IHCTPYKIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

CYTEHT

(SUTENT™)

Ckian:
ditoua pevyosuHa: CyHiTiHi0;
1 kancyna mictuts 12,5 mr, 25 mr, 37,5 Mr abo 50 Mr cyHiTiHIOy y BUTTISIOI Manary;

donoMidcHi peuosuHU: BMICT Kancymnu: MaHiT (E 421), HaTpito KpocKapMeso3a, IIOBiOH, MarHilo
cTeaparT; KaIlcya: XefaTuH, Ojiad Karncyn mo 12,5 mr - tutany giokcup (E 171), 3amiza okcug
yepBouu (E 172); ons xkamcyn mo 25 mr Ta o 50 Mr - tutany mgiokcup (E 171), 3anmisa oKCug Y4OpHUN
(E 172), 3ami3a okcup yepBonuii (E 172), 3amiza okcup xkotuu (E 172); ogna kancyn mo 37,5 Mr -
tutany piokcup (E 171), 3aniza okcup xkoBtuii (E 172).

Jlikapcbka ¢popmMa. Kancynu.
OcHoBHi ¢i3uko-xiMiuHi B1acTUBOCTI.

12,5 me: 3 OBOX 4aCTHH, HEIIPO30pi, KOIbOPY «IIBEOCHKUU OPaHXKEeBUK» KaIlCYyJiU, 3 TBEPLOT0
JKeJaTUHY, PO3MipoM 4, 110 MiCTSITh TPAHYJIM Bifl 2KOBTOT'0 0 OPaHKEBOT'0 KOJILOPY, 3 HAITUCOM Oinum
yopHUIoM «Pfizer» Ha koBnauky Ta «STN 12.5 mg» Ha OCHOBI;

25 me2: 3 0BOX YaCTHH, HENIPO30Pi, 3 0CHOBOI KOJILOPY «IIBEOCHKUY OpaHKEBUI» Ta KOBIAYKOM
KapaMeJIbHOT 0 KOJIbOPY KallCy/Iy, 3 TBEPAOro XKejJlaTUuHy, pO3MipoM 3, 10 MiCTATh I'PaHyIu Bif
JKOBTOT'0 IO OPaHKEBOTO KOJIbOPY, 3 HanucoM 6inmuM yopHunoM «Pfizer» Ha koBnauky ta «STN
25 mg» Ha OCHOBI;

37,5 me: 3 IBOX YaCTUH, HEIIPO30pi KOBT1 KAIICY/IHU, 3 TBEPAOr0 XeJaTuHy, po3MipoM 3, 10 MIiCTATh
T'PaHy/IM Bifl 2KOBTOT'0 0 OPAHKEBOT0 KOJILOPY, 3 HamucoM 6inum yopHunoMm «Pfizer» Ha KOBIa4yKy Ta
«STN 37.5 mg» Ha OCHOBI;

50 me: 3 OBOX YaCTHH, HEIIPO30pi, KapaMeIbHOI0 KOJIbOPY KaICy/d, 3 TBEPLOTO KeJIaTUHY, PO3MipOM
2, 10 MICTSITh T'PAHYJIH Bifl JKOBTOT'0 IO OPAHKEBOTO KOJIbOPY, 3 HamucoM 6imum gopHuioM «Pfizer»
Ha KoBnauky Ta «STN 50 mg» Ha OCHOBI.

dapMakoTepaneBTHYHA rpyna. AHTUHEOIJIaCTAYHI 3aco0u, iHribiTopu npoTeiHKiHa3M.

Kopg ATX LO1X E04.



dPapmakonoziuHi e1acmueocmi.
®apmakoduHamika.

Mexani3M mii

CywiTinib - e HeBenMKa MOJeKya, sKa iHribye MHOXUHHI perienTopHi Tupo3unkinasu (PTK), geski
3 JKUX II0B’sI3aHi 3 POCTOM IIYXJIMH, IaTOJIOTIYHUM aHTIOT€HEe30M i MeTaCTaTUUHUM IIPOrpeCyBaHHIM
paky. CyHiTinib o1fiHioBanu 3a #oro iHriGiTOPHOIO aKTUBHICTIO IOA0 pi3HUX KiHa3 (> 80 kiHas) i
BH3HaYaJlu IK TpoMOoiuTapHui iHridiTop penenTtopis ¢pakropa pocty (PDGFRa i PDGFRp),
petieniTopiB pakTOpa pocty cymurHoro enporeniio (VEGFR1, VEGFR2 i VEGFR3), peuenTtopa
dakTopa ctoB6ypoBux kiitul (KIT), Fms-moni6uoi Tupo3unkinasu-3 (FLT3), penenTtopa
KoJoHiecTuMymioi04oro akropa tuny 1 (CSF-1R) Ta penentopa HepoTpodiuHoro dhakTopa
riianpHOI KmituHHOI nminil (RET). IHri6yBanus aktuBHOCTI 1ux PTK cyniTiniGoM Oymo
IIPOJIEMOHCTPOBAHO B Gi0XiMiUHUX i KITITUHHUX aHali3ax, a iHribyBaHHs QyHKINI — B aHami3i
nponidepartril kaiTuH. OCHOBHUY MeTabo0IiT HEMOHCTDPY€E aHAJIOTiYHy e(DeKTUBHICTh Y ITOPIBHAHHI 3
CyHiTiHiOOM y 6i0XiMiYHUX i KITITUHHUX aHAasi3ax.

CyHnirini6 inridysaB ¢ochopumoBantsg 6aratbox PTK (PDGFRb, VEGFR2, KIT) y nyXnuHHUX
KCEHOTpaHCIIJIaHTaTax, o ekcrpecytoTs ini PTK in vivo, Ta IeMOHCTpyBaB iHTi0yBaHHS POCTY
nyxiauHu abo perpecii nyxiuau Ta/abo iHTiOyBaB MeTacTa3y B NESKUX €KCIIEPUMEHTaIbHUX MOMIEIISX
paky. CyHiTiHi6 IpomeMOHCTPYBaB BIaCTUBICTH iHTiOyBaTH PiCT KIIITUH yXJIMHHU, 10 EKCIIPECYIOTh
HeperynboBaHi 11inboBi PTK (PDGFR, RET a6o KIT) in vitro, Ta inrioysatu PDGFRb- i VEGFR2-
3a/Ie’XHUY aHTiOTeHe3 MyXJIMHU in Vivo.

dapmaxkoKiHemuxka.

dapmakokiHeTHKa CyHiTiHiOy Ta ManaTy cyHiTiHiOy Oya olliHeHa y 3OPOBUX 0Ci0 Ta y MallieHTiB i3
COJIITHUMHU MyXJIMHAMH.

MakcumasnbHa KOHIIEHTpallisl cyHiTiHiOy B mna3mi Kposi (C,,,,) B IIIJIOMy CIIOCTEPIra€ThCS MPOTSATOM
6-12 roguH (4ac Mo MakKCUMalbHOI KOHIIEHTpallil B maa3mi Kposi [T,,,,]) micias nepopanbHOTO
3aCTOCyBaHHS. XapuyBaHHS He BIIMBa€ Ha 6i0OCTYMHICTE CyHIiTiHIOY. CyTEeHT MOXKHa IpUiMaTu
He3aJIeXHO Bifi IpUUOMy 1Xi.

3B’si3yBaHHS CyHIiTiHiOy Ta #0T0 IEPBUHHOTO aKTUBHOTO MeTaboiTy 3 6iIKOM 111a3MU KPOBi JIIOAMHI
in vitro ctaroBuio 95 % ta 90 %, BignoBigHO, 6€3 KOHIIEHTPAIliiHOI 3aJIe?KHOCTI B MeXkKax

100-4000 ur/mn. OueBupnauit 06’em posnominy (Vd/F) ons cyniTiHiOy cranoBus 2230 1. Y miama3oHi
no3yBanHs 25-100 mr AUC i C,,,, 30inbIrytoThCst mpomopuiniao go3i (Big 0,5 mo 2 pasis Oinbi, Hix
BifITIOBigHI TOKa3HUKY Y pa3i 3aCTOCYBaHHS 3aTBEPKEHOI peKOMeHI0BaHol 1060801 1031 50 Mr).

Cynirini6 metabonizyetbcst Hacamnepen CYP3A4 0o mepBUHHOTO aKTHBHOI'0 MeTabOoJIiTy, IKUM MOTIM
MeTabomizyeTbcsi CYP3A4. TlepBUHHNY aKTUBHUN MeTa0OJIiT CTaHOBUTS Bifl 23 % 1o 37 % Bix
3arajabHOI €KCIo3ullil. BuBemeHHs 3MiliCHIOETLCS Hacammepen 3 dhekamisMu. Y Mac-0amaHCOBOMY
nocyimxkenHi B mopuuu [“C] CyHiTiHiOy 61 % mo3u OyB BUBeOeHUY i3 peKamisiMu, a BUBEIEHHS
HUPKaMu CTaHOBHUIO 16 % Bixg BBemeHoi no3u. CyHiTiHiIO Ta #0r0 MEepBUHHUM aKTUBHUN MeTa0OoJIiT
Oy/Iu OCHOBHHMMH CIIOJTyKaMH, BUSBIIEHUMH B I1J1a3Mi KpOBi, cedi Ta ¢dekanisx, mo cranosunu 91,5 %,
86,4 % Ta 73,8 % pamioakTUBHOCTI B 00’€IHaHUX 3pa3Kax BiAmoigHo. [IpyropsaaHi Mmetabonitu Oynu
BUSIBJIEHI B cedi Ta ¢eKanisix, ane, K MpPaBujo, He B I1a3Mi KPOBi. 3araibHUM IIepopanbHU KITipeHC
(C/F) konuBaBc4 Big 34 mo 62 7n/rof, a MiXKiHAWBIAyaIbHI KONMUBaHHS cTaHOBUIH 40 %.



[Ticns npuiioMy ogHOPa30BO1 IIepOpPaIbHOL 03U V 3T0POBUX HOOPOBOJIBIIIB KiHIIEBUI TTEpiof
HaliBBUBEIEHHS CYHITiHIOy Ta #0T0 MEPBUHHOTO aKTUBHOT'O0 MeTaboliTy CTAaHOBUTDL IPUOIU3HO

40-60 rogun ta 80-110 roguH BigmoBigHO. [Tpy TOBTOPHOMY IIIOAEHHOMY MPUOMi CYyHITiHIOY
crocTepiranocst 3-4-KpaTHe HaKOMIUYEHHS, TOMi K OCHOBHUYM MeTaboIiT Hakonu4yeTbcs 7-10-
KpaTHO. PiBHOBaXXHi KOHIIEHTpalii CyHiTiHiOy Ta #0T0 IepBUHHOTO aKTUBHOTO METabO0IiTy
nocsiraioTbest mpoTtsiroM 10-14 guiB. CTaHoM Ha meHb 14 KoMOiHOBaHA KOHIIEHTpAIIis B IIa3Mi
CYHIiTiHiIOy Ta #0T0 aKTUBHOT'0 MeTa0oIiTy KonuBanacs Big 62,9 mo 101 ur/mmn. 2KogHUX CYTTEBUX 3MiH
y dapMakokiHeTulli CyHiTiHiOy a60 IepBUHHOT'0 aKTUBHOTO MeTabO0JIiTy He CIIOCTepiranocs mpu
IIOBTOPHOMY IIIOJeHHOMY IIpuiioMi abo IIpu MOBTOPHUX IIMKJIAX y CXeMaX N03yBaHHS.

dapmakokiHeTrKa 0yja CX03KO0I0 Y 300POBUX HOOPOBOJIBINB Ta Y MOMYJISIiN IALiEHTIB i3 COMiTHUMU
yXJINHAMH, SKi Opany y4acTh y JOCHiXKeHHi, y ToMy uncii narienTi i3 ['ICII (racTpoiHTecTUHANbHA
ctpoManbHa nyxnuHa) i HKK (HUpKOBOKIITHHHA KapIHOMA).

dapmakokiHeTHKa B 0COONMBUX TPYII MAITiEHTIB.

[Tonynsuiiaui papMaKOKiHETUUYHUY aHali3 geMorpadiyHuX JaHuX BKa3ye Ha BiICYTHICTh K/IiHIYHO
3HAUYIIOr0 BIJIUBY BiKy, MacH Tijla, KJIipeHCY KpeaTuHiHy, pacu, cTaTi 4yu 0aja 3a mkasnom CximHol
00’emqranol rpynu oukonoriB (ECOG) Ha ¢hapMakokiHeTuKy npemnapaTty CyTeHT abo IepBUHHOTO
aKTHBHOTO MeTaboJIiTy.

ITauieHmu 3 HUPKOBOIO HEOOCMAMHICMIO.

Kniniyno 3Hauyumx BigMiHHOCTEN y papMaKOKiHETHII CyHiTiHIOy abo #10r0 aKTUBHOTO MeTaboJIiTy y
nairienTiB 3 nerkow (CL, 50 - 80 m1n/xB), cepennnoo (CL,, 30 - 50 mn/xB) abo Tsxkoi (CL,,

< 30 M71/XB) HUPKOBOIO HEIOCTATHICTIO, sIKi He mepeOyBasyu Ha Aiaii3i, MOPiBHAHO 3 MalliEHTaMu 3
HOpManbHOW QyHKITiEo HUPoK (CL, > 80 mi/xB) He nepenbaydanoch i He CIIOCTEPiranock.
He3Baxarouu Ha Te, 110 CYHIiTiHiI0 He BUBOOMBCS 3a [OIIOMOI'0I0 TeMOfIiali3y, CUCTEMHA €KCIIO3UIIis
CyHiTiHiOy Ha 47 % HUXKYa y MAI[iEHTIB i3 TepMiHaIBHOWO CTafier0 HUPKOBOi HepmocTaTHOCTI (TCHH)
IIpY reMofiiai3i IOPiBHAHO 3 MalliEHTaM{ 3 HOPMaJIbHOI (DYHKIIIEI0 HUPOK.

ITeuyiHkosa HedocmamHicme.

CywiTini6 Ta #oro nepBUHHUHE MeTabOIIT IepeBaxkHO MeTab0Ii3yI0ThCS MevinKoo0. CUCTEMHI
€KCIIO3HIIil micyis ogHOPa30Boi 1031 npenapaTy CyTeHT Oyu MoAiOHUMU Y NALiE€HTIB 3 JIETKOIO (Kj1ac
A 3a xnacudikarniero Yainma - I1'10) abo momipHOoI0 (Kitac B 3a kimacudikariero Yainma - I1'10)
IIeYiHKOBOI HEJOCTATHICTIO MOPIBHSAHO 3 MallieHTaMu 3 HOPMa/IbHOI0 (QYHKINEI0 ITeYiHKY.
3acTocyBaHH# npemnapaTty CyTeHT XxBopuM i3 TaKKuM (kyac C 3a Knacudikamiero Yainma - I1'10)
OpYIIeHHAM (QYHKIIil Ie4iHKY He [OCiIXKyBaloCh.

Enekrtpodisionoris cepiis.

CyTeHT MoXke BUKJIMKATU 00303a/leXHe NT0I0BKeHHS iHTepBany QT, 1m0 Moxe IIPU3BECTH [I0
IiABUIIEHHS PU3NKY IITYHOYKOBUX apUTMiii, BKITI0Ya0UM MapOKCU3MaIbHy IUIYHOUYKOBY TaXiKapZiio
TUNY «1ipyeT» (AuB. po3f. «OCcoBIUBOCTI 3aCTOCYBAHHS»).

KniniyHi 0ocaiooceHH.

['acTpoiHTeCcTHHAIbPHA CTPOMAJIbHA IYXINHA.
[MocnimxkeHnHs 1.



Hocmigxennst 1 (NCT # 00075218) siBnsinno co60io MizKHapogHe PaHI0Mi30BaHe MOABIMHO CIIile
n1a1e60-KOHTPOILOBaHe IOCTIIXKeHHS y 2 Tpynax npenapaty CyTeHT y nauienTis i3 I'ICII, y sikux
CIIOCTEpIrasoch MPOrpecyBaHHS 3aXBOPIOBAHHS IIif] YacC MONEPeIHbOro JIiKYBaHHS iMaTUHIOY
Me3unaToM (iMaTuHiOOM) abo sKi He mepeHocuny iMaTuHIO. MeTa mojsirana B TOMY, 1100 IOPiBHATH
yac po nporpecyBasHs nyxnuau (Y1I1) y nauienTis, gki orpuMyBanu CyTeHT IIJIIOC HalKpaIy
NiATPUMYIOUy Teparlliio, TOPiBHSAHO 3 MallieHTaMH, SIKi OTpUMYyBaJIy IJiare6o IIioc HalKpanly
HNiATpUMYylO4y Teparmito. [HImi i BKIo4yany BUXKUBaHICTh 0e3 mporpecyBaHHs xBopo6u (BBII),
00’eKTUBHY 4acTOTY BignoBimi (OYB) Ta 3aranbHy BuxkuBaHicTh (3B). [TauienTu 6ynu paHmoMi3oBaHi
(2 : 1) onsa orpuMmanHs ab6o 50 mr npenapaty CyTeHT, abo mare6o mepopaabHO OOUH pa3 Ha f00y 3a
rpadikom 4/2 go mporpecyBaHHS 3aXBOpPIOBaHHSA a00 BUTyUYeHHS 3 [MOCIIiIXKEHHS 3 iHINO0I MPUYKUHHU.

Y npemnaparty CyTeHT Oyjla CTaTHCTUYHO 3HAUyIla IlepeBara Hap miaie6o mpu YT1, mo Binmosigae
IIepBUHHIN KiHLIEeBil Toulli. Pe3ynbraTu eeKTUBHOCTI HaBefleHO y Tabnuti 1.

Tabmuisg 1.  Pesynbratu edextuHocTi ipu ['ICIT y gocnmigxkenHi 1 (dha3a mopBiitHO CIIimoro
JIIKYBaHHS)

[CYTEHT IT1ame60 [p-3pauenns BP

(N = 207) (N =105) (morpanroBui |(95 % 1)
I[lapameTp edpeKTHBHOCTI KPHUTEPil)
Jac mo mporpecyBanHs nyximuHu’ 27,3 6,4 < 0,0001* 0,33
[MenmiaHHe 3HAYEeHHS, TUXKHIB (16,0, 32,1) |4,4, 10,0) (0,23, 0,47)
(95 % D]
BuxuBaHicTh 6e3 mporpecyBanus’ |24, 1 6,0 < 0,0001 0,33
[MemiaHHe 3HAUYEHHS, TUXHIB (11,1, 28,3) (4,4, 9,9) (0,24, 0,47)
(95 % OD)]
00’eKTHBHA YaCTOTa BiAIIOBimi 6,8 0 0,006°
(UB) (3,7, 11,1)
[%, (95% 111)]

* [TopiBHAHHS BBaXKa€ThCAd CTaTUCTUYHO 3HAUYIIUM, SKIIO p-3Ha4YeHHS < 0,00417 (kputepiu
OOCTPOKOBOTO MPUMMHEHHS mociimxkeHHs: O’'bpaena - ®neMinra).

CkopoueHnHs: [II - nosipuuu inTepsas; ['ICII - racTpoiHTeCcTUHAaIbHA CTPOMabHA IYXJINHA;
BP - BigHOIIEHHS pu3uKiB; N - KiJIbKICTh NallieHTiB; YB - yacTKOBa BifIOBIifb.

A yac Bifl paHOOMi3allil [0 IPOrpecyBaHHs; JIeTalbHi HACNTIOKY 0 3a00KYMEHTOBAHOI O
IIporpecyBaHHs OyNM 1IeH3YPOBaHi ITif YaCc 0CTAaHHBOI PeHTreHorpadiuHoil OIiHKY.

b

Yac Big panmoMisariii ;o mporpecyBaHHs ab0 JIeTaaIbHOTO HACTIOKY Yyepe3 Oyab-sIKy MPUYUHY.

C Kpurepiu xi-kBagpart Ilipcona.

[TocmimxeHHST 2.

HocnimxeHHs 2 6y10 BigKpuTuM 6araToleHTPOBUM [OCTiI2KEHHSIM i3 OfIHi€l0 TPYIIOI0 Ta
30inbIIIeHHSIM 003U, IPOBEJEeHNM 3a ydacTio manienTiB i3 I'ICII micng nmporpecyBaHHS IPU IPUoMi
abo 3 HenepeHocuMicTio iMmaTuHiOy. [licng ifeHTHdiKaLii peKkoMeHnoBaHOTO pexumy (50 Mr ofuH pa3



Ha o0y 3a rpadikom 4/2) 55 nalieHTiB y I[bOMY OOCHiIXKeHHI oTpuMyBanu npemnapaTt CyTeHT y 0o3i
50 mr 3a rpadikom nmikyBauHs 4/2. YacTkosi Bignosiai (YB) croctepiranucsk y 5 3 55 martienTiB (9,1 %
yacrtoTa 4B, 95 % [I: 3,0 %, 20,0 %).

HupxkoBokniTuHHa KapuuHoMa (HKK).
HKK 0e3 monepeaHboro IikKyBaHHsI.

Hocnipxenus 3 (NCT # 00083889) O6yno 6araTolieHTPOBAM MiXKHAPOAHUM PaHAOMi30BAHUM
IOCTiAKEeHHSM, sIKe TOPiBHIOBAJIO MOHOTepatito npenapaTtoM CyTeHT i3 iHTepdepornoM-a (IHD-a) y
nauienTiB i3 HKK 6e3 nonepeguboro jgikyBanHsg. MeTa monsrasna B ToMmy, 1100 nopiBasitu BEIT y
IalieHTiB, AKi oTpuMyBanu CyTeHT, IIOPIBHSAHO 3 IallieHTaMu, Ki orpuMyBanu I®H-a. IHi KiH1EB1
touku BKioyanu OYB, 3B Ta 6e3neky. 750 marrienTiB 6yno pargomizoBaHo (1 : 1) anst oTpuMaHHS
abo 50 mr npemapaty CyTeHT onuH pa3 Ha f00y 3a rpadikom 4/2, abo I®H-a migmkipHo y [03i

9 MinpiioHIB MikHapogHUX oguHUIL (MMO) 3 pa3u Ha TUXKAEHb. [TallieHTH OTpUMYyBanu JIiKyBaHHS [0
IIPOrPEeCyBaHHS 3aXBOPIOBaHHS ab0 BUXOMAY 3 MOCIiIKEHHS.

Croocrepiranacs CTaTUCTUYHO 3Hauyllla nepesara npenapaty CyreHT Hapg [OH-a B KiHLIeBid TOYLi
BEII (muB. Tabnuio 2). Y monepenHbo Bu3HaueHUX (pakTopax crpaTtudikariii, Takux K
nmakTaTtgerigporenasa (JIII') (> 1,5 BMH nopiBusino 3 < 1,5 BMH), ¢dyukuionansaui cratyc ECOG (0
abo 1) Ta monepenHs HeppeKTOMis (Tak a0o Hi), BimHOIIEHHS PU3UKIB II0Ka3aJlo llepeBary mnpemnapary
Cytent Hap [®H-a. OYB 6yna Buioio B rpymi npenapaty CyTeHT (AuB. TabIULIio 2).

Tabmuisg 2.  Pe3ynbratu edektuHocTi mpu HKK 6e3 monepemHbOro aiKyBaHHS (TPOMIiXKHUN
aHaJi3), OTpUMaHi y JOCIifKeHHi 3

[CYTEHT [I®H-a [p-3HauenHs BP

(N =375) |(N =375) |(yior-paHroBuu (95 % OI)
IMapaMeTp epeKTHBHOCTI KpHUTepii)
BuXMBaHICTh 63 < 0,000001" 0,415
TPOrPeCcyBaHHS" 47,3 22,0 (0,320, 0,539)

[Menmianue 3HauenHs, TuxHiB|(42,6, 50,7) [(16,4, 24,0)
(95 % OI)]

O6’eKTUBHA YacTOTa 07 5 5.3 < 0,001 H3

(%, (95 % D) (230329 5550

CkopouenHs: [II - goBipuu# inTepsan; BP - BigHOmeHHS pu3ukis; N - KinbKicTh nanieHTis; I[OH-« -
inTepdepor-annvda; H3 - He 3acTocoByeThcs; HKK - HUPKOBOK/IITUHHA KapLXHOMA.

O1iHIOETHCS CIIINOI0 pafiosoTiyHoI0 tabopaTtopieio; 3HiMKY 90 mallieHTiB He OyIu MpoYuTaHi Ha
MOMEHT aHai3y.

b [TopiBHAHHS BBaXKa€ThCSI CTaTUCTUYHO 3HAUYIIUM, KO pP-3HaYeHHA < 0,0042 (kpurepii

MIOIIePeIHLOT0 NPUNUHEeHHS nocnigxkeHHss O’'BbpaiieHa-Oneminra).

C

KpuTepii xi-kBampar IlipcoHa.

PedpakTepua go nmurtokiny HKK.



Bukopucransus npenapaty CyTeHT K MOHOTepanil npu pedpakTepHii fo nuTtokiny HKK 0yro
IOCITi?KEeHO B IBOX 6araToleHTPOBUX JOCTIIXKEHHIX 3 OHI€I0 I'PYIO0. Y BCiX MallieHTiB, 3any4yeHux
[0 X OOCTIiAKeHb, IONlepefHsl UUTOKIHOBA Teparis BUSBUIACh HeyCHinmHuow0. Y gocuigxerHi 4 (NCT
# 00077974) HEeeheKTUBHICTL IIOIIEPeAHBO] IIUTOKIHOBOI Tepallil I'PyHTyBaiacs Ha
peHTreHorpadiyHuX 0O3HaKaX IpOrpeCyBaHHS 3aXBOPIOBaHHS, BU3HAUEHUX KPUTEPIIMU OLIHKH
Bigmosigi mpu conmigaux myxnuHax (RECIST) abo kpuTepisiMmu BcecBiTHROI opraHizaliii 0XopoHU
3nopoB’s (BOO3) npotsirom 9 micsuiB micns 3aBepinenHs 1 Tepamil utokinamu (I®H-a,
inTepnelikin-2, IOH-a ntoc iHTepenKin-2; malieHTH, ki omepxkyBanu Tinbku I®H-a, moBuHHI 6ynu
OTPUMYBATH JIiKyBaHHS IoHaWMeHIIe 28 gHiB). Y gocnigxenHi 5 (NCT # 00054886) HeeeKTHUBHICTD
IIoTIePeIHbOI Teparlii IUTOKiHaMK BU3HaYasacs SIK MporpecyBaHHs XBopobu abo HeNpuitHsATHA
TOKCHUYHICTh, TIOB’sI3aHa 3 JIiKyBaHHSAM. KiHI1IeBOI0 TOYKOI0 Il 060X mociimkens Oyna OYB.
Tpuamnicts Bignogini (TB) Takoxk Oyna oIliHeHa.

106 nmamieHTiB Oyu BKIIOYEHI B JOCigKeHHS 4 Ta 63 malfieHTy 0yIu BKII0UEHi B HOCITigKeHHS 5.
[MTauientu otpuMyBainu 50 mr npenapaty CyTeHT 3a rpadikom 4/2.

Hani O4YB ta TB y mocnimxkenHsx 4 Ta 5 HaBefeHo B Tabnuii 3. Y mocmimxeHHi 4 BusBnero 36 UB,
OILIiIHEHMX IIeHTPAJIbHOW0 pafionoriynoio nabopartopieto g OUB 34,0 % (95 % [I: 25,0 %, 43,8 %). ¥
gocaimkeHHi b BusiBieHo 23 UB, oninenux mocmiguukamu miss OYB 36,5 % (95 % OI: 24,7 %, 49,6 %).
Binburicts (> 90 %) 00’eKTUBHUX BigIoBimell Ha XBOPOOY CIIOCTEPirasuch IPOTITOM IEPIIUX

4 1UKIIiB; OCTAHHA 3apeecTpoBaHa BiANoBiAb cnocTepiranacsa B uukii 10. Jaui TB y mocnigxeHHi 4 €
nepegyacHUMH, OCKibKY nuie 9 i3 36 nauieHTiB (25 %), gKi BiATIOBiIM Ha TiKyBaHHS, 3a3Hall
IIporpecyBaHHS 3aXBOPIOBaHHS ab0 IOMepIH if Yac BigOOpy maHUX.

Tabmuig 3. Pe3ynbratu edeKTUBHOCTI ITpH HKUTOKiH-pedpakTopHoMy HKK, oTprMaHi y
mochimxeHHSX 4 Ta b

Hocaigxenns 4 HocaigkeHHS b
I[TapameTp epeKTHUBHOCTI (N =1006) (N =63)
O0’ekTUBHA YacTOoTa Bimmosimi  |34,0° 36,5"
[%, (95 % [OII)] (25,0, 43,8) (24,7, 49,6)
TpuBaIiCTh BiAmOBii HI* 54°
[MemiaHHe 3HAUYEHHS, TUXHIB (42,0, %) (34,3, 70,1)
(95 % 1I)]

* IlaHi He MOCTOBIPHi 719 BU3HaYEHHS BePXHbLOI MeXi JOBipYOTo iHTepBay.

CkopouenHs: [1I - goBipyuu inTepBan; N - KinbkicTs nanienTis; HII - He pocsarayTo; HKK - HUpKOBO-
KJIITUHHA KapLXHOMa.

* OUiHIOETHCS BCIIiMY pamionoriyHo mabopaTopiero.
" OIiHI0ETHCS TOCTITHIKAMH.

Ap’roBanTHa Tepamid HKK

Y cxemi ap’'toBaHTHOI Tepamnil mpenapaT CyTeHT mocmigxkyBanu y S-TRAC (NCT # 00375674),
0araToIeHTPOBOMY MiKHAapPOOHOMY PaHAOMi30BaHOMY IOABIMHO CIioMY IIane60-KOHTPOILOBAHOMY
OOCIiI?KEHH] 3a y4acTIO MallieHTiB 3 BUCOKUM pu3ukoM penunuBy HKK micnsa HeppekTowmii. [TamienTu



MTOBUHHI OyJIM MaTu CBIiTIOKJIITUHHY TiCTOJIOTiI0 ITPO30PHUX KIIITHH i BUCOKHM PU3UK PELUOUBY, SKUU
BU3HAYaBCs K nyxnuHu = T3 Ta/abo N . 615 mauienTiB 6yno paHmomizoBaHo y criBBigHOmEHHI 1 : 1
miist oTpuMaHHS a6o 50 Mr mpemapaty CyTeHT ofguH pa3 Ha fo0y 3a rpadikom 4/2, a6o miarebo.
[TalieHTy OTPUMYBAJIHU JIiKyBaHHS MPOTAToM 9 1uKiiB (mpubnusHo 1 pik) abo 0o penuguBy
3aXBOPIOBAHHS, HEMIPUUHSITHOI TOKCHUYHOCTI a00 BigK/IMKaHHS 3TOAY Ha y4acCTh y JOCIiIXKEeHHI.

OCHOBHUM KpHUTepieM ouiHKu epeKTUBHOCTI Oyia BUXKMUBaHICTh 0e3 3axBopioBaHHs (BB3) y malrieHTis,
gKi orpuMyBanu CyTeHT, IOPiBHSAHO 3 Mialle0o, 3rigHOo 3 He3aIeXKHOI0 LeHTPaIbHOI0 OI[iHKOIO B
crinomy pexumi (HIIOC). 3aranbHa BUXKUBaHICTh OyJla OJaTKOBOIO KiHIIEBOIO TOYKO0. CTAaTUCTUYHO
nocToBipHe nosminmenHs BE3 cnocTepiranocs y nauieHTis, sgki npuiiManu CyTeHT, IOPIBHAHO 3
nnane6o (tabnuis 4). [TonepenHbO BU3HaUEHi aHai3y MiATrPynu npefcTaBieHo B Tabnuui 5. Ha
MOMeHT aHasidy BE3 3aranbHi maHi npo BuxkuBaHHS He Oy TOCTOBIPHUMU, IPUYOMY ITOKa3HUK
CMEPTHOCTI y nanieHTiB cTaHoBuB 141 i3 615 (23 %).

Tabmunsg 4.  Pe3ynbTaTu BUKKBaAHOCTI 6€3 3axBopioBaHHs, ouiHeHi y HIIOC npu apn’toBaHTHIN
teparnil HKK (monymnsiisa namieHTiB, SKUM Npu3HadeHe JTiKyBaHHS) y xofi S-TRAC

[T0Ka3HUK [CYTEHT ITnamne6o [p-3Hauenns[BP* (95 % )
N = 309 N = 306

MenianHe 3Ha4YeHHS BB3 [pokiB 6,8 (5,8, HI) 5,6 (3,8, 6,6) 0,03 0,76 (0,59, 0,98)

(95 % OD)]

Bumnanku BB3 113 (36,6%) 144 (47,1%)

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

*P-3HayeHHS Ha OCHOBI JIOTPaHTOBOT'0 KPUTEPit0, CTpaTH()iKOBaHOTO 3@ MPOTHOCTUYHOIO TPYIIOI0
iHTerpoBaHol cuctemu crafiv Kamidopriicbkoro yHiBepcurety mraty Jloc-Aumxenec (UISS); BP
0a3yeThCsT Ha MOfIeTi TPOTOpIIiiHOTo pu3uKy Kokca, cTpatudikoBaHiit 3a IPOrHOCTUYHOIO TPYIIO0
UISS.

CkopouenHs: HIJOC - He3anexkHa LieHTpaJibHa OLiHKa B cJinomy pexumi; [II - DoBipuuy iHTEepBai;
BBE3 - BuxuBaHicTh 6€3 3axBopioBaHHs; BP - BigHOImenHs pu3ukis; N - KinbkicTs narienTis; HKK -
HUPKOBOKIIITUHHA KapLXHOMA.

Tabmuig 5.  BuxkwuBaHicTb 6€3 3aXBOPIOBaHHS 3a XapaKTEPHCTUKAMU 3aXBOPIOBAHHS Ha BUXiTHOMY
piBHI

KinbKicTh Mepianue 3HaueHHss BE3
BHIIAIKiB/BCHOI O [pokiB (95 % [II)] BP*
n/N (95 % IOI)
CYTEHT [Tnaiebo0 CYTEHT [Tnaiedo
T3 Cepepas’ 35/115 46/112 H]I 6,4 0,82
(5,2, HII) (4,7, HI) (0,53; 1,28)
T3 Bucoka“ 63/165 79/166 6,8 5,3 0,77
(5,0, HII) (2,9, HO) (0,55; 1,07)
T4/By3noBa 15/29 19/28 3,5 1,7 0,62
bopma’ (1,2, H) (0,4; 3,0) (0,31; 1,23)




CkopouenHs: [II - noBipuutt inTepsan; BE3 - BuxkuBaHicTh 6€3 3axBopioBaHHs; BP - BigHOIIEHHS
pr3uKiB; N - KUIBKICTh IAI[IEHTIB; N - KUIBKICTh BUlafKis; HII - He JOCATHYTO.

" BP Ha 0CHOBi Mofieti mpomopuiHOro pu3uky Kokca.

T3 Cepenns: T3, NO a6o NX, M0, 6ymb-gKa OIiHKa CTyIeHs 370sKicHOCTI 3a dypMaHOM,
¢dyukuionansHuM cTaTyc 3a ECOG 0 a6o T3, NO abo NX, MO0, ouiHKa CTyneHs 37I05KiCHOCTI 3a
OypmanoM 1, pyHKIioHansHUM cTaTtyc 3a ECOG > 1.

‘T3 Bucoka: T3, NO a6o NX, M0, o1fiHKa cTymneHs 37m0sIKiCHOCTi 3a dypmMaHOM > 2, GYHKITIOHATbHUN
cratyc 3a ECOG > 1.

T4/Bysnosa dopma: T4, NO a6o NX, M0, 6yap-aKa OIiHKa CTyIeHs 3704KiCHOCTI 3a ®ypMaHOM,
Oynb-skuit GyHKIioHanbHuM ctatyc 3a ECOG abo Oymp-sikuit T, N1-2, M0, Oynb-sika OIfiHKa CTyIeHs
3710sKiCHOCTi 3a ®ypMaHoM, Oynob-ikui GyHKIioHambHuM cTatyc 3a ECOG.

HelipoeHOOKPUHHI NYXINHY OiAMITYHKOBOI 3a/I03M.

Hocmimxenns: 6 (NCT # 00428597) sBnsizio co60i0 OaraToleHTPOBE MiXKHApOOHE PaHOOMi30BaHe
IIOJIBIHO CJIine mane60-KOHTPOIb0OBaHe JOCIigKeHHS MOHOTepalil npernapaToM CyTeHT 3a y4acTio
nanieHTiB 3 HeonepabenbHOo10 HIII3 (HelipoeHHOKPHUHHOIO MYXJIMHOIO MiAIITyHKOBOI 3a/103H).
[NTauieHnTu nOBUHHI Oy/IM MaTH NOKYMEHTAJIbHO IifATBepAKeHe 3a Kputepismu RECIST
IIPOTPECYBaHHS 3aXBOPIOBAHHS 3a OoCTaHHi 12 MicsuiB; BoHU Oynmu panmomizoBaHi (1 : 1) mis
oTpuMaHHs a6o 37,5 mr npenapaty CyTteHT (N = 86), abo nname6o (N = 85) ogun pa3 Ha moby 6e3
IIJTAHOBOI'O IIepiofy nepepBu B JIiKyBaHHI. OCHOBHA MeTa IoJjisarana y nopisHsHHI BBII y marfieHTis,
gKi orpuMyBanu CyteHT, 3 BBII maiiieHTis, fKi oTpuMyBanu mnaiebo. HII KiHIleBi TOYKY BKIII0YaIu
3B, OYB Ta 6e3meky. Y mocrmigxkeHHi 0yI0 003BOJIEHO BUKOPUCTAHHS aHAJIOTiB COMAaTOCTATUHY.

4K pekoMeHn0BaHO KOoMiTeTOM He3aexkKHOTO MOHITOPUHTY OAaHUX, JHOCHIXKEHHS OyI0 MPUIUHEHO
OOCTPOKOBO [0 MOMEPENHbO BU3HAUYEHOTI'0 IIPOMiKHOTO aHanidy. Lle MOrio nIpru3BeCTH [0 MTEPEOIiHKU
BenuunHY edekty BBII. KiniuHo 3HauyIe moinmesHs mics npenapaTty CyTeHT BigHOCHO miare6o
npu BEII 6yso moMiueHo SK JOCTIIHUKOM, TaK i Ipu He3asexHii ominIl. BigHomeHHS pU3KKiB Ha
KOPUCTH IIpernapaTy CyTEHT CIIOCTepirasocs B yCixX MiATrpynax XapakKTePUCTUK Ha BUXIAHOMY PiBHI.
Hani 3B He Oynu JOCTOBipHUMU Ha MOMEHT aHaridy. Y rpyni npemnapaty CyTeHT 0yio 9 neTambHUX
HacmigkiB i 21 meTanbHUM HACMTIHOK - ¥ IPYIi mane6o. BigMiyeHOo cTaTUCTAYHO 3HAUYINY Pi3HUIIO B
OYB, mo BKa3yBao Ha nepeBary npemnapaTy CyTeHT IOPiBHSHO i3 mmaie6o. PesynbraTu
eekTUBHOCTI HaBemeHO y Ta0uII 6.

Tabmuisg 6.  Pe3ynbrat eheKTUBHOCTI gocmimkenHs 6 HITIT3

CYTEHT IInanedo p-3HaYeHHs [BP
ITapameTp e(peKTHUBHOCTI (N = 86) (N=85) (95 % 1OII)
BuxuBaHicTh 6e3 0,000146° 0,427
[IPOrPeCyBaHHS 10,2 5,4 (0,271, 0,673)
[MemianHe 3HAYEHHS, MiCAIIB (7,4, 16,9) (3,4, 6,0)
(95 % [O1)]
O06’eKTHBHA YacTOTa BigmoBimi (9,3 0 0,0066" H3
[%, (95 % MOI)] (3,2; 15,4)

CkopouenHs: [II - moBipuu# inTepBasn; BP - BigHoIIeHHS pu3uKiB; N - KiNTbKIiCTh Ialli€HTIB;
H3 - He 3acTocoByeThcs; HIIII3 - maHKpeaTuyHl HEUPOEHOOKPUHHI TYX/IUHMU.

* IBOCTOPOHHI# HeCTpaTH(hiKOBAHUH JIOTPAHTOBUN KPUTEPIH.



* Tounuii kputepiit dimepa.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.
I'acmpoinmecmuHaavHa cmpomanvHa nyxauHa (IICII).

CyTeHT MOKa3aHU# 115l JIiKyBaHHS raCTPOiHTEeCTHHAILHOI CTPOMAJILHOL YX/IMHHU MiC/Is IPOTrPeCyBaHHsI 3aXBOPIOBaHHSI
a00 mpHu HeNepPeHOCHUMOCTi iMaTHHIOY Me3HuIaTy.

ITpoepecyroua HupkogokaimuHHa kapyuHoma (HKK).
CyTeHT noKa3aHuU [ JTiKyBaHHS IIPOTPeCcy0dy0i HUPKOBOKJIITUHHOI KapIIMHOMH.
AQ’t08aHMHa mepania HUPKOBOKAIMuHHOI kapuuHomu (HKK).

CyTeHT moKa3aHUU 015 a I0BaHTHOI Tepallil JOPOCIMX MalliEHTIB i3 BUCOKUM PU3UKOM PEILUOUBYIOYO0]
HKK micns zmedpekToMil.

ITpozpecytoui HelipoeHOOKPUHHI NyxAuHU nidwayHkoeoi 3asno03u (HIIII3).

CyTeHT mmoKa3aHUH [ JIiKyBaHHS IPOrpecyouunx, nobpe nudepeHIiioBaHnx HeHPOEHJOKPUHHIX
IYXJIH MAIUTYHKOBOI 3aJ1031 Y MalliEHTiB 3 HeomnepabelbHUM, MiCIIeBO PO3IOBCIONXKEHUM abo
MeTaCTaTUYHUM 3aXBOPIOBAHHSM.

IIpomunoka3aHHsi.

[TinBuIleHa YyTNUBICTE [0 CYHiTiHIOY ManaTy a6o Oyab-SKOTO 3 KOMIIOHEHTIB IIpenapary.

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

CunbHi iaribitopu CYP3A4,

CunbHi inribitopu CYP3A4, Taki 9K KETOKOHA30JI, MOXKYTh IIiJBUIITYBAaTH KOHI[EHTpALlil0 CyHIiTiHiOy B
nna3Mi. PekoMeHyeThC BUOip anbTepHATUBHOTO CYITyTHLOTO IIPenapaTy 3 BigcyTHiM abo
MiHiMa/IbHUM TIOTeHIliaioM iHTi0yBaHHS ¢epMeHTiB. OmHOYacHe 3aCTOCyBaHHS Impenaparty CyTeHT i3
cunbHUM iHribiTopoM CYP3A4 KeTOKOHA30/I0M ITPU3BOAMI0 H0 306inbirerHs Ha 49 % ta 51 %
KoMOiHOBaHUX (CYHiTiHI0 mepBUHHUYN aKTUBHUE MeTabomiT) 3HaueHs C,, Ta AUC,y BiIMOBiOHO micis
OOHOKpPATHOTO NpuiioMy npenapaty CyTeHT y 3H0poBux fo6poBoibLiB. OgHOYaCHE 3aCTOCYBAHHS
npemnapaty CyTeHT pa3oM i3 cunbHuMHU iHTi0iTopamMu CYP3A4 (Hampukiiaf, KETOKOHA307,
iTpaKOHa30J1, ePUTPOMIIIH, KJIaPUTPOMILINH, PUTOHABIP) MOXKe 30iIbIINTYU KOHIIEHTpAIlil0 CYHITiHIiOy.
Cik rpedndpyTa TakoX Moxke 30iIbUINTH KOHIIEHTPALIil0 CYHITiHIOY B mIa3Mi. 3HUKEHHS J03U
npernapaty CyTeHT CIIiJl BpaxoByBaTH, KOJIM #0ro He0OXigHO 3aCTOCYBATH PA30M i3 CUJIIbBHUMU
inriitopamu CYP3A4 (ouB. po3n. «Croci6 3acTOCyBaHHS Ta HO3U»).

CunsHi ingykTopu CYP3A4.



Iapgyktopu CYP3A4, Taki 9K pudamIiii, MOXKyTh 3HUKYBaTU KOHIIEHTPAIlil0 CYHIiTiHIOy B Ij1a3Mi.
PekomeHayeThCst BUOGIp albTePHATUBHOT'O CYIYTHBOI'O MTpemapaTy 3 BiAcyTHIM abo MiHiManmbHUM
IOTEHIIiaIoM iHOyKyBaHHS ¢hepMeHTiB. OmHOYaCHe 3aCTOCYBaHHS npemnapaTty CyTeHT pa3oM i3
cunbHUM iHOyKTOpOoM CYP3A4 pudamminom npu3Boguio [0 3MeHIneHHs Ha 23 % Ta 46 %
KoMOiHOBaHUX (CYHiTiHI0 mepBUHHUY aKTHBHUM MeTabomiT) 3HaueHs C,,, Ta AUC, BiIMOBiAHO micns
OIHOPa30BOi H03u npenapaTy CyTeHT y 300poBuX 0oOPoBOIbIliB. OgHOYACHE 3aCTOCYBAaHHS
npenapaTy CyTeHT pa3oM i3 ingykTopamu CYP3A4 (Hanpuknag, fekcaMeTa3oH, (PeHiTOIlH,
KapOamaserniH, pudamiiuH, perobapOiTan, nmpemapaTy 3Bipo60i0) MoxkKe 3HU3UTH KOHIIEHTPAIIi0
CyHiTiHiOy. 30inbmieHHs 103U npenapaty CyTeHT Cif PO3TJigfaTH, KoK HOoro HeoOXifHO
3aCTOCOBYBaTH pa3oM i3 ingykropamu CYP3A4 (muB. po3m. «Crmoci0d 3aCTOCYBaHHS Ta HO3U»).

OCHIimKeHHd in vitro iuribimii i crumynanii CYP.

HocmimKeHHS in vitro moKasanu, 110 CYHiTiHIO He iHAyKye Ta He iHribye ocHOBHI pepmenTu CYP.
HocmimKeHHS in vitro B MikpocoMax Me4iHKM Ta refaTolxTaxX akTUBHOCTI i3odopm CYP CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 ta CYP4A9/11
II0Ka3aJIy, I0 CYHiTiHi0 i 10r0 mepBUHHUYM aKTUBHUM MEeTa00IIiT He MalOTh XKOOHUX KITIHIYHO
3HAUYIIMX JTIKapChKUX B3a€MOii i3 mpemnapaTaMu, siKi MoXKyTb OyTy MeTa0oJTi30BaHi IUMHU
dbepMeHTaMu.

[Ipemnapaty, sKi nomoBXKYy0OTh iHTepBal QT.

CyteHT Moxe momoBxyBatu inTepsan QT. Y marienTis, ski moTpebyioTh JTiKyBaHHS IIperapaTaMi, 10
opoBXYyITh iHTepBan QT, ciig dacTime KoHTposoBaTy iHTepBan QT 3a gonomorow EKI'.

Oco06.1ueocmi 3acmocyeaHHs1.
[enaTOTOKCUYHICTE.

CyTeHT MOXKe BUKJIUKATH TAXKKY IellaTOTOKCUYHICTD, 10 IPU3BOAUTH OO MEYiHKOBOL HEJOCTATHOCTI
abo yTeTaIbHOTO HACTIAKY. I3 3aranbHOI KOTOPTU BUBYEHHS 6e3meku ¥ < 1 % malieHTiB
cIocTepiranach MeviHKoBa HeIOCTATHICTh Y KIIIHIYHUX [OCTiAKeHHAX. [[0 Te4iHKOBOI HEJOCTAaTHOCTI
HaJiexkaTh XKOBTSHUIIS, MOBUIIEHHS PiBHSA TpaHCaMiHas3 i/abo rinepbinipybinemis y moegHaHHi 3
eH1edanonarieio, KoaryaonaTieo Ta/abo HUPKOBOIO HETOCTaTHICTIO0. CIlii KOHTPOMIOBATH ITOKAa3HUKH
GbyHkii meuinku (ananinaminorpancdepasa (AJIT), acnapTaTaminoTpancdepasa (ACT) ta 6inipy6in)
Ha I104aTKYy JIIKyBaHHS, IIPOTArOM KOXKHOT'0 LIKKJTy JIIKyBaHHS Ta BiATIOBIIHO OO KIIIHIYHUX IOKa3aHb.
Cnip mepepBaT# 3acToCcyBaHHS npenapaTy CyTeHT IpU renaToTOKCUYHOCTI cTyneHs 3 abo 4 mo
HOopMai3alil ctany. [ToTpiOHO MPUNMHUTHY 3aCTOCYBaHHS NpenapaTy CyTeHT nalieHTaM, y SIKuX He
BimOynoch HopMarti3allil CTaHy IIpU reNaTOTOKCUYHOCTI CTyIleHs 3 abo 4, malieHTaM, y SKUX
CIIOCTEPIraloThCS CePHO3Hi 3MiHU B aHasi3ax QyHKIIl IeYiHKY, Ta HallieHTaM, SKi MaloTh iHIIi 03HAKU
1 CUMIITOMU II€4iHKOBOI HEIOCTATHOCTI.

Besneky 3acTocyBaHHS Ipenapary naiierTaM 3 pisHeM AJIT a6o ACT, o y > 2,5 pa3a IepeBUIIye
BepxHI0 Mexy HopMmu (BMH), a6o 3 piBHeM, 110 nepesuirye BMH > 5 pa3iB 3a HasBHOCTi MeTacTas y
IIeYiHKY, HE BCTaHOBJIEHO.

[TaHKpeaTur.

Y maitieHTiB i3 pi3HUMU COMIgHUMU NYyXJIMHAMY, II0 IPUIMaNK CyHiTiHi0, criocTepirany migBUIIeHHS
aKTHBHOCTI JIila3u Ta aMijla3u B CUPOBATII KPOBi. [TimBuIeHHS aKTUBHOCTI a3y 0y10 TUMYaCOBUM
Ta 3a3BHUYall He CYyIIPOBOMXKYBAJIOCS CUMITOMaMU ITaHKPeaTUTy y 0Cib 3 Pi3HUMU CONigHUMU



nyxnauHaMu (OuB. po3nin «[1o6iuHi peakirii»).

[ToBimoMISANIK TIPO CEPHO3Hi fBUIla 3 00Ky MiAIUIYHKOBOI 3a7103H, esKi 3 HUX IPHU3BOAMIN [0
JIeTaJIbHOTO HACTIAKY. 3a HAsBHOCTI CHMIITOMIB TAaHKPEaTUTy NallieHTaM CJIifi BiIMiHUTH CYHITiHI0 Ta
pO3m0yYaTH BiANOBiAHE MiATPUMYIOYE JIiIKyBaHHS.

CeplieBO-CYIVHHI 3aXBOPIOBaAHHS.

EHOBUIOMJ‘IHJ‘IOCH PO BUIIAAK¥U CEPLIEBO-CYOUHHUX 3aXBOPIOBaHb, BKIII0Yal4U CEPIEBY
HEJOCTaTHICTh, KapaiomiomnarTito, immemito Miokapaa Ta iHpapKT Miokappaa, gesiKi 3 AKux 0ynu
JIeTaTbHUMHU.

I3 3aranmpHOI KOTOPTH BUBUEHHS Oe3mneku y 3 % MallieHTiB criocTepiranacs cepiieBa HeIOCTATHICTE; Y
71 % na1ieHTiB i3 CepLeBO0 HETOCTATHICTIO [TOBIIOMIIAIOCS IIPO BUAYKaHHA. JleTalbHa ceplieBa
HEOCTaTHICTh criocTepiranack y < 1 % malfieHTis.

Y mocnigxenHi ag'toBauTHOI Tepamnil HKK y 11 marieHTiB criocTepiranocs 3HuKeHHs (pakilil BUKUAY
cTtyneHs 2 (ppakuisa sBukugy nisoro muyHouka (OBJIII) ctanoButs 40-50 %, 3uuKeHHs Ha 10-19 %
IIOPiBHSHO 3 IOYATKOBUM DPiBHEM). Y JKOOHOTO 3 MAI[iEHTIB He CIIOCTepiraaocs 3HNKeHHS Ppakiii
BUKUTY cTyneHs 3-4. ®pakilil BUKUIY Y TPhOX 3 LIUX OOUHAAIATY IAIliEHTIB HE TIOBEPHYIUCS [0

= 50 % abo [0 MOYaTKOBOTO PiBHS HA MOMEHT OCTAaHHBOTO BUMIPIOBaHHS. Y KOOHOTO IallieHTa, TKUH
orpumyBaB CyTeHT, He OyJI0 HiarHOCTOBAHO 3aCTiHOI cepIieBoi HegocTaTHOCTI (3CH).

[TarieHTH, B AKUX OPOTATOM 12 MiCALiB 10 3aCTOCYBaHHA IpenapaTy CyTeHT CIoCTepiraaucs cepuesi
3aXBOPIOBaHHS, TaKi sK iHMapKT MioKapaa (BKJI0Yal04u cepio3Hy/HeCcTabibHy CTeHOKapIiio),
IIYHTYBaHHS KOPOHapPHUX/IepupepuYHUX apTepii, cumnroMatudHa 3CH, roctpe nopymeHHs
MO3KOBOT0 KpOB000iry abo TpaH3UTOPHUY illeMidyHUM Hamaf abo TpoMOoeMOOIisl TereHeBol apTepii,
Oy/Iu BUKIIIOUEHi 3 KITiIHIYHUX JOCHifXKeHb npenapaTy CyTeHT. [lalieHTH, IKUM 3aCTOCOBYBaJIu
aHTpAUUKITiH abo MIPOMEeHEBY Teparliio ceplis B aHaMHe3i, TaK0X OyJIM BUKIIIOYEH] 3 IesAKuX
nociigXxeHb. HeBimoMo, 4 MOXKYTh IAlll€eHTH 3 IIUMU CYIIYTHIMU 3aXBOPIOBaHHAMU 3a3HaBaTU
IiABUIIEHOTO PU3UKY PO3BUTKY AMCQYHKIIII JTiBOTO IITYHOUKA.

Heo06xigHO po3riasiHyTH MOXKIUBICTh MOHiTOpuHTY OBJIIII Ha MoYaTKy JiKyBaHHS Ta IePiOmUYHO
Hafialli 3a KJIHIYHUMY [IOKa3aHHAMU. PeTelbHO CTEXKUTH 3a HasfABHICTIO V MTAlli€HTIB KJIIHIYHUX O03HAK
Ta cumnrToMmis 3CH. Crip npunuHuTY 3aCTOCyBaHHA NpenapaTty CyTeHT nauieHTaM, y SKuX
criocTepiratmThcs KniHiuHi nposu 3CH. HeobOximHO mepepBaT 3aCTOCYBaHHS IIpemnapary i/abo
3MEHIIUTH 003y MallieHTaM 6e3 KiiHiuHuxX o3HakK 3CH, y sikux ¢pakuis Bukuny 6inbire Hixk Ha 20 %,
asie MeHIe Hixk Ha 50 % HMKYa Bij IOYATKOBOI'0 PiBHSA a00 HUXKYA HUKHBOI MEXKi HOPMH, SKIIIO
BUXiIHE 3Ha4YeHHd (pakKilil BUKUAY HE OTPUMaHO.

[TopoBxkeHHd iHTepBany QT Ta mapokcu3MaabHa IIIVHOYKOBA TaxXiKapmis TUOV «IIipyeT».

CyTeHT MOXKe BUK/IUKATH [0303aJleXHe NoNoBXKeHHs iHTepBany QT, 1m0 Moxe IpPU3BeCTU 0
MiJBUIIEHHS PU3UKY LIJIYHOYKOBUX apUTMIil, BK/IIOYAIOUM [TapOKCU3MaIbHy IIUIYHOUYKOBY TaxiKapmito
TUny «mipyer». [lapokcu3MaibHa MITyHOYKOBA TaxXiKaphis TUIY «IipyeT» crocTepiranack y < 0,1 %
ITAlli€HTiB.

Cripg KOHTPOJIIOBATH CTaH MAaLli€HTIB, y SKUX IiABUIEHUN PU3UK NMOOOBXKeHHS iHTepBany QT,
BKJIIOYAIOYH MAllieHTIB i3 HasBHICTIO B aHaMHe3i ogoBxKeHHd iHTepBany QT, marfieHTis, sKi
IpUUMaOTh aHTUAPUTMIYHI TpenapaTy, abo Malli€eHTiB i3 BiMOBITHOIO MTOMIEPETHBOI0 CEPIIEBOIO
HeJOCTaTHICTI0, OpaguKapmieio a0o MOPYIIeHHSIMHU eJIeKTPOIITHOrO 6anmancy. Crif po3risHyT!
MOXKJIUBICTb MEPIOAUYHOTO KOHTPOIIIO eJIEKTPOKapaiorpaM i eJIeKTPOJIiTiB (HanpyuKiIal, MarHii,



KaJlii) IpOTATroM JIiKyBaHHA IIpeniapaToM CyTeHT. YacTime KoHTposooBatu inTepsan QT mnpu
OOHOYACHOMY 3acTOCyBaHHi npemnapaty CyTeHT i3 cunmbHUMHU iHTiOiTopamu CYP3A4 a6o
IpenapaTaMy, SIKi MaloTh BifoMud epekT nofoBxkeHHd iHTepBany QT. Po3risiHyTH MOKIUBICTH
3MeHIIeHHS 7034 npemnapaty CyTeHT (muB. po3ainu «Crocib 3acTocyBaHHS Ta I03u», «B3aeMopis 3
iHIITMMYM JTiKapCbKUMM 3aco0aM¥ Ta iHIIN BUOY B3aEMOIii»).

ApTepianbHa TrinepTeH3id.

I3 3aranmpHOI KOTOPTHU BUBUEeHHS Oe3mneku y 29% MmallieHTiB criocTepiranack apTepianbHa rimepTeHais.
Y 7 % nauieHTiB criocTepiranacd rineprensisa ctyness 3, ay 0,2 % — rinepTensia cTyneHs 4.

Criig KOHTPOJII0OBATH apTepiaJlbHUM TUCK Ha [I0YaTKYy JIIKyBaHHS Ta Hafasll 3a KIiHIYHUMUI
TIOKa3aHHSIMHU. Y pa3i HeoOXimHOCTI po3noyaTu Ta/abo CKOPUTYBATH aHTUTINIEPTEH3UBHY Tepartiio. Y
pa3si rinepTeHsii peKOMeHYEeThCS IPUIYIUHUTH 3aCTOCYBaHHS npenapaty CyTeHT, LOKHU TinepTeH3is
He Oyge KOHTPOJIbOBAHOIO.

[inepyYyTAWBICTEL / AHTIOHEBPOTUYHUI HAODSIK.

AKI10 y pe3ynbTarTi MigBUIIEHO0] Yy TINBOCTI BUHHKA€E aHTIOHEBPOTUYHUM HAOPSK, JTIIKyBaHHS
CYHiTiHiOOM OTpiOHO ITepepBaTH i HaflaTH MalliEHTy CTaHAAPTHY MEAUYHY OOIIOMOTY (OUB. PO3Min
«ITo0OiuHi peakirii»).

CyooMHi Hamlafy.

Y KJTiHIYHUX JOCTIIXKEHHIX CYyHiTiHiOy Ta B Iepiof micnsipeecTpalifHOT0 3aCTOCYBaHHS Oyiu
OTpPUMaHi IIOBINOMJIEHHS IIPO CYAOMHI Hanagy. IlamieHTy, gKi MaloTh CyNOMHI Hallag¥ i CUMIITOMHU
CHHIOPOMY 3BOPOTHOI 3a[IHBOI IerKoeHIledaonaTii, Taki K apTepianbHa rinepTeHsis, ToJI0BHUMN Oifb,
3HUXKEHHS aKTUBHOCTI, TOPYILIeHHs (QYHKIIl MUCIIEHHS, BTPaTa 30py, BKIOYal04y KOPKOBY CIIIOTY,
oTPeOyIOTh KOHTPOJII0 Ta MEJUYHOI Tepallii, BKJII0Yaioun i KOHTPOJIb 3a TilmepTeH3iero.
PekoMeHyeThCSI TUMYACOBe NIPUIIMHEHHS 3aCTOCYBAHHS CYHITiHIOY; micisa KymipyBaHHS Hallafy, 3a
pimmeHHIM niKaps, TiKyBaHHS CYHiTiHIOOM MOXKHa ITOHOBUTH (OuB. po3fin «I1o6iuHi peakirii»).

['eMmopariuHi nposgBU Ta Hepdopallid BHYTPIIIHIX OpraHiBb.

F'emopariyHi mposiBY, AesiKi 3 AKUX OyNK JTeTanbHUMH, BKIodanu KposoTedi [IIKT, muxampHUX
IIJISXiB, MyXJIMH, CEYOBUBIAHUX IIJISXiB Ta MO3KOBI KPOBOBUJIMBH. I3 3aranbHOiI KOTOPTH BUBYEHHS
6e3neku y 30% mallieHTiB CloCcTepiraaucs reMopariuti nposBy, BKII0UYal04Yu IPOsiBU CTyIeHs 3 abo 4
y 4,2 % mnatnienTiB. HaduacTimoo remopariuyHoio mobigHoio peakiiero Oyja HocoBa KPOBOTeYa, a
IIIJTYHKOBO-KUIITKOBI KPOBOTEYi Oy/IM HAaWMOMKUPEHIITNM IIPOSIBOM CTYIEHS = 3.

Y matieHTiB, 9Ki oTpuMyBanu CyTeHT, CIIOCTepiraaucs KpoBoTedi, MoB’g3aHi 3 myxnuHowo. Li mopii
MOXKYTb BUHUKATH PAIITOBO, & Y pa3l HasiBHOCTI JlereHeBUX MYXJIUH MOXKYTh IIPOSBIATUCA K TAXKKE i
Hebe3meyHe [y KUTTS KPOBOXapKaHHS abo mereHeBu KPOBOBUIIUB. Y KITIHIYHUX BUIIPOOYBaHHSIX
CIIOCTEpIranuch JIereHeBi KPoBOTeUi, fesiKi 3 HuX Oy/Iu JeTalbHUMH; BOHHM CIIOCTEPIraauch y
nauieHTis, gki orpuMyBanu CyreHT npu Metactatuutiv HKK, I'ICII i MeTacTaTUYHOMY PaKoBi
sereHiB. CYyTeHT He 3aTBEPIXKEHUU AJI 3aCTOCYBaHHA ITallieHTaM i3 paKOM JIEeTeHiB.

Y narnieHTiB i3 iHTpaabmoMiHaIBPHUMHU 37T0SIKICHUME YTBOPEHHAMHY, 5IKi oTpuMyBanu CyTeHT, Oy1o
3apeeCcTPOBAHO CEPHO3HI, IHOM] JTeTasbHI ITYHKOBO-KUILIKOBI YCKIIaAHEHH, BKIIIOYAI0YH [IIITYHKOBO-
KUIITKOBY Iepdopaliiio.

Crip BKITIOYUTH Cepito KITiHIYHUX aHAasi3iB KPOBi Ta (pi3MKaIbHUX OTJISAAIB B KJTiHIUHY OLIHKY BUNAAKiB
KPOBOTeYi.



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 pusuk CJIIT
iCHy€ [J1s malli€eHTiB, IKi MalOTh BUCOKE MyXJIMHHE HaBaHTaXKEeHHS [0 [104aTKy JIiKyBaHHSA. Cif
KOHTPOJIIOBATH CTaH TakKuX nauieHTiB mongo CJII i mpoBoauTH BiAIIOBifHE 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 IPUMOMY CYHITiHIOY CITig peTelbHO PO3TJISHYTH Lie¥ 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 JJIs1 3aCTOCYBaHHA B KOMOiHaIlil 3 6eBanu3ymadoM. Criifi IPUNIMHUTH 3aCTOCYBaHHS
npenapaTy CyTeHT mallieHTaM, y SKuX po3BuHynacss TMA. CrnocTepiranocs 3HuKHeHHs epekTiB TMA
IiCJIs IPUNIMHEHHS 3aCTOCYBaHHSA IpenapaTy 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 3aCcTOCyBaHHA npenapaTy CyTeHT i 3MEHLIUTU [03y IPU AOCATHEHHI
piBHs Oinmka B mo0OoBiit ceui 3 r abo Oinbiie. Crig TPUIMHUTH 3aCTOCYBaHHS npenapaTty CyTeHT
nauieHTaM i3 HeQpPOTUYHUM CHHAPOMOM ab0 ITOBTOPHUMMU emizogaMu piBHS Oinka B mo6oBil ceyi 3 T
abo Oinbile, He3BaXKaYM Ha 3HUKEHHS N03u. be3meka mMpogoBxkeHHS Tepairii mpemapatoM CyTeHT
U151 TIALIi€HTIB i3 TOMIPHOIO Ta TAKKOIO IIPOTEIHYPi€lo He OIliHIoBajIacs.

IMIkipHa TOKCUYHICTE.

Bynu noBimoMIeHHs PO cepio3Hi mKipHi mo0iuHi peakirii, BK/II04ayu MYIbTH(GOPMHY ePUTEMY
(ME), cuagpom CriBeHca-IxoHcoHa (CC]I) Ta TokcuuHuM enigepmanbuuil Hekponi3 (TEH), gesiki 3
akux Oynu netanbHuMU. CIli 0CTaTOYHO MPUIIMHUTH 3aCTOCYBaHHS npenapaTty CyTeHT IIpu LUX
CepU03HUX MKIpHUX NMO0IiYHNX peakuisx. HekpoTuynuit HaciuiT, y TOMY YUCIIi TeTalbHi BUTIAgKH,
OyB 3ape€ecTpPOBaHUY y Malli€eHTiB, gKi oTpuMyBanu CyTEeHT, BKIIIOYAIOUX OiNTIHKY TPOMEXKUHU Ta
dbopmyBaHHA ¢icTyn. Crif IPUIMHUTY 3aCTOCyBaHHSA npenapaTy CyTeHT MallieHTaM, y IKUX
PO3BUBAETHCS HEKPOTUYHUM (PaCIUIT.

CHHIOIPOM 3BOPOTHOI 3aIHbOI TeiKOoeHIledanonaTii.

[ToBimOMIISIIOCH TTPO BUMIAOKU CUHAPOMY 3BOPOTHOI 3agHbO1 nerikoeHnedanonarii (C33J)y <1 %
NaLi€HTIB, [esKi 3 SKUX OyJIU NeTaabHUMU. Y TaI[iEHTIB MOXKe CIIOCTEPIraTUCh TiepTOHis, rOJIOBHUM
0inb, 3HMKEHHS aKTUBHOCTI, ITOPYIIEHHS MUCJIEHHS Ta BTPATa 30pY, BKIIIOYAI04YM KOPKOBY CIIMOTY.
Insa nigTBepAXKeHHS AiarHo3y HeoOXifHe IPoBeeHHsS MarHiTHO-pe30HaHCcHOI ToMorpadii. HeobxigHo
IPU3YIMHUTHU 3aCTOCYyBaHHSA npenapaTy CyTeHT A0 KylipyBaHHS cTaHy. be3neka moBTOPHOTO



3acTtocyBaHHs npemnapaTy CyTeHT mauientaM 3 C33J1 HeBigoma.

[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. I'imormikemis BUHMKAamA y KITiHIYHUX JOCTIIXKEHHSIX y 2 % MallieHTiB,
aKi orpuMyBanu CyteHT gns nikyBaHHS nomupenux HKK (gocnipxkenns 3) i T'ICII (gocnipxkenHs 1), i
npubnusHo y 10 % martrieHTiB, gKki orpuMyBanu CyteHT ans nikyBauHsa HIITI3 (mocnimxkeHHS 6). Y pasi
oTpuManH4 npenapaty Cyrent npu HIIII3 y Bcix malfieHTiB i3 rinornikemiero aHoMarlii y romeocTasi
TJII0KO3U He CIIOCTepiranoch. 3HUKEHHS PiBHSA TJII0OKO3U B KPOBI MoxKe OyTH OiNIbIINM Y MAaIli€HTIB i3
1IyKpoBuM fiabetom. Crif mepeBipsTH pPiBeHb TJIIOKO3U B KPOBi Ha IMOYATKY JIiKyBaHHS, PETYJISIPHO Mif
Yyac JIiKyBaHHS{, 3a KJIIHIYHMMHU ITOKa3aHHAMH 1 IIiCNI IPUNIMHEHHS 3aCTOCyBaHHA npenapaty CyTeHT.
[TauieHaM i3 1IyKpoBUM fiaGeToM CJIifi OI[iHUTHA HeoOXimHICTh KOPUTYBaHHS aHTUAia0eTUYHOI Teparil
[Jis MiHiMi3allil pU3uKy TilormiKeMii.

OCTEeOHEKPO3 IIeaenn

Octeonekpos menenu (OHII) crocTepiraBcs y mamieHTiB, sKi orpuMyBanu CyTeHT. OMHOYaCHUM
BIIJIUB iHINMX (aKTOPiB PU3UKY, TAKUX SIK 3acToCcyBaHHS 6icdochonaTiB abo cToMaTonoriyHi
3axBOPIOBaHHS/ iHBA3WBHI CTOMATOJIOTiuHi Iporenypu, Moxe 30inbmutu pusuk OHIL. Crix
IIPOBOJIUTH OTJISIA POTOBOI MMOPOXKHUHY MTepe[l TOYaTKOM JTiKyBaHHS ImpenapaTtoM CyTeHT Ta
mepioguyYHo Imif yac Tepartrii. [TamieHTaM HeoOXiIHO HaJaTH PeKOMeHOaIlil CTOCOBHO HaJTeXKHOI TirieHu
POTOBOI MOPOXKHUHYU. [IpU3YNIUHUTH, SKIIO 1Ie MOXKJIIUBO, JIiKyBaHHA npenapaToM CyTeHT NpUHaNMHI
3a 3 THXKHI 10 3alJTaHOBaHOI CTOMATOJIOTiYHOI omepailil abo iHBa3MBHUX CTOMATOJIOTIYHUX IIPOIETYP.
[TpununuTy nikyBa"Hd npenapatoM CyTeHT y pa3i po3sutky OHIII o 10ro moBHOTO 3arO€EHHS.

IloripieHHs 3ar0EHHS PaH.

Y mauieHTiB, SKi OTpUMYyBaJIu JIiKyBaHHSA IIperapaToM CYTEHT, CIIOCTEPIragoch MOTipIIeHHs 3ar0€HHA
paH (ouB. po3min «[1o6iuHi peakuii»). [lepen mIaHOBUM XipypriYHUM BTPY4YaHHSIM CIIif IPpUHAMMHI 3a
3 TUXKHI IPU3YNUHUTY Tepariwo npenapatoMm CyTteHT. He ciiif 3acToCOByBaTH IipenapaTr NpUHANMHI
IIPOTSATOM 2 TUXKHIB IiCIIST BEIMKOTO XipypridvHoro BTPy4YaHHS Ta [0 afeKBaTHOTO 3aTOEHHS PaHU.
be3neka BifHOBIIEHHS JTiKyBaHHS IIpernapaToM CYTeHT MHiCIs YCYHEHHS YCKIIagHEHb 3arO€HHS paHU
BCTAHOBJIeHA He OyIia.

Em6piodeTanbHa TOKCUYHICTE.

3 ornsmy Ha pe3ynabTaTH AOCIIIXKEeHb Ha TBapUHAX i MexaHi3My fil, CYTEHT MOXe CIPUYUHUTH LIKOTY
TJIOAY TIPU 3aCTOCYBaHHI BariTHUM XiHKaM. BBeneHHs CyHiTiHIOy BariTHUM caMMLISM IIypiB i KpoiB
IIPOTSITOM TIEPiOy OPraHOTeHe3y IPU3BEIIO 10 TepaToreHHOCTi, mpubnu3Ho B 5,5 Ta 0,3 pa3a
BigmoBigHO GinbIToi MOPiBHHSHO 3 TAKOIO TP KOMOIiHOBAHIN CHCTEMHIN eKCIo3uIlil [KoMmOiHOBaHa
nomia mig kpusoio (AUC) cyHiTiHiOy Ta #ioro akTuBHOT0 MeTabomiTy] y nallieHTiB, sIKi 3aCTOCOBYBaIN



pekoMeHnoBaHy no6oBy mo3y (PIII) 50 mr.

Crip nonepeuTy BariTHUX KIHOK IIPO NOTEHUIMHUY PU3MK AJd mioda. Crig peKoOMeHAyBaTy XKiHKaM
PENpPOIYyKTUBHOTO BiKY 3aCTOCOBYBaTH e()eKTHBHI 3aCc00M KOHTpALIEINIIil i Yac IiKyBaHHS
npenapatoM CyTeHT i mpoTsAroM 4 TUXKHIB IiCIg OCTAHHBOI 03U (OUB. PO3MiN «3aCTOCYBaHHS Y
Iepio BariTHOCTI Ta TOOyBaHHS TPYAAIO»).

3aCTOCYBAHHS IOITSM.

Beamnexka Ta e(eKTUBHICTh 3aCTOCYBaHHS npenapaTy CyTeHT y [iTell He BCTaHOBIIEHi.

3aCTOCyBaHHA IallieHTaM JIiTHbOT'O BiKY.

I3 825 nanienTis i3 I'ICII abo metactatuuHoio HKK, ski oTpumyBanu CyTeHT Y KIiHIYHUX
nochimkeHHAX, Bik 277 (34 %) ctaHoBUB Bif 65 pokiB. Y mocnigxkenHi HIII3 22 namientam (27 %),
ki oTpuMyBanu CyTeHT, 6yno 65 pokis i Oinbine. ZKogHuUX 3aranbHUX BigMiHHOCTEM y Ge3meli Ta
e(peKTUBHOCTI MiX I[UMU TallieHTaM¥ Ta MallieHTaMy MOJIOLIIOrO BiKy He crnocTepiranocs. Cepern

158 nmanieHTiB, sKuUM Oy710 He MeHIIe 65 pokiB, siKi oTpumyBanu CyTeHT/mnanebo K af i0BAHTHY
tepamniio HKK, 50 marienTiB (16 %) Oymu BikoM 65 pokiB i ctapuri. CiBBigHOIIEHHS PU3UKIB AJIS
BUXKHBAHOCTI 0€3 03HaK 3axBoproBaHHs cTaHoBuUO0 0,59 (95 % MI: 0,36, 0,95). Cepen mallieHTiB BikoM
Bim 65 pokKiB, gKi oTpuMyBanu CyteHT/mnanebo sk ap’'ioBaHTHY Tepamnio HKK, y 50 mamienTis (16 %)
rpynu npenapaty CyTeHT crocTepiranacs nobiuHa peakiisi 3-4 cTymneHs y MOPiBHSIHHI 3

15 nauientamu (5 %) y rpymi nname6o.

[leuinkoBa HEOOCTATHICTE.

[Tpu 3acTocyBaHHi npenapaTy CyTeHT mallieHTaM i3 nmopyieHHsIMA QYHKINI nevinky Knacy A a6o B
3a Kiacudikanieto Yaitnaa - 1’10 He noTpibHe KOpUTyBaHHS 1TO04aTKOBOI no3u. [Ipu 3acTocyBaHHI
npernapaty CyTeHT MallieHTaM i3 MopylueHHIMY QYHKIII IeYiHKU 1eTKoro ab0 MOMIpHOT0 CTYIeHs
TSKKOCTi (Knacy A a6o B 3a knmacudikartiero Yaiinga - [1'10) KopuryBaHHS 003U He IOTPiOHE.
3acTtocyBanH4 npenapaTy CyTeHT xBopuM i3 TaxkkuM (knac C 3a knacudikauiero Yainga - 1'10)
NOpYyIIeHHAM (YHKIIil IeYiHKK He JOCIIiIXKyBaloCh.

HupkoBa HEIOCTaTHICTE.

[Tpu 3actocyBaHHi npenapaty CyTeHT naiieHTaM 6e3 mianisy i3 nerkum (CLcr 50-80 mn/xB),
nomipauM (CLcr 30-< 50 mn/xB) abo Tsxkum (CLcr < 30 My1/XB) nopylieHHAM (YHKIIil HUPOK He
OoTPiOHE KOPUTYBaHHS 103U (IuB. po3min «®apMakokiHeTuKa»). [Tamientam i3 TCHH, sxki
nepe0yBalTh Ha reMofiai3i, KopekKIis moyaTKoBoi 703U He noTpibHa. [IpoTe, mopiBHAHO i3
nalieHTaMy 3 HOpMaJibHOI (QDYHKITEI0 HUPOK, €KCII03ULlig CyHiTiHiOy y manienTis i3 TCHH npu
remopianisi Ha 47 % Hux4a. ToMy HaCTyIHi 1031 MOXKYTh OyTH ITOCTYTIOBO 36isbIIeHi 10 2 pa3iB i3
ypaxyBaHHAM Oe3NeKU Ta IepeHOCHMOCT.

Lleit mikapcbku#t 3aci6 MictTuth MeHIe 1 mmonb (23 Mr) Hatpito B 1 Kamcyni, ToO6TO IpakTHYHO
BiTbHUY Bif] HATpilO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BaritHiCTb.

Orngn indopMaliil CTOCOBHO PU3UKIB.



3 ornsiny Ha pe3ybTaTH JOCHiIXKeHb PePOAYKTHUBHOI (QYHKIIil HAa TBapuHax i MexaHi3my fil CyTeHT
MOXKe CIIPUYMHUTH IIKOAY IIJIOAY IIPU 3aCTOCYBaHHI BariTHUM XKiHKaM (IUB. PO3Min
«PapmakoauHaMika»). He iCHye KOIHUX OaHUX IOJ0 BariTHUX XKiHOK [Jg iHQOpMyBaHHS PO PU3UK,
OB’ s13aHUY i3 MiKapchKuM 3aco60M. YV MOCTimKeHHi PO3BUTKY Ta PENPOAYKTUBHOI TOKCUYHOCTI Ha
TBapUHaX IlepopasibHe 3aCTOCYyBaHHS CYHiTiHiOy y BariTHUX caMHIIb IIyPiB Ta KPOJIiB IPOTATOM
opraHoreHe3y IIPH3BeJio N0 TepaTOTeHHUX e(PeKTiB (eMOPioHANbHUX, YEPETTHO-TTUI[bOBUX i CKEJIETHUX
BaJl PO3BUTKY), IKi Oynu BigmosigHo y 5,5 1 0,3 pa3a GinbImuMy B IOPiBHSAHHI 3 TAKUMU IIPU
koMOiHoBaHi#t AUC (komOiHOBaHa CHCTEMHA €KCITO3UIlist CYHIiTiHIOY IIII0C 10TO aKTUBHOT'O
MeTaboIiTy) y malieHTiB, SKi 0OTpUMyBaiu peKOMeHIoBaHy no6oBy mo3y 50 mr. Crig momnepenuTu
JKIHOK pPenpORyKTHUBHOTO BiKy IIPO MOTEHI[IMHUN PU3UK I IJI01a.

OuikyBaHU (POHOBUM PU3UK BUHUKHEHHS OCHOBHUX BPO[XKEHMX Baf i BUKUOHS OJIS1 3a3HaYE€HUX IPyn
HeBioMui. Yci BariTHOCTiI MaloTh (OHOBUM PU3UK IOSBU BPOIKEHUX Bafl PO3BUTKY, BUKUOHSA a00
iHIKUX HECTIPUSATIIMBUX HACTiAKIB. Y 3aranbHiii momymnsiil CIIA nmporHo3oBaHuil POHOBUN PU3UK
OCHOBHUX BPO[XKEHUX Baf] i BUKUAHIB IPHY KITIHIYHO BU3HAHIM BariTHOCTI CTaHOBUTH 2-4 % Ta 15-20 %
BiITIOBiZIHO.

JlakTairis.

Hewmae indopmaiiil mpo HasBHICTE CYHIiTiHiIOy Ta #ior0 MeTabo0MiTiB y TPyAHOMY MOJIOI JTIOOUHH.
CyHiTiHi0 Ta #oro MeTaboJIiTH BULIAANKUCS B MOJIOKO LTypiB y KOHIIEHTpalifax, 0o 12 pa3iB BUIUX, HiXK
y mya3Mi KpoBi. Yepes MOTEHUINHY MOXK/IUBICTh CEPUO3HUX MOOIYHUX peakLill Y TPYIHUX OiTel KiHIi,
sKa TOofly€e TPYAAI0, PeKOMEH0BAaHO He TOQyBaTy IPYAAL0 IIif Jyac JTiKyBaHHA IpernapaToM CyTeHT i
IIIOHaMMeHIIIe TPOTATroM 4 TUXKHIB IiC/IA IPUAOMY OCTaHHBOL JO3M.

Yo510BiKY i KiHKY PENPOOYKTUBHOTO BIKY.

CyTeHT MOXKe CIPUYUHUTHU LWIKOAY IIJIONY IIPX 3aCTOCYBaHHI BariTHUM XKiHKaM (OUB. PO3TiN
«BaritHicTe»).

TecTyBaHH4 IiJ YaC BariTHOCTI

[lepen moyaTKoM JiKyBaHHS IpernapaToM CyTeHT HeOOXiHO IePEBIPUTH KiHOK PEIPOAYKTUBHOTO
BiKy Ha HasBHICTb BariTHOCTI.

KoHTpaneniis

XKinku. Crig mopafuTu XKiHKaM PEeNpOAYKTUBHOTO BiKy BUKOPUCTOBYBaTU €(eKTUBHY KOHTPAIEIIIIiI0
i Jyac JIiKyBaHHS npenapaToM CyTeHT i IpUHAUMHI IPOTATOM 4 THXKHIB MiC/II IPUHAOMY OCTAHHBOL
NO3U.

Yos08iKu. 3 OTIANYy Ha pe3ylbTaTé OOCIiOXKeHb PEIPONYKTUBHOL (QyHKIIIl Ha TBAPUHAX CIIif
IIOPafgUTH TallieHTaM 4YO0JIOBiUOl CTaTi Ta 1X MapTHEPKaM PeNpOAYKTHBHOTO BiKy 3aCTOCOBYBaTH
e(peKTUBHY KOHTpALEMNIIiIO i 9ac NiKyBaHHS IpenapaTtoM CyTeHT i IPOTATOM 7 TUXKHIB MiCIIg
OCTAHHBOI [O3H.

besnnignsa

3 ornsApy Ha pe3yiabTaTy AOCIIIXKEeHb PENPOAYKTABHOI PYHKIIil Ha TBaprHaX CyTeHT MOXKe
IoTipiyBaTy (HepPTUIbHICTL YOIOBIKIB i KiHOK.



30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

[TpenapaTt CyTeHT Ma€ He3HAUYHUY BIIMB Ha 3[MaTHICTh KEPYBATH TPAHCIIOPTHUMU 3acobamu abo
IIpalffoBaTy 3 iHIIMMU MeXaHi3MaMHu. [1ali€HTiB CIlif momepeguTy PO MOXK/IMBE BUHUKHEHHS pPeakilil
3allaMOPOY€eHHS Iif Yac JIiKyBaHHS CYHITiHIOOM.

Cnoci6 3acmocyeaHHss ma do3u.

PekomenpoBana nosa npu ['ICII Ta nporpecyrouiv HKK.

PekomengoBaHa q03a npenaparty Cyrent npu I'ICII Ta nporpecyrouiiit HKK craHOBuTH 50 MI mepopajibHO OJUH pa3 Ha
100y 3a rpadikom 4 THXKHI TiKyBaHHS 3 MOJA/ILIIOI0 IepepPBoI0 B 2 THkKHI (rpadik 4/2) mo nporpecyBaHHSI 3aXBOPIOBaHHSI
200 BUHMKHEHHS HeNPUUHSITHOI TOKCHYHOCTi. CYyTEeHT MOXKHa MPUAMATH He3aJ/IeXKHO Bif npuitomy ixki.

PekomeHnnoBaHa 103a npu an'1oBaHTHIN Tepanii HKK.

PexomengoBaHa go3a npemnapaty CyTeHT npu af’toBaHTHiN Teparmil HKK ctanoButh 50 Mr
TIepopajbHO OfMH pa3 Ha f00y 3a rpadikoM 4 THXKHI TiKyBaHHS 3 IOJAbIIOI0 TIEPEPBOIO B 2 TUXKHI
(rpadik 4/2) IpoTAroM AeB’sITH LUKIIIB 10 6 THXKHIB. CyTeHT MOXKHAa IIpUUMaTH He3aJleKHO Bif
IPUHOMY 1XKi.

PekomenpnoBana mo3a mpu HITTT3.

PexomeHgoBaHa go3a npenapaty Cyrent npu HIIII3 cranoButs 37,5 Mr mepopajibHO OJHH pa3 Ha 700y 0 MporpecyBaHHS
3aXBOPIOBaHHs a00 BUHUKHEHHsI HEIPUUHSITHOI TOKCHYHOCTi. CYyTEHT MOKHA IPUAMAaTH He3ajIeKHO Bif nmpuitomMy ixi.

Mopnudikaliisi mo3u.

EﬂepepHBaHH;{ ta/abo Mopudikauis mo3u 3i 36inbIIeHHSIM a00 3MEHIIEHHAM Ha 12,5 MT 3a/1eXKHO
Bif iHOMBimyanpHOI Oe3MeKu Ta IepeHOoCUMOCTi. MaKcuMalibHa 1034, 110 3aCTOCOBYBajach y
nocmimxenni HIIII3, cranosuna 50 Mr Ha mo6y. MiniMasnbHa 034, 110 3aCTOCOBYBajach y
mocrimkeHHi ap’'toBaHTHOI Teparil HKK, ctaHoBumna 37,5 Mr Ha mo0y.

CunbHi iaribitopu CYP3A4

BubepiTh anbTepHATUBHUY CYNYTHIiN Mpemnapar 3 BigCcyTHIM a00 MiHiMaIbHUM IIOTEHIiaIOM
inribyBaHHS epMeHTiB. Y pa3i AKI0 YHUKHYTH OMHOYACHOTO 3aCTOCYBaHHS JIiKapChKOIo 3aco0y
CyrenT i3 cunpHuM inribitopom CYP3A4 He BOA€ThCS, CIIif PO3TISAHYTHA MOXKJIIHUBICTh 3HUKEHHS 03U
npenapaty CyTeHT 0o MiHiManbHOI (TUB. po3din «B3aeMopmis 3 iHIMMMU JTiKapCchbKUMHU 3aco0aMu Ta
iHmmi BugM B3aeMofin»): 37,5 Mr mepopaibHO OfUH pa3 Ha Ho0y 3a rpadikoM 4 TUXKHI TiKyBaHHS 3
TIOJIaJIBIIIO0 TTepepBoIo B 2 TuXkHi (rpadik 4/2) mpu I'ICIT i HKK a6o 25 Mr mepopanbHO OOUH pa3 Ha
no0Oy npu HIIIT3.

CurnbHi inpykTopu CYP3A4

BubepiTh anbTepHATUBHUY CYIyTHIN IpenapaT 3 BigcyTHIM abo MiHiMaTbHUM IIOTEHIIIAIOM
iHmyKyBaHHS GepMeHTiB. ¥V pasi SKII0 YHUKHYTU OJHOYACHOI'0 3aCTOCYBAHHS JTIKAPCHKOTO 3aC00y
CyteHT i3 cunbHuM iHAYKTOpOM CYP3A4 He BOA€ETHCA, CIIif PO3TJIAHYTHA MOXKJIUBICTH IMiIBUIIEHHS
no3u mpemnapaty CyTeHT o0 MaKCHManbHOL: 87,5 MI' IepopasibHO OJWH pa3 Ha fo0y 3a rpadikom 4
TUKHI JTIKyBaHHS 3 TI0JAJIbIIO0 ITepepBoio B 2 TuxHi (rpadik 4/2) npu I'ICII i HKK abo 62,5 mr ogun
pa3 Ha moOy mpu HIIII3. fxkiuro mo3a 306inmbieHa, CTifl yBaKHO CTEXKHUTH OO MOSBU 03HAK MO0iYHUX



peaxtiit (DuB. po3min «B3aemopist 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta iHIIN BUOU B3a€EMOMIN»).

[Mauientam i3 TCHH, ski mepebyBaioTh Ha reMofiiati3i, KOpeKlis T04aTKOBOI [031 He MOTpiOHa.
OpnHak, 3Bakal4yy Ha 3MeHIIeHY eKCI03ullilo IIpenaparty y nauieHTis i3 TCHH, nopiBasHO 3
TalieHTaM{ 3 HOPMaJIbHOI0 (PYHKIIEI0 HUPOK, HACTYIIHI 03U MOXKYTh OyTH IIOCTYIIOBO 30i/bIlIeH] HEe
OinbIre HiXK y 2 pa3u Ha OCHOBI laHuX 3 6e3MeKH Ta IEPEHOCUMOCTI (IUB. PO3Min
«®apMakKoouHaMiKa»).

Himu.

Be3neka Ta eeKTUBHICTh 3aCTOCyBaHHS mpenapaTy CyTeHT OiTsSM He BCTaHOBJIEHI.

Ilepedo3yeanHns.

JIikyBaHHS nepeno3yBaHHd npenapaToM CyTeHT IIOBUHHO CKJIafaTUCA i3 3arajibHUX HiATPUMYHYUX
3axofiB. CneuudiyHul aHTUAOT I IIepefo3yBaHHs npenapatoM CyTeHT BigCyTHIU. AKIO iCHYIOTh
IIOKa3aHHS, BUBeIeHHS IIpelaparTy, SKui He abcopOyBaBcsi, TOBUHHO OYTH HOCSATHYTO IIJITXOM
OmoBaHHSA a00 MPOMUBAHHS IUTYHKY. Bynu mMoBiqoMIeHHS PO BUIIAJKOBE MepeNo3yBaHHs; ITi
BUNagKu Oy/u OB’ sg3aHi 3 MOGIYHUMYU peakIlisiMu BifIOBIoHO [0 Bimomoro mpodimio 6e3mnexu
npemnapaty CyTeHT abo K 6e3 mobiyHUX peakilii. Y JOKITiHIYHUX JOCTIIXKEeHHSIX CMEPTHICTh
criocTepirasnacs Bxe Ipu BBefeHHi 5 1o6oBux 103 500 mr/kr (3000 MT/M?) y mypis. [Ipu 1ix gosi
03HaKM TOKCHYHOCTI BKJII0YaJIy [TOPYIIeHHS KOOPAXHAIll M's13iB, TPeMTiHHS T'OJI0BHU, Till0aKTUBHICTh,
BU[IJIEHHS 3 04el, MJI0ePeKIIifo Ta IIIYyHKOBO-KUIIKOBI po3nagu. CMEPTHICTE i aHAJIOTi4HI 03HaKU
TOKCUYHOCTI CIIOCTEpiraaucs Mpyu MEHIIUX [03aX IIPX BBEIEeHHi MPOTAToM OiNbIl TPHBAJIOTO TEPMIHY.

ITo6iuni peakuii.

Hait6inbi BaxKiuBi cepito3Hi mobiuHi peakiii (y TOMy YKCIIi 3 IeTaJIbHUM HACIIiIKOM), TIOB’s13aHi i3
3aCTOCYBaHHSIM CYHIiTiHiOy, - Ile HUPKOBa HeIOCTAaTHICTh, ceplieBa HeJJOCTAaTHICTh, eMO0Iisl TereHeBoil
aprepii, mepdopallisi KUIIKOBOTO TPaKTy Ta KPOBOBWINBH (HaIpUKIIa, LIIYHKOBO-KUIIIKOBA
KPOBOTEYa, KPOBOBUJIMBY B OUXATbHUX IIISXaX, 3 MYXJIMHYU, B CEYOBUBITHUX IINIsTXaX ab0 B MO30K). [0
HaWOiNIbIT MOMKMPEHUX MOGIYHUX pPeakiliit Oyab-IKOT0 CTyIeHs (110 Bif3HAYalIuCcs Y XOfi HOCTiaXKeHb
3a y4acTIO Malli€HTiB 3 HUPKOBOKJIITUHHOIO KapLMHOMOI0, TaCTPOIHTECTUHAJIbBHUMU CTPOMAaJIbHUMU
yXJIMHaMU Ta IPOrPeCYYUMHI HeMPOEeHJOKPUHHAMY ITyX/IMHaMU MiJIIIYHKOBOI 3aJI031) HaleXarhb
3HUXKEHHS aleTUTy, 3MiHU CIIPUMHATTS CMaKy, apTepiajibHa rinepTeH3is, CTOM/IIOBAHICTh, PO3/1afgy 3
00Ky TpaBHOTO TPaKTy (TOOTO miapesi, HyOoTa, CTOMATUT, JUCIIENCig Ta O/10BaHHS), 3HeOapBIEHHS
IIKipyu Ta CUHAPOM [I0JIOHHO-TIiAONUIOBHOI epuTpoau3ecTesil. [IpoTsATroM MmoganbiIoro JTiKyBaHHS
iHTEHCHUBHICTh IMX CHMIITOMIB MOXe 3HUKYBaTHUCh. [1i Yac miKyBaHHS MOXKe PO3BUHYTUCH
rinotupeos. [lo momupeHNX MOGIYHUX peakilii Ha JIikapChbKuM 3acib HamexkaTh po3nagyu 3 60Ky
CHCTEMHM KPOBi (HampuKyajl, HEUTPOIIeHiss, TPOMOOIIMTOIIEHis Ta aHeMis).

Ilo sBUII 3 JTeTaIbHUM HACIIKOM, sIKi Oy/u po3IiHeHi SK MOXKJIMBO OB’ sg3aHi i3 CyHiTiHIO0OM,
HajleXkaTh [10JIlOpraHHa HeJOCTaTHICTh, AUCEMIHOBAHE BHYTPIIHbOCYAUHHE 3rOPTaHHA,
IepruTOHealbHa KPOBOTEeYa, HEJOCTATHICTh HAMHUPKOBUX 3aJ103, THEBMOTOPAKC, 110K Ta palToBa
CMEpTh.

Huxxde HaBefeHO meperiik No0iYHUX peakilil, ITPO PO3BUTOK SKUX TTOBITOMIISIIIN Y MAI[iEHTIB i3



racTPOiHTECTUHAILHUMY CTPOMAIbHUMHU MYXJIMHAMHU, METACTaTUYHUMHU HUPKOBOKIIITHHHUMU
KapLUUHOMaMHM Ta IIPOTPeCyI0UYNMY HEMPOEHIOKPUHHUMY MTyXJIMHAMHU MMiAIITyHKOBOI 3a7103H.
Indopmariiro mpo 11i mobivyni peakiii 6y1o0 B3ITO 3 06’eqHaHUX HaHUX om0 7115 mamienTis. [To6iuHi
peaxliil TofmaHo 3a KjlacaMHU CUCTEM OpraHiB, YaCTOTOIO Ta CTYIIEHEM TSXKKOCTI (3TigHO 3 KPUTEPisMu
NCI-CTCAE). Ilepemnik TakoX BKJIIO4a€ Mo0iyHi peakilii, ki crmocTepiramucs B paMKax KIiHIYHUX
IOCTiAKEeHb y TiCIspeecTpaliiHui nepiof. ¥ Mexkax K0XKHOI IPyNH 4aCTOTH N00iYHi peakiii
HaBe[eHO Y NOPSANKY 3HUXKEHHS Cepio3HOoCTl. HacToTa BU3HA4Ya€eThCA K AyxkKe 4yacTo (= 1/10), gacto
(Bim 3 1/100 mo < 1/10), neuacro (Big 2 1/1000 go < 1/100), pigko (Big 2 1/10 000 mo < 1/1 000), myxe
pioko (< 1/10 000), HeBimoOMO (HEMOK/IMBO BCTAaHOBUTH 3a HasIBHOIO iH(opMalli€ro).

ITobiuHi peakuii, 3apeecmposaHi 8 x00i KAiHIYHUX 00CAI0HCEeHD

IHpekuii ma iHeasii

Yacmo: BipycHi indekii’, pecmipaTopHi indexmniitni 3axBopioBarH*, abcriec®, rpubKosi iHpexii’,
indexii ceyoBUBigHUX IIIAXiB, iHdeKii mKipu® (Ta ¢rerMona), cemcuc™*

Heuacmo: HeKpoTHYHMM PacuuiT*, 6akTepianpHi iHpexiii’

3 boky cucmemu Kposi ma aiMpamuyHoi cucmemu

IIyoice yacmo: HEUTPOIIEHisT, TPOMOOLUTOIIEHis, aHEMisl, TeWKOIeHis
Yacmo: niMmdorneHis

Heuacmo: maHIMTOIIEHIS

Pidxo: TpoMGOTHYHA MiKpoaHTiomaTis™*

3 60Ky iMyHHOI cucmemu

Heyacmo: rinepyyT/IuBICTh

Pidko: anrioHEeBpOTUYHMI HabPSAK

3 60Ky eHOOKPUHHOI cucmemu

Llyoce yacmo: TinoTupeos

Heuacmo: rineptupeos

Pioko: Tupeoigut

3 6oky memaboaizaMy ma mpasaeHHA
ITyoice wacmo: 3HUKEHHS aleTuTy'
Yacmo: gerigpaTallis, TiMoraiKeMis
PiOko: cCUHIpPOM Ni3ucy myxXnIuHm*

3 boky ncuxiku



Lyosce yacmo: 6e3COHHS

Yacmo: genpecis

3 boky Hepseogoi cucmemu

ITyotce uacmo: 3allaMOpOYeHHs, TOTIOBHMUIL 6iflb, TOPYIIEHHS COPUMHATTS CMaKy
Yacmo: nepudepriHa HEBPONaTis, MapecTesis, TinecTesis, rimepecresis
Hevyacmo: BHYTpILIHbOYEPEITHUY KPOBOBUIUB*, IHCY/IbT*, TPAH3UTOPHA illleMiYyHa aTaka
Pioko: cHHIpOM 3BOPOTHOI 3aHbOI eHIledamonaTil*

3 boky opaaHis 30py

Yacmo: nepiopbiTanbHuit HAOPSK, HAOPSK IMOBIK, ITOCUIEHA CITh030TeYa

3 6oky cepus

Yacmo: imemisi Miokappa“*, 3HUXKeHHS QpaKIjii BUKUAY'

Heuacmo: 3acTiiiHa ceplieBa HelOCTaTHICTh, iHpapKT Miokapma™*, ceplieBa HEJOCTATHICTHY,
Kapphiomionaris*, mepukapgiajlbHuM BULIT, ToAoBXKeHHd iHTepBaity QT Ha enekTpokapmiorpami

PiOko: HepmoCTaTHICTE IiBOT0 UIMYHOYKa*, IIIYHOYKOBA TaxXiKapmis TUIY «IipyeT»
3 60Ky cyOuHHOi cucmemu

Ilyoce yacmo: apTepianbHa TrinepTeHsis

Yacmo: TpoM003 rIuOOKUX BEH, IPUILJIUBH, TillepeMis

Heuacmo: kpoBoTeda 3 nyxnuHu*

Hegidomo: aHeBpPU3MHU Ta apTepiabHa OUCEKITiT*

3 60Ky cucmemu opeaHig 2pyO0HOI KAimKu ma cepeGoCmiHHA

Lyotce wacmo: 3apuilKa, HOCOBa KPOBOTEYa, Kalllellb

Yacmo: em0o0misi mereHeBol apTepil*, naeBpanbHUM BUMITY, TeMONTHU3UC, 3aAUIIKa ITPU QisuyHOMY
HaBaHTaXeHHi, 6inb y poTi Ta ropmi” (a TakKOXK y ropJii Ta TOpPTaHi), 3aKNIageHiCTh HOCA, CYXiCTh
CJIM30BO1 HOCA

Heuacmo: nereHeBpa KpoBoTeua*, muxaabHa HEOJOCTATHICTH*
3 60Ky mpasHo20 mpakmy
IIyoce wacmo: ctomaTtut’, Oisib y KuBOTI’, 6/1I0BaHHS, Jiapes, OUCIIENCis, HygoTa, 3amop

Yacmo: ractpoe3odareanbHa pedriokcHa xBopoba, Arcdaris, LIIyHKOBO-KUIITKOBa KpOBOTeda*,
e30¢arit*, 3myTTsa KUBOTA, OUCKOM(OPT Y XKUBOTi, peKTajbHa reMoparis, KpoBoTeda 3 siCeH, BUPa3Ku
Y POTi, IPOKTAJTis, XeUJIiT, TeMOPOH, TIOCOOUHIs, 61Nk ¥ POTi, CYXiCTh ¥ POTi, METEOPU3M,
ouCcKOoMGOPT Y POTi, BigpuXKKa



Heuacmo: mnyHKOBO-KHUIIKOBA (Ta KUIIKOBa) mepdopallisi®*, maHKpeaTuT, aHabHa HOPHUIIS, KOIT'
3 boky neviHKU ma #08408UBIOHUX W AAXi8

Heuacmo: me4iHKOBa HENOCTATHICTH*, XONEIUCTHT * MOPYIIeHHS QYHKIII Me4iHKu

Pioko: remnaTut

3 60Ky wkipu ma nidwKipHUX MKAHUH

Iysce wacmo: 3MiHa KONbOPY IIKipH', CUEAPOM [OJIOHHO-IIOIIOBHOI €PUTPOAN3ECTe3il, BUCHIIaHHS",
3MiHa KOJIbOPY BOJIOCCS, CYXiCTh LIKIpU

Yacmo: nymeHHS MIKipH, MIKipHi peakiii’, ek3eMa, MyXupi, epuTeMa, alonelis, akHe, cBepoix,
rimepmirMeHTalis WKipy, ypaxkeHHs MIKipH, TilepKepaTos3, JePMATUT, ypaxKeHHs HIirTiB"

Pioko: mynpTu(opMHa eputeMa*, cuHapoM CTiBeHca - [[2KOHCOHa*, raHTpPeHO3Ha IIiofepMis,
TOKCUYHUMU eliflepMaJbHUU HEKPOoJi3*

3 60Ky Kicmko80-M’A43080i cucmemu md cnoAyYHUX MKAHUH

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

Yacmo: KicTKOBO-M's130BuM 0ifib, M'SI30Bi cta3aMu, Mianris, cnabKicTh y M’sg3ax

Heuacmo: 0CT€OHEKPO3 1iesienu, Hopuusa*

Pioko: pabmomiosniz*, miomaTis

3 60Ky HUpPOK ma ceyosugioHUX wasaxia

Yacmo: HUPKOBa HEeIOCTaTHICTL*, TOCTpa HUPKOBa HEJOCTATHICTH*, XpOMaTypis, MPOTeIHypis
Hevyacmo: KpoBoTeYa i3 CEYOBUBITHUX LIIIXiB

Pioko: HehpPOTUYHNYN CHHOPOM

3aeasnvHi po3aadu ma po3aadu y Micui esefeHHA npenapamy

IIyoice yacmo: 3amanieHHs CIM30B01 000JIOHKH, MifiBUIIleHa BTOMIIOBaHICTh (Ta 3arajbHa CNabKiCTh),
HaOpsAK' (HaOpsiK 06muyysi, HAOPSK Ta nepudepuyHuil HabpsK), rapsyka

Yacmo: Ginb y rpynHil kimitii, 6inb, rpunononi6He 3aXxBOPIOBaHHS, 03HOO
Hevyacmo: niopyiieHHs 3aroeHHS

JlabopamopHi 0ocaidaceHHs

Yacmo: 3HUKEHHS MacCH Tijla, 3HUKEHHS KiTbKOCTI IEMKOLUTIB, MABUILIEHHS PiBHA Jlina3y,
3HUKEHHS KiJTbKOCTi TPOMOOIIUTIB, 3HUKEHHS piBHSA reMornobiny, migBUILEHHS PiBHS aMinasu’,
MigBUIIEHHS PiBHS aclmapTaTaMiHOTpaHC(epa3y, MigBUIlleHHS PiBHS anaHiHaMiHOTpaHCGepasH,
IiJBUIIIEHHS PiBHA KPEeaTUHIHY B KPOBI, MiABUIIEHHS apTepiaJbHOTO TUCKY, MiIBUIEHHS PiBHSI
CeYOBOI KUCIIOTH KPOBi



Heuacmo: nigBuilieHHS PiBHA KpeaTUH(POC)OKiHA3X B KPOBI, MigBUIIEHHS PiBHS THPEOTPOIIHOTO
TOPMOHY B KpPOBI

* BKII04aroyy JjieTajIbHi BUIIaIKH.

[ToemHaHO Taki TepMiHU:

*Ha30hapuHTiT Ta Teprec pOTOBOI IOPOXHUHH.

b BponxiT, indeKIil HUXKHIX BifiniB AuXanbHUX MIJISXiB, THEBMOHISA Ta iHQEKIIil UXaTbHUX IITSIXIB.

¢ Abcrec, abcriec KiHIIBOK, aHanbHUY abciiec, abcuec siceH, abciec mevinku, abclec migTyHKOBO1
3ao03u, abcliec MpoMeXKUHHU, IEpUPEKTANIbHUYN abcliec, peKTanbHUM abclec, migmKipaui abciec Ta
abcrec 3yba.

! KaHmumo3 cTpaBoXofly i KaHAU[03 POTOBOI HOPOXHKHY.

¢ UemtomiT Ta iHeKIl mKipwu.

" Cemncuc i cenTHYHMIA IIIOK.

9 Abcliec yepeBHOI TOPOXKHUHY, aOOOMiHANBHUN CETICUC, OUBEPTUKYIIIT i 0OCTEOMIENIT.

" TpoMOOTHYHA MiKpOaHTionaTis, TPOMOOTHYHA TPOMOOIMTONEeHiYHa ypIypa Ta TeMOJIiTHKO-
YPEMIUHUYU CUHADPOM.

' 3HMKEHHS aleTUTY Ta aHOPEKCisl.
) 3MiHH Bif4yTTa CMaky, BTpaTa BifdyTTd CMaKy Ta IOPYLIeHHS BiI4yTTsa CMaKy.

“TocTpuit KOpOHAPHHUI CUHAPOM, CTEHOKapHis, HecTabilbHa CTEeHOKapAisl, OKITI03is KOpOHApHOi
apTepii Ta imemis Miokappa.

' 3MeHIIeHH/BiIXUIEHHS Bil HOpPMU (ppakilii BUKUTY.

" Toctpuii inpapKT Miokapaa, iHbapKT Miokapaa Ta 6e3cuMITOMHMM iHDapKT Miokapaa.
" Binb y porti Ta ropii, 6ink y ropsi Ta ropTasi.

° CTOMATHUT i apTO3HUH CTOMATHUT.

P Binp y KuMBOTI, Oi/1b Y HU2KHIX Ta BEPXHIX BifiTax KHBOTA.

¢ [IInyHKOBO-KHUIIIKOBA ITepdopaliis Ta KUIIKOBa mepdopaitis.

"Komit Ta imemiuHui KOJIiT

* XONIeUCTUT Ta aKaJIbKyTbO3HUN XOJIEIIUCTHUT.

' JKOBTYIIHICT IIKipH, 3MiHa KOJILOPY IIKIiPY Ta MOPYIIEHHs MirMeHTaIil.

" TIcopia3omomiOHu# mepMaTUT, eKCGOTiaTUBHUN BUCHII, BUCHUII, EPUTEMATO3HUY BUCHII,



GbOmNiKyNIpHUY BUCHUII, TeHepali30BaHUM BUCHUII, MaKyISPHUM BUCHUII, MaKyJI0IaNyIb03HUMN BUCHII,
TIaMyJIbO3HUM BUCHII i BUCUIIAHHS 3i CBEPOIHHSM.

" IkipHi peaxiii Ta 3aXBOPIOBAHHS IIKipH.

" YpaxkeHHs HITTiB i 3MiHa KOJTbOPY HIrTiB.

* Broma i acTeHis.

¥ HabOpsik o6muyys, HabpsK Ta nepudepuunnii Habpsix.

‘TligBUIIEHHS PiBHIB aMina3mu.

Omnuc okpeMux mo6iYHUX PeaKIrin

IHpekuil ma iHeasii. Bynu oTpuMaHi TOBIHOMIEHHS IPO BUIIAAKK CEPHO3HUX iHbeKIiH (Ha Ti
HelTpormeHii Ta 6e3 Hel), y TOMY YUCJIi 3 TeTaJlbHUM HacigkoM. [ToBimOMIISANY NP0 BUIAAKU
HEKPOTUYHOTO (acuuiTy, y TOMY YUCJIi OUepPeBUHH, SIKi B OKpEMUX BUIaIKaxX IIPU3BOIUIIHU [0
JIeTabHOTO HACIAKY (OuB. po3min «OcobMMBOCTI 3aCTOCYBaHHS»).

Po3snadu cucmemu kposi ma aimpamuyuHoi cucmemu. ITpo 3HUKEHHST aOCOIIOTHOTO YKCIIa
HeUTPOodiniB cTymeHiB TsxKKOCTi 3 i 4 moBimommsinu BigmoBigHo v 10% Ta 1,7% mallieHTiB y
nocnigxkenHi ¢a3u 3 I'ICII, y 16% Ta 1,6% nmauienTiB y mocmigxenHi ¢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 pocnigxerHi ¢as3u 3 I'ICI1, 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. po3min
«OCco6MMBOCTI 3aCTOCYBaHHS»).

[ToBimommnsinu 1po KpoBoTedi y 18% malfieHTiB, Ki oTpuMyBasu CyHiTiHIO y mocnigxkeHHi dha3u 3
['ICII, y nopiBHSIHHI 3 17% malfi€eHTiB, gKi oTpuMyBainu maneto. Y 39% malfieHTiB, Ki oTpuMyBau
CyHiTiHi6 mns nmikyBaHHS panime He nmikoBaHol HKK, cnoctepiranu kpoBoTeui y mopiBHsHHI 3 11%
nalieHTiB, ki orpuMmyBanu iHTepdhepoH-a (I®H-a). ¥ 17 (4,5%) naiieHTiB, SKi 0OTpUMyBau CYHITiHIO,
y nopiBusgHHI 3 5 (1,7%) nanienTamu, ki orpumyBanu [OH-«, cioctepiranu KpoBotedi 3 cTyneHs abo
Buine. Y 26% mallieHTiB 3 TUX, XTO OTPUMYBaB CyHIiTiHI0 s nmikyBaHHSA pedpakTepHOi 10 IUTOKIHY
HKK, cnoctepiranu kpoBotedi. [Ipo KpoBoTedi, 3a BUHATKOM €MiCTaKCuCy, nosigoMnanu y 21,7%
NallieHTiB, SIKi OTPUMYyBaJU CYHITiHIO, y mocnimxeHHi pa3u 3 HIIII3 y nopiBHgHHI 3 9,85% martieHTis,
SIKi OTpuMyBanu 1mianebo (ouB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

V kniHiYHUX JOCHimKeHHIX mpuOnmu3Ho y 2% mnauienTi 3 I'ICII criocTepiranu KpOBOBUIIUBHY 3
MyXJIUHU.

Posaadu imyHHoi cucmemu. [ToBigOMIISINIK IIPO peakliil TinepyyTaAuBOCTi, y TOMY YHCIi
aHTiOHeBPOTUYHMHM HaOPSK (IuB. po3ain «Oco6IMBOCTI 3aCTOCYBAHHS»).

3 6oky eHOokpuHHOI cucmemu. [ToBigoMsAIK PO MOOIYHY Peakiliio y BUTTIAI TimoTUpeosy y 7
nauieHTiB (4%), SKi OTpUMYyBaNu CyHiTiHIO, y 2 mocnimxeHHAx pedpakTepHol fo uutokiny HKK; y 61
natienTa (16%), ki oTpuMyBanu cyHiTiHi6, Ta 3 maiieHTiB (<1%) B rpymi I®H-a y gocmigxkenHi
pasimnie He nikoBanoi HKK.

Kpim Toro, mifBullleHHS MOKa3HUKIB THpeoTporHoro ropMmony (TTT) 6ynu 3apeecTpoBaHi y 4
nalieHTiB 3 pedpakrepHoio no 1uTokiHy HKK (2%). Y minomy, 7% nauientis 3 HKK manu a6o



KJTiHiuHi, a0 1abopaTopHi faHi IPo TimoTUPEO03, 1[0 PO3BUHYBCS Iif Yac NiKyBaHHS. HaOyTui
rinotupeos crnocrepirascs y 6,2% marttientis 3 I'ICII, 1m0 oTpuMyBanu CyHiTiHi0, y mopiBHsAHHI 3 1% B
rpymi miane6o. Y gocnmigxenni ¢asu 3 HIIII3 rinotupeo3 6yB 3apeecTpoBanuil y 6 marrieHTiB (7,2%),
SKi oTpuMyBaju CyHiTiHi0, i y 1 namienTa (1,2%), skuii oTpuMyBaB 1aiebo.

Y [BOX [OCTIgXXKEHHSX cepef NalliEHTOK 3 PpaKOM MOJIOYHOI 3271031 IIPOBOJUIIN TPOCIIEKTUBHUM
MOHITOPHUHT (PYHKIIil IUTOBUAHOI 3a/103u; CyTEeHT He CXBaJleHUU OJIs TIKyBaHHS PaKy MOJIOYHOI
3ano3u. Y 1 mocmimkeHHi rimotupeo3 6yo 3apeectpoBano y 15 martienTox (13,6%), siKi oTpuMyBanu
CyHITiHiO0, Ta y 3 (2,9%) nalieHTOK, SIKi OTpUMyBaJii CTaHOAPTHE NiKyBaHHS. 306inbieHHs piBHiB TTT
B KpoBi 0ys10 3apeecTtpoBano y 1 (0,9%) nauieHTKH, 110 OTpUMYBasla CyHiTiHiO, Ta He crocTepiranocs
y HalieHTOK, 10 OTPUMYBAJIA CTaHOapTHe JIiKyBaHHs. He mOBIiIOMIISAIOCS IPO TinepTUupeos y
TAIiEHTOK, 1110 OTPUMYBanu CyHiTiHi0, iy 1 (1,0%) maiieHTKy, 1110 OTpUMYyBaJia CTaHJApPTHE
JIiKyBaHHS. B iHIIOMY JOCTigKeHHi rinotupeos cunoctepiraBcs y 31 (13%) nauieHTKy, gKi
OTpUMYyBau CcyHiTiHi0, Ta y 2 (0,8%) maiiieHToK, 1m0 oTpuMyBanu Kanenutabid. 36inemenus TTT B
KpOoBi Oy70 3apeecTpoBaHo ¥ 12 (5%) maIjieHTOK, SKi OTpUMYyBau CyHIiTiHIO, Ta He crocTepiraaocs y
NALEHTOK, 1110 OTPUMYBAJIU KanenuTabil.

limepTtupeos cnoctepirascs y 4 (1,7%) mallieHTOK, 110 OTPUMYBAJIU CYHITiHIO, i He crmocTepirascs y
TAIEHTOK, 110 OTPUMYBasK KaneruTtabin. 3uuxkeHHs piBHsA TTT B KpoBi cioctepiranocs y 3 (1,3%)
NAlliEHTOK, 1110 OTPUMYBAJIK CYHIiTiHiO, i He cocTepiranocs y malieHToK rpynu KamnenuTrabiny.
[TipBuimenu piBeHb T4 crocTtepirascs y 2 (0,8%) maiieHToK, 1110 oTpUMyBasu cyHiTiHi6, Ta y 1 (0,4%)
NallieHTKU rpynu KaneuuTtabiny. [TigBuienuii pisens T3 crnocTepirascs y 1 (0,8%) malieHTKH, 110
OTpUMYyBaJa CyHITiHi0, i He cIiocTepiraBcs y NallieHTOK Tpynu Kamenutabiny. Yci peakiril 3 60Ky
IIUTOBUIHOI 3a7103u Oy7u 1 - 2 CTymeHs TSKKOCTI (OuB. po3min «Oco0MMBOCTi 3aCTOCYBAaHHS»).

Posznadu memaboaizmy ma mpasaeHHs. Y narienTis i3 HIIII3 crmocTepiranacs Bullla 4acToTa
BUHUKHEHHS TilorTiKeMil nopiBHAHO 3 narieHTamu 3 MeTactatuuroo HKK ta I'ICII . [Ipote
OinmbIIicTh i3 mUX MOOIYHUX peaklliif, IKi crocTepiramucs mif Yac KIiHIYHUX DOCTTiAKeHb, BBazKaIUCI
He II0B’sI3aHUMHU 3 [OCIIiAKYBaHUM JIiKyBaHHSIM.

Po3nadu Hepeosoi cucmemu. Y KITiHIYHUX DOCTiIXKEHHSIX CYHITiHIOY Ta B mepiox
micspeecTpaliifHoro 3acTocyBaHHs 0yJi0 oTprMaHOo HebaraTo nosimomnens (<1%), oeski 3
JeTaJbHUM HaCJigKOM, IIPO Cy0'€KTiB 3 CyIOMHMMH HallafaMy Ta PafgioyIoTiYHUMU OaHUMHU IIPO
CHHIPOM 3BOPOTHOI 3agHbOI JielikoeHIedanonatii. CymoMHi Hamagy CIOCTEPIraaucs y MallieHTiB 3a
HAsIBHOCTi ab0 BiICYyTHOCTi pafionoriYHUX JaHUX PO METACTA3Hu I'0JIOBHOTO MO3KY (H¥B. POl
«Oc06IUBOCTi 3aCTOCYBaHHS»).

ITopyweHHA pyHKUil cepys. Y KITiHIYHUX OOCHIIKEHHIX MTOBIJOMIISIOCS PO 3MeHIIeHHS GpaKiiii
BUKUAY niBoro mmyHouyka (OBJII) Ha =20% i HUXK4Ye HUXKHBOI MeXi HopMu TPubIU3HO ¥ 2%
nanienTis 3 I'ICII, o oTpuMyBanu CyHiTiHiO, y 4% mallieHTiB 3 pedpakrepHoio go uutokiny HKK ta y
2% marienTiB 3 I'ICII, mo oTpumysanu mnaiebo. Li Bigxunenus ®BJIIII He € mporpecyl0YrMH i 4acTO
TOJIIMIITYIOTHCS Tif] Yac MPOMOBXKEHHS JiKyBaHHSA. B mocrigkenHi panime He mikoBanol HKK y 27%
NallieHTiB, 1[0 OTPUMYBaJIU CyHiTiHIO, Ta y 15% nauienTis, mo orpuMyBanu [OH-«, cioctepiranu
3MeHuIeHHS piBHA OBJIII HUXKYe HUKHBOI MeXi HOpMU. Y [BOX HarieHTiB (<1%), gki oTpuMyBanu
CyHiTiHi6, 6yno miarHocToBano 3CH.

Y nanienTis 3 I'ICII noBigoMIsiiocs Ipo CceplieBy HELOCTATHICTh, 3aCTiliHY CeplLieBy HEJOCTaTHICTh
ab0 HeJoCTaTHICTH JIiBOrO IUTyHOYKA: ¥ 1,2% - 3 Tpynu 3aCTOCYBaHHSA CyHIiTiHIOY, v 1% - 3 rpynu
nnaie6o. B ocHoBHOMY pmocnimxkeHnHi pa3u 3 T'ICII (N = 312) nopyienHs GyHKIII ceplis 3 TeTalbHUM
HACJIiIKOM, [I0B’s13aHi 3 IIpenapaToM, crnocTepiranu y 1% mami€eHTiB B KOXKHIU TPyl JOCTIgXeHHS (a
caMme, B IpyIax CyHiTiHiIOy Ta miare6o). Y gocnigxeHHi ¢pa3u 2 cepef Nali€HTiB 3 pe)paKTEPHUM [0
muTokiny HKK y 0,9% xBopux criocrepiranu ieTanbHul iHQapKT MioKapAa, 0B’ I3aHUY 3



IIpernapaToM, a y OOCIimxKeHHi ¢a3u 3 y xBopux 3 paHinie He nikoBaHow HKK 0,6% 3 rpynu I®H-«a Ta
0% 3 rpymu cyHiTiHiOy Masnu mopyineHHs GYHKIIII ceplis 3 TeTaJbHUM HaCTigKOM. Y JOCTimKeHHi
das3u 3 HIITI3 1 (1%) mallieHT, sKuit omepKyBaB CYHiTiHIO, MaB eTalbHY CepleBy HeIOCTATHICTS,
II0B’sI3aHYy 3 IIpernapaToM.

CyOuHHI nopyweHHA

linepreHsisa

Y KniHIYHUX DOCTIOXEHHSIX [yKe YacTOo IMOBiIOMIISIIIOCS PO TinmepTeHsito. [103y CyHIiTiHIOY
3HUKYBanu abo 10ro 3aCTOCYBaHHS TUMYACOBO IPUIMHSIIN TPUOIN3HO ¥ 2,7% TaIli€HTIB, V IKUX
CIlocTepirany rimepTeHsito. Y KOQHOTO 3 IUX Malli€HTiB 3aCTOCYBaHHS CYHIiTiHIOY He OyJI0 IPUIUHEHO
octaToyHo. Cepio3Ha rineprensis (>200 MM pT. CT. cucTomiynu a6o 110 MM pT. CT. miacTomiyHMHI
TUCK) criocTepiranacs y 4,7% MalieHTiB i3 COMIHUMU NyXJIKHaMU. ['inepTeHsisa cnocTepiranacs
npu6nu3Ho y 33,9% maliieHTis, AKi OTpUMYBaIM CYHIiTiHIO [g nikyBaHHS paHimie He nikoBaHoi HKK,
B [TOPiBHAHHI 3 3,6% nauieHTis, aKi orpumyBanu I®@H-a. Cepiio3ny rinepreHsito cnoctepiranu y 12%
Iali€HTIB, AKi paHille He OTPUMYBaJIHU JIiKyBaHHs, 1 y <1% nanienTis, gki orpuMyBanu [OH-a.
lineprenaiio 6yno 3apeecTpoBaHo y 26,5% MallieHTiB, sIKi OTpUMYyBaiu CYyHITiHiIO, y mocmimxkeHHi pa3u
3 HIIII3, y nopiBHsAHHI 3 4,9% nalieHTiB, sSKi oTpuMyBanu miaie6o. [Tpo cepiio3Hy rinepTeHsio
nosigomisanocs y 10% nanientis 3 HIII3, ski oTpuMyBanu CyHiTiHIO, Ta y 3% NalLi€eHTIiB 3 rpynu
m1aneoo.

BeHo3Ha TpomMboeMboIis

Y kninivaux gocnipxkenHsax [ICIT Ta HKK moBimoMisnocs mpo peakiiil y BUT/ISAI BEHO3HOI
TpoMO0eMOoTil, TOB’s13aHi 3 penapaToM, pubnu3Ho y 1,0% nalieHTiB i3 COMIHUMY NyXJIMHAMU, SKi
OTPUMYBaJIM CYHiTiHi0.

Y nocnigxen#i ¢a3u 3 I'ICIT Bumagku BeHO3HOI TpoMOGoeMOoil criocTepiranucs y 7 namienTis (3%),
SIKi OTpUMYyBaJM CYyHiTiHIO, Ta Y JKOIHOTO MallieHTa 3 rpynu muauebo; 5 i3 7 Manu TpoM603 rmuboKux
BeH (TT'B) 3 cryneHnst Ta 2 - 1 abo 2 ctynens. Yotupu 3 1ux 7 nauienTiB 3 I'ICII npunuHumm
JIIKyBaHHA MiCJIs neporo sunagky TI'B.

TpunanusaTe nauieHTiB (3%), AKi oTpuMyBanu CyHiTiHI0 y mocnigxkeHHi ¢pa3u 3 paHilie He TiKOBaHOTO
HKK, ta 4 nmamientu (2%) 3 2 pocnigxeHb pedpakTepHol go uuTtokiny HKK, nosigommnsnu mpo
BEeHO3HY TpoMOoeMObortio. [leB'ATh 3 IUX Malli€HTiB Maiu eMO0OoJIifo 1ereHeBoi apTepii; 1 - 2 ctynens i
8 - 4 crynens. Bicim 3 nux nauientis Mmanu TT'B; 1 - 1 crynens, 2 - 2 ctyneHns, 4 - 3 crynesds ta 1 - 4
crynensi. OguH malieHT 3 eMO0ITi€l0 TereHeBol apTepii B ocifKeHHI pedpakTepPHOI 10 IUTOKiIHY
HKK nepepusas Tepariit.

YV nauienTiB 3 panimre He nikoBanuM HKK, ski orpumysanu I®H-a, Oyno 3apeectpoBaHo 6 (2%)
BUIIQMIKiB BeHO3HOI TpoMOoeMbomil; y 1 mauieHTa (<1%) crmocrtepirascst TT'B 3 cTtynens, ay 5
nanieHTiB (1%) - emboris nereneBoi apTepii, 4 CTymeHs.

[ToBimomusinocst mpo BeHo3Hy TpoMOoem6bomio y 1 (1,2%) nauieHTa rpynu CyHiTiHiOY Ta y 5 (6,1%)
TalieHTiB Tpyny nnamebo y mocmimxenHi Ga3u 3 HIIIT3. [IBa 3 mariedTiB rpynu manebo manu TT'B: 1
-2 cryneHs il - 3 cTyneHs.

Y peectpaninnux gocmigxernasx I'ICII, HKK, HIIII3 He moBimOMIsAIOCS OPO BUIIAOKH 3 JIETATbHUM
HacJigkoM. Bunmapku 3 ieTanbHUM HACIIIKOM CIIOCTEpPIranarcs B Mepiof MicIsapeecTpalinHoro
3aCTOCYBaHHS.

Bunagku TpoMboemOoiil tereHeBoi apTepii cioctepiranu npubnusso y 3,1% matienTis 3 I'ICII Ta



npu6bnusHo y 1,2% narienTi 3 HKK, gki orpuMyBanu cyHiTiHIO y gocnigxkeHHaX ¢a3u 3. Y nallieHTiB
3 HIITI3, siki oTpuMyBanu CyHiTiHiO y gocmimxkeHnHi ¢ha3u 3, He OBIKOMIISAIOCS PO eMO0JTito
JleTeHeBol apTepil. Pigki Bullagku 3 neTaabHUM HACIIIKOM CIIOCTepiranu B mepion
MiCIPEECTPaLiHOT0 3aCTOCYBaHHS.

[MauienTu 3 em0O0Ii€I0 TereHeBoi apTepil IPOTIroM momnepenHix 12 MicsuiB Oyau BUKIIOUEHI 3
KJTIHIYHUX [OCTiIXKeHb CYHITiHiOY.

Y xBopux, SIKi OTpUMYyBaJK CYHITiHIO y peecTpamiifHuX HOCTinKeHHAX Ga3u 3, IOpyIIeHHS 3 00Ky
JIeTeHb (a caMe: 3aAullKa, IJIeBpabHUM BUIIIT, eMOO0JIis TereHeBoi apTepil abo HaOpsK JiereHs) Oynu
3apeecTtpoBaHi npubnu3Ho y 17,8% martienTis 3 ['ICII, npubnusuo y 26,7% nauienTtis 3 HKK iy 12%
narienTis 3 HIIIT3.

[Tpubnusuo y 22,2% mnatiieHTis i3 conigaumu nyxnuHami, Bkmodatouu ICIT i HKK, axi otpuMyBanu
CYHITiHI0 y KIiHIYHUX OOCTiAXKeHHSAX, CIIOCTEPIiraay NopyleHHs 3 00Ky JIeT€Hb.

ITopyweHHs 3 6OKY WaYHKOBO-KUWK0B020 mpakmy. [laHKpeaTuT crocrepirascs HeyacTo (<1%)y
NallieHTiB, sIKi oTpuMyBanu cyHiTiHiO g nikyBaHHS [ICIT a6o HKK. V mocnigxenHi ¢a3u 3 HIIII3 He
TIOBiTOMJISIIIOCS IIPO MTAaHKPEAaTHUT, MOB'I3aHuM 3 ImpermapaTtoM (auB. po3min «OcobaIuBoCTi
3aCTOCYBaHHS»).

[ToBimOMIIANIOCS PO IIYHKOBO-KUIIIKOBI KPOBOTEYi 3 JleTalbHUM HacigkoM y 0,98% namieHTis, gKi
oTpuMyBanu nmnauebo, y gocmuinxenHi ¢pasu 3 T'ICII.

Po3znadu 3 60Ky neuviHKu ma xcosuo8usioHux wsxie. [1oBigoMIsiiy Mpo BUMAAKU IOPYIIEHHS
GYyHKIII meviHKH, SIKi MOXKYTb BKJII0YATH BiIXUJIeHHS ITOKA3HUKIB PYHKITIOHATBHUX P00 IEYiHKH,
remnaTtuT abo MeviHKoBYy HEJOCTATHICTh (AUB. po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

Po3aadu 3 60Ky wkipu ma nidwkipHoi mkaHuHu. [ToBimOMIISIOCS PO BUIMIAKKA TAHTPEHO3HO1
niomepMii, sKa 3a3Buy4ail Oys1a 000POTHOIO IiCyIA MTPUIMHEHHS JTiKyBaHHS CYHITiHIOOM.

Po3nadu Kicmkogo-m’a30801 cucmemu ma cnoAy4Hux mkaHuH. [ToBigoMIsinyu Ipo BUIAAKK MiomaTil
Ta/abo pabmoMioni3y, mesiKi 3 HUX CyIIPOBOMIZKYBaIMCh TOCTPOIO HUPKOBOIO HEAOCTATHICTIO.
[TamieHTaM i3 cuMITOMaMu M’130BO1 TOKCHYHOCTI CJIifi HaflaBaTH [OMOMOTY 3TifHO 3 Hil0YNMU
CTaHOAPTaMU MEOUYHOI MPAKTUKH.

[ToBimoMISANIK TIPO BUIAAKY YTBOPEHHS HOPUIL (icTyn), iHOMI TOB’A3aHUX 3 HEKPO30M Ta PETPECi€r0
MyXJIWHY, 110 Y OKPEMUX BUIIaAKaxX IPU3BOAUIN A0 CMEPTI.

Y manieHTiB, gKi 0OTpUMyBau NiKyBaHHS IpenapaToM CyTeHT, Oynu onucaHi BUIAOKU PO3BUTKY
OCTEOHEKPO3y IIeJieNy, IepeBaxkHo y pa3i HasgBHOCTI ()aKTOPiB PU3UKY PO3BUTKY OCTEOHEKPO3Y
meeny (30KpeMa BIIUB BHYTPilIHbOBeHHUX GicochoHartiB Ta/abo HasIBHICTH B aHaMHe3i
3axBOpPIOBaHb 3y0iB, 1110 MOTPeOyBaIu iHBA3UBHOTO CTOMATOJIOTiYHOT'0 BTPY4YaHHS) (IUB. PO3Min
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

JlabopamopHi docaidxcenHs. JaHi, oTpuMaHi 3 HOKIIHIYHUX OOCHiIXKeHs (in vitro Ta in vivo)
IIpernapary y [03ax, 1[0 IIePeBUIYI0Th PeKOMEHI0BaHY 103y IJIS JIIOAUHY, II0Ka3aJjly, 10 CYHiTiHi0
MO2Ke MPUTHIYyBaTH MPOLEC PeToiapu3allil MoTeHIliany cepiieBol AisiIbHOCTI (HanpuKiIaz,
nmonoBxkeHHd iHTepBany QT).

30inpmenns iHTepBany QTc go Ginbm Hizk 500 Mcek cnoctepiranu y 0,5%, a 3MiHU BiTHOCHO
II0YaTKOBUX 3HaueHs OinbIre Hixk Ha 60 Mcek cnocTepiranu y 1,1% 3 450 nauieHTiB 3 COTifHUMUI
nyxJuHaMy; 00ufBa I1i MapaMeTpy BU3HAHO MMOTEHIIHO 3HaYHUMHU 3MiHaMu. CyHITiHIO B



KOHIIEHTpaAIlisgX, MpubIU3HO BABiIUi BUIUX 3a TepalleBTUYHi, momoBxKyBaB iHTepBan QTcF (iHTepBan
QT, xopuroBanu#i 3a hopmynow Ppexepika).

[TogoBxkenHd iHTepBany QTc BUBYanu y HOCHIAXKEHH] 3a y4yacTio 24 mauieHTiB y Biwi Big 20 mo 87
POKIB 3i 37105IKiCHUMY HOBOYTBOPEHHSAMHU Ha IIi3HiX CTafisgx. Pe3ynbTaTé LbOT0 AOCTIAXKEHHSI
IIPOJIEMOHCTPYBAJIH, IO CYHiTiHi0 BITMBaB Ha iHTepBan QTc (BU3HAYAETHCS SIK CepPemHs 3MiHa,
CcKopuroBaHa 3a miamebo, >10 mcek 3 90% moBipuuMm iHTepBanmoM [[II] BepxHs Mexa >15 Mcek) mpu
TepaneBTUYHIN KOHIIeHTpallil (DeHb 3) 3 BUKOPUCTAHHSAM METOAY IIOTIPaBKY Ha HY/IbOBUI PiBeHb
IPOTSAToM 00U i TpX KOHIIEHTpallii, III0 IepeBUIIyE TepaneBTUYHY (HeHb 9), 3 BUKOPUCTaHHIM 060X
MeTO[IiB IIONIPaBKX Ha HY/JIbOBUY piBeHb. 2KogeH namieHT He MaB iHTepBaity QTc >500 mcek. Xoya
BruB Ha iHTepBan QTCF crnocTepirascs y meHb 3 4epe3 24 roguHM Iiciis OTPUMAHHS 1031 (TOOTO
IIpY TepamneBTUYHiN KOHLIEHTpAaIlil B IIJIa3Mi, O4iKyBaHiH IiC/Isi peKOMEeHJ0BaHOl M04YaTKOBOL 7031 50
MT') 3 BUKOPUCTAHHSIM METO[Y TIONIPaBKK Ha HYJIbOBUY PiBeHb MIPOTATOM N00H, K/TiHiuHEe 3HAUeHHS
IIbOTO BUCHOBKY HE3pO3yMiJie.

3a pe3ynbTaTaMu KOMIIEKCHOI oiiku cepititiux EKI' y nmepiogu, 1m0 BiAoBigaiTh TepaneBTUYHUM
abo BUIIMM 3a TepaleBTHYHI KOHIIEHTpallil Ipemnapary, ¥ JKOQHOTO 3 MAaI[iEHTIB y MOMyIALii, 10
mignsArae oriHii, abo paHmoMizoBaHux natieHTiB (ITT), He cIOCTepIranocs MOgOBXKEHHS iHTEpPBaLy
QTc, sixke 6 BBaXKanoCa «TIKKUM» (TOOTO = 3 CTyneHs 3a 3araJbHUMU TEePMiHONIOTiYHUMU
kputepisamu mns nobivunux seut [CTCAE], Bepcist 3.0).

[Ipu TepamneBTUYHUX KOHIIEHTPAIliAX Y IJIa3Mi MaKCUMallbHa CepeHs Pi3HUIISA BiTHOCHO IIOYaTKOBOTO
3HaueHH4 iHTepBany QTcF (kopurosanoro 3a popmynoo ®pepepika) cranoBuna 9 mcex (90% [I:
15,1 mcek). IIpu KOHIIEHTpAallisgX, TPpUONIU3HO BOBiYi BUIIMX 3a TepPaleBTUYHY, MaKCUMaJlbHa CEPeIHS
Pi3HUIS BITHOCHO MO4YaTKOBOro 3HaueHHA iHTepBany QTcF cranosuna 15,4 mcek (90% [I: 22,4
MceK). Mokcudmokcauus (400 Mr), sKuii BUKOPHCTOBYBAIM SK IO3UTUBHUYN KOHTPOJIIb, IOKa3aB
MaKCUMaJIbHy CepefHI0 Pi3HULII0 BITHOCHO I0YATKOBOr0 3HaueHH 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 «Oco6IUBOCTI 3aCTOCYBaHHS»).

HoBroctpokoBa Ge3neka min yac mikyBanHsg HKK

IoBrocTpokoBy 6e3mneky cyHiTiHiOy y mamienTiB 3 HKK aHamisyBanu B 9 3aBepIieHux KIiHIYHUX
IOCTiMKEHHSX, IPOBEIeHNX Y pexKuMax Teparlii mepiuoi nixii, peppakTepHoro mo 6eBanu3ymady Ta
pedpakTepHOro OO LUTOKIHY JiKyBaHHA y 5739 namieHTis, 3 akux 807 (14%) oTpuMyBanu JIiKyBaHHS
Bim 2 pokiB 0 6 pokiB. Y 807 mailfieHTiB, SKi OTpUMYyBa/Iu TpUBAaJse JIiKyBaHHS CyHiTiHIOOM, OinbIIicTh
no0iYHUX SBUII, OB’ s13aHuX 3 npenapaTtoM (ITATIII), cmoyaTKy po3BUBaINCS B ePIi 6 MicaIis - 1
pik, a moTim 3anuuanucs crabimbHUME ab0 IX YacTOTa 3MEHINyBalacs 3 4acoM, 3a BUHATKOM
TinoTHUpeo3y, SKUU IIOCTYIIOBO IPOrpeCcyBaB 3 4aCOM, a HOBI BUNAAKU BUHUKAJIUA IPOTATOM 6-piYHOTO
nepiony. TpuBase JiKyBaHHS CyHiTiHIOOM He Oyy0 1MoB'si3aHe 3 HOBUMH TuraMu [TATIIIL.

it

Byno npoBemero ¢a3y I mocmimkeHHs IIO[0 IepopaabHOT0 3aCTOCYBaHHS CYHITIHIOY 3 MigBUIIIEHHSIM
no3u 3a y4acTio 35 namieHTiB, 30 3 SKuX - MallieHTH AUTAYOTrO0 BiKy (BiKoM Bim 3 mo 17 pokiB) Ta 5 -
MOJIOfi mopocTi maieHTH (BikoM Bif 18 go 21 poky), 3 peppakTepHUMHU CONIITHUMU IMyXIUHaMU,
OINBIIICTE 3 IKMX MaJIu IePBUHHUM [iarHO3 MyXJIMHYU T'OJIOBHOTO MO3KY. YCi yYaCHUKY [OCTiAKEHHS
Big3Hadanu HeOaxkaHi peakii, OIMBIIICTL peakiii Oyau TAKKUMH (CTYMiHb TOKCUYHOCTI = 3) Ta
BK/TI0UAJIM KapAioTOKCUYHICTh. Hanbinbil yacTuMy MOGIYHUMY peakiisMu OyIu TOKCUYHI IPOSIBA 3
60Ky LITYHKOBO-KHUIIIKOBOTO TAKTY, HEUTPOIIEHis, MifiBUIIleHa BTOM/TIOBaHICTh, MiABUILEHHS PiBHS
AJIT. Pu3uk HeOaxkaHUX peakiliii Ha JlikapCcbKui 3aci6 3 60Ky ceplist BUSIBUBCS BUILIUM Y HiTeH, sKi
IIOIIePeNHbO OTPUMYBAJIU ONIPOMIHEHHS [UISHKY CepL Ta 3aCTOCYBa/Id aHTPALUKIIIHY, [IOPIBHSAHO 3



TUMHU OiTbMHU, IKi He OTPUMYBAJI TaKOr0 JIiKyBaHHA. [J1 TPYyIU NallieHTiB, SKUM IIOIIePEeSHbO He
3aCTOCOBYBa/IM aHTPALMKIIiHY a00 Ki He OTPUMYBaIM ONPOMiHEHHS AiNITHKU cepls, 6yI1o0
BCTaHOBJIEHO MaKCUMaJIbHY IIEPEHOCUMY [03Y.

3gimyeaHHs npo nido3prosaHi nobiuHi peakuii

3BiTyBaHHS NIPO IiK03pIoBaHi MOOiUHi peakilil micis peecTpatlii TikapcbKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4. Lle mae 3Mory 3milicHIOBaTH Oe3NepPEePBHUM MOHITOPUHT CIiBBIZHOUIEHHS KOPUCTH/PU3UK
3aCTOCYBaHHS JiKapcbkoro 3acoby. KamidikoBaHux mpalliBHUKIB y chepi 0XOPOHHU 3MOPOB’S IPOCATH
3BiTyBaTH PO Oyb-gKi Mimo3pioBaHi HebaxKaHi peakiril 3rigHO 3 MiCIIeBUMHU HaIliOHATbHUMU
BAMOTaMU.

An’toBaHTHa Tepanig HKK

Beamneka npemnapaty CyTeHT o1iHioBanack ¥ S-TRAC, paHgoMi30BaHOMY, IIOABINHO CiinmoMy maiebo-
KOHTPOJIbOBaHOMY HOCHiZKEHHi, B IKOMY NallieHTH, AKi nepeHecnu HeppekToMmio npu HKK,
orpumyBanu CytenT 1mo 50 Mr Ha mo0y 3a rpadikom 4/2 (n = 306) a6o nnanedo (n = 304). Cepenus
TPUBAJIICTH JIIKyBaHHA cTaHOBUNa 12,4 Micans (giana3oH: 0,13—14,9) gna npenapaty CyTeHT i

12,4 micsius (miamason: 0,03—13,7) mns nnane6o. Bigmina npenapaty yepe3 mo0iyHy peakiriio
BimbOynace y 28 % marrienTis, mo orpumyBanu CyteHT. [106iuHi peakiiil, 1110 IpU3BOAATH [0 BiIMiHU
npenaparty y > 2 % malieHTiB, BKII0Yal0Th JOJIOHHO-MIIIOIOBHUY CUHAPOM i BTOMYy/acTeHit. [TepepBa
y 3aCTOCYyBaHHi TiKapchKOro 3aco0y crocTepiranack y 54 %, a 3MeHIIeHHS 003U - ¥ 46% Malli€HTis,
gKi orpuMyBainu CyTeHT. Y Tabnuui 7 y3aranbHeHO mo0iuHi peakuil y xoni S-TRAC.

Tabmuns 7. [lo6iuHi peaxiil, mpo siki noBimomnsanu y = 10 % nauienTiB i3 HKK, gki oTpuMyBanu
CyTeHT, i yacTillle, HiX y nallieHTiB, ki npuiimanu nnane6o y S-TRAC*
An’roBanTHa Tepaniss HKK
[CYTEHT (N = 306) ITnane6o (N = 304)
Bci cryneni [CTynins 3-4 Bci cryneni [CTynins 3-4
IMoGiuHa peakmisi % % [% %
Bynb-sika mobiuHa 99 60 88 15
[peaxuis
Po31agu 3 00Ky
MITYHKOBO-KHIIKOBOT O
TPaKTy 61 6 15 0
MyKO3UT/CTOMATUT" 57 4 22 <1
Iiapes 34 2 15 0
Hynota 27 1 7 0
Iucnencis 25 2 9 <1
Binb B KUBOTI 19 2 7 0
BII0BaHHS 12 0 11 0
3akpen
[Cucremni
BToMa/acTeHis o7 8 34 2
JTokamizoBaHuii HaOpsK® |18 <1 <1 0
JIuxOMaHKa 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 IIKipu/ 18 0 1 0

MOKOBTIHHS IIKipH 14 0 6 0

CyxicTb mKipu

|Cepuesi

ApTepianbHa rimeprensis®|39 8 14 1

Habpsik/ nepudepinuui |10 <1 7 0

HaOpSK

HeBposoriuni

3MiHa CMakKOBHUX 38 <1 6 0

Bim4ayTTiB' 19 <1 12 0

[onoBHUY OiNb

EHmoKkpHHHA CHCTEeMa

limotupeos/nigsuinenuu |24 <1 4 0

TTT

KpoBoBunus/KpoBoteu |24 <1 5 <1

a

Bunapky KpoBOTedi, BCi

YACTHHU °

MeTabo1i3M/xapuyBaH

HSA 19 <1 5 0

AHOPEKCisl/ 3HUXKEHHSA

AMeTUTy

Po3nmagu 3 00Ky

KiCTKOBO-M’5sI30BO1

lcucremu 15 <1 7 0

Binb y KiHIIBKax 11 <1 10 0

ApTpanris

* 3aranbHi KpuTepil TepMinonorii ang nobivunux peakiit (CTCAE), Bepcist 3.0.

Cxopouenns: 1P - mo6iuni peaxkirii; N - kinbkicTs marienTi; HKK - HUPKOBO-K/TiTMHHA KapLUKXHOMA.
" BKirouyae 3amasieHHs CIM30B0i 000JT0HKY, aTO3HUN CTOMATUT, BUPA3KK CIIM30BO1 000TOHKH
POTOBOI MIOPOXKHUHY, BUPa3Ky s3UKa, Oi/ib ¥ POTOTIOTLI Ta 0ifb ¥ POTOBiM TOPOXKHUHI.

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

© Bkmiouae j10KanizoBaHu HabpsK, HAOPSIK 001uy4st, HAOPSIK MOBiK, HAOPSIK 30HM HAaBKOJIO OYei,
MPUITYXJTiICTh 00NUYYS Ta O4Yel.

¢ Bxirouae IEepMaTUT, IICOPia30MofiOHUN NepMaTUT, BUCHIIaHHS i3 IyIIeHHSIMY, BUCAIIAHHS Ha
CTaTeBUX OpraHax, BUCUIIAHHS, epUTeMaTO3He BUCUIIaHHS, (DOJIKyIIpHe BUCUIIAHHS,
reHepasi3oBaHe BUCHUIIAHHSA, MaKyIsgpHEe BUCUANAHHS, MaKyJIONanylIsipHe BUCUIIaHHS, [1aTOJIOTiYHE
BUCHUIIAHHS i BUCUIIAHHS i3 CBepOeKeM.

° BKITIOYAE€ TillepTeH3iio, miIBUIEHHS apTepiaaTbHOr0 TUCKY, CUCTOJIIYHOTO apTepialbHOTO TUCKY,
[iacTOIIYHOT 0 apTepiaJbHOI0 TUCKY Ta TiEePTOHIYHUMN KPHU3.

' Bxirouae areB3iio, TimoreB3iio Ta MHUCTEB3ii0.

‘ BKiIo4a€ emiCTakCUC, KPOBOTEUY 3 sICEH, PEKTaIbHYy KPOBOTEUY, BiTXapKyBaHHS KPOB'I0, aHATIbHY
KPOBOTEYY, KPOBOTEUY 3 BEPXHbOI YaCTUHY IIUIYHKOBO-KUIIKOBOTO TPAKTY, reMaTypilo.




[To6iuHi peakiiil cTyneHs 4 y NallieHTiB, 1[0 oTpuMyBaau CyTeHT, BK/II04asIy NOJTOHHO-MiJOIIOBHUN
cuagpoM (1%), Bromy (< 1 %), 6inb y KuBOTi (< 1 %), croMaTtuT (< 1 %) Ta mipekciio (< 1 %).

3MiHM y 1abopaTOpHUX MOKa3HUKAX CTyNeHs 3-4, 110 BUHUKIHN ¥ = 2 % MallieHTiB, SKi 0OTpUMYyBaIn
CyTeHT, BKJIto4anu HerTponeHio (13 %), TpomboiuToneHio (5 %), neiikomneHito (3 %), miMmdoneHio
(3 %), mipBuIeHy anaHiHaMiHoTpaHcdepasy (2 %), migBullleHy acliapaTaMiHOoTpaHCcdepa3sy (2 %),
rimepriikeMito (2 %) Ta rinepkamniemito (2 %).

Tepmin nmpugaTtHOCTi. 3 POKH.

YmMmoBH 30epirannsi. 30epiratv B HeLOCTYITHOMY [AJIS AiTeH Micli Ipu TeMrepaTtypi He Buige 25 °C.

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

Kareropis Bigmycky. 3a perenTtom.

Bupoo6nuk. I1daiizep Itamia C.p.n. / Pfizer Italia S.r.l.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOT0 aJpeca MicCIisi IPOBaAKeHHsI Tis/TbHOCTI.

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



