aiTeit mici.

YnakoBka.
[To 60 TabxeTok y musmmi; o 1 mismmi B KopoOIi 3 KapTOHY.

Kareropis Biamycky.
3a penenToMm.

Bupobnux.
JIa6opatopii Ceps’e Inmactpi/Les Laboratoires Servier Industrie.

MicIe3HAX0KeHHsI BHPOOHMKA Ta ajipeca Micus NpoBaKeHHs Horo JisyIbHOCTI.
905 pyT e Capan, 45520 XKini, ®@paumis/905 route de Saran, 45520 Gidy, France.

3asBHHK.
JIe JTa6opatyap Ceps’e/Les Laboratoires Servier.

Micue3Haxo/XKeHHSI 3aABHUKA.
50, pro Kapno, 92284 Cropen Cenekc, ®pannis/50, rue Carnot, 92284 Suresnes Cedex, France.

IlaTa OCTAHHBLOI'O IEPErasaay.



