IHCTPYKIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

CYTEHT

(SUTENT™)

Ckiaan:
ditoua pevyosuHa: CyHiTiHi0;
1 kamcyna mictuth 12,5 mr, 25 mr, 37,5 mr a6o 50 Mr cyHiTiHIOy y BUTISOI MamaTy;

0JonoMidcHI peuoBuHU: BMICT Kamcymnu: MaHiT (E 421), HaTpito KpocKapMeso3a, IOBiOH, MarHilo
CcTeapart; KalcyJa: XKeJlaTuH, Oy Karcyn mo 12,5 mr - tutany giokcup (E 171), 3amiza okcup
yepBouuu (E 172); ons xkamcyn mo 25 mr Ta no 50 Mr - tutany giokcup (E 171), 3anmisa oKCuA YOpHUI
(E 172), 3ami3a okcup yepBoHuii (E 172), 3amiza okcup xkotuu (E 172); gna kancyn mo 37,5 Mr -
tutany piokcup (E 171), 3aniza okcup xostuii (E 172).

JIikapcbska ¢opma. Kancynu.
OcHoBHi (}i3uKko-xiMiuHi BTacTHBOCTI.

12,5 me: 3 OBOX YaCTHH, HEIIPO30Pi, KOMHOPY «IIBEACHKUM OpaHXKEeBUI» KalCyjy, 3 TBEPOOT0
JKeJlaTUHY, PO3MIpoM 4, 110 MICTSATh IPaHyJIU Bifl 3KOBTOTO 0 OPaHKEBOT'0 KOIhOPY, 3 HanucoM Oinum
yopHunoM «Pfizer» Ha koBmauky Ta «STN 12.5 mg» Ha 0CHOBI;

25 me: 3 IBOX 4aCTUH, HEIIPO30pPi, 3 OCHOBOIO KOJIbOPY «IIBEICHKUU OPaHKEBUU» Ta KOBIIAYKOM
KapaMeJIbHOTO KOJIbOPY KaIlCyJid, 3 TBEPHOI0 XeJlaTUHY, PO3MIpoM 3, 110 MIiCTITh T'PaHyJIX Bif

JKOBTOTO IO OPAHKEBOTO KOJILOPY, 3 HanmucoM 6inum yopHunoMm «Pfizer» Ha KoBmauky Ta «STN
25 mg» Ha OCHOBI;

37,5 Me: 3 IBOX 4YaCTUH, HENIPO30pi KOBTi KAICYJIH, 3 TBEPHOI0 XKeJlaTUHY, PO3MIpOM 3, 110 MiCTATh
rpaHy/M Bifl 2KOBTOTO 0 OPaHKEBOT0 KOJILOPY, 3 HamucoM 6inuM yopHunoMm «Pfizer» Ha KoBImauKy Ta
«STN 37.5 mg» Ha OCHOBI;

50 me: 3 4BOX YaCTHH, HETIPO30Pi, KapaMeNIbHOT0 KOJIbOPY KalCyH, 3 TBEePHOTr0 XeJlaTUHY, po3MipoM
2, 110 MICTSITh TPAHYJIM Bifi 2KOBTOT'0 IO OPaHKEBOT0 KOJIbOPY, 3 HanucoM Oinum yopHuioMm «Pfizer»
Ha KoBnauky Ta «STN 50 mg» Ha OCHOBI.

dapMakoTepaneBTHYHA rpyna. AHTUHEOIIaCTAYHI 3aco0u, iHribiTopu npoTeiHKiHa3M.

Kom ATX LO1E XO01.



Papmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil

CyHiTiHi0 - 1le HeBe/lKa MOJIeKyJIa, fKa iHri0ye MHOXKUHHI pelenTopHi Tupo3unkina3u (PTK), geski
3 SIKMX TIOB’SI3aHi 3 pOCTOM MYXJIMH, TaTOJIOTIYHUM @HTiOT€HEe30M i MeTaCTaTUYHUM IIPOTrPECYBaHHSAM
paky. CyHiTiHi0 o1fiHIOBanmu 3a #oro iHriGiTOPHOIO aKTUBHICTIO 00 Pi3HUX KiHa3 (> 80 kiHa3) i
BH3HAYaJIK SK TpoMOouTapHui iHribitop penenTtopis ¢pakropa pocty (PDGFRa i PDGFRp),
penentopiB gaktopa pocty cynurHoro exporenito (VEGFR1, VEGFR2 i VEGFR3), perientopa
¢daxTopa croBOypoBux KiituH (KIT), Fms-nogi6uoi Tupo3unkina3u-3 (FLT3), peuenTtopa
KoJoHiecTuMymiolouoro akropa tuny 1 (CSF-1R) Ta penentopa HelporpodiuHoro dhakTopa
riianpHOI KmiturHOI miHil (RET). IHri6yBanus aktuBHOCTI 1ux PTK cyniTiHiGoM Oymo
IIPOAEMOHCTPOBaHO B OioXiMiUHMX i KIITUHHUX aHasi3aX, a iHridyBaHHs QYHKIII — B aHami3i
nporidepartii kimitTuH. OCHOBHUN MeTa0OJIiT HEMOHCTPYE aHANIOTiuHY e(PeKTUBHICTD y MOPIBHIHHI 3
CYHiTiHiOOM y GioXiMiYHUX i KIITUHHUX aHasi3ax.

CyHnirini6 inrioysaB ¢ochopumoBants 6aratbox PTK (PDGFRb, VEGFR2, KIT) y nyXnuHHUX
KCeHOTpaHCIIJIaHTaTax, o ekcupecytoTs nini PTK in vivo, Ta [eMOHCTpyBaB iHriOyBaHHS POCTY
nyxJnHA abo perpecii nyxnauHu Ta/abo iHribyBaB MeTacTasu B JesKUX eKCIIePUMEeHTaIbHUX MOMEIX
paky. CyHiTiHi6 mpogeMOHCTpYyBaB BIACTUBICTh iHTIOyBaTH PICT KITITUH IIYXJIUHHY, 1[0 €KCIIPECYIOTh
HeperynboBaHi 11inboBi PTK (PDGFR, RET a6o KIT) in vitro, Ta inri6yBatu PDGFRb- i VEGFR2-
3aJIeXKHUY aHTioOreHe3 MyXJIUHY in Vivo.

CriBBigHOIIEHHS €KCIIO3UITig-BiIIOBIiOb

Ha ocHOBI nomymnsiiitHoro ¢hapMakoKiHeTUYHOT0/papMaKogUHaMIYHOTO aHasi3y 6yJi0 BUSIBIIEHO
3B’I30K MiX 3MiHaMH y pi3HUX papMaKOAMHAMIYHUX KiHIIEBUX TOYKaX (TOOTO KiHI[EBUX TOYKAX
Oe3nekyu Ta eeKTUBHOCTI) 3 YaCOM Ta eKCIIO3UIIi€l0 CYHiTiHiIOy B ma3Mi.

EnexTpodisiomnorisg cepiis.

CyTeHT MOXKe BUKJIMKATHU 00303ajieKHe IMoAoBxKeHHd iHTepBany QT, 110 MOxKe MPU3BECTHU 0
MigBUIIIEHHS PU3UKY LIJIYHOYKOBUX apUTMIil, BK/IIOYAIOUM [TaPOKCHU3MaIbHy IIUIYHOUYKOBY TaxiKapmio
TUIY «IipyeT» (AuB. po3d. «Oco0MMBOCTi 3aCTOCYBaHHS»).

dapmaxkoKiHemuxka.

dapmakokiHeTHKa CyHiTiHIOy Ta ManaTy CyHiTiHiOy Oysa ouiHeHa Y 3MOPOBUX 0Ci0 Ta y Hali€HTIB i3
COJIITHUMHY MyXJTHHAMH.

MaxkcuMasnbHa KOHIIEHTpallisl cyHiTiHiOy B mna3mi Kposi (C,,,,) B IIIJIOMy CIIOCTEPIra€ThCS MPOTSATOM
6-12 roguH (4ac Mo MakKCUMaIbHOI KOHIIEHTpallil B maa3mi Kposi [T,,,,]) micias mepopanbHOTO
3aCTOCyBaHHS. XapuyyBaHHS He BIUIMBA€ Ha 6i0fOCTYMHICTE CyHITIHIOY. CyTEeHT MOXKHAa IIpPUHMaTH
He3aJIeKHO Biff IpuioMy Ixi.

3B’s13yBaHHS CYHIiTiHiOy Ta #0T0 IEPBUHHOTO aKTUBHOTO MeTab0IiTy 3 6iIKOM I1J1a3MHU KPOBi JIIOAMHU
in vitro ctanoBuio 95 % ta 90 %, BignmoBimHO, 6€3 KOHIIEHTPAIliiHOI 3aJIe?KHOCTi B MeXkKax

100-4000 ur/mn. OgeungHuii 06’em posnopminy (VA/F) gns cywiTiniOy cranosus 2230 1. Y miana3oxi
no3yBaHHs 25-100 mr AUC i C,,, 30inbIIyI0ThCS IPOIOPIIiHO Ho3i (Big 0,5 mo 2 pasiB 6inbiii, Hixk
BiATIOBigHI MOKa3HUKY Y pa3i 3aCTOCYBaHHS 3aTBEP/XKEHOI peKOMeHI0BaHol 1060Bo1 1031 50 Mr).



CyniTini6 metabomnisyetbcst Hacamnepen CYP3A4 mo mepBUHHOTO aKTUBHOTO MeTabO0MiTy, IKWM TOTiM
MeTabomnizyeTbcst CYP3A4. TlepBUHHUY aKTUBHUN MeTa0OJIiT CTaHOBUTH Bif 23 % mo 37 % Bix
3arasibHOl eKCIo3ullil. BuBemeHHs 3MifiCHIOETECS HacaMIiepern 3 pekamismu. Y Mac-0amaHCOBOMY
OOCJIiMXXEeHH] B TIOOUHU [14C]CYHiTiHi6y 61 % mo3u OyB BUBefeHuUM i3 pekamisiMu, a BUBeIeHHS
HUPKaMu CTaHOBUIIO 16 % Bix BBepmeHoi no3u. CyHiTiHiO Ta #oro MepBUHHUM aKTUBHUN MeTabOoJIiT
Oy OCHOBHHMH CIIOJTyKaMU, BUSBIEHUMH B I1JIa3Mi KPOBi, cedi Ta ¢ekanisx, mo cranosunu 91,5 %,
86,4 % Ta 73,8 % pamioakTUBHOCTI B 00’€IHaHUX 3pa3Kax BiAmoigHo. [IpyropsaaHi metabonitu Oynu
BUSIBIIEHI B cedi Ta deKaJligax, ane, SK IPaBuio, He B IJIa3Mi KPOBi. 3arajabHui IEpOparbHUMN KIipeHc
(C/F) konmuBaBcs Big 34 mo 62 11/rof, a MiXKiHAWBiAyanbHi KomuBaHHSA cTaHOBUIH 40 %.

[Ticns nmpuiioMy 0fHOPa30BOi TepopaIbHOI 103U Y 300POBUX JOOPOBOJIBLIIIB KiHIIEBUIL ITepiof
HaliBBUBEIEHHS CYHITiHIOy Ta 0r0 MepBUHHOTO aKTUBHOT'0 MeTaboliTy CTaHOBUTEL IPUOIN3HO

40-60 roguu ta 80-110 roguH BigmoBifHO. [Ipy TOBTOPHOMY IIIOAEHHOMY NPUOMi CYyHITiHIOY
crocTepiranocst 3-4-KpaTHe HaKOMIUYEeHHS, TOHi K OCHOBHUM MeTaboIiT Hakonu4yeThcs 7-10-
KpaTHO. PiBHOBaXHi KOHIIEHTPAllil CYHiTiHIOy Ta #0r0 NepBUHHOI0 aKTUBHOT0 MeTaboIiTy
mocsraoTbes mpoTsiroM 10-14 gHie. CTaHoM Ha meHb 14 KoMmOiHOBaHa KOHIIEHTpALlis B Ia3Mi
CYHiTiHiOy Ta #ioro akTUBHOTO MeTaboJiTy KonuBanacs Big 62,9 no 101 ur/min. 2KogHuX CyTTEBUX 3MiH
y papMakokiHeTulli CyHiTiHiOy a0 IepBUHHOT'0 aKTUBHOTO MeTaboIiTy He CIocTepiranocs mpu
IIOBTOPHOMY IIIOJeHHOMY IIpuiioMi abo IIpu MOBTOPHUX IIMKJIaX y CXeMaX N03yBaHHS.

dapmakokiHeTuKa Oyja CX03KO0I0 Y 300POBUX HOOPOBOJIBINB Ta Y MOMYJISIiN IALi€HTIB i3 COMiTHUMUI
NyXJINHaMH, SKi Opany y4acTh y JOCHiXKeHHi, y ToMy unchi naiienTiB i3 ['ICII (racTpoiHTecTUHANbHA
ctpoMasnbHa nyxnuHa) i HKK (HUpKOBOKIITHHHA KapIHOMa).

dapMakoKiHeTHKA B 0COONMBUX I'PYII MAIliEHTIB.

[Tonynauiiany GpapMaKOKiHETUYHUY aHali3 geMorpadiyHuX JaHuX BKa3ye Ha BiICYTHICTh K/IiHIYHO
3HAUYIIOro BIJIUBY BiKy, MacH Tijla, KJIipeHCY KpeaTuHiHy, pacu, cTaTi uyu Oaja 3a mkasnoo CximHol
00’emgranol rpynu oukonoriB (ECOG) Ha dhapmakokiHeTHKy npemnapaTy CyTeHT ab0 IepBUHHOTO
aKTUBHOTO MeTaboJIiTy.

ITauienmu 3 HUPKOBOI HedocmamHicmio.

KniniyHo 3Hauyuux BigMiHHOCTEW y (hapMaKOKiHETHIII CyHiTiHiIOy a60 #0T0 aKTHBHOT'0 MeTaboJIiTy y
nairienTiB 3 nerkoi (CL, 50 - 80 m1n/xB), cepenunoio (CL,, 30 - 50 mn/xB) ab0 TIKKOIO

(CL..< 30 mn/xB) HIPKOBOIO HEOCTATHICTIO, SKi He IepeOyBajy Ha [iasisi, MOPiBHSAHO 3 NalliEeHTaMu
3 HOpMaJbHOM GyHKIeo HUpok (CL,> 80 My/xB) He mepenbayanock i HeCIOCTePiraaocs.
He3Bakalouu Ha Te, 110 CYHiTiHI0 He BUBOOUBCS 3a HOIIOMOTOI0 TeMOfliali3y, CUCTeMHa eKCIIO3HUIIis
CYHIiTiHiIOy Ha 47 % HUXK4a y MAaIi€HTiB i3 TepMiHalIbHOIO CTafiiel0 HUPKOBOi HepocTaTHOCTI (TCHH)
IIPU TeMOfiiasTi3i MOPiBHSHO 3 MallieHTaMy 3 HOPMaJIbHOI0 (QYHKIIi€I0 HUPOK.

ITevyiHKkoBa Hedocmammuicme.

CyHiTiHi0 Ta #0oro mepBUHHUN MeTa0OJIiT TepeBaxkHO MeTab01i3yI0ThCs edinKkoo. CUCTEMHi
€KCITO3UIIil TMic/Isl OMHOPa30Boi f03u npemnapaTty CyTeHT OyJu MOmiOHMMU Y MAIliEHTIB 3 JIETKOIO (KJ1ac
A 3a knacudikarniero Yaitnma-I1'10) abo momipHoio (knac B 3a knacudikaruiero Yaitnma-I110)
IIe4iHKOBOI HEJOCTaTHICTIO IOPIBHSAHO 3 NallieHTaMU 3 HOPMaJIbHOI (PYHKITIE€IO IEeYiHKY.
3actocyBanHd nmpenapaTy CyTeHT xBopuM i3 TaxkKUM (kinac C 3a Knacudikaniero Yainma-I1'10)
NOpYyIlIeHHAM (GYHKII IeYiHKY He [OCIIiIXKyBaoCh.



KniHiyHi 0ocaioxrceHHA.

l'acTpoiHTecTHHAIbHA CTPOMAallbHA TVXIHHA.

[TocmimxeHus 1.

Hocmimxennst 1 (NCT # 00075218) siBnsiio co6010 MixKHapogHe PaHIOMi30BaHe IMOABIMHO Cllime
nane60-KOHTPOJIbOBaHe AOCTiAKeHHS y 2 rpynax npenapaty CyteHT y matienTiB i3 I'ICII, y skux
CIIOCTEpIrasoch MPOrpecyBaHHs 3aXBOPIOBaHHS IIif] 4acC MONEepPeHbOro JIiKyBaHHS iMaTHHIOY
Me3unaToM (iMmaTuHiO0M) abo SIKi He TepeHoCUNu iMaTuHiO. MeTa mossrasna B TOMY, 11100 TOPiBHATH
yac go nporpecyBaHHs nyxinau (U1OI1) y nauieHTis, ki orpuMyBanu CyTeHT IJIIOC HalKpaIly
NiATPUMYIOUY Teparlliio, TOPiBHSHO 3 MallieHTaMu, SIKi OTpUMYyBaJIX IJ1are6o IIoc HalKpanly
NigTPUMYyI04y Teparito. [HIm i BKIoyany BUXKUBaHICTh 0e3 mporpecyBaHHs xBopo6u (BBII),
00’eKTUBHY 4acTOTy Bignosifi (O4YB) Ta 3aranbHy BuxkuBaHiCcTh (3B). [TauienTu Oynu paHmoMiloBaHi
(2 : 1) pnst orpuManHs abo 50 Mr npemnapaty CyTeHT, abo maiebo IepopanbHO OOUH pa3 Ha mo0y 3a
rpadikom 4/2 mo mporpecyBaHHS 3aXBOPIOBAaHHS a00 BUTyUYeHHS 3 MOCTIIXKEHHS 3 iHINOI MPUYUHH.

Y npenapaty CyTeHT OyJla CTaTUCTUYHO 3HAUyIlla epeBara Hap miaiebo mpu YII, 1o Bifmosigae
TIePBUHHIN KiHIeBi# Touli. Pe3ynbratu eeKTUBHOCTI HaBefeHO y Tabnuii 1.

Tab6muus 1. Pesynbsratu edexruBHocTi npu [ICII y nocnipxkenni 1 (das3a moasifiHo crinoro
JIiKyBaHHS)

[CYTEHT [[Iname6o [p-3Hauenns [BP

(N =207) [(N =105 (rorpanrosuu |(95 % 1)
IMapameTp epeKTHBHOCTI KpHUTEepii)
Jac mo mporpecyBaHHs myxauHu” 27,3 6,4 < 0,0001* 0,33
[MeniaHHe 3HaYeHHs, TUXHIB (95 %|(16,0, 32,1) |(4,4, 10,0) (0,23, 0,47)
1]
BuxupaHicTh 6e3 mporpecysanns’ [24,1 6,0 < 0,0001 0,33
[MenmiaHHe 3HaueHHS, TUXHIB (95 %|(11,1, 28,3) |(4,4, 9,9) (0,24, 0,47)
[1)]
O6’ekTHBHA YacToTa Bigmosini (UB) [6,8 0 0,006°
[%, (95% I]T)] (3,7,11,1)

*[TopiBHSIHHS BBaXKa€ThCS CTaTUCTUYHO 3HAYYIIUM, KO pP-3HaYeHHA < 0,00417 (kpurepiu

OOCTPOKOBOTO MPUNMHEHHS mociimxkeHHss O'bpaena - ®neMinra).

Ckopouenss: [II - gosipuuiu inTepsa; I'ICII - racTpoiHTecTUHaIbHA CTPOMaJbHA IyXJINHA;
BP - BigmHOIIEeHHs pu3uKiB; N - KiJIbKICTh NallieHTiB; YB - yacTKOBa BiAMOBib.

4Yac Bif paHpoMi3allil 1o IporpecyBaHHs; JeTalbHi HaCIigKM 10 3aJ0KyMEHTOBaHOT O
IporpecyBaHHs OyIu 1eH3yPOBaHi il YaCc 0CTaHHbOI PeHTTeHorpadiyHol OIliHKHY.

byac Bifl paHmoMi3aril ;0 mporpecyBaHHs ab0 JIeTalbHOTO HACIIAKY Yepe3 Oyaob-sKy

IPUYHUHY.

CKpI/ITepiIZ xi-kBagpart Ilipcona.




[TocmimxeHHd 2.

HocnimxeHHs 2 6yn0 BigKpuTuM 6araToleHTPOBUM [OCTiI2KEHHSIM i3 OfIHi€I0 TPYIIOI0 Ta
30inbIIIeHHSIM 003U, IPOBEJeHNM 3a y4dacTio manienTiB i3 I'ICII micng nmporpecyBaHHS IPU IPUHOMi
abo 3 HenepeHocuMicTiO iMmaTuHiOy. [licnga ifeHTHdiKaLil peKoMeHnoBaHOTO pexumy (50 Mr ofuH pa3
Ha o0y 3a rpadikom 4/2) 55 malieHTiB y IbOMY HOCTIIXKeHH] oTpuMyBasnu npenapat CyTeHT y [03i
50 mr 3a rpadikom nikyBauHs 4/2. YacTkosi Bignosiai (4B) croctepiranuce y 5 3 55 marienTis (9,1 %
gactoTta UB, 95 % [I: 3,0 %, 20,0 %).

HupkoBokmitruaHa KapiuHoMma (HKK).
HKK 0e3 nmonepeaHbOro JiKyBaHHSI.

Hocnimxenns 3 (NCT # 00083889) Oyno 6araTolleHTPOBUM MiXKHAPOIHUM PAaHOOMi30BAaHUM
IOCTiAKEeHHSM, sIKe TOPiBHIOBAJIO MOHOTepanito npenapatoM CyTeHT i3 iHTepheporoM-a (IHD-a) y
nanienTiB i3 HKK 6e3 momepenHboro ymikyBaHHs. MeTa mossirana B ToMmy, 1106 mopiBasTi BBIT y
nalieHTiB, AKi oTpuMyBanu CyTeHT, IIOPIBHAHO 3 IallieHTaMu, AKi orpuMyBanu I®H-a. IHi KiH1EeBi
tTouku BKmoyanu OYB, 3B Ta Ge3neky. 750 marienTiB 6yno parngomizoBaHo (1 : 1) anst oTpuMaHHS
abo 50 mr npenapaty CyTeHT ofuH pa3 Ha 0o0y 3a rpadikom 4/2, abo I®H-a mipmkipHo ¥ m03i

9 MinbiOHIB MixkHapogHuX oguHUIL (MMO) 3 pasu Ha TUXKAeHb. [1alliEeHTH OTPUMYBaIu JTiKyBaHHS [0
IIPOTPECYBaHHS 3aXBOPIOBAHHS ab0 BUXOMY 3 HOCITiIXKEHHS.

Crooctepiranacs CTaTUCTUYHO 3Hauyllla epesara npenapaty CyreHT Hapg [OH-a B KiHLIeBid TOYL]
BBII (muB. Tabmuirio 2). Y nmonepegHbo BU3HAYEHUX (haKTopax cTpaTHdikallii, TaKuX SK
nmakTatgerigporenasa (JIII') (> 1,5 BMH nopiBasino 3 < 1,5 BMH), ¢dyukuionansauu cratyc ECOG (0
abo 1) Ta monepenHs HeppeKTOMis (Tak abo Hi), BifHOIIEHHS PU3UKIiB II0Ka3aJlo IiepeBary npemnapary
Cytent Hap [®H-a. O4YB 6yna Buioio B rpymi npenapaty CyTeHT (AuB. TabmuLiio 2).

Tabmutg 2. Pesynbratu epexkTuBHOCTI mpu HKK 6e3 momnepenHboro yTikKyBaHHS (IIPOMiKHUE aHami3),
OTpPHMaHi y JoCHifiKeHHi 3

[CYTEHT I®H-a [p-3Hauenns BP
IMapamerp edpexktuBHocTi |[(N = 375) |(N = 375) |(;morpanroBus Kpurepin) |[(95 % 1)
BUKMBaHICTh 6€3 < 0,000001° 0,415
TPOrPeCcyBaHHS" 47,3 22,0 (0,320, 0,539)

[Menianue 3Hauenusa, TuxkHiIB|(42,6, 50,7) [(16,4, 24,0)
(95 % OI)]

OG6’eKTUBHA YacToTa 075 5.3 < 0,001 H3

Bimmosimi® ) .
%, (95 % IID)] (23,0; 32,3) |(3,3; 8,1)

CkopouenHs: [II - noBipuyuu iHTepBas; BP - BigHomeHHs pu3ukis; N - KibKicTh nanieHTis; IOH-« -
inTepdepon-anbda; H3 - He 3acTocoByeThesi; HKK - HUPDKOBOKIIITUHHA KapImHOMA.

O1LiHIOETHCS CIIIMOI0 PadiosoriyHoI0 TabopaTopieio; 3HiMKu 90 mallieHTiB He OyIu MPoOYUTaHi Ha
MOMEHT aHaJli3y.

* TlopiBHAHHS BBaXKa€TLCS CTATHCTUYHO 3HAUYIUM, IKINO p-3HaueHHd < 0,0042 (KpuTepii

IIOIIePeIHLOT0 NPUNUHEeHH nocnimxkenHs O’'bpaiiena-®neminra).



Kpurtepin xi-kBagpar Ilipcosa.

PedpakTepHa go nmurtokiny HKK.

BukopucranHs npemnapaty CyTeHT SIK MOHOTepail mpu pedpakTepHii go muTokiny HKK 6yro
MOCTIiAKEHO B ABOX 0AaraTOLEHTPOBUX OCIIIIXKEHHSIX 3 OfIHi€l0 TPYII0I0. Y BCiX MAIli€HTiB, 3aIy4eHUX
[0 LIKX [OCTigXKeHb, IoNepefHs UUTOKIHOBa Tepallisd BUSBUIACh HEYCIIMIHOK. Y pochigxkeHHi 4 (NCT
# 00077974) Hee(peKTUBHICTD ITONIEPEHBO] IIUTOKIHOBOI Tepallil I'PyHTyBalacsa Ha
peHTreHorpadiyHUX 03HaKaX MPOrPeCcyBaHHS 3aXBOPIOBaHHS, BU3HAUEHUX KPUTEPISIMU OLIIHKH
BigmoBixi mpu comiguux myxnuHax (RECIST) a6o kpuTtepisiMmu BcecBiTHBOI opranisariii 0xopoHu
3gopoB’ss (BOO3) mpotsirom 9 micsmiB micns 3aBepiieHHs 1 Tepamil muTokinamu (IOH-a,
inTepneitikin-2, IOH-a nmioc iHTepelKin-2; MallieHTH, IKi omepxKyBanu Tinbku IOH-a, moBuHHI Oyu
OTPUMYBaTH JTiKyBaHHS IoHaMeH1Ie 28 nHiB). Y mocnipxkenHi 5 (NCT # 00054886) HeepekTUBHICTD
IIOTIepeqHbOI Teparii IMTOKiHaMU BU3Hadasacs SK IPorpecyBaHHs XBOPoOU ab0o HepPUUHSTHA
TOKCUYHICTh, TTOB’s13aHa 3 NikyBaHHSAM. KiHIIeBOI0 TOuKO0 Iyist 000X mociimxkeHns 6yma OUB.
TpuBamnicTs Bipmosigi (TB) Takoxk 6Gyra omiHeHa.

106 manienTiB 6ynu BKIIOUEHi B JocigkeHHs 4 Ta 63 naiieHTy 6ynu BKIIOYEHi B OOCTIIXKeHHS 5.
[Tamientu otpumyBanu 50 Mr nmpenapaty CyTeHT 3a rpadikom 4/2.

Hani OYB ta TB y mocmimxkenHsx 4 Ta 5 HaBefeHo B Tabnuii 3. Y mocnimxenHi 4 BusBnero 36 UB,
OIIIHEHMX IIEeHTPAJIbHOI0 pamiosoriunoio nabopartopieto giuss OUB 34,0 % (95 % [OI: 25,0 %, 43,8 %). ¥
mocaimxkeHHi b BusiBiieHo 23 UB, oninennx mocmigaukamu miss O4YB 36,5 % (95 % OI: 24,7 %, 49,6 %).
BinburicTts (> 90 %) 00’€KTUBHUX BifOBifel Ha XBOPOOY CIIOCTEPirajuch IPOTITOM IEPIIUX

4 UMKIIiB; OCTaHHS 3apeeCcTpoBaHa BiANOBigb crocTepiranacs B uukii 10. [Jani TB y mocnigxkeHHi 4 €
nmepeqyacHUMM, OCKinbKuY nuile 9 i3 36 manieHTiB (25 %), gKi BiAnOBiAM Ha NMiKyBaHHS, 3a3HalA
IIPOTPeCcyBaHHs 3aXBOPIOBAHHS ab0 IOMepIH Iif Yac Binbopy maHUX.

Tabmuig 3. Pe3synbraTtl eheKTUBHOCTI Tpu UUTOKIH-pedpakTopHOMy HKK, oTpumaHi y
mociimxeHHAX 4 Ta 5

Mocnigxenus 4 MocaigXeHHS b
ITapameTp e(peKTHUBHOCTI (N = 1006) (N =63)
O0’ekTUBHA YacToTa Bimmosimi  |34,0° 36,5"
[%, (95 % MI)] (25,0, 43,8) (24,7, 49,6)
TpuBasicTh Bigmosifi HIT* 54"
[MeniaHHe 3HAUEHHS, TUXHIB (42,0, %) (34,3, 70,1)
(95 % D]

* [TaHi He MOCTOBIipHI {71 BU3HAUYEHHS BEPXHBOI MEeXKi IOBIpYOro iHTEpBay.

CkopouenHs: [I - nosipuui inTepsas; N - KinbKicTh naiienTis; HII - He mocsarayto; HKK-
HUPKOBOKITITUHHA KapIHOMA.

*O1iHI0ETHCS BCIIIMY PagioioriyHo0 1abopaTopieko.

OIiHIOETHCS MOCTITHUKAMH.



Apn’roBanTHa Tepamigs HKK

Y cxeMi api’'toBaHTHOI Teparii npenapaT CyteHT mocnipxkyBanu y S-TRAC (NCT # 00375674),
0araTolleHTPOBOMY MiKHApPOIHOMY PaHIOMi30BaHOMY IIOABIMHO CIIIIOMY ITale00-KOHTPOJILOBAHOMY
IOCTiAKEeHH] 3a y4acTIO IalieHTiB 3 BUCOKUM pu3ukoM peruausy HKK micns HeppekTomil. [Tamientu
TIOBUHHI Oy/IM MaTH CBIiTJIOKJIITUHHY TiCTOJIOTiIO0 IIPO30PUX KITITHH i BUCOKUHM PU3UK PEILUNUBY, SKUH
BM3Ha4aBCs K NyxnuHu = T3 Ta/abo N . 615 marmienTiB 6yno paHgoMi3oBaHo y criBBigHOmIEHH] 1 : 1
miist oTpuMaHHS a6o 50 Mr npenapaty CyTeHT ofguH pa3 Ha 00y 3a rpadikom 4/2, abo mianebdo.
[NTauieHTH OTPUMYBAJIHU JTiKyBaHHS MPOTATOM 9 IUKIiB (mpubnu3Ho 1 pik) abo 0o penuguBy
3aXBOPIOBAHHS, HEIIPUHUHITHOI TOKCUYHOCTI a00 BigK/IMKAHHS 3TOOU Ha yY9aCTh Y JOCTiIXKEHHI.

OCHOBHUM KpHUTePieM oLiHKY eeKTUBHOCTI Oyia BUXKUBaHICTh 0e3 3axBopioBaHH4 (BB3) y marieHTis,
ki oTpuMyBanu CyTeHT, IIOPiBHSAHO 3 Mianebo, 3rifHO 3 He3aleKHOI0 LIEHTPaIbHOO OIIHKOIO B
crinomy pexumi (HIIOC). 3aranbHa BUXKMBaHICTh 0yJla OIATKOBOIO KiHIIEBOIO TOYKO. CTAaTUCTUYHO
nocToBipHe noninmenHs BB3 crnocTtepiranocs y nauieHTis, ki npuiiManu CyTeHT, IIOPIBHSAHO 3
nnaue6o (tabmuig 4). [TonepegHbo BU3HAYEHi aHaIi3u MiArpynu pefcTaBieHo B Tabmumi 5. Ha
MOMeHT aHasi3dy BE3 3aranbHi maHi npo BukuBaHHSA He Oy HOCTOBIPHUME, IPUYOMY ITOKa3HUK
CMEPTHOCTI y mallieHTiB cTaHOBUB 141 i3 615 (23 %).

Tabmu1ig 4. Pe3ynbraTi BUKUBaHOCTI 6e3 3axBopioBaHHs, oniHeHi y HIIOC npu am'toBaHTHiM Teparii
HKK (momynsuis nallieHTiB, AKUM IIpU3HadeHe JiKyBaHHS) ¥ xoai S-TRAC

[ToKa3HUK ICYTEHT II1ame0o |p-31+1aqe111+151a BP® (95 % IOI)
N = 309 N = 306

MenianHe 3HadyeHHs BBE3 [pokis (95 % 6,8 (5,8, HII) 5,6 (3,8, 6,6) 0,03 0,76 (0,59, 0,98)

1]

Bunanxu BBE3 113 (36,6%) 144 (47,1%)

HacTtora BB3 3a 5 pokiB 59,3% 51,3%

‘P-3HaveHHST Ha OCHOBI JIOTPAHTOBOTO KPUTEPIIO, CTPATH(IKOBAHOTO 3a MPOTHOCTUYHOIO I'PYIIO0
inTerpoBaHol cuctemu crafiv Kamidopritickkoro yHiBepcutety mraTy Jloc-Aumxenec (UISS); BP
6a3yeThCst Ha MOfei mponopuinHoro pusuky Kokca, crpatudikoBaHilt 3a IPOrHOCTUYHOIO I'PYIIO0
UISS.

CkopouenHs: HIJOC - He3anexkHa LieHTpaJibHa OLiHKa B clinomy pexumi; [II - moBipuuy iHTepBai;
BBE3 - BuxuBaHicTh 6e3 3axBopioBaHHs; BP - BigHOmeHHs pu3ukKiB; N - KinbkicTs narjienTis; HKK-
HHAPKOBOKJIITUHHA KapLXHOMA.

Tabmuus 5. BuxxuBaHicTh 6€3 3aXBOPIOBaHHS 3@ XapaKTepPUCTUKaMU 3aXBOPIOBAHHS Ha BUXiTHOMY
piBHI

KinbKicTh Menianue 3HayeHHsa BB3
BHUIIAaOKiB/BCHOro [pokiB (95 % 1I)] BP*
n/N (95 % OI)
CYTEHT [Tname6o CYTEHT [Tname6o
T3 Cepenas’ 35/115 46/112 HI 6,4 0,82
(5,2, HIO) (4,7, HI) (0,53; 1,28)
T3 Bucoxka® 63/165 79/166 6,8 5,3 0,77
(5,0, HII) (2,9, HIT) (0,55; 1,07)




T4/By3nosa 15/29 19/28 3,5 1,7 0,62
bopma’ (1,2, HI) (0,4; 3,0) (0,31; 1,23)

Cxopouenns: [II - moBipuwuii inTepBan; BB3 - BuxuBaHicTh 663 3aXBOpioBaHHS; BP - BimHOIIEHHS
pu3uKiB; N - KiIbKiCTh IAI[iEHTIB; N - KiNMbKICTh BUMagkis; HII - He HOCATHYTO.

" BP Ha ocHOBi Mofeni mpomopuiiHoro pu3uky Kokca.

" T3 Cepenns: T3, NO abo NX, M0, 6ynp-sKa OIiHKa CTyIeHs 3704KiCHOCTI 3a ypMaHOM,
dyukionansHui cratyc 3a ECOG 0 a6o T3, NO a6o NX, MO0, oriHka CTyneHs 3/I05KiCHOCTI 3a
OypmaHoM 1, pyHKIioHanpHEUY cTaTtyc 3a ECOG > 1.

‘T3 Bucoka: T3, NO a6o NX, MO0, ominka cTymeHs 310sKiCHOCTi 3a dypmaHoM > 2, QyHKILiIOHATBHUM
craTtyc 3a ECOG > 1.

dT4/By311013a dopma: T4, NO a6o NX, MO, Oyab-siKa OIiHKa CTYIeHs 3JI0SKiCHOCTi 3a ®ypMaHOM,
Oynb-sikui pyHKkionanbHui cratyc 3a ECOG abo 6ymp-sikuit T, N1-2, M0, 6ynb-sika OIliHKa CTyIeHs
3nosikicHOCTi 3a ®ypmaHoM, Oymb-sikuit QyHKITioHanbHUM cTatyc 3a ECOG.

HelipoeHOOKpUHHI TYXIWHY MiANITYHKOBOI 3a7103M.

Hocmimxennst 6 (NCT # 00428597) siBnsinno coboio OaraTolleHTPOBE MiXKHApOOHE PaHOOMi30BaHe
IIOAIBIMHO CJIine Iane60-KOHTPOIbOBaHe JOCTigKeHHSI MOHOTepatil npernapatoM CyTeHT 3a y4acTio
naiieHTiB 3 HeonepabenbHoio HIII3 (HeltpoeHIOKPUHHOIO MYXJIMHOIO MiAIITyHKOBOI 3a/103H).
[MamienTy noBuHHI 6y MaTU JOKYMEHTaIbHO MiATBepaKeHe 3a KpuTepigsmu RECIST
IIpOTpecyBaHHs 3aXBOPIOBAHHS 3a ocTaHHi 12 MicsuiB; BoHU Oyu panmomizoBaHi (1 : 1) mns
oTpuMaHHS abo 37,5 mr npenapaty CyTteHT (N = 86), abo nnaie6o (N = 85) ogun pa3 Ha o6y 6e3
IIJTAaHOBOTO IIepiofy nepepsu B JiKyBaHHI. OCHOBHaA MeTa Ionisrana y nmopisHsaHHI BEII y narieHTis,
ki orpumyBanu CytenT, 3 BBII mariienTis, ski oTpuMyBanu miae6o. IHmi KiHIeBi TOYKY BKITIOYaIn
3B, OYB Ta 6e3neKy. Y mocmimxkeHHi Y10 J03BOJIEHO BUKOPUCTAHHS aHAJIOTiB COMATOCTATUHY.

4K pekoMeHnoBaHO KoMiTeTOM He3aekHOT0 MOHITOPUHTY OaHUX, HOCTIIXKEeHHS OyI0 TPUIUHEHO
LOCTPOKOBO [0 ITOIIepefHb0 BU3HAYEHOT 0 IPOMIXKHOTO aHasi3y. Lle MOrio npu3BecTu [0 [IepeoLiHKy
BenuuuHM edekty BEII. KiniuHo 3HauyIle nojinmerHs nicis npenapaTty CyTeHT BigHOCHO mare6o
npu BEII 6yso moMideHo K [OCTIIHUKOM, TaK i Ipu He3asexXHii oIiHIl. BigHOIIeHHS pU3UKiB Ha
KOpPUCTS IpenapaTy CyTeHT CIOCTepirajocs B yCix MiATpynax XapaKTepUCTUK Ha BUXIAHOMY piBHi.
Hani 3B He Oynu JOCTOBIpHUMU Ha MOMEHT aHai3dy. Y rpyni npenapaty CyTeHT 0ysio 9 neTanbHUX
HacJigkiB i 21 netanbHUM HACINOK - y Tpymi mane6o. BigMidveHO CTaTUCTUYHO 3HAYYILY Pi3HULIIO B
OYB, m1o BKa3yBaJso Ha IlepeBary npemnapaty CyTeHT MOpiBHSAHO i3 myane6o. Pe3ynbraTu
eekTUBHOCTI HaBeeHO y TabmuIli 6.

Tabmu1g 6. Pe3ynbraT epekTUBHOCTI mocmipxkenHs 6 HIIIT3

CYTEHT IInaneo6o p-3HadeHHs [BP
I[lapameTp epeKTHUBHOCTI (N = 86) (N=85) (95 % 1II)
BuxkusaHicTb 6e3 0,000146° 0,427
[IPOrpeCyBaHHA 10,2 5,4 (0,271, 0,673)
[MeniaHHe 3HauYeHHS, MicAIiB (7,4, 16,9) (3,4, 6,0)
(95 % OI)]
OO6’exTHBHA YacTOTa Bigmosimi (9,3 0 0,0066" H3
[%, (95 % OI)] (3,2; 15,4)

CkopouenHs: [II - noBipuuu iHTepBas; BP - BigHOIIeHHS pu3uKiB; N - KiNIbKICTh Ialli€HTiB;
H3 - #e 3acTocoByeThes; HIIII3- maHKpeaTUyHi HEMPOEHOOKPUHHI MyXJINHU.



*IIBOCTOPOHHIN HeCcTpaTU(iKOBaHUYN TOTPAHTOBUYN KPUTEPIH.

"Tounuit KpuTepiit dimepa.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

I'acmpoiHmecmuHanvHa cmpomanvHa nyxauHa (IICII).

CyTeHT MOKa3aHU# IJIsA TiKyBaHHs raCTPOiHTEeCTHHAILHOI CTPOMAJIHHOI IyX/IMHH MiC/Is NPOrpecyBaHHs 3aXBOPIOBaHHS
a00 pu HeNMePeHOCHUMOCTi iMaTHHIOY Me3HIaTy.

ITpoepecyoua HupkosokaimuvHa kapyuHoma (HKK).
CyTeHT noKa3aHUU O TiKyBaHHS IIPOrPECYI0Y0l HUPKOBOKIIITUHHOI KAPLIMHOMH.
AQ’toBaHmHa mepania HUPKoBoKaimuHHoi kapyuHomu (HKK).

CyTeHT noKa3aHUU [ afi TOBAHTHOL Teparil JOPOCIUX MAalli€HTiB i3 BUCOKUM PU3UKOM PELUTUBYIOYO]
HKK mnicnsa sedpexTomil.

ITpozpecyroui HelipoeHOOKPUHHI NyXAuHU nidwayHkKoeoi 3ano03u (HIIII3).

CyTeHT nO0Ka3aHU [ JTiIKyBaHHS IIPOrpecyodux, foope audepeHIiiioBaHuX HeUPOeHIOKPUHHNX
IyXJIMH TiAIUTyHKOBOI 3aJ103H Y MallieHTiB 3 HeonepabelbHUM, MiCIIEBO PO3TIOBCIOXKEHUM a00
MeTaCTaTU4YHUM 3aXBOPIOBAHHSM.

IIpomunoka3aHHs.

[TigBuIieHa YYTIUBICTE [0 CYHITIHIOY ManaTy ab6o 6yap-9KOTO 3 KOMIIOHEHTIB IIpenapary.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

CunsHi inri6itopu CYP3A4.

CunbHi inri6itopu CYP3A4, Taki Sk KETOKOHA30JI, MOXKYTh IIiIBUIIYBAaTH KOHIIEHTpALil0 CyHiTiHiOy B
nna3Mi. PekoMeHayeThCs BUOip albTePHATUBHOTO CYITyTHLOTO IIPenapaTy 3 BigcyTHiM a6o
MiHiMa/lIbHUM TIOTeHIliaioM iHTi0yBaHHS ¢hepMeHTiB. OmHOYaCHe 3aCTOCyBaHHS mpenapaty CyTeHT i3
cunbHUM iHTiOiTopoM CYP3A4 KeTOKOHA30JI0M ITPU3BOAMIIO I0 30inbireHHs Ha 49 % ta 51 %
KOMOiHOBaHUX (CYHiTiHI0 mepBUHHUY aKTHBHUM MeTabomiT) 3HadyeHs C,,, Ta AUC, BiIMOBiAHO micnsa
OHOKpATHOTO Ipuiiomy npemnapaty CyTeHT y 3m0poBux 1006poBosiblliB. OfHOYACHE 3aCTOCYBAHHS
npemnapaty CyTeHT pa3oM i3 cunbHuMHU iHTibiTopamMu CYP3A4 (Hampukiaj, KETOKOHA307,
iTpaKoHa30J1, ePUTPOMIIIMH, KITaPUTPOMILIMH, PUTOHABIP) MOXKe 30iMbIINTHU KOHIIEHTpAIlil0 CYHITiHiOy.
Cik rpeindpyTa TakKoX MOxKe 30iTbIIUNTH KOHIIEHTPAIIiI0 CYHIiTiHIOy B Ia3Mi. 3HUKEHHS 103U
npernapaty CyTeHT CJIiJl BpaxOByBaTH, KOJIX HOro HEOOXigHO 3aCTOCYBATH PA30M i3 CHIIbBHUMH
inriitopamu CYP3A4 (guB. po3n. «Crmoci6 3aCTOCYBaHHS Ta HO3U»).



CunpHi ingykTopu CYP3A4.

Inpyktopu CYP3A4, Taki 9K pudaMIiii, MOXYTh 3HUKYBAaTH KOHIIEHTPAIlil0 CYHIiTiHiIOy B Iya3Mi.
PekoMeHnnyeThcs BUOip anbTEPHATUBHOTO CYIYTHHOTO IIpemnaparTy 3 BiACyTHIM ab0 MiHiMaJIbHUM
IIOTEHITia/IoM iHOyKyBaHHS ¢hepMeHTiB. OmHOYaCHe 3aCTOCYBaHHS npemnapaTty CyTeHT pa3oM i3
cunbHUM iHOyKTOpOoM CYP3A4 pudamminom npu3Boguio fo0 3MeHIneHHs Ha 23 % Ta 46 %
KoMOiHOBaHUX (CYHiTiHI0 mepBUHHUY aKTHBHUM MeTabomiT) 3HaueHs C,,, Ta AUC, BiIMOBiAHO mics
OIHOPa30BOi H03u mpemnapaTy CyTeHT y 300poBuxX 0oOPoBoIbIliB. OgHOYACHE 3aCTOCYBAaHHS
npenapaTy CyTeHT pa3oM i3 ingyktopamu CYP3A4 (Hanpuknag, fekcaMeTa3oH, (PeHiTolH,
KapOamasemiH, pudamminuH, perobapOiTasn, mpemapaTy 3Bipo60i0) MOXKe 3HU3UTH KOHIIEHTPAIII0
CYHiTiHiOy. 36inbineHHs 0o3u npenapaTy CyTeHT CJIif po3risigaTu, KOJIK oro HeoOXimHO
3aCTOCOBYyBaTH pa3oM i3 iHmykTopamu CYP3A4 (muB. po3n. «Crnocib 3acToCyBaHHS Ta [03U»).

OCIIimXeHHd in vitro iuri6imii i ctumynaii CYP.

HocmimKeHHS in vitro mokasanH, 110 CYHiTiHIO He iHAyKye Ta He iuribye ocHoBHI pepmenTu CYP.
HocnigxKeHHS in vitro B MiKpocoMax IeYiHK{ Ta refaToluuTax akTuBHOCTI i3oopm CYP CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 Ta CYP4A9/11
II0Ka3aJIy, I0 CYHiTiHi0 i 10r0 mepBUHHMY aKTUBHUM MEeTabOIIiT He MalOTh XKOOHUX KITiHIYHO
3HAYYILIUX JTIKApCHKUX B3aEMOiH i3 mpemnapaTaMu, AKi MOXYTh 6yTu MeTabo/Mi30BaHi IIUMU
dbepMeHTaMu.

[Ipenapaty, siki momoBXKywTh iHTepBan QT.

CyTeHT Moxe mopoBxyBatu inTepsan QT. Y marienTis, ski moTpebyioTh JTiKyBaHHS IIpeapaTaMi, 110
nonoBxkyw0Th iHTepBas QT, cinig yacrTinre KoHTpotoBaTy iHTepBan QT 3a gonomorow EKT.

Oco06.1ueocmi 3acmocyeaHHs1.
[emaTOTOKCHUYHICTE.

CyTeHT M0OXkKe BUKIUKATH TSKKY Te€llaTOTOKCUYHICTh, 1110 IPU3BOOUTH 0 IEeYiHKOBOI HEAOCTATHOCTI
a0o neTanpbHOr0 HACMigKy. I3 3arambHOi KOTOPTY BUBYEHHS Oe3neku y< 1 % marieHTiB
CIIoCTepiranaach evYiHKOBa HEJOCTATHICTh V KIIHIYHUX JOCIigXKEeHHAX. [0 Ie4iHKOBOl HEAOCTATHOCTI
HasiexkaTh XKOBTSHUIIS, MgBUIIEHHS PiBHS TpaHCcaMiHa3 i/abo rinepbinipybinemis y moegHaHHi 3
eHIledasonarieo, KoarysomnarTi€io Ta/abo HIPKOBOI HEJOCTATHICTIO.

Cnipm KOHTPOJTIOBATH TTOKA3HUKY (PYHKINII mevinky (anaHiHaminoTpaHchepasa (AJIT),
acrnaprataMiHoTpaHcdepasa (ACT) Ta 6inipy0iH) Ha IOYaTKYy JIiIKyBaHHS, IPOTATOM KOXKHOT0 IIUKITY
JIIKyBaHHS Ta BiATIOBIZHO OO KIiHIYHUX IMOKa3aHb. Clifg mepepBaTy 3aCTOCyBaHHS npenapaty CyTeHT
IIPU TelaTOTOKCUYHOCTI CTymeHs 3 0o HopMaJti3allii ctany o cTyneHs: < 1 abo go BUXigHOTO piBHS Ta
BITHOBUTHU 3aCTOCyBaHHA npenapaty CyTeHT y 3HUXKEHIN 003i.

[ToTpi6HO MPUIMHUTH 3aCTOCYBaHHS mpemnapaTy CyTeHT mallieHTaM 3 relaTOTOKCUYHICTIO CTyneHs 4,
y SIKUX He Bif0y10ch HOpMati3allil cTaHy IIPU TeaTOTOKCUYHOCTI CTyIeHs 3, malieHTaM, y SIKuX
CIIOCTEpPIralThCsl CEePHO3Hi 3MiHU B aHasi3ax GYHKIIIl Ie4iHKHY, Ta MallieHTaM, SIKi MaloTh iHIIi 03HAKU
i cuMIITOMU ITe4iHKOBOI HEIOCTATHOCTI. be3neKky 3acTocyBaHHS NpenapaTy nanienTaM 3 piBHeMm AJIT
a6o ACT, mo y > 2,5 pa3a nepesulye BepxHio Mexy Hopmu (BMH), a6o 3 piBHeM, 1110 TIEPEBUIITYE
BMH > 5 pagsiB 3a HasIBHOCTi MeTacTa3 y Me4iHKy, He BCTAHOBJIEHO.

[TaHKpeaTur.



Y maui€eHTiB i3 Pi3HUMHU COTITHUMY NyXJIMHAMHU, 10 IPUKUMaIK CYHIiTiHI0, CTlocTepirany nigBUIIeHHS
aKTUBHOCTI JTia3u Ta amisia3y B CUPOBaTILi KPoBi. [TigBuIlleHHST aKTUBHOCTI Jlinasu 6yi10 TUMYaCOBUM
Ta 3a3BUYal HE CYIIPOBOMXKYBAIOCSI CHMIITOMaMH IIAHKPEATUTY V 0Ci0 3 Pi3HUMU CONigHUMU
nyxiuHaMu (IuB. po3nin «ITobiuHi peakiii»).

[ToBimoMIIsIK TIPO CEPHO3Hi siBUIA 3 00Ky MiAIUTYHKOBOI 3a103H, AesKi 3 HUX IPHU3BOAVIIM [0
JIeTaJbHOTO HACTiAKY. 3a HasBHOCTI CHMIITOMIB ITaHKPeaTUTY TallieHTaM CJIifi BiTMiHUTH CYHITiHI0 Ta
pO3IoYaTy BifIIOBifHE MiATPUMYIOYe JIIKyBaHHS.

HInyHKOBO-KMUIIIKOBI PO3Ianu

Hiapes, HynoTa/ 61toBaHHs, 6inb ¥ KMBOTI, AUCIIEIICis Ta cToMaTUT/ 6inb y poTi Oyu moGivHuMM
peaxiisiMu 3 60Ky LIITYHKOBO-KHUIIIKOBOTO TPAKTY, NP0 SIKi Hal4acTille MOBimOMIISIIOCS; TaKOXK
TIOBiIOMJISINIOCS TIPO BUMaAKU e3o0(ariTy (muB. po3min «I1o6iuHi peakirii»).

[TinTpuMyio4a Teparis Ipy MUTyHKOBO-KUIIKOBUX ITO0IYHUX peakIlisix, 1[0 MoTpeOyoTh TiKyBaHHS,
MO2Ke BKJTIOYaTH JIiKapChKi 3aco0u 3 TPOTHOIIOBOTHUMHY, IPOTHAiapetHUMHU ab0 aHTalUIHUMU
BJIACTHUBOCTSIMHU.

Y nmatieHTiB i3 37T05IKiCHIMY HOBOYTBOPEHHSIMU B UEPEBHil MMOPOXKHUHI, IKi OTPUMyBaJIu CyHIiTiHiO,
IIOBIAOMJISIJIOCS IIPO CEPIO3Hi, 1HOMI JleTasIbHI IITyHKOBO-KUIIKOBI YCKJTaAHEHHS, BKJII0Yal4u
nepdopatio IUTYHKOBO-KUIIKOBOTO TPAKTY.

CeplieBO-CYIMHHI 3aXBOPIOBAHHS.

EHOBHIOMJ‘IHJ‘IOCH IIPO BUIIAAK¥ CEPLIEBO-CYOUHHUX 3aXBOPIOBaHb, BKIII04Yal04YU CEPIEBY
HEeJ0OCTaTHICTh, KapaiomiomnaTito, imemito Miokapaa Ta iHpapKT Miokappaa, gesKi 3 AKux 0ynu
JIeTaTbHUMHU.

I3 3aranpHOI KOTOPTH BUBUEeHHS 6e3neku y 3 % MallieHTiB crocTepiranacs cepiieBa HeIOCTATHICTE; Y
71 % naiieHTiB i3 CepLeBO0 HEJOCTATHICTIO [TOBIIOMIIAIOCS IIPO BUAYKaHHA. JleTalbHa ceplieBa
HeOCTaTHICTh crocTepiranack y < 1 % malfieHTis.

Y mocnimxeHnHi apm’toBanTHOI Tepamnii HKK y 11 mariieHTiB crioctepiranocs 3HUKeHHS Qppakilil BUKUIY
cTtyness 2 (ppakuisa sBukugy nisoro nutyHouka (OBJIII) ctanoButs 40-50 %, 3uuKeHHs Ha 10-19 %
IIOPiBHSHO 3 IOYATKOBUM DPiBHEM). Y JKOOHOTO 3 MAI[iEHTIB He CIIOCTepiraaocs 3HNKeHHS (Ppakiii
BUKHUTY CTyneHs 3-4. ®pakilil BUKUAY Y TPhOX 3 LIUX OOUHAMIATY IAIliEHTIB HE TIOBEPHYIUCS [0

= 50 % abo [0 MOYaTKOBOTO PiBHS HA MOMEHT OCTAaHHBOT'O BUMIPIOBaHHS. Y XKOOHOTO Ialli€eHTa, TKUH
orpumyBaB CyTeHT, He OyJI0 HiarHOCTOBAHO 3aCTiHOI ceplieBoi HegocTaTHOCTI (3CH).

[TarieHTH, B AKUX OPOTATOM 12 MiCALIB 10 3aCTOCYBaHHA IpenapaTy CyTeHT CIoCTepiraaucs cepuesi
3axXBOPIOBAHHS, TaKi sK iHMapKT MioKapaa (BKJ0Yalo4yu cepio3Hy/HecTabibHy CTeHOKapIiio),
IIYHTYBaHHS KOPOHapPHUX/IepupepuyHUX apTepii, cumnroMatudHa 3CH, roctpe nopymeHHs
MO3KOBOT0 KpOB000iry abo TpaH3UTOPHUY illeMiyHUM Hamaf abo TpoMOoeMOOIisl TereHeBol apTepii,
Oy/u BUKJIIOUEH] 3 KITiHIYHUX JOCTifXKeHb npenapaTy CyTeHT. [lalieHTH, IKUM 3aCTOCOBYBaIu
AHTPAIMKITIH a00 TPOMEHEBY TepaIliio cepilsd B aHaMHe3i, TaK0XK OyIu BUKIIOUEHi 3 HeSKUX
nociigxeHb. HeBimoMo, Y MOXKYTh NALlEHTH 3 IUMHU CYIYTHIMU 3aXBOPIOBAHHSIMM 3a3HaBaTU
IiABUIIEHOTO PU3UKY PO3BUTKY AMCQYHKIIII JTiBOTO IITyHOUKA.

Heo06xigHOo po3riasiHyTH MOXKIUBICTh MOHiTOpUHTY OBJIIII Ha MoYaTKy JiKyBaHHS Ta IEPiONUYHO
Hafialli 3a KJIHIYHUMU [IOKa3aHHAMU. PeTeIbHO CTEXKUTH 3a HafABHICTIO V ITAlli€HTIB KJIIHIYHMX O03HAK
ta cumnroMmis 3CH. Crip npunuHuTY 3aCTOCyBaHHA Npenapaty CyTeHT nauieHTaM, y SKuX
criocTepiratmThcs KniHiuHi npossu 3CH. HeobximHO mepepBaT 3aCTOCYBaHHS IIpemnapary i/abo



3MEHIIUTH 003y NalieHTaM 0e3 kiiHiuHux o3HakK 3CH, y skux ¢paxuisg Bukuny 6inbime Hixk Ha 20 %,
arne MeHIne Hix Ha 50 % HMXKYa Bif IOYAaTKOBOI0 PiBHS a00 HMXKYa HUKHBOI MEXKi HOPMH, SKIIIO
BUXiIHE 3HaYeHHs (pakilil BUKUAY HE OTPUMaHO.

[TomoBxkenHd inTepBany QT Ta mapokKcu3MaldbHa HIITVHOYKOBA TaxXiKapmis TUOV «IIipyeT».

CyTeHT MOXKe BUKJIUKATU [0303aJieXXHe TogoBKeHHS iHTepBany QT, mo Moxke NpU3BeCTH OO
IiABUINIEHHS PU3UKY IITyHOYKOBUX apUTMiil, BKITIOYa0UM IaPOKCU3MaIbHy IUIYHOUYKOBY TaXiKapAiio
TUIY «mipyeT». [lapokcr3MasbHa IUIYHOYKOBA TaxiKaphisd TUIly «IipyeT» crnocrepiranacky < 0,1 %
MIAlli€HTiB.

Criig KOHTPOJII0OBATU CTaH Ial[l€HTiB, V SKUX IiABUIIEHUN PU3UK MONOBXKeHHS iHTepBany QT,
BKJII0YAIOYY MAli€HTIB i3 HAasIBHICTIO B aHaMHe31 nofoBxKeHHA iHTepBany QT, mauieHTis, AKi
IPUUMaOTh aHTUAPUTMIYHI TpenapaTy, abo Mali€eHTiB i3 BiMOBITHOIO MTOMEPEIHBOI0 CEPIIEBOIO
HeJ0OCTaTHICTI0, OpaguKapaieio abo MopyIIeHHIMHU eJIeKTPOIiTHOTO OanaHcy. Crif po3risiHyT!
MOXKJIUBICTb NIEPIOOUYHOTO KOHTPOJIIO eJIeKTPOKapaiorpaM i eJIeKTpOoJIiTiB (HanpuKiam, MarHi,
KaJliil) IpOTATroM JTiKyBaHHS IpenapaTtoM CyTeHT. HYacTime KoHTponmoBatu iHTepBan QT npu
OHOYaCHOMY 3aCTOCyBaHHi npemnapaTty CyTeHT i3 cunbHuMHU iHTibiTopamu CYP3A4 a6o
IpernapaTaMy, SKi MalOTh BifoMui eeKT Nof0oBxKeHHS iHTepBany QT. PO3rnsHyTH MOXKIUBICT
3MeHIIeHHS J03u npenapaty CyTeHT (muB. po3ainu «Crocib 3acTocyBaHHS Ta [03u», «B3aeMonis 3
iHITMMU NTiKapCbKUMHM 3ac00aMu Ta iHII BUAYM B3aEMOii»).

ApTepianbHa rinepTeH3sid.

[3 3aranmbHOI KOTOPTHU BHBUEeHHS Oe3mneku y 29% MallieHTiB CIlocTepiranack apTepianabHa rinmepTeH3sis.
Y 7 % nauienTiB cnocTepiranacs rineprensis cryness 3, ay 0,2 % — rineprensisa cryness 4.

Crip KOHTPOJIIOBaTH apTepialbHUM TUCK Ha ITOYATKY JIIKyBaHHS Ta HafaJsli 3a KJIiHIYHUMU
ITOKa3aHHSIMHU. Y pa3i HeoOXigHOCTI po3moyaTy Ta/abo CKOPUTYBATH aHTUTINIEPTEH3UBHY Tepalliio. Y
pa3si rimepTeH3sil CTyneHs 3 peKOMEHIYETLCA IPU3YIIUHUTY 3aCTOCYyBaHHS Ipenapaty CyTeHT [0 11
TIOJIETIIEHHS [0 CTyIeHs: < 1 a0o Mo BUXiMHOTO PiBHS Ta BiTHOBUTHU 3aCTOCyBaHHS mpemnapaty CyTeHT
y 3HUXKEHiN 103i. [IpunuHuTY 3acTOCyBaHHA npenapaty CyTeHT nalieHTaM, y SKUX BUHUKIIA
apTepianbHa rinepreH3sis CTyneHs 4.

I'eMaTONOriYHI pO3Tagn

[ToBimoMIsiIOCS TIPO 3HUKEHHS a0COIOTHOI KiTbKOCTI HEUTPOdiniB i TPOMOOIIUTIB y 3B’SI3KY i3
3aCTOCyBaHHSIM CYHIiTiHiOy (quB. po3min «I1o6iuHi peakiiii»). BullleBKa3aHi sBulla He Oynu
KyMYJISITUBHUMHY, 3a3BU4al Oyau 000pOTHUMU Ta, SIK ITPABUIIO, He IPU3BOAUIIN 10 IPUIUHEHHS
nmikyBaHHS. 2KogHa 3 UKX MOAIN y mocTigkKeHHAX Qa3u 3 He Oysia JieTaabHOI0, aje Mpo pigKicHi
JeTaIbHi TeMaToJIoTiuHi mofii, BKII0Yayy KPOBOTEUY, OB’ I3aHy 3 TPOMOOIIMTOIIEHIE0 Ta
HEUTPOIEeHIYHNMY iHDEeKLIIIMU, TOBIIOMIISIOCS IIifl YaC MOCTMapKETUHTOBOTO CIIOCTEPEXKEHHS.

Cnocrepirasocs, 1110 aHeEMis BUHMKaJIa SIK Ha PaHHIX, Tak i Ha Mi3HiX eTamnax JiKyBaHHS CYHITiHiOOM.

Ha moyaTky KOXKHOTO IIUKIIy JIiIKyBaHHS Malli€eHTaM, SIKi OTpUMYIOTh CYHITUHIO, CJIifi TPOBOJUTH
PO3TOpHYTHM aHali3 KpoBi (quB. po3nin «I1o6iyHi peakiii»).

Bunanku BeHO3HOI TpoMOoeMOortii

[ToBimomIsiyiocs: IPO BUIIaIKXA BeHO3HOI TpoMOoeMOoil, T0B’s13aHi 3 JTiKyBaHHAM, Y MAIli€eHTiB, AKi
OTPUMYBaJIU CYHITiHI0, BKJII0Yar0uu TPOMO03 rIuOOKMX BeH i eM0OO0Iiio IereHeBol apTepil (OuB. po3min
«[Tobiuni peakuii»). [Tig Yac MOCTMapKETUHTOBOT'O CIIOCTEPEKEHHS CIIOCTEPITaNucs BUAgKN



jlereHeBol eMOOJIil 3 TeTaJIbHUM HACIiTKOM.

Aprtepianbhi TpomMboemMObomiuHi momil

[ToBimoMIIsiiOCS PO BHUITAOKK apTepianbHUX TpoMOoeMOomiunux spulll (ATE), iHofmi 3 meTanbHUM
HACJIiIKOM, y MallieHTiB, AKi OTpUMyBaiIu CyHiTHHIO. Halibinbm yacTuMu gBUIIamMu OyJIu IOPYIIeHHS
MO3KOBOT0 KPOBOOOiry, TpaH3UTOPHaA iMeMiyHa aTaka Ta iHhapKT M0O3Ky. ®akTOpu pU3UKY, [TOB A3aHi
3 ATE, oxpiM OCHOBHOTO 3JI0IKiCHOT'O 3aXBOPIOBaHHS Ta BiKYy 3 65 POKIB, BKJIIOUAJIU apTepiaabHy
rinepreHsiio, ykKpoBui giabeT Ta mornepenHe TpoMO0oeMOoiYHe 3aXBOPIOBAHHS.

[inepyyTHWBICTL / AHTIOHEBPOTUYHUM HAODSIK.

fIKII0 y pe3ynbTarTi MigBUINEHO0] YYTIUBOCTI BUHUKAE aHTIOHEeBPOTUYHUYN HAOPSIK, JTiKyBaHHS
cyHiTiHiboM moTPiOHO IepepBaTH i HalaTH MAlliEHTY CTaHAAPTHY MEOUYHY [IOTIOMOTY (OUB. PO3MiN
«ITobOiuHi peakirii»).

CynoMHi Hallagy.

V kiHiYHUX JOCTIIXKEHHSIX CYyHiTiHiOy Ta B mmepiof micnsipeecTpalifHoOro 3aCTOCyBaHHS Oyiu
OTpPHMaHi IIOBITOMJIEHHS IIPO CyAOMHI Hamagu. IlamieHTy, 9Ki MalOTh CyIOMHI Hallagy i CUMIITOMU
CHHIPOMY 3BOPOTHOI 3a/IHbOI erKoeHIedaomnaTii, Taki K apTepianbHa rinepTeH3is, TOJIOBHUM Oifb,
3HUKEHHS aKTHBHOCTI, OPYIIeHHs QYHKIIil MUCJIEHHS, BTpaTa 30PYy, BK/II0Ual0YX KOPKOBY CJIIIOTY,
noTpeOyIoTh KOHTPOJTI0 Ta MEOUYHOI Teparlii, BKIl0Yaioun i KOHTPOJIb 3a TilepTeH3i€lo.
PekoMeHOy€eTLCS TUMYACOBE IPUMIMHEHHS 3aCTOCYBaHHS CYHITiHIOy; micns KymipyBaHHS Hallafy, 3a
pilleHHSM JiKaps, NMiKyBaHHS CyHiTiHIOOM MOXKHa ITOHOBUTH (OUB. po3min «I1o6iuHi peakiii»).

['eMopariugi IpodBu Ta nepdopallid BHYTPIIIHIX OpraHis.

FemopariyHi IposiBy, HesiKi 3 AKUX OyNu JleTanbHUMH, BKIodanu KposoTedi [IIKT, nuxambHUX
IISIXiB, TYXJIMH, CEYOBUBITHUX IIJISIXiB TA MO3KOBi KDOBOBUIMBHU. I3 3aranibHOI KOTOPTH BUBUYEHHS
6e3neku y 30% mallieHTiB criocTepiranucs reMopariyti IposBY, BKIII0Yal04Yy IPOSIBY CTyneHs 3 abo 4
y 4,2 % narmienTiB. Haligacrimoto remMopariuioio mo0iyHo0 peakilieio 6yia HocoBa KpOBOTeYa, a
IIJTYHKOBO-KUIIKOBI KPOBOTeYi Oy HaUTIOMIKMPEHIIIKM IIPOSBOM CTYIIEHiB 3-5.

Y namienTis, ki oTpuMyBanu CyTeHT, CIIOCTepiranaucs KpoBoTedi, OB’ s13aHi 3 myxiauHoo. Li mopil
MOXKYTb BUHMKATH PAITOBO, a ¥ pa3i HasiBHOCTI JIeTeHeBUX MIyXJIMH MOXKYTh IPOSIBIATUCS K TAXKKE i
HeOe3neyHe I KUTTS KPOBOXapKaHHS abo nereHeBui KPOBOBUJIUB. Y KITiHIYHUX BUIIPOOYBaHHAX
CIIOCTEpIranuch JIeTeHEeBi KPOBOTeUi, fesiKi 3 HuX OyIu JeTalbHUMU; BOHU CIOCTEPIramuch y
nanieHTiB, gki oTpuMyBanu CyteHT npu MetactatuyHid HKK, 'ICIT i MeTacTaTU4HOMY pPaKOBi
sereHiB. CYTEHT He 3aTBEPAKEHUM [JId 3aCTOCYBaHHS ITallieHTaM i3 paKOM JIereHiB.

V nauieHTiB i3 iHTpaaOmoMiHABHUMHY 3/I0SKiCHUMYU YTBOPEHHSIMH, SIKi oTpuMyBanu CyTeHT, 0yI10
3apeECTPOBaHO CEPU03Hi, IHOI JIeTalbHi LIJTYHKOBO-KUIIKOBI YCKJIagHEHHS, BKII0Yal04y LIJTyHKOBO-
KUIIIKOBY Iepdopalriito.

Crip BKJIIOYUTH Cepilo KITiHIYHMX aHali3iB KpPoBi Ta (Ppi3MKaIbHUX OTJISALIB B KJTiHIUHY OI[iIHKY BUIIQ[KiB
KpoBoTeui. [lepepBaTu 3acTocyBaHHS npenapaTy CyTeHT B pa3i BUlagkiB KpoBoTedi cTyneHns 3 abo 4
110 iX MOJIeTTIeHHS [0 CTymeHs < 1 abo 4o BUXIIHOTO PiBHS, IOTIM BiIHOBUTH 3aCTOCYBaHHS
npenapaTy CyTeHT y 3HUXKeHiH [1031.

[TpunuuuTy NiKyBaHHA npenapaToM CyTeHT NalieHTiB y pa3i BiICYTHOCTI IIOJIeTIIeHHS BUNIaJKIB
KpoBOTedi cTyneHs 3 abo 4.



Cunpgpowm misucy nyxnauau (CJIII).

Bunagku CJITI, iHopi meTanbHi, criocTepiranucs y KiIiHiYHUX BUNIPoOyBaHHSX Ta IIifl 4ac
HiCIApeeCTpalifHOro 3aCTOCyBaHHs, nepeBaxkHo B manieHTiB i3 HKK a6o ['ICII. 3aramom pusuxk CJIIT
iCHy€ [J1s malli€eHTiB, IKi MalOTh BUCOKE MyXJIMHHE HaBaHTaXKEeHHS [0 [104aTKy JIiKyBaHHSA. Cif
KOHTPOJIIOBATH CTaH TakKuX nauieHTiB mongo CJIII i npoBoauTH BiAIIOBiAHE JIIKyBaHHS.

AHGBQI/IBMI/I Ta apTepiaana OHCCEKITis.

3acTocyBaHHS iHTi0iTOPIB IUISXY CYOUHHOTO €HIOTENiaIbHOTO (DaKToOpa pOCTY MallieHTaM 3
rinepToHi€eio abo 6e3 Hel MOXKe CIpUATH GOPMYBaHHIO aHEBPU3M Ta/a00 apTepraNbHUX OUCEKIIIH.
[Tepen moyaTKOM IPUNOMY CYHITiHIOY CITif peTelbHO PO3TJISHYTH LIed PU3UK y Malli€eHTiB 3 TAKUMHU
(dbakKTopaMu pU3UKY, SK TinepToHis abo aHeBpU3Ma B aHaMHe3i.

TpoMOoTHYHa MiKpOaHTioOnaTis.

TpombGoTuyHa MikpoaHriomnaTisg (TMA), BKI0o4aouyu TPOMOOTHYHY TPOMOOLUTONIEHIUHY IyPIypPy Ta
TEeMOJIITUYHUY yPeMiYHUY CUHIPOM, III0 iHOOi MPU3BOAUIIA O HUPKOBOI HEIOCTATHOCTI abo
JIeTaIbHOT'0 HACIIKY, CIIOCTepirangacs B KJIHIYHUX JOCTIIXKEHHSIX Ta B IOCTPEECTPaLiiHUY NTepiof
3acTocyBaHH4 npenapaty CyTeHT K MOHOTepallii Ta y KoMm0OiHarii 3 6eBanu3ymaboMm. CyTeHT He
CXBaJIeHUY IJis1 3aCTOCYBaHHA B KOMOiHallil 3 6eBanu3ymadoM. Ciiifi IPUNUMHUTH 3aCTOCYBaHHS
npenapaTy CyTeHT mallieHTaM, V SKuX po3BuHynacss TMA. CrnocTepiranocs 3HuKHeHHs epekTiB TMA
IiCJIs IPUNIMHEHHS 3aCTOCYBaHHSA mpenapaTy CyTeHT.

[IpoTeinypid.

Cmocrepiranacs npoTeinypis Ta HeQpoTUYHUY CUHAPOM. [lesKi i3 X BUMAAKiB IPU3BOAUIIM [I0
HUPKOBO1 HEJOCTATHOCTI Ta JIeTaIbHUX HaCHiAKiB. Cif criocTepiraTél 3a CTaHOM MAIi€HTIB OO0
PO3BUTKY abo moripiieHHs npoTeinypii. Ciig mpoBomguTy BUXiOHUY i mepiomuyHUM aHai3 ceyi mig yac
JiKyBaHHS 3 MOAAJIBIINM BUMIpIOBAHHSAM piBHS Oifnika B 0O0Bil cedi BifIIOBiIHO N0 KTiHIYHUX
noka3aHb. Ciif mepepBaTy 3acToCyBaHHA npenapaTy CyTeHT i 3MEHLIUTU [03y IPU AOCATHEHHI
piBHs Oinmka B mo0OoBiit ceui 3 r abo Oinbie. Crig TPUIMHUTH 3aCTOCYBaHHS npenapaTty CyTeHT
namieHTaM i3 HeQpPOTUYHUM CHHAPOMOM ab0 ITOBTOPHUMMU emizogaMu piBHS Oinka B mo6oBil ceyi 3 T
abo Oinbille, He3BaXKaYM Ha 3HUKEHHS [03u. be3meka MpogoBkeHHS Tepairii mpemapatoM CyTeHT
U151 TIALIi€HTIB i3 TOMIPHOIO Ta TAKKOIO IIPOTEIHYPi€lo He OIliHIoBajIacs.

IMIkipHa TOKCUYHICTE.

Bynu noBimoMIeHHs Ipo cepiio3Hi mIKipHi mo6iuHi peakiril, BKJII0OYal04u MyTbTU(GOPMHY ePUTEMY
(ME), cuagpom CriBeHca-IxoHcoHa (CC]I) Ta TokcuuHuM enigepmanbuuil Hekponi3 (TEH), gesiki 3
akux Oynu netanbHuMU. CITi 0CTaTOYHO MPUIIMHUTH 3aCTOCYBaHHS npenapaTty CyTeHT IIpu IUX
CepHOo3HUX MIKiPHUX MOOIYHUX PeakKIisix.

Hekpotuunuii ¢paciuit, y TOMy YUCJIi IeTabHi BUlagku, OyB 3apeeCTpOBaHM y MallieHTiB, SKi
oTpuMyBanu CyTeHT, BKJIIOUAIOUU OUISHKY IPOMEXUHU Ta popMyBaHHS (icTys. Chig IpUNUHUTH
3acTocyBaHHA Ipenapaty CyTeHT nalieHTaM, y SKUX PO3BUBAETHCS HEKPOTUYHUM (PacCIIHiT.

CHHIpPOM 3BOPOTHOI 3aHbOI TeiKoeHIIedanonaTii.

[ToBimoMISIIOCH IPO BUIIAAKKU CUHAPOMY 3BOPOTHOI 3agHbo1 NletikoeHnedanonarii (C33J)y <1 %
TAllieHTIB, fesKi 3 AKUX OyNK JIeTaJIbHUMU. Y TalliEHTiB MOXKe CIIOCTEPiraTUCh TilepTOoHis, TOJIOBHUMN
0inb, 3HUKEHHST aKTUBHOCTI, TIOPYIIIEHHST MUCJIEHHS Ta BTPaTa 30PY, BKIII0Yal0UW KOPKOBY CIIIIOTY.
Insa nigTBepOXKeHHS HiarHO3y HeoOXimHe MPOBeNeHHs MarHiTHO-pe30HaHCHOI ToMorpadii. Crig



IPUIMHUTY 3aCTOCYyBaHHS mpenapaTy CyTeHT mallieHTaMm, y skux BuHUK C33]1.

[IMCYHKITIS IMTOBUIHOI 3aJI03M.

Bunagku rineptupeosy, iHKOX 3 MOfaIbIIAM TiTOTHPe030M, OyIu 3apeecTpoBaHi B KITiHIYHUX
BUIIPOOYBaHHSX i Mic/g peecTpaliii npenapaTy CyTeHT.

Cnipm KOHTpOIOBaTH (QYHKINIO MIMTOBUAHOL 321031 Ha IOYaTKY JiKyBaHHS, TePioAuMYHO i Yac
JIiKyBaHHS Ta 3a KJIiHIYHUMHU NTOKa3aHHAMU. HeoOXigHO peTebHO CTEXKUTHU 3a CTAHOM YCiX Malli€HTiB
Ha HasIBHICTb CUMIITOMiB IMCOYHKIII I TOBUAHOI 3271031, BK/II0YAl04H TilIOTUPEO03, TillepTUPeos i
TUPEOINUT, IPOTATOM JIiKyBaHHS IpenapatoM CyTeHT. Y pa3i HeoOXigHOCTI po3noyrHaT Ta/abo
KOPUTYBaTH Tepalliio Ipu AUCYHKIII ITUTOBUOHOI 3aJI03H.

linormikeMis.

CyTeHT MOXkKe BUK/IMKAT! CUMIITOMATHYHY TiIOTIiKEMIil0, SKa MOXKe MPU3BECTHU OO0 BTPATU CBiIOMOCTI
abo BuMaratu rocmitasnmisarii. Y o6’eqHaHi# momynsiil g ouiHKy 6e3meKy TimorikeMiss BUHUKAa y
2 % manieHTiB, gKi oTpuMyBanu CyTeHT. ['inorikeMis BUHUKAJIA Y KIIIHIYHUX JOCIIIXKEHHIX ¥ 2 %
Mali€HTiB, SKi oTpuMyBanu CyTeHT ang nikyBaHHA nomuperux HKK (mocmipxenus 3) i 'ICII
(mocnmigxenus 1) (N=577), i npubnusso y 10 % mailieHTiB, gKi orpuMyBanu CyTeHT AJis JTiKyBaHHS
HIIIT3 (mocnipgxenus 6) (N=83). [IepenicHy04i IOPyIIEeHHS TOMEOCTa3y I'JIFOKO3U Malu He BCi
nanieHTy, gki orpuMyBanu CyteHT npu HIIII3 Ta nepeHecnu rinoriikeMito. 3HUKEHHS PiBHA
TJIIOKO3HU B KPOBi MOXKe OyTH TipIIUM Y IMallieHTiB i3 IIyKpoBUM miabeToM.

Crnip nepeBipaTy piBeHb IJIIOKO3U B KPOBI Ha II0YATKY JIIKyBaHHS, PEeTyJISAPHO IMifl Yac JIiKyBaHHS, 3a
KJIIHIYHUMY [TOKa3aHHSIMY 1 MiCis IPUNIUHEHHS 3aCTOCYyBaHHA npenapaty CyTeHT. IlanienTam i3
IIyKPOBUM [1iabeTOM CJIiff OLiHUTH HEeOOXigHICTh KOPUTYBaHHS aHTUia0eTUYHOI Tepartii s
MiHiMi3alil pu3UKy TilmoTmiKeMil.

OCTeOHEKPO3 IeIenu

Octeonekpos menenu (OHII) cnocTepiraBcs y mauieHTiB, AKi oTpuMyBanu CyTeHT. OMHOYaCHUM
BIIJIUB iHINMX (aKTOPiB PU3UKY, TAKUX SIK 3acToCyBaHHS 6icdochonaTiB abo cToMaTonoriyHi
3axBOPIOBaHHS/ iHBA3WBHI CTOMATOJIOTiuHi Ipoienypu, Moxe 30inbmutu pusuk OHIL. Crix
IIPOBOJUTH OTJISIA POTOBOI MMOPOXKHUHY MTepefl TOYaTKOM JTiKyBaHHS IpenapaTtoM CyTeHT Ta
mepioguyHo Imif yac Teparrii. [TamieHTaM HeoOXiIHO HaJaTH PeKOMeHAaIlil CTOCOBHO HAJTeXKHOI TirieHu
POTOBOI MOPOKHUHYU. [IpU3YNIMHUTH, SKIIO 1€ MOXKJIUBO, JIiKyBaHHA npenapaToM CyTeHT NpUHaANMHI
3a 3 THXKHI 10 3aIJTaHOBaHOI CTOMATOJIOTiYHOI orepallil abo iHBa3MBHUX CTOMATOJIOTiYHUX IIPOLETYP.
[TpununuTu nikyBa"Hd npenapatoM CyTeHT y pa3i po3Butky OHIII 1o 10ro moBHOTO 3arO€EHHS.
Besneka BifHOBIEHHS 3aCTOCyBaHHA IpenapaTy CyTeHT IiC/Is 3aTOEHHS OCTEOHEKPO3Y IIeJiely He
BCTaHOBJIEHA.

[ToripuieHHs 3arO€EHHS paH.

Y nanieHTiB, sKi OTpUMyBaIM JiKyBaHHS IpenapaToM CyTeHT, CIIOCTEePiraaoch MOTipIIeHHS 3aTOEHHS
paH (ouB. po3min «[1o6iuHi peakuii»). [lepen m1aHOBUM XipypriYHUM BTPY4YaHHSM CJIif IPUHAUMHI 3a
3 TUXHI IPU3YIUHUTY Tepaliwo npenapatoM CyTeHT. He ciif 3acToCOByBaTH IipenapaTr NIpUHANMHI
IIPOTSATOM 2 TUXKHIB IIICJIST BEJIMKOTO XipypridyHOro BTPy4YaHHS Ta [0 afeKBaTHOTO 3aTOEHHS PaHU.
Be3nexa BifHOBJIEHH JIiKyBaHHSA IIpenapaToM CYTEHT MiCJisl YCYHEHHS YCKIIagHEHb 3arO€HHS paHu
BCTaHOBJIeHa He Oya.

Em0piodeTranbHa TOKCUYHICTD.



3 ornsmy Ha pe3ynabTaTH AOCIIIXKEeHb Ha TBapUHaX i MexaHi3aMy fil, CYyTEeHT MoXe CIPUYUHUTH LIKOTY
TIJIOAY TIPU 3aCTOCYBaHHI BariTHUM XiHKaM. BBeneHHs cyHiTiHIOy BariTHUM caMMILSM IIypiB i KpoiB
IIPOTSITOM TIEPIOTy OPraHOTeHe3y IPU3BEIIO 10 TePaTOreHHOC T, mpubnu3Ho B 5,5 Ta 0,3 pa3a
BigmoBigHO GinbIToi MOPiBHHSHO 3 TAKOIO TP KOMOIiHOBaHIN CHCTEMHIN eKCcIo3uIlil [KomOiHOBaHa
nomfa mig kpusoio (AUC) cyHiTiHiOy Ta #ioro akTuBHOr0o MeTabomiTy] y nalieHTiB, sIKi 3aCTOCOBYBaIN
pekomMeHgoBaHy f060By no3y (PII) 50 mr.

Crip momepeuTy BariTHUX KIiHOK IIPO NOTEHLIIMHUY PU3MK AJd 1mioga. Criig peKOMeHAyBaTy KiHKaM
PENpPOAYKTUBHOTO BiKy 3aCTOCOBYBaTH e(peKTHBHI 3ac00M KOHTpaLeNIlil Mif Yac JTiKyBaHHS
npenapaTtoM CyTeHTi IPoTIroM 4 TUXKHIB IiCIA 0CTaHHBOL J03U (OUB. PO3MiN «3aCTOCYBaHHS Y
Iepiof BariTHOCTI Ta TOAyBaHHS TPYOOIO»).

3aCTOCYBaAHHS IOiTSM.

Besneka Ta eeKTUBHICTh 3aCTOCyBaHHS mpemnapaTy CyTeHT y OiTed He BCTAHOBJIEHI.

3aCTOCyBaHHA IallieHTaM JIiTHbOTO BiKY.

[3 7527 nauienTis i3 I'ICI1, HKK (mporpecyiouoio Ta Npu afi’'IoBaHTHiX Tepatrii) abo HIIII3, ski
orpumyBanu CyteHT, 32 % Oy7nu BikoM Bif 65 pokiB i 7 % - BikoM Bif 75 poKiB. Y mallieHTiB BiKOM Bif
65 pokiB yacToTa MobiYHUX peakiliii cTymeHs 3 abo 4 Oyina Buioo (67 %), HiXK y MOJOIIINX MAIli€eHTiB
(60 %).

Y mocnipxensi I'ICIT 73 narmientu (30 %), siki orpuMyBanu npenapaT CyTeHT, Oyniu BiKOM Bif 65
pokiB. ¥ nocnimxenni HKK 152 nauientu (41 %), siki orpumyBanu npenapat CyTeHT, OyIu BikoM Bif
65 pokiB. 3arasoM He CIOoCTepiranocs BigMiHHOCTEN y Ge3melli yu e(eKTUBHOCTI MiXK ITUMHU
IalieHTaMy Ta Nali€eHTaMy MOJIOAIIOTO BiKY.

Y mocnipxenni HIITI3 22 marmientu (27 %), siki orpumyBanu CyTeHT, Oyu BiKoM Bifl 65 pOKiB.
Kniniuyni mocnigxenns npenapaty CyTeHT He BKJIIOYalId JOCTAaTHBOI KiTbKOCTI martieHTiB 3 HIIII3,
00 BU3HAYKUTH, YU MAI[iEHTH BiKOM Bifi 65 POKiB MalOTh iHIy BiTIOBiAb Ha JiKyBaHHS, HiXK MOJIOAIIII
MAlieHTH.

ITeuiHKOBa HEJOCTATHICTh.

[Tpu 3acTocyBaHHi npenapaty CyTeHT nallieHTaM i3 mopylieHHAMH GYHKIIil Te4iHKK J1eTKoro abo
noMipHoOro cTyneHs (kimacy A abo B 3a knacudikarieio Yatinga - [1'10) KOpUryBaHHS NO3U He
noTpibHe (ouB. po3nin «dapMakoKiHeTHKa»). 3aCTOCyBaHHS NpenapaTy CyTeHT XBOPUM i3 TAXKKUM
(xnac C 3a knacudikarniero Yannga-I1'10) nopyureHHEAM QyHKII IeYiHKN He JOCTIgKYBaloCh.

HupKkoBa HeJOCTATHICTE.

[Tpu 3acTocyBaHHi Iipenapaty CyTeHT nauieHTaM 6e3 mianisy i3 nerkum (CLcr 50-80 min/xB),
nomipauM (CLcr 30-< 50 mi/xB) a6o TsxxkuM (CLcr< 30 Myi/XB) mOpyIIeHHSM (QYHKIII HUPOK He
noTpibHe KOpPUTyBaHHS mo3u (OuB. po3mdin «®apMakokineTuka»). ITamientam i3 TCHH, ski
nepebyBaloTh Ha TeMOfIiali3i, KOpeKlilis mo3u He moTpibHa (auB. po3min «PapMaKOKiHETHKAY).

[ToBimoMnsinocs: Mpo BUMIAAKY NOPYIIeHHS QYHKIIIl HUPOK, HUPKOBOI HEJOCTAaTHOCTI Ta/abo rocTpoi
HUPKOBOI HEJJOCTATHOCTI, ¥ OeSKUX BUIQ[KaxX 3 JIeTaJIbHUM HaCIiIKoM (ouB. po3min «I1o6iuHi
peaxirii»).

dakTopu PU3UKY, IIOB'A3aHi 3 IOPYIIEHHAM QYHKII1 HIPOK/HEJOCTATHICTIO y MAIli€HTIB, SKi
OTPUMYBaJIU CYHITiHiO, BKJI0Yail, OKPiM OCHOBHOTO 3aXBOPIOBAHHS HUPKOBO-KJIITUHHOTO PaKy,



JITHIY BiK, yKPOBUY OgiabeT, OCHOBHE MOPYIIeHHS (YHKIIil HUPOK, CeplieBY HEIOCTaTHICTE,
rinepTeH3ito, cerncuc, merigpaTalito/rinoBoaeMito Ta pabmomionis.

Besmneka nponoBxKeHHS JIiKyBaHHSA CYHITUHIOOM y NAlli€HTIB i3 MOMIPHOIO Ta TAXKKOIO MPOTEIHYPi€I0
CUCTeMaTU4YHO He OL[iHIOBasacs.

[ToBimomIsiNIOCS IPO BUIIaAKHY NIPOTEIHYPil Ta PigKiCHI BUMIafKKA HE(PPOTUUHOTO CUHIPOMY.
PekoMeHnyeThcst 6a30BUY aHali3 cedi, Cifl 3MifiCHIOBaTY MOHITOPHUHT TAlliEHTiB Ha IIpeIMeT
PO3BUTKY a0 IOCUJIeHHS poTeinypii. Cig NPUNMHUTY 3aCTOCYBaHHSA CYHITiHIOy nmauieHTaMm i3
HePOTUYHUM CUHIPOMOM.

Lle#t mikapcbku#t 3aci6 mictuth MeHIe 1 mmonb (23 Mr) Hatpito B 1 Kamcyni, To6TO IpakTUYHO
BiNTbHUY Bif HATPilO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHA 2py00H0.
BariTHiCTE.
Ornsapn indopmMaliii CTOCOBHO PU3UKIB.

3 ornsiny Ha pe3ybTaTH JOCHiIXKeHb PeTPOAYKTUBHOI QYHKIIil Ha TBapuHax i MexaHi3my fii CyTeHT
MOXKe CIPUYMHUTHU MKOOY IJIOAY TP 3aCTOCYBaHHI BariTHUM XKiHKaM (OUB. PO3Min
«PapmakoguHaMika»). He iCHye KOIHUX OaHUX IOJ0 BariTHUX XKiHOK [Jg iHQOpMyBaHHS IIPO PUIUK,
IIOB’sI3aHUY i3 miKapchKuM 3aco60M. YV mOCTimKeHHi PO3BUTKY Ta PENPOAYKTUBHOI TOKCUYHOCTI Ha
TBapUHaX IepopasibHe 3aCTOCYBaHHS CYHiTiHiOy y BariTHUX caMHIIb ITyPiB Ta KPOJIiB MIPOTATOM
opraHoreHe3y IIPH3BeJio N0 TepaTOTeHHUX epeKTiB (eMOpioHANbHUX, YEPETTHO-TTUI[bOBUX i CKEJIETHUX
BaJl PO3BUTKY), IKi Oynu BigmosigHo y 5,5 1 0,3 pa3a GinbIIuMy B IOPiBHSAHHI 3 TAKUMU IIPU
koMOiHoBaHi#t AUC (komOiHOBaHA CHCTEMHA €KCITO3UIlisl CYHiTiHIOY IIII0C 10TO aKTUBHOT'O
MeTaboIiTy) y malieHTiB, SKi OTpUMYyBaiX peKOMeHIoBaHy no6oBy mo3y 50 mr. Crig momepenuTu
XKIHOK PenpOAYKTUBHOIO BiKy IIPO NMOTEHIIMHUYN PU3UK IJId IIJIOZA.

OuikyBaHU (POHOBUM PU3UK BUHUKHEHHS OCHOBHUX BPOMXKEHMX Baf i BUKUOHS OJIS1 3a3HaYEHUX TPyI
HeBimoMu#. Yci BariTHOCTI MaloTh GOHOBUM PU3UK MOSBU BPOMXKEHUX Bal PO3BUTKY, BUKUIHS a0
iHIMMX HECTIPUSATIIMBUX HaACTiAKiB. Y 3aranbHiii momymnsiil CIIA nmporHo3oBaHuil POHOBUN PU3UK
OCHOBHUX BPO[KEHUX Baf i BUKMAHIB IPHY KITIHIYHO BU3HAHIM BariTHOCTI CTaHOBUTH 2-4 % Ta 15-20 %
BigmmoBigHO.

JIaKTalriq.

Hewmae indopmaiiii npo HasBHICTE CYHiTiHiIOy Ta #ioro MeTaboMiTiB y TPyAHOMY MOJIOI JTIOOUHHU.
CyHiTiHi0 Ta #oro MeTaboJIiTH BULIASANKUCS B MOJIOKO ITyPiB y KOHIIEHTpalifax, 0o 12 pa3iB BULIUX, HiXK
y ma3Mi KpoBi. Yepe3 MOTEHLINHY MOXK/IUBICTh CEPUO3HUX MOOIYHUX peakLiil Y TPYIHUX OiTel KiHIli,
sIKa TOJy€e TPYAAI0, PEeKOMEHA0BAaHO He TOOyBaTH IPYAAI0 Iif Yac TiKyBaHHA IpemapaToM CyTeHT i
IIIOHaKMMeHIIIe TPOTATOM 4 THXKHIB ITiC/IA IPUKAOMY OCTaHHBOI JO3M.

Yo510BiKY i KiHKY PENPOOYKTUBHOTO BIKY.

CyTeHT MOXKe COIPUUYUHUTHU LWIKOOY IIJIONY IPY 3aCTOCYBaHHI BariTHUM XKiHKaM (OUB. PO3TiN
«BaritHicTe»).

TecTyBaHHA Iif Yac BariTHOCTI



[Tepen moyaTKOM JIiKyBaHHS IIpenapatoM CyTeHT HeoOXiHO IepeBipuTH XKiHOK PEeNPOgyKTHBHOTO
BiKy Ha HasBHICTb BariTHOCTI.

KoHTpaneniis

2XKinku. Crig mopaguTu XKiHKaM PeNpOAyKTUBHOTO BiKy BUKOPUCTOBYBaTH e(eKTUBHY KOHTPAIEIIIIiI0
Iif Jyac JaikyBaHHS npenapaToM CyTeHT i IpHHANUMHI IPOTATOM 4 TUXKHIB MiC/I IPUHAOMY OCTAHHbBOL
HO3H.

Yos08iKu. 3 OTIANY Ha pe3ynbTaTé OOCIiOXKeHb PEIPONYKTUBHOIL (QyHKIIil Ha TBAPHUHAX CJIif
IIOPafUTH TallieHTaM Y0JIOBiYOl CTaTi Ta IX MapTHepPKaM PenpOgyKTHUBHOIO BiKy 3aCTOCOBYBATH
e(peKTUBHY KOHTpPAIEMNIIiIO i Yac TiKyBaHHS ImpenapaTtoM CyTeHT i IPOTATOM 7 TUXKHIB MiCIIsg
OCTaHHLOI MO3H.

Besnnignsa

3 ornsiny Ha pe3ynbTaTH OCIIIXKEeHb PeIPOAYKTUBHOI QYHKIN1 Ha TBapuHax CyTEeHT MOXe
noripmyBaTy GepTUIbHICTL YOIOBIKIB i KiHOK.

30amuicmb eniueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMamu.

[Tpenapat CyTeHT Ma€ He3HAYHUM BIIJIUB Ha 3[ATHICTh KePyBaTU TPAHCIOPTHUMU 3acobamu abo
IIpalfoBaTy 3 iHIIMMU MeXaHi3MaMu. [1ali€eHTiB Clif MonepeguTy PO MOXK/IMBEe BUHUKHEHHS pPeakIlil
3araMOpPOYEeHHS Mif] Yac JIiKyBaHHS CyHiTiHiOOM.

Cnocid 3acmocyeaHHsi ma do3u.

PexomengoBana go3a npu I'ICII Ta nporpecyiouinn HKK.

PekoMengoBaHa no3a npemnapary Cyrent mpu I'ICII Ta nporpecyiouiit HKK cranoBuTh 50 Mr mepopajibHO OTHH pa3 Ha
mo0y 3a rpadikom 4 THXKHI JTiKyBaHHS 3 MOJA/THIIO0 MepPepBoio B 2 THXKHI (rpadik 4/2) 1o mporpecyBaHHsI 3aXBOPIOBAHHSI
200 BUHMKHEHHS HeNPUHHSITHOI TOKCHYHOCTi. CYyTEHT MOXKHa MPUAMAaTH He3aJ/IeXKHO Bif npuitomy ixki.

PekxoMeHnmoBaHa m03a Ipu a'1oBaHTHIM Tepanii HKK.

PexomeHgoBaHa fio3a npenapaty CyTeHT npu apn'toBaHTHiM Tepamii HKK cTraHoBuUTE 50 MT
nepopajbHO OfMH pa3 Ha Jo0y 3a rpadikoM 4 THXKHI TiKyBaHHS 3 IOJabIIOI0 IEPEPBOIO B 2 TUXKHI
(rpadix 4/2) npoTATOM AeB’ITH IUKIIIB 110 6 TXKHIB. CyTEHT MOXKHa IPUUMaTH He3aJekHO Bif
IPUHOMY 1XKi.

PekomenpoBana mo3a mpu HIITI3.

PexomeHgoBaHa 103a npenapaty Cyrent npu HIIII3 cranoButs 37,5 Mr nmepopajlbHO OJHH pa3 Ha 100y 0 IporpecyBaHHS
3aXBOPIOBAaHHS A00 BHHUKHEHHSI HEIPUUHSTHOI TOKCHYHOCTi. CYyTEHT MOKHa NPUUMATH He3a/IeXKHO Bi mpuioMy ixi.

Monudikarris mo3u B pa3i BUHUKHEHHS MOOIYHUX peakIlin

PekoMeHI0OBaHe 3HUKEHHS 003U npenapaty CyTeHT Y pa3i BUHUKHEHHS MoGiYHUX peakiliii HaBeJeHo
B Tabnuui 7. Y Tabnuli 8 HaBemeHo peKoMeH0BaHi Mopgudikauii mo3yBaHHs npenapaty CyTeHT B pasi
BUHUKHEHHS IOOIYHUX PeaKIlil.



PeaxKIrin

Tabmuisg 7. PekoMeHIoBaHe 3HUXKEHHS 003U npenapaTy CyTeHT B pa3i BUHUKHEHHS 00iYyHuX

[loka3aHHA ['ICII

HKK

HIIII3

[Tporpecyroya HKK

AI’TOBaHTHA
Tepanis HKK

[Iepliile 3HUXKEHHSA

37,5 MT OUH pa3

37,5 M OOUH pa3

37,5 MTr oouH pa3 |25 MT ofuH pa3 Ha

mo3u Ha 00y Ha J00y Ha 00y mo0y
[Ipyre 3HUXeHHd |25 Mr oguH pa3 Ha |25 Mr oguH pa3 Ha [H3 H3
mo3u mo6y no0Oy
[
Tabmuis 8. PekomeHnnoBaHi Moaudikariii fo3yBaHHs npenapaTy CyTeHT B pa3i BUHUKHEHHS TOOIiYHUX
peaxifiu
[To6iuHa peakiis [[1KKiCTB Mopudikanil fo3yBanHsa npenapaty CyTeHT
['enaTOTOKCUYHICTD (OUB. Crymins 3 [IepepBatu [0 MOJIETIIEHHSA [0
po3min «OcoOnmuBOCTi ctyneHs 0-1 abo BuxigHOrO piBHS.
3aCTOCYBaHHS») BimHOBUTH 3aCTOCYBaHHS Y 3HUXKEHIN
mo3i.
OCTaToOYHO IPUNIMHUTY 3aCTOCYBaHHS
[IpU PELUONBI CTYIIEeHd 3.
Ctyniss 4 OCTaTOYHO IPUNMHUTY 3aCTOCYBaHHS.
CepuieBo-CynUHHI be3cuMnToMHa [lepepBatu [0 MOJIETIIEHHANO CTYIIEHA
3aXBOPIOBAHHA KapaioMionaTis 0-1 a6o BuXigHOTO PiBHS.
(muB. po3pin «OcobnuBocti  |(ppaxiis BUKULY BigHOBUTH 3aCTOCYBaHHS y 3HUKEHIN
3aCTOCYBaHHSA») JIiBOT0 IIUTYHOYKa mo3l.

Oinbine Hix Ha 20 %,
ajie MeHIIe HiX Ha
50 % HMXKYa BiO
BUXiOTHOTO PiBHS abo
HIXX4Ya Bil HUZKHBOI
MeXKi HOPMHU, SKIIO0
MaHi IPO BUXiTHUN
piBEHB BiCYTHI)

3acrTiiiHa cepiieBa
HemocTaTHicTh (3CH) 3
KJIIHIYHUMU IPOSBAMU

OcTtatouHo IIPUTIMHUTHA 3aCTOCYBaHHA.

ApTepianbHa rinepreHsis
(muB. po3min «Oco6IuBOCTI
3aCTOCYBaHHS»)

Crymins 3

[IepepBatu [0 MOJIETIIEHHSA [0
ctyneHs 0-1 abo BuxigHOrO piBHS.

BimHOBUTH 3aCTOCYBaHHS Y 3HUXKEHIN
mo3i.

Ctynius 4

OcTaTto4yHO TIPUNTMHUTU 3aCTOCYBAHHA.

Bumagkuy KpoBoTeUi (IUB.
po3min «OcobnmuBoCTi

Crynens 3 abo 4

IlepepBaTu 40 MOJETIIEHHS [0
ctyneHs 0-1 abo BuxigHOT0 pPiBHS.

«Oco06muBOCTI
3aCTOCYBaHHS»)

MiKpOaHTiomnaTis (DUB. PO3MiN

3aCTOCYBaHHS») BigHOBUTU 3aCTOCYBaHHA Y 3HUXKEHIN
m03i ab0 IPUIIMHUTY 3aCTOCYBaHHS, 3aJI€KHO
BiI TS2KKOCTI Ta CTiMKOCTi m00iYHOI peakxiiii.

TpoMOOoTUYHA ByOb-9KOr0 CTyIeHsS OCTaTO4YHO IPUIIMHUTHU 3aCTOCYBaHHS.




[IpoTeinypis abo
HePOTUUHUM CUHIPOM (OUB.
po3min «OcobnuBoCTi
3aCTOCYBaHHS»)

Bim 3 rpamiB 6inka B
Cedi IPOTITOM

24 TOOUH 3a
BiICYTHOCTI
He(pPOTUYHOTO
CHHIPOMY

[IepepBatu [0 MOJIETIIEHHSA [0
ctyneHs 0-1 abo BuxigHOro piBHS.
BimHOBUTH 3aCTOCYBaHHS Y 3HUXKEHIN
mo3i.

HedbpoTuunuit
CHHIPOM abo peluauBu
mpoTeinypil - Big 3
rpaMiB 6inika B ceui
[IPOTSATOM 24 TOOuH,
He3BaXkalyu Ha
BHUKEHHS 1031

OcTtato4Ho TMIPUIIMHUTU 3aCTOCYBaHHA.

[lepMaToOriyHa
TOKCHAYHICTh. MynbTH(QOPMHaA
eputeMa (EM), cuampom
CriBeHca -JI2koHCOHa (S]S),
TOKCAYHUY elliflepMaIbHUI
Hekpoii3 (TEN),
HEKPOTUYHUM PacIuiT
(muB.po3min «Oco6IuBOCTI
3aCTOCYBaHHS»)

Bynb-IKOr0 CTyIEeHS

OcTtatouHo TMIPUIIMHUTU 3aCTOCYBaHHA.

CHHIPOM 3BOPOTHOI 3aHbOI
merikoeHnedamonaril (TuB.
po3min «OcobnuBoCTi
3aCTOCYBaHHSI»)

Bynb-gKOTO CTyTIEeHS

OcTtaTouHo IIPDUTIMHUTHA 3dCTOCYBAHHS.

OcTeoHeKpO3 1ieieny (OuB.
po3min «OcoOnmuBOCTi
3aCTOCYBaHHS»)

Byb-KOro CTyIeHs

Besneka BigHOBIIEHHS 3aCTOCYBaHHS
npenapaTy CyTeHT Micig 3arO€HHS
0CTEOHEKPO3y He BCTaHOBJIEHA.

BimHOBUTH 3aCTOCYBaHHS Y 3HUXKEHIN
mo3i ab0 MPUMIUHUTY 3aCTOCYBaHHS, 3aJ1€KHO
BiI TS2KKOCTI Ta CTiMKOCTi 00iYHOI peakiiil.

[ToripineHHs 3aTOEHHS PaH
(muB. po3min «Oco6auBOCTI
3aCTOCYBaHHSA»)

Bynb-gKOTO CTyTIEHS

Besneka BigHOBIIEHHS 3aCTOCYBaHHS
rperapaTy CyTeHT Miciid BiTHOBIIEHHS
3arO€HHS paH He BCTAHOBJIEHA.

BigHOBUTU 3aCTOCYBaHHA y 3HUXKEHIN
m03i ab0 MPUIIMHUTH 3aCTOCYBaHHS, 3aJI€KHO
BiT TS2KKOCTI Ta CTiHKOCTi m00iYHOI peaxiiii.

Monudikartris mo3u mpu B3a€MOIi 3 TiKAPCHKUMHU 3aco0aMu

CunsHi inriditopu CYP3A4

BubepiTh anbTepHaTUBHUYN CYIYTHIll penapaT 3 BifcyTHIM ab0 MiHiMaIbHUM MIOTEHIialIoM
inribyBaHHS (DepMeHTiB. Y pasi, AKI[0 YHUKHYTHA OMHOYACHOTO 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y
CyreHrT i3 cunbauM inribiTopom CYP3A4 He BOA€THCS, CIiJ PO3TNISHYTH MOXK/IUBICTh 3HUKEHHS NO3U
npemnapaty CyTeHT [0 MiHiManbHOI (ODuB. po3min «B3aemogmis 3 iHImIMMY JTiKapChbKUMHU 3aco0aMu Ta
iHImi BUOM B3aeMofin»): 37,5 MI mepopaibHO OfUH pa3 Ha no0y 3a rpadikoM 4 TUKHI NTiKyBaHHS 3
IIOMIAJILINIO0 TTEPEePBOI0 B 2 TUXKHI (rpadik 4/2) mpu I'ICIT i HKK a6o 25 Mr mepopaibHO OOUH pa3 Ha

no6y npu HITII3.

CunbHi inmykTopu CYP3A4




BubepiTh anbTepHATUBHUY CYIYTHIl penapaT 3 BifCyTHIM a00 MiHiMaIbHUM MIOTEHIiaIoM
iHmyKyBaHHS (pepMeHTiB. Y pasi SKII0 YHUKHYTH OJHOYACHOT'0 3aCTOCYBAHHS JTIKAPCHKOTO 3aC00y
CyteHT i3 cunbHuM iHAYKTOpOM CYP3A4 He BOA€ETHCH, CIif PO3TISHYTHA MOXKJIUBICTD MigBUIIEHHS
no3u mpemnapaty CyTeHT [0 MaKCHMabHOi: 87,5 MTI mepopaibHO OfKH pa3 Ha fo0y 3a rpadikom 4
TUKHI JTIKyBaHHS 3 TI0JAJIbIIO0 ITepepBoio B 2 TuxHi (rpadik 4/2) npu I'ICII i HKK a6o 62,5 Mr ogusn
pas Ha mob6y npu HIIII3. fAxio go3a 306inbineHa, CIif yBaKHO CTEKHUTH IIOJO MOSBY 03HAK MO0IYHUX
peaxiii (DuB. po3min «B3aemMopis 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta iHIIN BUOU B3aEMOMIN»).

Monudikartris go3u O HallieHTiB 3 TePMiHANbLHOIO CTai€l0 3aXBOPIOBaHHSA HUPOK, SKi epeOyBaiTh
Ha remopianmisi

[Mauientam i3 TCHH, siki mepe6yBaioTh Ha reMofiiai3i, KOpeK1is T04aTKOBOI 03X He MOTpibHa.
OrnHak, 3BaXkKal4yy Ha 3MeHIIeHY eKCI03Ullilo IIpenapaTty y nauieHTis i3 TCHH, nopiBasHO 3
nalieHTaMy 3 HOpMaJibHOI (QYHKIIEI0 HUPOK, HACTYIIHI {031 MOXKYTb OYTH IIOCTYIIOBO 30ibIlIeH] He
OinbIne HiXK y 2 pa3u Ha OCHOBI laHuX 3 6€3MeKH Ta IEPEHOCUMOCTI (IUB. PO3MiN
«®apMaKoouHaMiKa»).

Himu.

Besneka Ta eeKTUBHICTh 3aCTOCyBaHHS mpenapaTy CyTeHT OiTSM He BCTaHOBJIEHI.

Ilepedo3yeanns.

JIikyBaHHS Nepeno3yBaHHd npenapaToM CyTeHT IIOBUHHO CKJIafaTUCA i3 3arajibHUX HiATPUMYHYUX
3axofiB. CneuudiyHul aHTUAOT 14 IIepefo3yBaHHs npenapatoM CyTeHT BigCyTHIU. AKINO iCHYIOTh
ITOKa3aHHS, BUBEJeHHS IIpenapary, SKui He aOcopOyBaBcs, IOBUHHO OYTH [OCSITHYTO IIJITXOM
OmoBaHHS a00 MPOMUBAHHS LIIYHKY. ByTH ITOBiOMIIEHHS PO BUIIAAKOBE IepeIo3yBaHHs; IIi
BUIAAKK Oy/Iu 1OB’s13aHi 3 MOOIYHMMY peakIlisiMU BiflITOBIMHO OO Bimomoro mpodinio 6e3meku
npemnapaty CyTeHT abo K 6e3 mo6iuHUX peakiliii. Y JOKITiHIYHUX JOCTIIXKEHHSIX CMEPTHICTh
CcIIoCTepiranacs BXe IpH BBefeHHi 5 1o6osux 1o3 500 mr/kr (3000 Mr/m?) y mypiB. [Ipu miit mo3i
03HaKM TOKCHYHOCTI BK/II0YaJIy [TOPYIIeHHS KOOPAXHAIll M'513iB, TPeMTiHHS T'OJI0BHU, TillOAaKTUBHICTh,
BU[IJIEHHS 3 O4el, MJI0ePeKIifo Ta IIYHKOBO-KUIIKOBI po3nagy. CMEpPTHICTE 1 aHAJIOTIYHI 03HAKU
TOKCUYHOCTI CITIOCTepiranucs mpu MeHIIHNX [103axX IIPYU BBEOEHHI MPOTATOM Oi/IbIIl TPHUBAJIOTO TEPMiHY.

ITo6iuni peakuii.

Haii6inbi BaxKyuBi cepiio3Hi mobGiuHi peakiii (y TOMY YKCIIi 3 IeTaJbHUM HACJIigKOM), TI0B’s13aHi i3
3aCTOCYyBaHHSM CYHIiTiHiOy, - Ile HUPKOBa HEeIOCTaTHICTh, CceplieBa HeJOCTAaTHICTh, eMOO0Iisl TereHeBoil
aprepii, mepdopallisi KUIIKOBOTO TPaKTy Ta KPOBOBWINBH (HaIPUKIIaA, LIIYHKOBO-KUIITKOBA
KPOBOTEYa, KPOBOBUJIMBY B OUXAbHUX IINISIXaX, 3 MyXJIMHYU, B CEYOBUBITHUX IINIsTXaX ab0o B MO30K). [0
HaWOiNIbIT MOMKMPEHUX MOOIYHUX peakiliit Oyab-KOTo CTymeHs (110 Bif3HAYalIuCs Y XOMi HOCTiIKeHb
3a y4acTIO Nalli€HTiB 3 HUPKOBOKJIITUHHOIO KapILMHOMO0, TaCTPOIHTECTUHAJIbBHUMU CTPOMaJIbHUMU
NyXJIMHAMHU Ta IIPOrPeCcyloYuMyU HeMPOEeHIOKPUHHUMY NyXJIMHAMH TigIITyHKOBOI 3a71031) HajleXkaTh
3HUXKEHHS aleTUTy, 3MiHU CIIPUMHATTS CMaKy, apTepiajibHa rinepTeH3is, CTOM/IIOBAHICTh, PO3/1afy 3
00Ky TpaBHOTO TPaKTy (TOOTO miapesi, HyOoTa, CTOMATHUT, JUCIENCis Ta 0/i0BaHHS), 3HeOapBIeHHS
IIKipyu Ta CUHAPOM [O0JIOHHO-TIiAONUIOBHOI epuTpoau3ecTesil. [IpoTsAroM moganbiIoro JiKyBaHHS
IHTEHCUBHICTh IIUX CUMIITOMiB MOXe 3HUXKYBaTUCh. [lif 4ac IiKyBaHHSA MOXKeE PO3BUHYTUCH



rinotupeos. [lo momupeHNx MOGIYHUX peakliii Ha JIikapChbKul 3acid HanexkaTh po3nagyu 3 60Ky
CUCTEMH KDOBIi (HamnpukKiaf, HeUTPOIeHis, TPOMOOLUTOEHIS Ta aHEMIS).

Ilo sBUIIl 3 JTeTAaTbHUM HaCJIigKOM, siKi OyIM po3IliHeHi SK MOXKJIMBO OB’ s3aHi i3 CyHiTiHIOOM,
HajleXkaThb IOJTiopraHHa HeJOCTaTHICTh, AUCEMiHOBaHEe BHYTPIIIHbOCYOUHHE 3rOPTaHHS,
IIepUTOHeasbHA KPOBOTEYa, HEJOCTATHICTh HAMHUPKOBUX 3aJI03, IHEBMOTOPAKC, IIIOK Ta PalTOBa
CMEpTE.

Huxxuye HaBemeHO Mepertik mIo0iYHUX peakllil, ITPo PO3BUTOK SKUX ITOBIOMIISIIIN Y MAI[iEHTIB i3
racTpPOiHTECTUHAIbHUMY CTPOMAaIbHUMHU yXJIMHAMY, METaCTaTUYHUMU HAPKOBOKJIITHHHUMHI
KapIMHOMaMHU Ta IIPOTPeCy0YNMY HeMPOeHIOKPUHHUMH ITyX/IMHAMHU iAIUTYHKOBOI 3aJ103H.
IHdopmarito mpo ui mobiuHi peakirii 6ymo B3s1TO 3 00’eqHaHuX gaHux mompo 7115 namienTis. [To6iuni
peaxtiil mofaHo 3a KjlacaM¥ CUCTeM OPraHiB, YaCTOTOIO Ta CTyIEeHEM TSKKOCTI (3TifHO 3 KpUTEpiaMu
NCI-CTCAE). Ilepenik Takox BK/II04a€e mo6iuHi peakilil, sKi crocTepiraaucs B paMKax KJIiHIYHUX
IOCTiAXKEeHb V TicaspeecTpauiiuui nepiof. ¥ Mexkax KOXKHOI IPynu 4aCcTOTH No0iuHi peakiii
HaBeJeHO Y MOPSAAKY 3HUXKEHHS Cepro3HOCTi. YacToTa BU3HAYAETHCA K AyKe dacTo (=1/10), gacto
(Bim 3 1/100 mo < 1/10), meuacrto (8ig 2 1/1000 go < 1/100), pigko (Big 2 1/10 000 mo < 1/1 000), oy=xe
pigko (< 1/10 000), HeBigoMo (HeMOXKJIMBO BCTAHOBUTH 3a HAsIBHOWO iHGOpPMaIli€lo).

ITobiuHi peakuii, 3apeecmposaHi 8 x00i KAiHIYHUX 00CAI0NHCEeHD

IHpekuii ma iHeasii

Yacmo: BipycHi indexkmil®, pecmipaTopHi iHdexnilini 3axBopioBaHHa"*, abciiec®*, rpu6KoBi indexmil’,
iHpeKil ce4oBUBINHUX MUIAXIB, iHpeKil mKipu® (Ta GprerMoHa), cencuc™*

Heuacmo: HexkpoTuunuii pacuuit*, 6akrepianbHi iHpeknii’

3 boky cucmemu Kposi ma aiMpamuyHoi cucmemu

Ilyotce wacmo: HeUTPOIEHIsT, TPDOMOOITUTOIIEHISI, aHEMisI, TeMKOIeHis
Yacmo: niMmdorneHis

Hevyacmo: TaHIIUTOIIEHIS

Pidko: TpoMGoTHYHa MiKpoaHTionaTis™*

3 boky iMyHHOI cucmemu

Heyacmo: Tinep4yyT/IuBICTh

PiOko: aHTiOHEBPOTUYHUI HAOPSK

3 60Ky eHOOKPUHHOI cucmemu

yoce yacmo: TinoTupeos
Heuacmo: rineptupeos
Pioko: TupeoiguT

3 boky memaboaizaMy ma mpasaeHHA



ITyoice yacmo: 3HUKEHHS aleTuTy'
Yacmo: gerigpaTallis, rinoriaikeMis
Pi0oko: CHHPOM JTi3uCy myXauHu*

3 60Ky ncuxiku

Iyoce yacmo: 6e3COHHS

Yacmo: genpecis

3 60oky Hepsosoi cucmemu

ITyotce yacmo: 3aaMopOYeHHs, TOJIOBHUI GiJlb, TOPYIIEHHS CIPUMHATTS CMaKy
Yacmo: nepudeprudHa HEBPOIIATIS, TapecTesis, rinecresis, rinepecTesis

Heuyacmo: BHYTpIIIHbOYEPEIHUYM KPOBOBUINBY, IHCYNIbT*, TPAaH3UTOPHA illleMiYyHa aTaka
Pioko: cHHIPOM 3BOPOTHOI 3a[HbOI eHIledarmonaTil*

3 boky opaaHis 30py

Yacmo: nepiopbiTanbHuY HaOpsaK, HaOPSK MOBIK, TOCUJIEHA CIh030TEYa
3 boky cepus
Yacmo: imemisi Miokappa“*, 3HUXKeHHS GpaKIjii BUKUAY'

Heuacmo: 3acTilfina cepiieBa HeJOCTaTHICTh, iHpapKT Miokapma™*, ceplieBa HeIOCTATHICTL,
KappioMmionaTia*, mepukappiaJbHUK BUIIT, TOOOBXKeHHS iHTepBaiy QT Ha ejleKTpoKaphiorpami

PiOko: HepoCTaTHICTE JIiBOT0 UINYHOYKa*, MIIYHOYKOBA TaxiKapmid TUIY «IIipyeT»
3 6oky cyOuHHOi cucmemu

Ilyoce yacmo: apTepianbHa TilepTeHsis

Yacmo: TpoM003 rIuOOKUX BEH, IPUILJIUBH, TillepeMis

Heyacmo: KpoBoTeUa 3 NyxXJIuHu*

Hegidomo: aHEBPU3MHM Ta apTepiabHa AUCEKITisT*

3 60Ky cucmemu opeaHie 2pyO0HOI KAimKu ma cepeGoCmiHHA

Lyotce wacmo: 3apuiliKa, HOCOBa KPOBOTEYa, Kalllellb

Yacmo: em0omisi mereHeBol apTepil*, naeBpanbHUM BUMITY, TeMONTHU3UC, 3aAUIIKa ITPU QisuuyHOMY
HaBaHTaXeHHi, 6isb ¥ poTi Ta ropmi”’ (a TaKOXK y ropJii Ta TOPTaHi), 3aKIageHiCTh HOCA, CYXiCTh
CIIM30BOl HOCA

Heuacmo: nereseBa KpoBoTeua*, quxajibHa HEIOCTATHICTH*



3 60Ky mpasHo20 Mpakmy

Ilyace yacmo: cromatut’, 6inb y KuBOTI®, O/II0BaHHS, [iapesi, DUCIENCis, Hy0Ta, 3a10p

Yacmo: ractpoe3odareanbHa pedriokcHa xBopoba, Arcdaris, HIIyHKOBO-KUIITKOBa KpOBOTeda*,
e30(ariTt*, 3myTTs XKUBOTA, AUCKOM@OPT y KUBOTI, peKTaJbHa reMoparis, KpoBoTeda 3 SICEH, BUPa3KU
y POTi, IPOKTANTisA, XeUJIiT, TeMOPOK, TTI0OCOANHIs, Oiib y POTi, CyXiCTh ¥ POTi, METEOPU3M,
IUCKOMGOPT y POTi, BigpuKKa

Heuacmo: mnyHKOBO-KUIIKOBA (Ta KUIIKOBa) mepdopallisi®*, maHKpeaTuT, aHalbHa HOPHUIISA, KOTIT'

3 boky neviHkU ma #08408UBIOHUX W AAXi8

Heuacmo: me4iHKOBa HEMOCTATHICTH*, XONEIUCTUT *, MOPYIIEeHHS QYHKIII Me4iHKu

Pioko: rematur

3 60Ky wkipu ma nidwKipHUX MKAHUH

Iyace wacmo: 3MiHa KOIbOPY IIKipH', CUEAPOM [OJIOHHO-IIOIIOBHOI €PUTPOAN3ECTe3il, BUCUIIaHHS",
3MiHa KOJIbOPY BOJIOCCS, CYXiCTh LIKIpU

Yacmo: nymeHHS MIKipH, WIKipHi peakii’, ek3eMa, MyXupi, epuTeMa, ajonelis, akue, cBepoix,
rimepmirMeHTalis WKipy, ypaxkeHHs MIKipH, TilepKepaTos3, JePMATUT, ypaxKeHHs HIirTiB"

Pioko: mynbTu(opMHa eputeMa*, cuHApoM CTiBeHca - [[2KOHCOHAa*, raHTpPeHO3Ha IiofepMis,
TOKCUYHUMU elifiepMaJibHui HEeKPoi3*

3 60Ky Kicmko80-M’A3080i cucmemu md cnoaAyYHUX MKAHUH

[yoce wacmo: Ginb y KiHIiBKaX, apTpanris, 6inb y ciuHi

Yacmo: KiCTKOBO-M's130BuM 0ifib, M'SI30Bi cta3aMu, Mianris, cinabKicTh y M’sg3ax
Heyacmo: oCcTeOHEKPO3 IIeeny, HOpuist*

Pioko: pabmomiosmiz*, miomaTis

3 60Ky HUPOK ma ce408usiOHUX WaAXxie

Yacmo: HUPKOBa HEOCTATHICTL*, TOCTPa HUPKOBA HEOCTATHICTL*, XpoMaTypisi, MpoTeiHypisa
Heuacmo: KpoBoTeyYa i3 CEYOBUBIIHUX IIIIXiB
Pioko: He(ppOTUUHUM CHHIPOM

3aeanvHi po3aadu ma po3aadu y micui ese0eHHA npenapamy

IIyoice wacmo: 3amanieHHs CIKU30B0I 000JIOHKH, IiBUINIeHa BTOM/TIOBAHICTh' (Ta 3arajbHa CabKiCTh),
HaOpsK’ (HaOpsk o6nmuyys, HabpsK Ta nepudepudHnit HabpPsK), rapsyka

Yacmo: 6inb y rpyaHid kiiTii, 6inb, rpunononi6ue 3axBopioBaHHS, 03HOO

Heuacmo: opyIeHHs 3ar0EHHS



JIabopamopHi 0ocai0HCeHHA

Yacmo: 3HUKEHHS MacCH Tijla, 3HUKEHHS KiTbKOCTi IEeMKOLUTIB, MABUILIEHHS PiBHS JTinasy,
3HUKEHHS KiTbKOCTi TPOMOOIIUTIB, 3HUKEHHS PiBHS reMornobiny, migBUILEHHS PiBHS aMinasu’,
IiABUIIEHHS PiBHS acllapTaTaMiHOTpaHCcGepa3y, NiiBUIIeHHS PiBHS ajlaHiHaMiHOTpaHCc(hepasy,
MigBUIIIEHHS PiBHSA KpeaTUHIHY B KPOBI, MigBUIIIEHHS apTepiaJbHOTO TUCKY, MiABUILIEHHS PiBHSI
CeY0BOl KHCJIOTH KPOBIi

Heuacmo: nigBulinieHHS PiBHA KpeaTUH(POC)OKIHA3Y B KPOBI, MigBUIIEHHS PIBHA TUPEOTPOIIHOTO
TOPMOHY B KPOBi

*Bxroyarouu JeTalbHi BUIIAOKH.

[ToegHaHO TaKi TEPMiHU:

*Ha30¢apuHTiT Ta Teprec pOTOBOI IOPOXKHUHH.

b BbponxiT, indexk1il HUKHIX BigOiniB IUXalbHUX IIAXiB, THEBMOHISA Ta iH(eKIIil IuXanbHUX IISXiB.

¢ Abcrec, abcrec KiHIIBOK, aHanbHUM abciiec, abelec siceH, abciec mevinky, abcliec migmTyHKOBOI
3aJ103u, abcIiec MPOMeXKUHHY, IePUPEeKTAIbHUYN abcrec, peKTanbHui abcuec, migmKipaui abcrec Ta
abcrrec 3yba.

‘ KaHOumo3 CTpaBOX0fy i KaHAK03 POTOBOI MOPOXKHUHY.

¢ Lemntomnit Ta indexil mkipu.

" Cemncuc i cenTHUHMI IIOK.

9 Abcriec yepeBHOI TOPOXKHUHY, aOOOMiHAIBHUN CETICUC, TUBEPTUKYIIIT i OCTEOMIEIT.

" TpomGoTHYHA MIKpOAHTiONaTisA, TPOMOOTHYHA TPOMOOIUTONEHIUHA IypIypa Ta TeMOJIiTHKO-
YPEMIUHUN CUHAPOM.

' 3HMKEHHS aleTUTy Ta aHOPEKCis.
) 3MiHHM Bif4yTTs CMaky, BTpaTa BifdyTTs CMaKy Ta IOPYLICHHS BiI4yTTs CMaKy.

“TocTpuit KOpOHAPHUIT CUHAPOM, CTeHOKapHisi, HecTabilbHa CTeHOKapAisi, OK/TI03is KOpoHapHOi
aprepil Ta imewmis Miokapaa.

' 3MeHIIeHH/BiIXUIeHHS Bil HOPMU ¢pakilil BUKUAY.

" T'ocTpuii iHpapKT MioKapyaa, iHpapKT MioKapaa Ta 6e3CUMITOMHUY iHGapKT MioKapaa.
" Binb y porti Ta ropi, 6inb y ropii Ta ropTasi.

° CtoMaTuT i apTO3HUHN CTOMATHUT.

P Binb y xuBOTI, 6ifb y HUXKHIX Ta BEPXHiX Bifminax KuBOTa.

¢ [IImyHKOBO-KMIIKOBA repdopalrisi Ta KUIIKOBa Iepdopatiis.



"Komit Ta imemiyHui KOJIiT
* XONeUUCTUT Ta aKalbKyTbO3HUN XOTEIUCTHUT.
' JKOBTYIIHICT IIKipH, 3MiHa KOJILOPY IIKIipY Ta MOPYIIEHHs MirMeHTaIil.

" IIcopiazononibuHui nepMaTUT, eKCHOoTiaTUBHUN BUCHUII, BUCUII, EPUTEMATO3HUM BUCHII,
GONMIKyNIIpHUY BUCHII, TeHepali30BaHUM BUCHUII, MaKyIIPHUM BUCHUII, MaKy/I0NIalyIbO3HUMN BUCHUII,
TaNyIb03HUM BUCHUII i BUCUIIAHHS 3i CBepOiHHSIM.

" IkipHi peakiii Ta 3aXBOPIOBaHHS IIKipH.

" YpaxeHHs HITTiB i 3MiHa KOJLOPY HIrTiB.

* BroMma i acTeHis.

¥ HalOpsik o6nmuyys, HaOpsK Ta nepudepudHui HaOpsikK.

‘TligBuIeHHS PiBHIB amina3wu.

Onuc okpeMux mobiYHUX peakirin

IHpekuil ma iHeasii. Bynu oTpuMaHi TOBIHOMJIEHHS PO BUIIAAKX CEPHO3HUX iHbEKIIiH (Ha Ti
HelTpormeHii Ta 6e3 Hei), y TOMy YUCJIi 3 TeTaJbHUM HacligkoM. [ToBiOMIISANY PO BUIAAKU
HEKPOTUYHOTO (pacuuiTy, y TOMY YUCJIi OUepPEeBUHH, SIKi B OKpeMUX BUIaKaxX IIPU3BOIUIIHU [0
JIeTANbHOTO HACMTIAKY (OuB. po3min «OcoOnMMBOCTI 3aCTOCYBaHHS»).

Pos3snadu cucmemu kpoei ma aimpamuuHoi cucmemu. ITpo 3HUKEHHST aOCOIIOTHOTO YKCIIa
HeUTPOodiniB cTymeHiB TsxKKOCTi 3 i 4 moBigommsinu BigmoBigHOo v 10% Ta 1,7% mallieHTiB y
nocnimxkenHi ¢a3u 3 I'ICII, y 16% Ta 1,6% mauienTiB y mocmigxkenHi ¢pa3u 3 HKK ta y 13% Ta 2,4%
nalieHTiB y mocmimxkenHi ¢asu 3 HIIII3. 3HUXKEHHS YKclla TPOMOOLUTIB CTYIEHIB TSXKKOCTI 314
crioctepiranu BifnmoBigHO y 3,7% Ta 0,4% nauienTiB y pocnigxeHHi ¢a3u 3 I'ICII, y 8,2% ta 1,1%
nanieHTiB y ¢a3i 3 MHKK Ta y 3,7% ta 1,2% naniesTis y gocnigxensi ¢a3u 3 HIIII3 (gus. po3gin
«OCco6MMBOCTI 3aCTOCYBaHHS»).

[ToBimomunsinu 1po KpoBoTedi y 18% malfieHTiB, Ki oTpuMyBasu CyHiTiHIO y gocnigxkeHHi dha3u 3
['ICTI, y nopiBHSIHHI 3 17% malli€eHTiB, gKi oTpuMyBaiu maaneto. Y 39% malfieHTiB, IKi OTpuMyBaju
CyHiTiHi6 mns nmikyBaHHS panime He nmikoBaHol HKK, cnoctepiranu kpoBoTteui y nmopiBusiHHI 3 11%
nalieHTiB, ki orpuMmyBanu iHTepdhepoH-a (I®H-a). ¥ 17 (4,5%) naiieHTiB, sSIKi OTpUMYyBaiu CYHITiHiO,
y nopiBusgHHI 3 5 (1,7%) nauientamu, ki orpumyBanu [OH-«, cioctepiranu KpoBotedi 3 cTyneHs abo
Buine. Y 26% mallieHTiB 3 TUX, XTO OTPUMYBaB CYHIiTiHIO s JikyBaHHSA pedpakTepHOi 10 IUTOKIHY
HKK, cnoctepiranu kpoBotedi. [Ipo KpoBoTedi, 3a BUHATKOM emicTakCcucy, nosigoMnanu y 21,7%
TalieHTIB, SIKi OTPUMYBaX CYHIiTiHIO, y gocmigxenHi ¢ha3u 3 HIITI3 y nopiBusaHHI 3 9,85% maliieHTis,
SIKi OTpUMyBanu 1mianebo (ouB. po3nin «Oco6IMBOCTI 3aCTOCYBAHHS»).

Y kniniunux gocnmimxkeHHsx npubnu3no y 2% nauienTiB 3 I'ICII cnocTepiranu KpoOBOBUTUBY 3
IyXJIUHU.

Posnadu imyHHoi cucmemu. [ToBifOMIISINIU NIPO peakliil Trinep4YyTaAuBOCTi, y TOMY YHCIi
AHTiOHEBPOTUYHUY HAOPSK (OuB. po3min «OcoOIMBOCTI 3aCTOCYBAHHS»).

3 6oky eHOokpuHHOI cucmemu. [ToBigoMsAIK PO MOOIYHY Peakiiio y BUTTIAI TimoTupeosy y 7



nauieHTiB (4%), IKi oTpuMyBasu CyHiTiHIO, y 2 mocrigxkeHHAX pedpakTepHoi o 1uTokiny HKK; y 61
natienTa (16%), ki oTpuMyBanu CcyHiTiHiO, Ta 3 marieHTiB (<1%) B rpymi I®H-a y gocmigxenHi
pasimie He nikoBaHol HKK.

Kpim Toro, migBuIlleHHs MOKa3HUKIB TUpeoTponHoro ropmony (TTT) 6ynu 3apeectpoBaHi y 4
nanieHTiB 3 pedpakTepHoro mo 1uTokKiny HKK (2%). Y minomy, 7% nauienTtis 3 HKK manu a6o
KJTiHiuHi, a0 mabopaTopHi maHi Ipo rimoTUPe03, 1110 PO3BUHYBCS IIifl Yac niKyBaHHSI. HabOyTui
rinoTupeos crnocrepirascs y 6,2% marienTiB 3 ['ICII, 110 oTpuMyBau CyHiTiHiO, y mopiBHsAHHI 3 1% B
rpymi mnane6o. Y gocnigxkenHi ¢pasu 3 HIII3 rinotupeos 6yB 3apeecTpoBaHuil y 6 marfieHTiB (7,2%),
SKi OTpUMyBanu cyHiTiHi0, i y 1 mauienTa (1,2%), sKuil 0TpuMyBaB I1aneoo.

Y [BOX [OCTigXXKEHHSX cepe MalliEHTOK 3 PaKOM MOJIOYHOI 3271031 IIPOBOIUIIY TPOCIEKTUBHUM
MOHITOPUHT (QYHKIII IMUTOBUAHOI 3a/103u; CYyTEeHT He CXBaJleHUY OJIs JIIKyBaHHS PaKy MOJIOYHOI
3amo3u. Y 1 mocmimxkenHi rimotupeo3 6yno 3apeectpoBano y 15 marrienTox (13,6%), siKi oTpuMyBanu
CyHiTiHi0, Ta y 3 (2,9%) nauieHToK, sIKi OTpUMYyBai CTaHOAPTHE NiKyBaHHS. 36inmbiienHs piBHiB TTT
B KpoBi Oyno 3apeectpoBaHo ¥ 1 (0,9%) mallieHTKH, 1110 OTpHMYyBaJja CyHiTiHi0, Ta He criocTepiranocs
y HAI[l€HTOK, 110 OTPUMYBaJIM CTaHOApPTHE JIiKyBaHHA. He m0oBITOMIIANIOCA IPO TiepTUPEO03 y
MAIiEHTOK, 110 OTpUMyBanu CyHiTiHiO, i y 1 (1,0%) malieHTKy, 110 OTpUMYyBaJjla CTaHmapTHE
JiKyBaHHS. B iHIMOMYy mocnimxeHHI rinotupeos cnoctepirasca y 31 (13%) mamienTtky, Aki
OTpUMYyBau CyHiTiHi0, Ta ¥ 2 (0,8%) maIiieHToK, 1110 oTpuMyBanu Kanenutabin. 36insmenss TTT B
KpoBi 6y70 3apeecTpoBaHo ¥ 12 (5%) mallieHToK, SKi OTpUMyBau CyHiTiHiO, Ta He crocTepiraaocs y
NIAlliEHTOK, 1110 OTPUMYBAJIX KanenuTa0il.

lineptupeos crnocrepirascs y 4 (1,7%) naiieHToK, 1110 OTPHMYBaJX CYHIiTiHiO, i He cocTepirascs y
TIAllieHTOK, 1110 OTPUMYBasHu Kanenurtalid. 3uuxkeHHs piBHA TTT B KpoBi cioctepiranocs y 3 (1,3%)
NallieHTOK, 1110 OTPUMYBAJIX CYHITiHIO, i He cocTepiranocs y mallieHTOK IPynu KanenuTabiny.
[MinBuimenu# piBeHb T4 crocTtepirascs y 2 (0,8%) marieHToK, 110 OTpUMyBanu CyHiTiHiO, Ta y 1 (0,4%)
NallieHTKY rpynu Kaneuutabiny. ITigBuienuit pisens T3 croctepiraBcs y 1 (0,8%) marieHTKH, 110
OTpUMYBaJla CyHiTiHi0, i He criocTepiraBcs y nallieHTOK Tpynu Kamenutabiny. Yci peakiril 3 60Ky
IMUTOBUIHOI 3a103u Oymu 1 - 2 cTymeHs TAKKOCTI (OuB. po3nin «Oco0MMBOCTi 3aCTOCYBaHHS»).

Posnadu memaboaizamy ma mpasaeHHs. Y nanienTis i3 HIIII3 crocTepiranacs Bullla 4acToTa
BUHUKHEHHS Tinoriikemil mopiBHSHO 3 mariienTamMu 3 MetactaTuuHoo HKK Tta I'ICII. ITpoTe
OiNbIIiCTS i3 ITUX MOOIYHUX peaklliif, sIKi CrocTepiranucs mif Yac KIIHIYHUX JOCTioXKeHb, BBaXKalKUCs
He II0B’SI3aHUMHU 3 [AOCIiAKYBaHUM JTiKyBaHHSIM.

Posnadu Hepeosoi cucmemu. Y KITiHIYHUX HOCTiAXKEHHSAX CYHITiHIOy Ta B epion
mic/IsipeecTpalifHoOro 3aCToCyBaHHs 0y10 0OTpUMaHO HebaraTo mosigomieHs (<1%), meski 3
JeTaJibHUM HaCJIiIKOM, PO Cy0'€KTiB 3 CYIOMHUMU HallaflaMy Ta PafioJIoTiYHUMHU HaHUMU PO
CHHIIPOM 3BOPOTHOI 3afHbOI JelKoeHIedanonaTil. CyIOMHI HallafAy CIIOCTepPiraaucs y Mali€HTiB 3a
HasIBHOCTi a00 BiICYTHOCTi pafiioNoriYHUX JaHUX IIPO MEeTacTa3u I'oJIOBHOTO MO3KY (OUB. PO3Min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

ITopyweHHs ¢pyHKUiI cepus. Y KITIHIYHUX JOCTIKEHHIX MTOBiIOMIISANIOCS IIPO 3MeHIIeHHs Gpakilil
BUKUAY niBoro mmyHouyka (OBJIII) Ha =20% i HUXK4Ye HUKHBOI MeXKi HopMU IPUOIU3HO ¥ 2%
nauienTis 3 ['ICII, mo oTpumyBanu CyHiTiHIO, y 4% matiieHTiB 3 pedpakTtepHoo go uutokiny HKK ta y
2% marrienTiB 3 I'ICII, mo orpumyBanu mname6o. Li Bigxunenns ®BJIII He € mpOrpecylOYrMHu i 4acTo
IOJIINIITYIOTHCS i 9Yac NPONOBXKEHHA JIiKyBaHHSA. B mocigxkenHi panime He nmikoBaHol HKK y 27%
TIAIli€HTIB, 1110 OTPUMYBAJIU CYHiTiHiO, Ta y 15% namuienTis, mo orpuMyBanu [OH-«, cioctepiranu
3MeHIIeHHs piBHSA OBJIII HUXKYe HUKHBOI MeXKi HOpMHU. Y [IBOX mallieHTiB (<1%), gKi oTpuMyBamu
CyHITiHi0, 6yno miarHocToBaHo 3CH.



Y nauienTis 3 I'ICIT moBigomMIsgIocs PO CepPLieBY HEAOCTATHICTD, 3aCTiHY CeplieBy HEeAOCTaTHICTh
abo HeJoCTaTHICTH JiBOro UTyHOYKA: ¥ 1,2% - 3 TPyNU 3aCTOCYBaHHS CYHIiTiHIOY, v 1% - 3 rpynu
nnaine6o. B ocHoBHOMY mocmimxkeHnHi pa3u 3 T'ICII (N = 312) mopyieHHs GYHKIII ceplis 3 TeTalbHUM
HACJIiIKOM, [IOB’s13aHi 3 IIpenapaToM, crocTepiranu y 1% maImieHTiB B KOXKHIU TPyl AOCTIIXeHHS (a
caMme, B I'pyIax CyHiTiHiOy Ta miare6o0). Y gocnigkeHHi ¢pa3u 2 cepef MalieHTiB 3 pepaKTEPHUM [0
muTokiny HKK y 0,9% xBopux criocTtepiranu jeTanbHul iHDapKT MioKapza, 0B’ I3aHUM 3
IpenapaToM, a y JOCHifXKeHHi (a3u 3 y xBopux 3 paHimie He nikoBaHo0 HKK 0,6% 3 rpynu I®OH-a Ta
0% 3 rpymu cyHiTiHiOy Manmu mopyineHHs GYHKIII ceplid 3 TeTaJlbHUM HaCTigKOM. Y JOCTimKeHHi
das3u 3 HIITI3 1 (1%) maltieHT, AKuit omepKyBaB CYHiTiHIO, MaB eTalbHY CeplieBY HeIOCTATHICTS,
II0B’s13aHYy 3 IIpernapaToM.

CyOuHHI nopyweHHA

linepreH3isa

V kiHIYHUX JOCTIIXKEHHSIX OyKe 4acTo MOBiMOMIISIOCS PO TimepTeH3ito. 103y CyHiTiHIOY
3HUKYBaIK ab0 M0ro 3aCTOCYBaHHS TUMYACOBO MPUIUHSIIN IPUONIU3HO Y 2,7% Mallie€HTiB, y IKUX
CIIoCcTepirany rimepTeHsito. Y K0QHOTO 3 IUX MalliEHTiB 3aCTOCYBaHHS CYHIiTiHIOy He OyJI0 IPUIUHEHO
octaToyHo. Cepio3Ha rineprensis (>200 MM pT. CT. cuctomiynu a6o 110 MM pT. CT. miacTomiYHUHI
TUCK) criocTepiranacs y 4,7% MalieHTiB i3 COMIHUMU NyXJIKHaMU. ['inepTeH3isa cnocTepiranacs
npu6nu3Ho y 33,9% mariieHTis, AKi OTPpUMYBaIM CYHIiTiHIO [ig nikyBaHHS paHime He nikoBaHoi HKK,
B [TOPiBHAHHI 3 3,6% nauieHTiB, aKi orpumyBanu IOH-«a. Cepiio3ny rinepreHsito cnocTepiranu y 12%
IallleHTiB, Ki paHille He OTpUMYBaIM JIiKyBaHHA, 1 y <1% mnauieHTis, gKi oTpuMmyBanu [OH-a.
lineprenaiio 6yno 3apeecTpoBaHo y 26,5% mallieHTiB, IKi OTpUMYyBau CYyHITiHiIO, y mocmimxkeHHi pa3u
3 HIIII3, y nopiBHsAHHI 3 4,9% nalieHTiB, SKi oTpuMyBanu miaie6o. [Tpo cepiio3Hy rinepTeHsio
nosigomnsnocsa y 10% mamienTis 3 HIIII3, ski oTpuMyBanu CcyHiTiHIO, Ta y 3% MaIieHTiB 3 rpynu
n1ane6o.

Beno3Ha TpomMboeMbo0is

Y kninivaux gocnipxkenHax [ICIT Ta HKK moBimoMmsgnocs mpo peakiiil y BUT/ISAI BEHO3HOI
TpomMOoeMOoTii, TOB’s13aHi 3 mpenapaToM, mpubau3Ho y 1,0% mallieHTiB i3 COMIHUMY MyXTUHAMH, SIKi
OTPUMYBaJIU CYHiTiHi0.

Y mocnigxensi ¢a3u 3 I'ICIT Bumagku BeHO3HOI TpoMOGoeMOoil criocTepiranucs y 7 namieHTiB (3%),
SIKi OTpUMYyBaJM CYyHITiHi0, Ta Y JKOIHOTO MallieHTa 3 rpynu muanebo; 5 i3 7 Mmanu TpoM603 rmuboKux
BeH (TT'B) 3 ctyneHnst Ta 2 - 1 abo 2 ctynens. Yotupu 3 1ux 7 nauienTiB 3 I'ICII npunuHumm
JIIKyBaHHA MiCJId nepuioro sunagky TI'B.

TpuHapusaTh mamieHTiB (3%), sKi oTpuMyBanu CyHiTiHIO y mocmimxkeHnHi ¢ha3u 3 paHilie He JTiIKOBAaHOTO
HKK, Ta 4 nmanienTu (2%) 3 2 gocrnigxkens pedpaktepHoi o muTokiny HKK, moBigomising mpo
BEeHO3HY TpoMboeMObotio. [leB'ATh 3 UX MaIli€eHTiB Maau eMO0OoJIifo 1ereHeBoi apTepii; 1 - 2 ctynens i
8 - 4 crynens. BiciMm 3 uux nauienTiB Mmanu TT'B; 1 - 1 crynens, 2 - 2 ctynens, 4 - 3 cTyneHsa ta 1l - 4
crynensi. OguH maiieHT 3 eMO0ITi€l0 TereHeBol apTepii B gocifKeHHi pedpakTepPHOI 10 IUTOKiIHY
HKK mepepuBas Tepariiio.

YV nauienTiB 3 panimre He nikoBanuM HKK, sxi orpumysanu I®H-a, 6yno 3apeectpoBaHo 6 (2%)
BUIIQ[IKiB BeHO3HOI TpoMOoeMbomil; y 1 mamieHTa (<1%) crmocrepirascst TTB 3 cTtynens, ay 5
nauieHTiB (1%) - em0borig nereseBoi apTepii, 4 CTymeHs.

[ToBimomusinocst mpo BeHo3Hy TpoMOoembomio y 1 (1,2%) nauieHTa rpynu CcyHiTiHiOy Ta ¥ 5 (6,1%)
TallieHTiB rpynu mnaiebo y mocmimxkerHi ¢a3u 3 HIIIT3. [IBa 3 marienTiB rpynu mnane6o manu TI'B:



1- 2 ctynensi 1 - 3 cTyness.

Y peectpaninuux gocrigxenaax I'ICIT, HKK, HIIIT3 He moBimoMIsAnocs Opo BUNAAKU 3 TeTalbHUM
HacCJigKoM. Bunagku 3 ieTalbHUM HACIiIKOM CIIOCTEPIraaucs B Mepiof micnsapeecTpalinHoro
3aCTOCYBaHHS.

Bunagku TpoMboemboil TereHeBol apTepil cnoctepiranu npubnusHo y 3,1% mnamienTis 3 ['ICII Ta
npubnusuo y 1,2% nauientis 3 HKK, sxi orpuMyBanu cyHiTiHi0 y mocnigxeHHsx ¢ha3u 3. Y nauieHTiB
3 HIITI3, siki oTpuMyBanu CyHiTiHi0 y gocmigxkeHHi dha3u 3, He OBiIOMIISAIOCS PO eMO0JIito
JiereHeBol apTepil. Pigki Bumagku 3 meTalbHUM HACJiIKOM CIOCTepiraau B mepion
MiCNIIPEeECTPAaLifHOTO 3aCTOCYBaHHS.

[MauienTu 3 em0OoIi€lo ereHeBoi apTepil TPOTIroM mnomnepenHix 12 MicsuiB Oyau BUKIIOUEHI 3
KJTIHIYHUX [OCTiIKeHb CYHITiHIOy.

Y xBopux, SIKi OTPUMYyBaJX CYHITiHIO y peecTpaliiiHuX HOCTiAKeHHAX Qa3 3, IopyIIeHHS 3 00Ky
JIeTeHb (a caMe: 3aAullKa, MJIeBpaJbHUN BUIIIT, eM0OJIis TIereHeBoi apTepil abo HaOpsK JieTeHs) Oynu
3apeecTtpoBaHi npubnusuHo y 17,8% mnarienTi 3 ['ICII, npubnusuo y 26,7% nauienTtis 3 HKK iy 12%
mnanienTis 3 HIIII3.

[TpubnusHo y 22,2% matiieHTis i3 conmigaumu nyxnnHaMmu, Bkmodatoun ['ICIT i HKK, gki oTpumyBanu
CYHITiHIO y KTiHIYHUX OOCTIXKEHHX, CIIOCTEPIraIy MOPYIIeHHS 3 OOKY JIeTeHb.

ITopyweHHA 3 6OKY WAYHKOBO-KUWKO0B020 mpakmy. ITaHKpeaTUT crocTepiraBcs HeyacTo (<1%)y
nali€eHTIB, SKi oTpUMyBanu CyHiTiHi6 gns nikyBauusa I'ICIT a6o HKK. ¥ mocnigxenHi ¢hasu 3 HIITI3 He
TIOBIIOMJISIIIOCS IIPO MTAaHKPeaTHUT, MOB'I3aHuM 3 ImpernapaToM (auB. po3min «OcobaIuBoCTi
3aCTOCYBaHHS»).

[ToBiZOMIIANIOCS PO IIYHKOBO-KUIIIKOBI KPOBOTEYI 3 JleTaJlbHUM HacigkoM y 0,98% naunieHTiB, gKi
oTpuMyBasu miainebo, y gocnigxenHi ¢asu 3 I'ICII.

Posaadu 3 60Ky neviHKku ma acosyosugioHux wsxiae. IIoBiqoMIIsiIu PO BUIIAOKK IIOPYIIEHHS
GYHKIII mediHKH, SIKi MOXKYTb BKJII0YATH BiIXUJIeHHS MOKAa3HUKIB PyHKITIOHAMbHUX P00 IEUiHKH,
remnaTtuT abo MeyiHKOBY HEJOCTATHICTh (AUB. po3min «OcoONIMBOCTi 3aCTOCYBaHHS»).

Po3nadu 3 60Ky wKipu ma niowkipHoi mkaHuHu. TTOBiOMIISIIOCS TPO BUMIAJKY TAaHTPEHO3HOI
nmiomepMii, sKa 3a3Buy4ail Oysia 000POTHOIO MiCIIg IPUIMHEHHS JIiKyBaHHS CYHITiHIOOM (OUB. po3min
«Oco6MMBOCTI 3aCTOCYBaHHS»).

Po3aadu Kicmkoso-m’a30801 cucmemu ma cnoAy4YHUX mKaHuH. TT0BifOMIISIIN PO BUMIAAKU MiomaTil
Ta/abo pabmoMioi3y, mesiKi 3 HUX CYIIPOBOMXKYBAIKCh TOCTPOIO HUPKOBOI HENOCTATHICTIO.
[TamienTaM i3 cuMIToMaMu M’s1I30BO1 TOKCMYHOCTI CJIiJ] HaflaBaTX JOIIOMOTY 3TifHO 3 Til0YUMU
CTaHOApTaMU MeJUYHOI IPAaKTUKH.

[ToBimomIsiny PO BUNAOKYU YTBOPEHHS HOPUIS ((icTyn), iHOML TOB’A3aHUX 3 HEKPO30M Ta PETPeCiero
IyXJIMHY, 1110 Y OKPeMUX BUIIaAKaxX MPU3BONUIIHN 10 CMEPTI.

Y mariieHTiB, gKi OTpuMyBanu NiKyBaHHS mpenapaToM CyTeHT, Oynu onucaHi BUIAOKU PO3BUTKY
OCTEOHEKPO3Yy IIeJIeny, IIepeBakHO Y pa3i HasgBHOCTI (aKTOPiB PU3UKY PO3BUTKY OCTEOHEKPO3Y
Imeseny (30KpeMa BIIUB BHYTPilIHbOBeHHUX GicocdoHnariB Ta/abo HasgBHICT B aHaMHe3i1
3axBOpIOBaHb 3y0iB, 1110 MOTPeOyBaIy iHBA3UBHOTO CTOMATOJIOTiYHOT'0 BTPY4YaHHS) (IUB. PO3Min
«Oco6MMBOCTI 3aCTOCYBaHHS»).



JlabopamopHi 0ocaidxceHHs. [TaHi, oTprMaHi 3 MOKTiHIYHUX HOCTimXKeHb (in vitro Ta in vivo)
mpernapary y [03ax, 110 ePeBUIyI0Th PeKOMEHI0BaHY 03y IJIS JIIOOUHY, IT0Ka3aJjH, 0 CyHiTiHi6
MOXKe IIPUTHIUYBaTH MPOLIeC PENojgpu3allil IoTeHIialy CepleBol AisiTbHOCTI (HanpuKiaf,
nomoBxeHHA iHTepBany QT).

36inpmenns iHTepBany QTc go 6inbmr Hizk 500 Mcek croctepiranu y 0,5%, a 3MiHUM BiTHOCHO
II0O4YaTKOBUX 3HaueHb OirnbIre Hik Ha 60 Mcek cnoctepiranu y 1,1% 3 450 naiieHTiB 3 coigHUMU
yxJIMHaMHY; oO0UfBa i MapaMeTpPH BU3HAHO MOTEHIINHO 3HAYHUMU 3MiHaMu. CyHITiHIO B
KOHIIEHTPaLifX, TpuOIM3HO BABIYi BUINIKX 3a TepaleBTUYHi, mogoBxkyBaB inTepBan QTcF (iHTepBan
QT, xopuroBanu# 3a hopmynow Ppexepika).

[TomoBxenHs iHTepBany QTc BUBYANU y AOCIIAXKEHH] 3a y4acTio 24 nanieHTiB y Biui Big 20 go 87
POKIB 3i 3710IKiCHUMY HOBOYTBOPEHHSIMHU Ha Ii3HIX CTafisgx. Pe3ynbTaTu LbOT0 AOCTIAXKEHHS
IIPOJIEMOHCTPYBAJIH, IO CYHiTiHi6 BIIyTMBaB Ha iHTepBan QTc (BU3HAYAETHCS SIK CepPemHs 3MiHa,
CcKopuroBaHa 3a miamebo, >10 mcek 3 90% moBipuuMm iHTepBanoM [[I] BepxHsa Mexa >15 Mcek) mpu
TepaneBTUYHIN KOHI[eHTpallil (DeHb 3) 3 BUKOPUCTAHHSAM METOAY IIOTIPaBKYU Ha HY/IhOBUI PiBeHb
IPOTSATOM 00U i IpY KOHIIEHTpallii, III0 IepeBUIIyE TepaneBTUYHY (HIeHb 9), 3 BUKOPUCTaHHIM 060X
MeTO[IiB IIONIPaBKY Ha HY/JIbOBUY piBeHb. 2KogeH nalieHT He MaB iHTepBany QTc >500 mcek. Xoya
BrIuB Ha iHTepBan QTCF crnocTepiraBcs y meHb 3 yepe3 24 roguHM Miciis OTPUMAHHS 1031 (TOOTO
IIpY TepamneBTUYHiN KOHLEHTpAaIlil B IIJIa3Mi, O4iKyBaHil IiC/Isi peKOMEeHJ0BaHOl M0YaTKOBOL 7031 50
MT') 3 BUKOPUCTAHHSIM METO[Y IIONIPaBKK Ha HYJIbOBUY PiBEHb IIPOTATOM O00H, KITiHiuHEe 3HAaUeHHS
I[bOTO BUCHOBKY HE3pO3yMisie.

3a pe3ynbTaTaMu KOMIIEKCHOI oiinku cepitiux EKI y nmepiogu, 110 BiAmoBigaiTh TepaneBTUYHUM
abo BUILIMM 3a TepaleBTHYHI KOHIIEHTpallil TpemnapaTy, ¥ JKOQHOTO 3 MAaIliEHTIB y MOMyIALii, 10
mignsArae oriHii, abo paHmoMizoBaHux natieHTiB (ITT), He coCcTepiranocs MOOOBXKEHHS iHTEepBaLy
QTc, sixe 6 BBaxKanoCa «TIKKUM» (TOOTO = 3 CTyneHs 3a 3araJlbHUMU TEPMiHONIOTIYHUMU
kputepisamu ans nobivnux seutg [CTCAE], Bepcist 3.0).

[Ipu TepaneBTUUYHUX KOHIIEHTPALIX V IIJIa3Mi MaKCHAMaJlbHa CepefHs Pi3HUIA BiTHOCHO II0YaTKOBOTO
3HauyeHHs iHTepBany QTcF (kopurosaHoro 3a popmynoo ®Ppepepika) cranoBuna 9 mcex (90% [I:
15,1 mcek). IIpu KOHIIEHTpAllisgX, MTPpUONIU3HO BOBiYi BUIMX 3a TepPaleBTUYHY, MaKCUMaJlbHa CEPeIHSs
Pi3HUIIS BITHOCHO MO4YaTKOBOro 3HaueHH iHTepBany QTcF cranosuna 15,4 mcek (90% [I: 22,4
Mcek). Mokcudnokcauut (400 Mr), IKHii BUKOPUCTOBYBa/IM SIK TO3UTUBHKN KOHTPOJIb, II0Ka3aB
MaKCUMaJIbHy CEepefHI0 Pi3HULI0 BIITHOCHO IOYATKOBOr0 3HaueHHd iHTepBany QTcF y 5,6 Mcek.
Kopmen cy6'eKT He 3a3HaB BIINIUBY Ha iHTepBasn QTc Ginbime Hixk 2 cTtynens (CTCAE, Bepcisa 3.0) (muB.
po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

IloBrocTpokoBa Oe3mneka min yac mikyBanHs HKK

IoBrocTpokoBy 6e3mneky cyHiTiHiOy y mamienTiB 3 HKK aHamisyBanu B 9 3aBepIeHux KIiHIiYHUX
IOCITiIXXKEeHHSX, IPOBEIEHNUX y pexkuMax Teparii mepimoi mixii, pedpakrepHoro no 6eBanu3ymady Ta
pedpakTepHOro O0 IUTOKIHY JiKyBaHHA y 5739 namieHTis, 3 1kux 807 (14%) oTpuMyBany JTiKyBaHHS
Bim 2 pokiB o 6 pokiB. Y 807 mallieHTiB, SKi OTpUMYyBaIM TpUBaJje JIiKyBaHHS CyHiTiHiOOM, OinbIIicTh
no0iYHUX SBUII, TTOB’s13aHuX 3 npemnapaTtoM (ITATII), cmoyaTKy po3BUBaINCS B MepIi 6 MicaIis - 1
piK, a OTiM 3anuinanucs cTabinbHIME abo iX YacTOoTa 3MEHIIIyBajacs 3 4acOM, 3a BUHATKOM
rinoTupeosy, KUY MOCTYIIOBO IIPOTPECYBAB 3 4aCOM, a HOBi BUIIAJKU BUHUKAJIY IPOTATOM 6-PidHOTO
nepiony. TpuBane niKyBaHHS CYHiTiHIOOM He Oyso nmoB's3aHe 3 HOBUMHU Tumamu ITATITI.

it

Byno npoBemero ¢a3y I mocmimkeHHs O[O0 IepopaabHOT0 3aCTOCYBAaHHS CYHITIHIOY 3 MigBUIIIEHHSIM



0o3u 3a y4acTio 35 namieHTiB, 30 3 IKUX - MallieHTHA OUTAYO0ro BiKy (BikoM Big 3 mo 17 pokiB) Ta 5-
MOJIOA1 Jopoci nauieHTu (BikoM Bif 18 mo 21 poky), 3 peppakTepHUMHU COTITHUMY IyXJINHAMY,
OiNBbIIICTE 3 IKUX MajIi IePBUHHUN [iarH03 MyXJIMHU TOJIOBHOT'O MO3KY. YCi y4aCHUKM JOCTiIXKEHHS
Bin3Havanu HeOaxaHi peakilii, OibIIiCTs peakiift Oyau TAKKUMHU (CTYIiHb TOKCUYHOCTI = 3) Ta
BKJTI0YaJIM KapAioTOKCUYHiCTh. Haibinbil yacTuMyU MOGIYHUMY peakilisMu OyIu TOKCUYHI TPOSIBY 3
00Ky IITyHKOBO-KMIIIKOBOT'O TaKTy, HEUTPOIIEHis, MigBUIIleHa BTOMJIIOBaHICTh, MiABUIIEHHS PiBHSA
AJIT. Pu3uk HeOaxkaHUX peaklliil Ha JIikapCchKul 3acib 3 60Ky ceplist BUSIBUBCS BUILUM Y HiTeH, AKi
IIOIlepeNHbO OTPHUMYBAJIX ONPOMIHEHHS AiISHKY CEpLs Ta 3aCTOCYyBalu aHTPALUKIIIHY, TOPIBHSIHO 3
TUMU JITbMU, IKi He OTPUMYBaJIM TAKOr0 JIiKyBaHH4. [ IPyIU Nalli€HTiB, SKUM II0IIePEeIHbO He
3aCTOCOBYBa/IM aHTPAIMKIIIHK ab0 SIKi He OTPUMYBAJIU OIPOMiHEHHS MiNITHKY CepIls, 0yI10
BCTAHOBJIEHO MaKCUMaJIbHY [IEPEHOCUMY [03Y.

An’ioBaHTHa Tepanig HKK

Beameka npemapaty CyTeHT o1iHioBanack ¥ S-TRAC, paHgoMi30oBaHOMY, IIOABIMHO ciIinmoMy maie6o-
KOHTPOJIbOBaHOMY HOCIiAXKEHHi, B IKOMY NallieHTH, AKi nepeHecnu HeppekToMmio npu HKK,
orpumyBanu CyteHT 1o 50 Mr Ha 100y 3a rpadikom 4/2 (n = 306) abo nnaredo (n = 304). Cepenns
TPUBAJIICTH JIIKyBaHHA cTaHOBUNa 12,4 Micsans (giana3oH: 0,13—14,9) gna npenapaty CyTeHT i

12,4 micsius (miamason: 0,03—13,7) mns nnane6o. Bigmina nmpenapaTy yepe3 mo0iuHy peakiriio
BimOynace y 28 % marrienTis, mo orpumyBanu CyteHT. [106iuHi peakitil, 1110 MpU3BOOATH [0 BiIMiHM
npenaparty y > 2 % mallieHTiB, BKIII0YaOTh JOJIOHHO-TIIIOIIOBHUY CUHAPOM i BTOMYy/acTeHito. [TepepBa
y 3aCTOCyBaHHi TiKapchbKoro 3aco0y crocTepiranack y 54 %, a 3MeHIIIeHHS 003U - ¥ 46% Malli€eHTiB,
gKi orpuMyBainu CyTeHT. Y Tabnuui 9 y3aranbHeHo mo6iuHi peakuil y xoni S-TRAC.

Tabmuns 9. TTo6iyni peakiii, mpo sxi moBigomnsamu y = 10 % narmienTis i3 HKK, siki orpumyBanu
CyTeHT, i yacTillle, HiX y mallieHTiB, gKi npuiimanu nnane6oy S-TRAC*

An’roBanTHa Tepanis HKK

[CYTEHT (N = 306) Inane6o (N = 304)

Bci cryneni Crynins 3-4 Bci cryneni Crynins 3-4
IMob6iuHa peakuist [% % % %
Bynb-sika mo0iuHa 99 60 88 15
|peaKuiﬂ
Po31agu 3 00Ky
NUTYHKOBO-KHIIKOBOT O
TPaKTy 61 6 15 0
MyKO3UT/CTOMATUT" 57 4 22 <1
Iiapes 34 2 15 0
Hynora 27 1 7 0
Tucmencis 25 2 9 <1
Binb B KuUBOTI 19 2 7 0
BIII0BaHHS 12 0 11 0
3akpen
[CucTemni
BToMa/acTeHis 57 8 34 2
JTokasnizoBanui HaOpsak® |18 <1 <1 0
JInxomMaHKa 12 <1 6 0




[IepmaTooriuni

I10JIOHHO-IIiMOIIIOBHUH 50 16 10 <1
CUHOPOM 24 2 12 0
Bucun" 22 0 2 0
3MiHU KOJIBOPY BOJIOCCS

3HeOapBIEHHS 18 0 1 0
[IKip¥/TI0KOBTIHHSA Kipu |14 0 6 0
CyxicTb mKipu

|Cepuesi

ApTepianbHa rimeprensis’® [39 8 14 1
HaOpsik/mepudepiauit |10 <1 7 0
HaOpSK

HeBposoriuni

3MiHa cMakKoBKX BiguyTTis|38 <1 6 0
[onoBHUY OiNb 19 <1 12 0
EHgoKpHHHA CHCTEeMa

limoTtupeos/migBuiienun |24 <1 4 0
TTT

KposoBuiue/KpoBoreu

a 24 <1 5 <1
Bunapky KpoBOTedi, BCi

YACTUHU *

MeTa0o01i3M/XxapuyBaHH

51 19 <1 5 0
AHOPEKCisl/3HUXKEeHHS

AMeTUTy

Po3nanu 3 00Ky

KiCTKOBO-M’5sI30BO1

lcucremu 15 <1 7 0
Binb y KiHIIBKax 11 <1 10 0
ApTpanris

* 3aranbHi KpuTepil TepMinonorii g nobivynux peakii (CTCAE), Bepcist 3.0.

Ckopouenns: 1P - mo6iuni peaxkirii; N - kinbkicTs narienTis; HKK - HUPKOBOK/TITUHHA KapLUXHOMA.
* BKirouyae 3amasieHHs CIH30B0i 000JT0HKY, adTO3HUN CTOMATUT, BUPA3KK CIM30BO1 000TOHKH
POTOBOI MIOPOXKHUHY, BUPa3Ky s3UKa, Oi/Ib ¥ POTOT/IOTLI Ta 0ifb ¥ POTOBiM TOPOKHUHI.

" Bkmodae 6inb y 2KKBOTI, 6i/Tb BHU3Y XUBOTA Ta Oilb y BEepXHill YaCTHHI XKHUBOTA.

© Bkmiouae y10KanizoBaHu HabpsK, HAOPSIK 001uy4st, HAOPSK MOBiK, HAOPSIK 30HU HABKOJIO 04ei,
MPUITYXJTiICTh 00NUYYS Ta O4Yel.

¢ Bxirouae IEepMaTUT, IICOPia30MofiOHN NepMaTUT, BUCHIIaHHS i3 IyIIeHHSIMY, BUCAIIAHHS Ha
CTaTeBUX OpraHax, BUCUIIAHHS, epUTeMaTO3He BUCUIIaHHS, (DOIKyIIpHe BUCUIIAHHS,
reHepasizoBaHe BUCHUIIAHHSA, MaKyIsgpHEe BUCUANAHHS, MaKyJIONanylIsipHe BUCUIIaHHS, [1aTOJIOTiYHE
BUCHUIIAHHS i BUCUIIAHHS i3 CBepOeKeM.

° BKITIOYAE€ TillepTeH3iio, miIBUIEHHS apTepiaaTbHOr0 TUCKY, CUCTOJIIYHOTO apTePialbHOTO TUCKY,
[iacTOIIYHOr O apTepiaJbHOr0 TUCKY Ta TiEePTOHIYHUMN KPHU3.

' Bxirouae areB3iio, TimoreB3iio Ta MHUCTEB3iio0.

 BKiIo4a€ emicTakCUC, KPOBOTEUY 3 sICEH, PEKTaIbHYy KPOBOTEUY, BiTXapKyBaHHS KPOB'I0, aHAIBHY
KPOBOTEYY, KPOBOTEUY 3 BEPXHbOI YaCTUHY IIUIYHKOBO-KUIIKOBOTO TPAKTy, reMaTypilo.

[To6iuHi peakiril cTyneHs 4 y nallieHTis, 1m0 oTpuMyBanu CyTeHT, BKIIOUaIK JOJIOHHO-IiIOIIOBHIH
cuagpoM (1%), Bromy (< 1 %), 6inb y KuBOTi (< 1 %), ctomaTtuT (< 1 %) Ta mipekciio (< 1 %).
3MiHU y 1abopaTOpPHUX IMOKa3HUKAaX CTyNneHs 3-4, 110 BUHUKIN Y = 2 % Nali€eHTiB, SKi OTpUMYyBanu
CyTeHT, BKIIto4anu HerTponeHio (13 %), TpomOonuTonexio (5 %), neikomneHito (3 %), miMmponeHio
(3 %), nigBuIeny anaHiHamiHOTpaHChepa3sy (2 %), migBullleHy acnapataMiHoTpaHcdepasy (2 %),
rinepriikemiio (2 %) Ta rinepkamniemiio (2 %).




[ToCBin micnspeecTPaliiHOro 3aCTOCYBaHHSA

Huxxue3a3HaueHi mo6iuHi peakilil Oynu BUSBIIEH] IIif Yac micasgpeecTpaliifHoro 3aCTOCyBaHHS
npemnapaty CyTeHT. OCKilbKY MOBiHOMJIEHHS TIPO IIi peakiiil HagCHUIaloThCs JOOPOBIIBHO 3 TIOMY ALl
HEBU3HAYEHOTO PO3Mipy, HE 3aBXKIU MOXKJIMBO HOCTOBIPHO OIIIHUTH 1X YaCTOTy a00 BCTAHOBUTHU
IIPUYMHHO-HACIIIIKOBUM 3B’SI30K 3 €KCIIO3ULI€I0 IIpemnapary.

Po3snadu cucmemu kpogi ma aimpamuyuHoi cucmemu: KpoBOTeYa, OB’ I3aHa 3 TPOMOOLUTONEHiE0*,
Po3nadu 3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: e30¢ariT.

ITopyweHHs pyHKUii 2enamobisiapHoi cucmemu: XOJEIUCTUT, 30KpeMa HEeKaJTbKYIbO3HUH
XOJIEIIUCTHT.

ITopyweHHs 3 6BOKY iMYHHOI cucmeMu: peakilii rinepyyTIUBOCTI, BKJIIOYAI0YX aHTiIOHEBPOTUYHUYN
HaOpsIK.

IHpekuii ma iHeasii: cepiio3Ha iHeKIia (3 HelTponeHieo abo 6e3 Hel)*. IHdeKIil, 1110 HalvacTiie
CIIOCTEPIralThCS M Yac 3aCTOCyBaHHSA npenapaTy CyTeHT, BKII049aloTh iH(QeKIil guxanbHUX IIJIXiB,
CEYOBUBIOHUX IIIAXIB, IMIKIPU Ta CEIICUC/CENTUYHUM IIIOK.

ITopyweHHs 3 6OKY KicmKogo-M’ 530801 cucmemu ma cno/yyHoi MKAHUHU: YTBOPeHHS GicTy, iHomi
IIOB’sI3aHe 3 HEKPO30M Ta/abo perpeciero myxnmuHw*; Mionaris Ta/abo pabmoMiosni3 3 ToCTPoO
HUPKOBOIO HEJOCTATHICTIO abo 6e3 Hei*.

ITopyweHHs 3 60KY HUPOK Ma ceuo8usiOHUX W/1sXig: IOPYIIeHHs QYHKIII HUPOK Ta/a00 HUPKOBa
HeIOOCTaTHICTh*.

ITopyweHHs 3 60Ky OuxasnvHoi cucmemu: TpoMmOoeMO0ITis TereHeBoi apTepil*, miueBpaabHUN BUMIT*.

Po3nadu 3 60Ky wKipu ma niOwKipHOi KAiMKOBUHU: TAHTPEHO3HA ITI0AEPMisi, Y TOMY YMCIIi 3
IIO3UTUBHOIO Peaklli€lo Ha BiIMiHy Ipemnapary.

CyOuHHI nopyweHHA: apTepianbHi (y TOMY YHMCIIi aOpTaibHi) aHeBpU3MH, PO3lIapyBaHHSI* Ta
po3puBw*; apTepianbHi TpoMGoeMOomiuHi sBuia*. HaftyacTimi sBuIa BKIIOYaId IOCTPe IOPYIIeHHS
MO3KOBOTO KPOBOOOIry, TpaH3UTOPHY illleMiYHy aTaky Ta illleMidyHuM iHCYIbT.

3azanvHi po3aadu ma po3saadu y micui e8e0eHHA npenapamy: IOPYIIEHHS 3aTOEHHS paH.

¥BKJIIOUAIOUM MesKi JTeTanbHi BUNAOKU

3gimyeaHHs npo nido3prosaHi nobiuHi peakuii

[ToBimomneHHs mpo 1mob6iuHi peakilil micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IILOTO
niKapchKoro 3acofy. Megu4yHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK MallieHTaM abo ix
3aKOHHUM IIpeACTaBHUKAM CJIi[l MOBiJOMJIATH IIPO yCi BUMAAKHY Mif03pI0BaHUX OO0IYHUX peakliil Ta
BimCcyTHOCTI e(peKTHUBHOCTI TiKapCchKOTo 3aco0y yepe3 aBTOMATU30BaHy iH(opMalliiHy CUCTeMY 3
(dbapMaKoHarIsAOy 3a nmocuiaHHAM: https://aisf.dec.gov.ua.



https://aisf.dec.gov.ua

Tepmin npugaTHOCTi. 3 POKH.

YmMmoBH 30epirannsi. 30epirati B HEOOCTYIIHOMY OJ15 OiTell MicIi pu TeMmepaTypi He Buie 25 °C.

YnakoBka. [1o 7 xancyn y 6micTepi; mo 4 61icTepu B KApTOHHIM KOpPOOIIi.

Kareropis Bignmycky. 3a peLemnToM.

Bupoo6nuxk. I1daiizep Itamia C.p.n. / Pfizer Italia S.r.l.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOT0 aJpeca MicCIisi IPOBaKeHHsI Tis/TbHOCTI.

JTokamita Mapino mens TporTo - 63100 Ackori ITicerno (AIT), Itanis / Localita Marino del Tronto -
63100 Ascoli Piceno (AP), Italy.



