IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

30/I00T°

(ZOLOFT®)

Cknao:
ditoya pevos8uHa: cepTparil;

opgHa TabreTKa, BKPHUTA IIJTiBKOBOIO 000JIOHKOI0, MiCTUTh CEPTPAJIiHy TigpPOXJIOPUL Y KiJIbKOCTi,
eKkBiBaJsieHTHiN 50 MTI cepTpaniny;

donomidcHi pevosuHu: Kambliito rimpodocdaT ourigpaT, 1eIron03a MiKpOKPUCTalTigHa,
TIAPOKCHUIIPOIIIIIEIONI03a, HaTPilo KPOXMabIIiKOJIST, MarHito creapat, Opadry Ginmii
(rimpokcumporminMeTumenono3a, TuTany miokcun (E 171), momieTuneHriikoss, mojicopbat 80), Opadry
IIPO30PHY (TiIPOKCUIIPOIUIMETHIIIIEITIONI03a, TTOTIeTUIEHT JTIKOJIb).

JIikapcbKa ¢opma. TabneTky, BKPHUTI MJTIBKOBOIO 060I0HKOIO.

OcHOB8HI (hi3uK0-XiMiUHI 81acmueocmi: 6isi, BKPUTI MIiBKOBOIO 000JIOHKOIO TaOIeTKK
KaICyaonomioHoi popMu 3 TUCHEHHSM «Pfizer» 3 omHoro 60Ky Ta «ZLT 50» 3 inmoro. TabneTku
MaioTh QYHKIIIOHAIbHY PUCKY MOOiNY MiX Hanucamu «ZLT» ta «50».

dapMakoTepaneBTHYHa rpyma. AHTUOenpecanTd. CeneKTUBHI iHriGiTOpU 3BOPOTHOTO
3axonyeHHs cepoToHiHy. Kog ATX NO6A BOG6.

Papmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil

CepTparliH € MOTyKHUM Ta cruenudiuHuM iHTi6iTOPpOM HEeMPOHAIBHOI'0 3aXO0IJIEHHS CEPOTOHIHY (5-
HT) in vitro, ske B opraHi3aMi TBaprH IPHU3BOOUTH [0 IOTeHIiI0BaHHS eekTiB 5-HT. CepTpanin mae
nuIIe ayKe cinaOKuii BIJIMB Ha MIPOIIeCH 3BOPOTHOTO HEMPOHAIbHOT0 3aXO0IJIEHHS HOpafipeHasiHy Ta
momaminy. Y KJIiHIYHUX J03aX cepTpaslid 6JI0Kye 3aXOIIeHHS CEPOTOHIHY y TPOMOOIUTaX TIOAUHHU.
[Tpenapat He MPOSIBIISIE CTUMY/TIOBAIbHOI, CeIaTUBHOI, aHTUXOJIiHEPTiYHOI a00 KapAioTOKCUYHOI il B
eKCIIepUMEeHTaX Ha TBapuHaX. Y KOHTPOJIbOBAHUX NOCTIIXKEHHSX 3 y4acCTIO 3[0POBUX JOOPOBOJIBLIIB
cepTpaJliH He MPOSBJIIB CeNaTUBHOI [iil Ta He BIIJIUBAB Ha ICUXOMOTOPHI (YHKIIi1. 3rigHO 3 BIJaCTUBUM



1OMy CeJIeKTUBHUM iHTiOyBaHHSAM 3axomieHHs 5-HT, cepTpariiH He MifBUIlye KaTeX0laMiHEPTidHy
aKTUBHICTh. 3acib He Mae apiHHOCTI 0 MyCKapUHOBUX (XOTiHEPTiYHUX), CEPOTOHIHEPTiYHUX,
nodamMiHepriyHux, agpeHepriuaux, ricraminepriuanx, TAMK a6o 6eH30/1ia3emiHOBUX PEIeNTOPIB.
TpuBase 3aCTOCyBaHHS CepTPaliHy Y TBAPUH aCOLi0Bai0Cs 31 3MEHIIEHHAM KiJTbKOCT1
HOpaJpeHasliHOBUX PEeLieNITOPiB MO3KY, 1[0 CIIOCTEPIraeThCs i MPU 3aCTOCYBaHHI iHIINX e(PEeKTUBHUX Y
KJTiHIYHi} TPaKTUIl aHTUAENPEeCaHTiB Ta aHTHOOCECUBHUX 3ac00iB.

CeprTpalliH He COPUYUHSIE PO3BUTKY MEIUKAMEHTO3HOT0 3JI0BKUBaHHS. Y 11a1ie00-KOHTPOIEOBAaHOMY
IIOMIBIMHOMY CJIIIIOMY paHAO0Mi30BaHOMY AOCIIIIXKEHHI IOPiBHAIBPHOTO IIOTEHI[iay 37I0BXKUBAHHS
cepTpasiHoM, anmnpa3ojiaMoM Ta d-aMdeTaMiHOM 3 y4acTIO JIIOel CepTpasliH He CIIPUYUHSB
MO3UTUBHUX CY0’€eKTUBHUX e(eKTiB, 110 cBimuuiu 6 Ipo MOTEeHIIian J0 3/I0BXKUBaHHI. HaBmakuy,
y4aCHUKY OOCIIXKEeHHs, SKi MpUAMau K ainpa3oiaM, Tak i d-amdpeTamid IOPiBHSAHO 3 MalliEHTaMU,
SIKi 3aCTOCOBYBasH Iyialie00, Maii 3HAYHO BUIIi TOKA3HUKHU CXUJIBHOCTI 0 3710BXKUBaHHSA, eldopii Ta
IIOTEHIINHOI MEeAMKaMeHTO3HOl 3a/iekHOoCTi. CepTpaJiiH He CIPUYNHSAB CTUMYJIIOBAIbHOTO e(QeKTy Ta
Bi4yTTS TPUBOXKHOCTI, II0 acoIifoBanucs 3 mpuiiomMoM d-amdeTaMiny, abo cegaTUBHOI fil Ta
IICUXOMOTOPHUX IOPYIIEHD, 1110 aCOLII0BANIACA 3 IPUUOMOM annpa3onamy. CepTpaslid He IPU3BOOUTh
[0 BUHUKHEHHS [IO3UTUBHOI0 CTUMYJIY Y MaKaK BUOY pe3yC, BUAPECUPYBaHUX CAMOCTIMHO IpUMMaTH
KOKalH, K i He € 3aMiCHUKOM PO3Ii3HaBaJbHOI'0 CTUMYIY K Iofo d-amdeTaMiHy, Tax i
neHTobapbiTany y Makak-pesyc.

Kniniuna eQekTUBHICTL Ta 6€3MeYHICTh

Beaukuti 0enpecugHull po3aad

[TpoBomMIM [OCHIXKEHHS 3 y4acTio aM0yJIaTOPHUX TIAIliEHTIB 3 Ielpeci€lo, y SKUX Bil3Hayasnacs
BiITIOBigb Ha Teparilo 40 3aBepIIeHHs T04aTKOBOI 8-TUKHEBOI BiIKPUTOI a3y Teparil cepTpaliHoM y
mo3i 50-200 mr/mo6y. 1i marientu (n=295) Oynu paHgomizoBaHi y rpymu abo a7 TPOOOBKEHHS
npuiiomMy ceptpaniny y go3i 50-200 mr/mo0y, abo s npuiioMy miaiedo mpoTsarom 44 TUXKHIB
BIZIIIOBIIHO [0 MOABIMHOIO CJIIIIOr0 AOCHIAXKEHHSA. YacToTa pelUanuBiB y IPyIli Malli€eHTiB, AKi
IpuiManu ceprpasiH, 6yna CTaTUCTUYHO 3HAUYIIO HUKYOIO MTOPIBHSAHO 3 MallieHTaMH, SKi mpuiManu
nnane6o. CepenHs [03a B y4aCHHUKIB, IKi 3aBepPILININ Y4acTh Y OOCigKeHHi, ctaHoBuia 70 Mr/mo0y.
BifgcoTok mallieHTiB, SIKi BiATIOBiNIK Ha Teparriio (1110 BU3Ha4Yalucs gK IallieHTH, B IKUX He
CIIOCTepiraBcsl pelUAnB) y rpynax npuiioMy cepTpatiny i mnane6o cranoBus 83,4 % i 60,8 %
BigIIoBigHO.

ITocmmpasmamuyHuti cmpecosutl po3aad (ITTCP)

O6’emHaHi maHi 3aranbHOI KinbKocCTi mattieHTiB 3 [ITCP, siki Opanu y4acTb y 3 HOCTiOXKEHHSX,
CBimYaTh PO HUXKYUY BiICOTOK BifIIOBil Ha Teparmit cepeq Y0JI0BiKiB IOPIBHAHO 3 XKiHKaMHU. Y OBOX
KJIIHIYHUX OOCHIAXKEHHSX i3 3arajbHO0 MONYJIALIE0 3 TO3UTUBHUMU Pe3yJbTaTaMy BilCOTOK
MAIli€HTIB, SIKi BiANIOBINIA Ha Tepariio, cepen XKiHOK 1 YOJIOBIKiB y Irpynax MalieHTiB, IKi IpuiMaiu
ceprpartiH, O0yB nomiOHKWM MOPiBHAHO 3 myanebo (Kinku: 57,2 % nopiBHSIHO 3 34,5 %; 4OJIOBIKHU:

53,9 % mopiBHSIHO 3 38,2 %). KinbKicTh 40IIOBIKiB i XKiHOK cepe[ MallieHTiB 3arajibHOl 00’ €IHaHOI
KiJTbKOCTi mocmimkeHb cTaHoBuIa 184 i 430 BifMmoBigHO, P IIbOMY PE3YNIbTATH Y XKIHOK OyIH GisbI
TIOCTiHUMH, a V YOJIOBiKiB Ha ITOYAaTKOBOMY PiBHi criocTepiranucs iHimi 3MiHHI mapaMeTpu (Oinbie
37I0BKMBAHHS PEYOBMHAMH, Oiflbllla TPHUBAIICTh 3aXBOPIOBAHHS, IPUYHHA TPABMH TOII0), 110
KOpeJII0BaIi 3 MeHII00 e()eKTUBHICTIO IIpernapary.

Enekmpodisionozia cepus

Y rpyHTOBHOMY HocCigxKeHHi inTepBany QTc B piBHOBaXXHOMY CTaHi 3a YMOBU HaATepaneBTUYHUX
eKCITO3UIIill ¥ 300poBUX NOOPOBOBIIB (Ki oTpuMyBanu mo3y 400 mr/moby, 1110 BABiUi mepeBullyBaia



MaKCUMaJbHy PeKOMEHI0BaHY m000BY [03y) BEPXHS Mexka 2-cTopoHHBOT0 90 % [II mmst BimmoBigHOI
3a yacoM cepenuboi pisHuti QTcF Mix ceprpasniHom i miaie6o, 0OTPEMaHOI METONOM HalMEHIIIUX
KBafpartiB (11,666 Mc), mepeBullyBasia IOIepPeaHLO BCTaHOBIEHE IPpaHNYHe 3HaYeHHA 10 Mc y
YacoBiil TOYIll yepe3 4 TOAMHYU IIiCNIA 3aCTOCYBaHHA IIpenapary. AHasli3 3aJIeKHOCTI BiAIOBIfI Bif
eKCIT03UIlil BKa3yBaB Ha ClTabKuii MO3UTHBHUM 3B’'5130K MikK QTCF Ta KOHIIeHTpalli€lo cepTpa’iHy B
nna3mi [0,036 mc/(ar/mn); p < 0,0001]. 3 ornamy Ha Mofmens 3a1eKHOCTI BiATIOBiAi Bifl €KCIIO3UILi],
rpaHUYHe 3HaYEHHS KITIHIYHO 3HAYyII0oro momoBxkeHHs inTepBany QTcF (to6To Ginbine 10 Mc mms
crporuo3oBaHoro 90 % [II) 36inmbImyBanocs moHaMeHIIe B 2,6 pa3y, Hixk mpu cepenHii Cmax (86
HT/MJI) TIiCJIsT 3aCTOCYBaHHS HaWBUIIOI peKOMEeHI0BaHOi 03U cepTpasiny (200 mr/moby) (muB. po3minu
«Oco6IMBOCTi 3aCTOCYyBaHHS», «B3aeMopis 3 iHIMMU TiKapCchbKUMU 3aco0aMy Ta iHIII BUIU
B3aemogil», «[1obiuHi peakuii» i «[Iepemo3yBaHH»).

ObcecusHo-KomnyabcusHull po3aad (OKP) y nauieHmis Oums4o20 8iKy

Beameka Ta epekTuBHiCTh cepTpaminy (50-200 mr/moby) BUBUaIUCs IPH TiKyBaHHI miTei (6-12 pokis)
i mipmiTkiB (13-17 pokiB), gKi He Manu gernpecil Ta mepebyBany Ha aMO0yIaTOPHOMY JIiKyBaHHI 3
IpuBOAYy 00cecUBHO-KOMMYIbCHBHOTO po3nany (OKP). Uepes 1 THXKOeHL IOUYaTKOBOTO IIepioay
Pa30BOro CIINOro mpuiiomMy maiebo NalieHTiB paHooMi3yBalu y TPYIIY IPUHOMY CEPTPaliny abo
n1ane6o TpoTAroM 12 THUXKHIB 3 THYYKUM N03yBaHHSAM mpenapaty. [itu (Bikom 6-12 pokiB)
PO3MOYMHAIN 3aCTOCYBaHHS Nperapary 3 Ko3u 25 Mr. Y mallieHTiB, sKi Oyau paHmoMi3oBaHi y rpymy
IPUNOMY CepTpaliHy, CIIoCTepiranocs 3HayHo GifbIlle IOKpaIllaHHs, HiXK Y MalieHTiB, SKi
OTpUMYyBasH Iianedo, BiATOBIAHO [0 OLiHKY 3a [IuTI49010 06CECHBHO-KOMITYILCUBHOIO IIKAJIOI0
Hens-Bbpaysa CY-BOCS (p=0,005), ['n06ansH00 06CeCHBHO-KOMITYILCHBHOIO KO0
HarioransHOro iHCTUTYTY IcuxigHoro 3m0poB’s (NIMH) (p=0,019) Ta mKkanom «3araibHa KiIiHiYHa
oLiHKa - mokpameHHsa» (p=0,002). Kpim Toro, y nauieHTiB y rpymni IpuiioMy CepTpaiiHy IOPiBHSHO 3
TpyIIoio IpuiioMy mnanebo crocTepiranacs TeHOeHINs g0 OilbIIoro moKpalleHHs 3a IIKaioo
«3aranbHa KIiHiYHa OIiHKa - TSIXKKiCTh 3axBopioBaHHA» (p=0,089). Cepenus KinbKicThb 0ariB 3a
mkasnoio CY-BOCS Ha mo4yaTKOBOMY piBHIi Ta cepefHs 3MiHa KiJIbKOCTi 0aJsiiB MOPiBHAHO 3 TOYAaTKOBUM
piBHEM y I'pyIi NalieHTiB, SKi oTpuMyBanu muanebo, cranosunu 22,25 + 6,151-3,4 + 0,82
BiIMOBIIHO, y TOM Yac AK y rPYyIi NalieHTiB, SKi OTPUMYyBad CepTpaiH, CepenHs KilbKicTh 6asiB Ha
IIOYaTKOBOMY PiBHi Ta cepefHs 3MiHa KiTbKOCTi 6asiiB MOPiBHSHO 3 TOYATKOBUM PiBHEM CTAaHOBHUIIU
23,36 £4,561-6,8 £ 0,87 BigmoBimHo. Y post-hoc aHammi3i BifCcOTOK mallieHTiB, SIKi BiITIOBiIK Ha
Tepallilo Ta BU3HAYAJIUCS SIK MAIliEeHTH 3i 3HUXKEHHIM Ha 25 % (uu GinbIne) KinbKocTi 6asmiB 3a
mkasnoio CY-BOCS (mepBunHUM nmapaMeTp e(eKTHUBHOCTI) Bifl TOKa3HUKIB TOYAaTKOBOT'O PiBHS [0
KiHIIeBOI TOYKM, CTaHOBUB 53 % y I'pymi npuitoMy ceprpaiiny nopiBusHo 3 37 % y rpymi miame6o
(p=0,03).

IaHi 1I10[10 HOBTOCTPOKOBUX KITiHIYHUX OOCTiIXKeHb e(eKTHBHOCTI 3aCTOCYBaHHS Mpemapary
nefiaTpUYHUM TallleHTaM BifCYTHI.

Himu
[laHi Ipo 3aCTOCYBaHHS CEPTPAIiHy OiTAM BIKOM [0 6 POKiB BifACYTHI.
[ToctmMapkeTuHroBe gocuimxkenHs 6e3mneku SPRITES

Byno npoBeneHo o0cepBalliliie MOCTMapKEeTUHTOBE AOCTiAKEHHS 3a y4acTio 941 maliieHTa BiKOM Biff
6 mo 16 pokiB, B IKOMYy OIliHIOBa/JlaCh OBrOTpPUBAasa Oe3leKa Tepallil cepTpaliHoM (i3 IcuxoTeparieo
i 6e3 Hel) B IOPIBHSHHI i3 ICUX0TEPAIi€0 CTOCOBHO KOTHITUBHOT0, eMOLIXHOT0, (Pi3UYHOT0 Ta
ny6epTaTHOTO [03piBaHHS, TPUBAMICTIO [0 3 pokiB. Ile mocmimkeHHS MPOBEOEHO B YMOBAX KITiHiYHOI
IIPAKTHKYU Yy OiTel Ta MiAJiTKiB 3 MepBUHHUMH AiarHO3aMU 06CECUBHO-KOMITYIbCUBHOTO PO3JIAMy,
mernpecii abo iHIMX TPUBOXKHUX PO3JIafiB Ta OLIHKKM KOTHITHBHOCTI (OIIiHIOETHCS 3a TecToM Trails B



Ta iHmekcoM BRIEF), moBeniHKoBOI/eMOIIiHOI perynsilil (OIliHI0EThCS 3@ MOBENiHKOBUM iHIEKCOM
perynsaunii BRIEF) ta ¢isuunoro/mybepTaTHOr0 003piBaHHS (OLiHIOETHCS 3@ CTAHAAPTU30BAHUM
iHmekcoM 3pict/Bara/inmekc macu Tina (IMT) Ta crapieto TanHepa). CepTpalliH 3aTBePOKEHUN IO
3aCTOCYBaHHS B IefiaTPUYHINM IPaKTHUIIl TUIIe AJIS MalieHTiB BiKoM Bif 6 pokis 3 OKP (guB. po3gin
«IToka3aHHs»). CTaHAapTU3alisd KOKHOI0 IIEPBUHHOTO ITIOKa3HUKa pPe3y/IbTaTy Ha OCHOBI CTaTEBO-
BIKOBUX HOpPM II0Ka3aJsla, 110 3arajbHi pe3y/lbTaTy BiANOBiZaIu HOPMaJIbHOMY PO3BUTKY. He
CIIOCTEePIranocs CTaTUCTUYHO 3HAUYIIUX BIAMIHHOCTE! Bifl MOYAaTKOBUX MOKA3HUKIB, 3a BUHATKOM
IIOKa3HMWKa MacCH Tijla. B MOpiBHAIBHUX aHali3aX CIOCTepirajucs CTaTUCTUYHO 3HAYYIi Pe3yabTaTh
IIIOZI0 MacH TiNla, OOHAK BeIMYMHA iXHbO1 3MiHU Oya He3HAYHOIO.

dapmakoKiHemuka.
Abcopbuis

[Tpotsirom 14-geHHOTO NIPUUOMY cepTpaliny i3 go3yBaHHsaM 50-200 Mr (mepopanbho, 1 pa3 Ha go0y)
y NIofieH, MK KOHIIeHTPallil CepTpatiHy y Iiaa3Mi KpoBi mocsaraeTscs yepes 4,5-8,4 rogunu micns
IIIOIEHHOT 0 ITPUMOMY ITperapary. [xKa CyTTeEBO He 3MiHIO€ Oi00OCTYIHICTh cepTpainy y TableTKax.

Po3nodin
[Tpubnu3Ho 98 % IMUPKYIII0I0Y0ro CepTPainy 3B’I3y€E€ThCs 3 OiTKaMu MIa3Mu KPOBi.
Biompa+cgpopmauis

CeprpariH 3a3Ha€ iIHTEHCHBHOI'O PECUCTEMHOT0 MeTab0/mi3My («e@eKT IepIIoro MPOXOXKEHHSI») Y
MeYiHIIi.

Basyioounch Ha JaHUX KIiHIYHUX JOCIIMIKeHb Ta JOCIifIKeHb in vitro, MoXHa 3p00UTH BHCHOBOK, 110
cepTpaiid MeTabomni3yeTscsl OaraThMa IUIIXaMy, y TOMy 4HCIi 3 ydacTio hepmenTiB CYP3A4,
CYP2C19 ta CYP2B6 (muB. po3min «B3aemopmist 3 iHITUMU JTiKapChbKUMHU 3ac00aMU Ta iHIII BUOU
B3aeMofiifi»). CepTpasliH Ta #0ro 0OCHOBHUYN MeTa0OoJIiT Ie3MeTUICEPTPaliH TakoX € cybcTpaTamMu P-
TJIIKONIPOTEIHY B YMOBax in vitro.

Eniminauis

CepeqHiii mepion HaMmiBBUBEOEHHS CEPTPAJIiHy CTAaHOBUTEL IPUOIU3HO 26 ronuH (y miama3o0Hi Bim 22 mo
36 roguH). BionoBifHO 00 TEPMiHAILHOIO I1E€PiONY HalliBBUBEIEHHS CIIOCTEPITAETHCI KYMYJIALlis
npernapary (3i 30i/bIIeHHSIM H0T0 PiBHS NTPUOIM3HO BABiIYi) 40 JOCATHEHHS PiBHOBAXKHUX
KOHIIEHTPaIlil, SKi JocsATaoThcs uepe3 1 TUK[EHb IiC/IsA 3aCTOCYyBaHHS npenapaTty 1 pa3 Ha fmo0y.
[lepion HaniBBuBeneHHs N-ge3meTuncepTpainy cTaHOBUTH 62-104 rogunu. Ceprpaiind ta N-
Ie3MeTUICEPTPaIiH iHTEHCUBHO MeTab0Ti3yI0ThCS B OPraHi3Mi JIIOAKWHY, iX KiHLIeBi MeTabomiTu
BHUBOISATHLCS 3 KAJIOM Ta Cedyelo B OMHAKOBUX KiMbKOCTAX. TiIbKU OyKe He3HayHa YacTuHa (< 0,2 %)
cepTpaiiHy BUBOAUTHCA 3 CEYEI0 Y HE3MiHEHOMY BUTJIAML.

JIiHilHICMb/HeATHIUHICMb

dapMaKOKiHeTHKa cepTpasiHy y giana3oHi 7o3 Big 50 mo 200 Mr € 10303a/1eXKHOI0.
dapMakoKiHemuKa 8 oKpeMux 2pynax nayieHmis

Himu 3 OKP

dapMaKOKiHETHKa cepTpajliHy BUBYasnacs y 29 miten Bikom 6-12 pokiB Ta y 32 mifIiTKiB BikoM



13-17 poxkiB. Y nux nauieHTiB MOCTYIOBO 30iIbITyBaIn f03Y IUISIXOM 11 TUTPYBaHHSA [0 K0O0BOI J03H
200 mr mpoTtsiroM 32 gHIB, MOYMHAWYHU 3 1031 ab0 25 Mr, a6o 50 MT 3 TOCTYIOBUM 30iTbIIEHHSIM.
[Tpu 3acToCcyBaHHI ITpemnaparty y go3ax 25 mMr ta 50 Mr mepeHOCUMICTh Oya OIHAKOBOIO. Y
PiBHOBaXXHOMY CTaHi IIPHU 3aCTOCYBaHHI npemnapary y fo3i 200 Mr KOHIIeHTpallil cepTpasiHy y I1a3Mi
KPOBi y rpyti miTeii BikoM 6-12 pokiB 6ynu npubau3uo Ha 35 % BUIlli MOPiBHSAHO 3 TAKUMHU Y TPYIIi
MAllieHTiB BIKOM

13-17 pokiB i Ha 21 % BuIi NOPiBHAHO 3 peepeHTHOI0 IPYIIoI0 fopocnux. He cnoctepiranocs
3HAQYYILIMX BIAMIHHOCTE!N MiX IIOKa3HUKAMU KJIIpEHCY Y XJIOIYUKIB Ta [giBYATOK. TAaKUM YUHOM, IS
3aCTOCYBaHHS IIperapary AiTsM, 0COOIMBO 3 HU3bKOIO MacoI0 Tilla, pPEKOMEHAYEThCS HU3bKa
II0YaTKOBa 034 i ii 30i/bIIIeHHS TPX TUTPYBaHHI 7031 3 KPOKOM y 25 Mr. ITigmiTkaM MoXKHa
3aCTOCOBYBATH TaKi XK [J03H, 10 ¥ TOPOCIINM.

ITionimkKu ma nauieHmu AiMHb020 BIKY

dapmakokiHeTHYHUM TPoGinb cepTpainy y miIIiTKiB Ta B 0Ci0 TITHLOTO BiKy 3HauyIlle He
Bigpi3HAETHCS Bifi TAKOTO y HOPOCIUX BikoM 18-65 poKiB.

ITopyweHHA PYHKUIU neviHKU

Y mauieHTiB 3 YIIKOAKEHHAM [IEeYiHKY Nepiof HalliBBUBEAEHHS CePTPaliHy IIOA0BXKYETHCS 1 MIoIa
nig papmakokineTnuHoI0 KpuBoio (AUC) 36inbiyeTbes BTpUdi (quB. po3minu «Crocib 3acToCyBaHHS
Ta 703u» Ta «OCcOOIMBOCTI 3aCTOCYBaHHS»).

ITopyweHHA PYHKUIU HUPOK

Y nauieHTiB i3 mopymeHHIM QYHKIII HUPOK MTOMipHOTO ab0 TSIKKOT0 CTYIEHS He Bil3Ha4asnocs
3HAUYII0l KyMYJISIlil cepTpatiny.

dapmakxoz2eHoMiKa

B oci6 3 moBinmpruM MeTabomniamom CYP2C19 piBHi cepTpariny y mia3mi Kposi Oyiau npubiu3Ho Ha
50 % BuIIi MOPiBHSAHO 3 ocobamu 3i mBuAKKUM MeTabosmiaMom CYP2C19. KriHiuHe 3HaYEHHS IILOTO
SIBHUIIA He 3’siCOBaHe, TOMY TUTPYBaHHS 03U MOTPiOHe, 3a/Ie3KHO Bifl KJTiHIYHOI BifMOBiAi malieHTa.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.
CepTpasiiH noka3aHUM AJI4 JIIKyBaHHS HACTYIIHUX PO3JIafiB:

e Benuki menpecuBHi emizonu. 3amnobiraHHs peluguBy BeIUKUX eIPECUBHUX €Mi30MiB.
[TaniuHi po3nangu 3 HasgBHiCTIO abo BifmcyTHiCTIO aropadoobii.
O6cecuBHO-KoMIyibcuBHUY po3nafn (OKP) y mopocnux Ta miTeit 6-17 pokis.

e ColliaTbHUY TPUBOXKHUY PO3af.

[ToctTpaBMaTuuHuM crpecosuu posnag (ITTCP).

IIpomunoka3aHHs.

[TigBuIleHa YyTNIUBICTE [0 Ail040l peuyoBUHYU ab0 0 Oyab-sIKOi 3 OMOMiXKHUX PEYOBHH, 3a3HAYEHUX Y



po3amini «Ckmag».

[TpoTunokasaHe OfHOYACHE 3aCTOCYBAHHS CepTpajliHy pa3oM 3 iHribiTopaMu MOHOAMiHOKCHUAa3U
(MAOQO) He3BOPOTHOI fIii y 3B’I3KY 3 pU3UKOM PO3BUTKY CEPOTOHIHOBOTO CHHIPOMY 3 ITPOSIBAMU TaKUX
CHUMIITOMIB K 30yIKeHHs, TPeMOP Ta rimeprepmis. Po3nounHaTH Tepallilo cepTpaliHOM He MOXKHa
IIOHAMMeHIIe MPoTAToM 14 gHIB Mic/sg IPUIUHEHHS KypCy JikKyBaHHS iHTiOiTopoM MAO HE3BOPOTHOI
mil. 3acToCyBaHHS CepTPaiHy CJIif IPUIUHUTH IIOHAMMeEHINe 3a 7 JHIB [0 II0YaTKy Teparil
inriiTtopom MAO HE3BOPOTHOI [ii.

[IpoTunokasaHe ogqHOYACHE 3aCTOCYBaHHS CepTPaiHy Ta ImiMo3upny (ouB. po3pin «B3aemonmis 3
iHITMMYM NTiKapChbKUMM 3aco0aMu Ta iHIIN BUOM B3aEMOIiii»).

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

[IpoTrnoka3aHi

IH2i6imopu moHoamiHokcudasu (MAOI)
MAOI He380pomHoi 0ii (Hanpukaao cene2ini)

[TpoTunokasaHe 3aCTOCyBaHHS cepTpasiny pa3oM 3 MAOI HE3BOPOTHOI [iii, TAKUMHU SIK CEJIEeTiJliH.
Tepamito cepTpasiHOM MOXXHa pPO3M0YMHATU He paHille, HiX 4epe3 14 [HIB MicNsa NPUNUHEHHS KypCy
nikyBaHHS MAQOI He3BOPOTHOI Ail. 3aCTOCYBaHHS CepTPaIiHy CJIif IPUINHUTH II[OHaMEHIIIe 3a

7 mHiB mo mo4aTKy Teparnil MAOI He3BOpPOTHOI fii (AuB. po3ain «[IpoTUIOKa3aHHS»).

CesnexmusHull iHeibimop 38opomHoi 0ii MAO-A (moka06emio)

Y 3B’s13Ky 3 pU3UKOM PO3BUTKY CEPOTOHIHOBOTO CHHIPOMY HE CIIifl 3aCTOCOBYBAaTH CEPTPAJIH y
koMOiHarii 3 cenekTuBHUM MAOI 3BOPOTHOI Aii, TakuM sIK MOKJioOeMin. ITicis Bigminu iHTi6iTOPY
MAO 3BopoTHOI il mepiox mo movyaTKy Teparii cepTpaniHoM Moxke 6yTH KOopoTiiuM 3a 14 mgHiB.
PekxoMeHOyeThCS IPUNIMHUTH 3aCTOCYBaHHS CepPTpaliHy LOHaWMeHIe 3a 7 OHIB J0 I0YaTKy Teparil
MAOI 3BopoTHOI fii (muB. po3Mmin «[IpoTUIIOKAa3aHHS»).

HecenexmueHi itzibimopu MAO 380pomHoi 0ii (n1iHe30i0)

AuTubioTuK niHe30:in € cmabkuM HecemeKTUBHUM MAOI 3BOPOTHOI fii, II0 He CITifg 3aCTOCOBYBATH
mallieHTaM, SKi MPUKMMalTh CEPTPariH (IuB. po3min «IIpoTunokasaHHI»).

Bynu 3apeecTpoBaHi TskKKi 100iuHi peakiiii y maIfieHTiB, sKi HelOmaBHO TPUITMHUIIN 3aCTOCYBaHHS
MAOI (Hanpukiag MeTUIEHOBUYM CHHIN) i po3moyasny MpuioM cepTpatiny, abo SKi mIpUnuHuIN
Tepariio cepTpasiHoM He3aloBro [0 noyaTky 3actocyBaHHsI MAOI. 1li peaktii BKTi09anu Tpemop,
MiOKJIOHi10, TIOCHJIEHEe TOTOBUINIEHHS, HyIOTY, OJII0BaHHS, IIPUILJINBY, 3allaMOPOYEHHS Ta
rimepTepMito 3 IposiBaMH, 110 HaragyBald HEUPOJIENTUYHUN 37I0KICHUM CUHOPOM, CYAOMH 1
JleTaJIbHUU HaCJIioK.

ITimo3uo

Y mocnigkeHHi 3 OMHOKPATHUM ITPUHOMOM HU3bKOI 103U MiMO3uAY (2 MT) CIIOCTepiranocs
36inbIIeHHs piBHIB miMo3uny npubnu3no Ha 35 %. Lle migBuIlleHHS PiBHIB He acolliloBaIocs 3
XKOIHUMHU 3MiHaMu MoKa3HUKIB EKI'. Xoua MexaHi3M IIi€l B3aeMOoil HeBiqoMuH, OOHOYACHEe
3aCTOCYBaHHS CepTpasliHy i MiMO3uAy NPOTUIIOKAa3aHe Y 3B’43KYy 3 BY3bKUM TepalleBTUYHUM IHIEKCOM



miMo3uay (guB. po3min «IIpOTUIIOKA3aHHS»).

He pexoMeHyETHCSI OOHOYACHE 3aCTOCYBAHHS 3 CEPTPAIIHOM

3acobu, ski npueHivyroms [[HC, i anko201b

OnHouacHe 3aCTOCyBaHHA cepTpatiny y fo3i 200 Mr Ha fo0y He IOTeHIIi0BaJIO BIJIXB aJIKOTOJII0,
KapbaMa3zeniny, rajnonepunosy 4u GeHiToIHy Ha KOTHITUBHI Ta ICUXOMOTOPHI QYHKIII y 3M0pPOBUX
y4aCHUKIB IOCTIIKEHHS, ONHaK OfHOYAaCHEe 3aCTOCYBaHHSA CepTPaliHy 3 aJKOrojaeM He
PEKOMEHIYEThCH.

IHwWi cepomoHiHepeaiuHi aikapcobKi 3acobu
HuB. po3pin «Oco6nMMBOCTI 3aCTOCYBaHHST».

PekoMeHyeThCsT 3 00€PEKHICTIO TPU3HAYATH CEPTPaJIiH 3 omioigaMu (TakuMu gK, GeHTaHin (110
3aCTOCOBYETHCS IIEPEBAXKHO IIif] YaC 3arajbHOr0 HApKO3y Ta B Tepalil XpoHiuHoro 60110)), Ta iHIUMU
CEpOTOHIHEPTriYHUMHY IIpernapaTaMy (B TOMY YHCJIi iHIIMMU CEPOTOHIHEPTiYHUMHU aHTHAEIIpecaHTaMy,
amdeTaMiHaMU Ta TPUIITaHAMHU).

Ocob6nuBi 3ano0ikHi 3aX0IX IPKU 3aCTOCYBaHHI

ITpenapamu, siki nodosxcyroms inmepsaa QT

Pusuk nopmoBxkeHHs iHTepBany QTc Ta/ab0 MIMTYHOYKOBUX apUTMil (HaMpUKJIaf IMITyHOYKOBOI
Taxikappil TUIy «IIipyeT») MOXe MifBUIIYBATUCA ¥ Pa3i OHHOYACHOTO 3aCTOCYBAHHA 3 IHIINMHU
IpenapaTaMy, SIKi TOmOBXKYIOTE iHTepBan QTc (Hanpuknan gesKi aHTUIICUXOTUYHI 3aco0U Ta
antubioTuku) (quB. po3pinu «OcoOnuBOCTi 3acTocyBaHHA» Ta «®apMakofuHaMiKa»).

JIimit

Y nnare60-KOHTPOILOBAHOMY JOCITi?KEHHi 3 y4acTIO 3M0POBUX HOOPOBOJIBLIIB ONHOYACHUY ITPUHAOM
cepTpatiHy Ta JIiTil0 3HAUyIIo He 3MiHIOBaB (papMaKOKiHETUKY JIiTil0, OfHAK IIPHU3BONUB [0
TIOCUJIEHHS] TPEMOPY MOPiBHSHO 3 Mmyanebo, 110 CBITYUTE PO MOXKJIIUBY (papMaKOAUHAMIYHY
B3aeMofito. [Ipu ogHOYACHOMY 3aCTOCYBaHHI cepTpa’liHny Ta diTiio ciifg 3a6e3neyuTy HaleXKHUH
KOHTPOJIb 3a Malli€HTaMH.

deHimoiH

PesynbraTu nane6o-KOHTPOJILOBAHOTO JOCTIAXKEHHS 3 YYaCTIO 30POBUX N0OPOBOJIBIIIB CBiYaATh IIPO
Te, 110 TPHUBAINM IPUNOM cepTpaniny y mo3i 200 Mr/go0y He IPU3BOAUTD OO KIIHIYHO BaXKJIMBOTO
inribyBaHHS MeTabomi3aMy QeniToiHy. OgHaK HaHi 3BiTiB fesIKUX BUMAAKIB CBiYaTh IIPO BUCOKI
€KCIT03UIlil (PeHiTOIHY y MAaIli€HTIB, IKi 3aCTOCOBYIOTh CEPTPaliH; pEKOMEHAYETHCS TPOBOAUTHI
MOHITOPUHT KOHIIEHTPallil PeHiTOIHYy Y M1a3Mi KPOBi MPOTATOM IIOYAaTKOBOTO €TaIly Tepalril
CepTpaIiHOM i3 BiATIOBITHUMHU KOPEKIisIMU f03U (QeHiTolHy. KpiM Toro, ogHOYaCHe 3aCTOCYBaHHS
mpenaparty 3 GeHITOIHOM MOKe MPU3BECTHU [0 3HMXKEHHS KOHIIEHTpAllil CepTpaliHy y IJIa3Mi KpPOBi.
He Mo0xHa BUKJIIOUHATY MOXKJIMBICTh 3HUXKEHHS PiBHIB CepTpasiiHy y mj1a3Mi KpOBi [Mif] BIJINBOM iHIINUX
inmykTopiB hepmenty CYP3A4, nanpukinap penHobapbiTany, kKapbaMa3eriny, IpemnaparTiB 3Bipo6oio Ta
pudamMIinuHy.

Tpunmaxu

[IpoTsarom nepiopy micnsipeeCTPaLiiHOr0 HarIaAy HaAXOAUIN IIOOOUHOKI IIOBIIOMIIEHHS IIPO



BUTIAOKU PO3BUTKY CIa0KOCTI, rineppediekcii, mopyIieHHs KOOPAWHALlil, BiTuyTTs 30eHTEXKEHHS,
TPUBOKHOCTI Ta 30YIKEHHS ITiC/IsT OMHOYACHOTO 3aCTOCYBaHHS CEPTPAJIiHY Ta CyMaTPUIITAHY.
CuMITOMU CEepOTOHIHEPTiYHOI0 CUHAPOMY MOXYTh TaKOXK PO3BUBATUCS IIPU 3aCTOCYBAHHI iHIINUX
IIpenapariB LbOro XK Kacy (TpUITaHiB). fKIIO OMHOYACHE JTiKyBaHHS CepTPaliHOM Ta TPUIITAHAMHU €
HeoOXiIHUM 3 KJTiHiYHOI TOYKY 30py, PeKOMEHI0BaHO 3a0e3MeYuTH BigIOBIIHUIM HATIAL 3a
nanieHToM (AuB. po3ain «OcobIMBOCTI 3aCTOCYBAHHS»).

BappapuH

OpHoYacHe 3aCTOCyBaHHS cepTpaniny y mo3i 200 mr/mo6y Ta BapdaprHy IPU3BOIUIIO [0
HE3HAYHOTI0, ajle CTaTUCTUYHO 3HAYyIIOro 30inblIeHHS IPOTPOMOIHOBOTO Yacy, 0 MOXKe y JesIKUX
PigKiCHUX BUIlafKaxX IPU3BECTHU [0 NOPYIIeHb MiXKHapOJHOI0 HOpMaJsli3oBaHOro BigHomeHHsS (MHB).
Tomy crnig peTenbHO KOHTPOJIIOBATH ITOKA3HUK ITPOTPOMOIHOBOT'0 Yacy Ha IIOYaTKYy JIiKyBaHHS
CepTpasiHOM Ta IPHU WOTr0 BifAMIHI.

B3aemoois 3 iHwumu ﬂinpCbKUMU 3acobamu, 3 OU20KCUHOM, AMEHO10/10M, U,UMemUOUHOM

OpHOYacCHe 3aCTOCYBaHHS 3 UMMETUAUHOM IIPU3BOSUIIO IO CYTTEBOI0 3HUXKEHHS KIIIpEHCY
ceprpaniny. KniniuyHe 3HaYeHHS 1IUX 3MiH He 3'sicoBaHe. CepTpasliH He BIIJIMBaB Ha OeTa-
anpeHo0JIOKYIOUi BIAaCTUBOCTI aTeHOIONy. [Ipyu oqHOYacHOMY 3aCTOCYBaHHI cepTpatiHy y [03i
200 Mr/mo0y Ta OUTOKCUHY He 0YyJI0 BUSBIEHO HisSIKOI B3a€MOMII.

JlikapcuKi 3acobu, w,0 8nauearms Ha pyHKYir0 mpomboy,umis

Moxke migBUIyBaTUCS PU3UK BUHUKHEHHS KPOBOTEYi IPY OMHOYACHOMY 3aCTOCYBaHHI CEJIEKTUBHUX
inri6iTopiB 3BOPOTHOTO 3ax0reHHs cepoToHiny (CI33C), BKII0O4Uayy CepTpalil, 3 TiKapChKUMU
3acob6aMu, 1110 BIIJIMBAIOTH Ha TpoMOonuTapHy GyHKI0 (Hanpukian HIT3TI, aneTuncaniiuioBoo
KMCJIOTOIO i TUKJIONiANHOM) abo iHIIMMU JIiKapCbKUMHU 3aco0aMu, 110 MOXKYTh 30iIbIIyBaTH PU3UK
KpoBoTeui (muB. po3Min «Oco0IuBOCTI 3aCTOCYBAHHS»).

Bbokamopu Hepsoso-M’ 5130801 nepedaui

CI33C M0oXyTh 3MEHIIIyBaTH aKTUBHICTh XO/IiHECTEPA3H Y IJIa3Mi KPOBI, 110 TPU3BOAUTE [0
IIOJIOBKeHHS 0JI0KyBaHHS HEPBOBO-M’30B01 Ilepefiadi MiBakypieM abo iHmKUMY G10KaTOpaMu
HEPBOBO-M SI30BOI Iepeayi.

3acobu, w,o memaboaizyromscs 3 yuacmro yumoxpomy P450

Ceprparin Moxe [IisiTH 9K cnabkuii abo nomipHuii iHridiTop isodpepmenty CYP2D6. TpuBanui
IPUHOM cepTpasiHy y fo3i 50 Mr/moby mpu3BOgUB OO TOMIPHOTO MiiBUILIEHHS (Y CEpegHEOMY Ha
23-37 %) piBHOBaxXKXHUX KOHLIEHTpAL[IX Ae3UlIpaMiny y Ia3Mi KPOoBi (TI0Ka3HUK aKTUBHOCTI
izodepmenty CYP2DG6). KniniyHo 3Hauyi B3a€Mofil MoKy Th BigfyBaTuCS 3 iHIMMME cyOCcTpaTaMu
CYP2D6 3 By3bKHMHU TepaleBTUYHUMHU [ialla30HaMU, TAKUMU K IPOTUAPUTMIuHI 3acobu Knacy 1C,
30KpeMa nponadeHoH i GekaiHif, TPUITMKTIYHI aHTUOETTPECAHTH i TUIIOBI aHTUIICUXOTUYHI 3ac0o0H,
0CcOo0/IMBO Ha TJIi 3aCTOCYBaHHS CEPTPAJIiHy V BUIIUX [03aX.

CeprpariH He BUCTyTa€ KiIiHiYHO 3HauymuM inribitopom izodepmentiB CYP3A4, CYP2C9, CYP2C19
ta CYP1A2. Lle nmigTBepAXKy€eThCA pe3yIbTaTaMU JOCIigKeHb B3a€MOJIil Ipemaparis in vivo i3
3acTtocyBaHHSIM cy6cTpaTiB CYP3A4 (eHOOTEeHHOTO KOPTH301ly, KapbamMaseminy, TeppeHanuHy,
anmpasojamy), cyoctpaty CYP2C19 (miazemamy) i cybctpatiB CYP2C9 (TonbyTtaminy, roibenkmaminy i
Gbenitoiny). PesynbTaTu JOCTiAKEHb in Vitro CBig4aTh PO Te, IO CEPTPaIiH Ma€ AyKe Maauu
noTenitian iuribyBanus CYP1A2 a6o He Mae #oro B3ararsi.



[logeHHUY MPUNOM TPHOX CKIISHOK IPeUI(PpPyTOBOTO COKY MPU3BOAUB A0 MiIBUIIEHHS MTJIa3MOBUX
piBHIB cepTpaniny maiike Ha 100 % y mepexpecHOMY HOCTiAXKeHHi y 8 3M0pPOBUX 0Ci0 SITOHCHKOI
HaIllOHaJIbHOCTI. TOMY CJIifi YHUKATH IPUNOMY IpelndpyToBOTO COKY IIifl YaC 3aCTOCYyBaHHS
cepTpaniny (muB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

Buxopsium 3 pe3ynbTaTiB JOCHIAKEHHS B3aEMO/I1 3 TPEUNI(PPYTOBUM COKOM, HE MOKHA BUKITIOUUTHU
MOXKJIMBICTb HaBiTh 3HAYHO OiNBIIIOTO MiBUIIIEHHS €KCIIO3HIIii CepTpaliHy Py OJHOYaCHOMY
3aCTOCyBaHHI 3 MOTyKHUMHU iHTibiTopamMu pepmenty CYP3A4, Hanpukiap iHribiTopamu mporeas,
KETOKOHA30JI0M, iTpaKOHA30JI0M, I03aKOHa30I0M, BOPUKOHA30JI0M, KIIapUTPOMILIMHOM,
TeniTpoMilmHOM Ta HedazomoHoM. Lle Takoxk cTocyeThest moMipHuX inribiTopiB CYP3A4, Hampukiazg
anpeniTaHTy, eEpUTPOMIIIUHY, (GIIYKOHA30Jy, BepanaMiny Ta guiaTiadeMy. Ciig YyHUKATU IPUAOMY
noTyxkHuX iHri6iTopis CYP3A4 mim vac Tepamii cepTpastiHoM.

B oci6 3 moBinmbHuM MeTabosnizamom CYP2C19 mma3MoBi piBHI cepTpainy migBUITYIOThCS MPUOIH3HO
Ha 50 % mopiBHSHO 3 0ocoOamu 3 mBUAKKM MeTabomizmom CYP2C19 (muB. po3min
«PapMaKkoKiHeTHKa»). He MoXKHa BUKJIIOUUTH MOXKJIMBICTh JTiKapChKOl B3aEMOil 3 TOTYKHUMHU
inribiTopamu CYP2C19, HanpuKiaa oMemnpa3ojioM, JaH30IIPa30JI0M, ITaHTOMPa30JI0M, pabernpa30ioMm,
bayokceTrHOM, (ITYBOKCAMiHOM.

Ocobaugocmi 3acmocyB8aHHA.
CepomoHiHosuil cuHopom (CC) abo 3105aKicHUll HelipoaenmuyHutl cuHopom (3HC)

[Ipu 3actocyBanHi CI33C, BKI0O4YaKyy Tepaliio cepTpaaiHoM, IOBIAOMIIAIOCS IIPO PO3BUTOK
CHHIPOMIB, 110 MOXYTh OyTH HeOe3nmeuHuMu s KUTTSA, Takux sk CC yu 3HC. Pusuk po3putky CC
yu 3HC npu 3actocyBarHi CI33C 3pocTae npu 0gHOYAaCHOMY 3aCTOCYBaHHI iHIINX CEPOTOHIHEPTiYHUX
3aco0iB (BK/II049al0YH iHII CEPOTOHIHEPTiuHi aHTUAEeNpecaHTH, aMbeTaMiHy, TPUIITaHU) 3 3ac00aMH,
110 TIOPYIIYIOTh MeTabo0mi3M cepoToHiny (BKmodaroun MAOI, HanmpuKiag MeTUIEHOBUH CUHIM),
AHTUIICUXOTUYHUMHU 3aco0aMM Ta iHIMMMU aHTAroHicTaMu godaMiny Ta omioimaMu. YV mallieHTiB CItifg
IIPOBOOWTH MOHITOPHUHT Ha NMPeaMeT MosBX 03HaK Ta cuMnToMiB CC yu 3HC (guB. po3min
«IIpoTUNOKa3aHHSI»).

ITepexio i3 CI33C, anmudenpecaHmis abo aHmuobcecusHux npenapamis

IcHyIOTH 06MexXkeHi JlaHi KOHTPOTbOBAHUX [OCIIIIXKEHb 3 BUBUEHHS ONTUMAJIbHOTO Yacy
nepekmioyenHs 3 CI33C, aHTumenpecanTiB abo aHTHOOCECUBHUX ITPeIapaTiB Ha cepTpaiid. Crifg
IIPOBOAUTY HaJIeXKHUM MeIUYHUN OTJISM IIPU TaKUX 3MiHax y JiKyBaHHi, 0COOIMBO IIpU IEPEX0i Ha
CepTpaliH 3 TaKUX IIpelapaTiB TpHBaoi Ail K (QIyOKCETHH.

IHWi cepomoHiHepeiuHi 3acobu, Hanpukaad mpunmoegpaH, peHpaypamid ma 5-HT-azoHicmu

OpHOYacHe 3aCTOCYBaHHS CepTPaIiHy Ta iHIIKX 3aco0iB, 1110 ITOCUITIOITh ePEKT CEepPOTOHIHEPTiYHO]
HelpoTpaHcMici], Takux K aMbeTaMiny, Tpuntodan, pendaypamin, 5-HT-aroHicty yu pocnuHHI
Impenaparty, pemnapatu 3Bipo6oio (Hypericum perforatum), ciif MpoOBOOUTH 3 00epeXkKHiCTIO, i TaKol
kKoMOiHOBaHOI Teparii, y pa3i MOXK/IMBOCTI, CIlii yHUKATH (Yepe3 MOXKIUBY hapMakKOgUHAMIUHY
B3a€EMO[III0).

ITodosacenHsa iHmepsaay QTc/wayHouko8a maxikapdisa muny «nipyem»

[IpoTsaroM nepiony micIsipeeCTPaLiiHOr0 3aCTOCYBaHHS CePTPaJIiHy IIOBIAOMIISIOCS [IPO BUNAOKU
nofoBXKeHHS iHTepBany QTc i mIyHOUYKOBOI TaxiKapAil TUIY «IipyeT». BinbLIicTh BUMIaKiB



CIiocTepiranacs y mallieHTiB 3 iHIMMu pakKTopaMu PU3UKY IOMOBXKEHHS iHTepBany QTc/InyHoYK0BO1
Taxikappii Tuny «mipyet». BrinuB Ha nomoBxkeHHs inTepBany QTc 6yB migTBEpAXKEHUN Y OOCTiIXKEeHH]
QTc y 3mopoBux mOOPOBOIIBLIIB i3 CTATUCTUYHO 3HAUYIIUM ITO3UTUBHUM CITiBBiTHOIIEHHSIM
eKCIT03UIIis-BifnoBigs. ToMy ciifi 3 00epekHiCTI0O 3aCTOCOBYBATU CEPTPAJIiH MallieHTaM i3
NOOaTKOBUMU (paKTOpaMy PU3UKY MOAOBXKEHHS iHTepBany QTc, TaKUMU K CeplieBi 3aXBOPIOBaHHS,
rinokaniemisi abo rimoMarsiemisi, mogoBxeHHs iHTepBany QTc y pomiMHHOMY aHaMHe3i, OpafguKapmisa
Ta OJHOYACHE 3aCTOCYBaHHS JIiIKapChKMUX 3aco0iB, 110 MOA0BXKYIOTh iHTepBan QTc (muB. po3minu
«Bzaemogis 3 iHmIUMY JTiKapCbKUMHK 3aco0aMu Ta iHIIN BUOM B3aeMOfin» Ta «dapMakogruHaMiKa»).

ITocuseHHsAa 2inomaHii abo maHii

[ToBimoMIsinocs Mpo BUHUKHEHHS CUMIITOMIB MaHil/TimoMaHil y HEBeTMKOTO BifCOTKa IMAalli€eHTiB, SKi
OTPUMYBAJIM 3aPEECTPOBAHI aHTHUOETIPECAHTH Ta AaHTHOOCECUBHI ITpemapaTH, BKIIYAl0Yyd CepTPaIiH.
Tomy crif 3 06epekHICTI0 3aCTOCOBYBATH CEPTPATiH MallieHTaM 3 MaHi€lo/rimoMaHiel0 B aHaMHe3i.
HeoOxiguuit peTenbHUM Harsh tikaps. [Ipu BUSBIEeHH] 03HAK MaHiakalbHOI ¢a3u y malieHTa
3aCTOCYBaHHS CepTpaliHy CJIif NIPUIUHUTH.

IlTusogpeHisn
[TcUXOTWYHI CUMIITOMU MOXKYTh IIOCUIIOBATUCS Y TALi€HTIB i3 MIU30(pEHIET0.
Cyodomu

[Tpu Tepamii cepTpasiHOM MOXKYTh BUHUKATH CyJOMU: CEPTPaliH He CJIifl NIpr3HaYaTh XBOPUM i3
HecTabilbHOIO emiNerncielo; y XBOpuX i3 KOHTPOIbOBAHOIO EIIiJIeNICiel0 3aCTOCYBaHHS CepTpaliHy
notpe0ye peTenbHOro Harnaay. [lanieHTam, y IKUX BUHUKAIOTh CYIOMH, IIperapaT HeoOXimHO
BiZMIHUTH.

Cyiyuodu/cyiyudanvHi dymku/cyiyudanvHi cnpobu abo KAiHiuHI 03HAKU NO2ipWeHH

Iempecis acoIIOETLCS 3 MiIBUIIEHNM PU3UKOM BUHUKHEHHS CYilMOaNbHUX OYMOK, 3aBHaBaHHS COO0i
VIIKOIXKEHb Ta crpob cyinuny (cyinumanbHuX Oidt Ta mposiBiB). Llei pusuk icHye 6e3mocepeqHbo a0
Yyacy HOoCATHEHHS 3Ha4yHol peMmicii. OCKiNnbKY MOKpaIllaHHS CTaHy XBOPUX MOXKe He BiiOyBaTuCS
IIPOTSTOM TEPIINX KiTbKOX TUKHIB ab0 GinbIIoro mepiomy Teparil, maiieHTaM ciif mepebyBaTu Imif
peTenbHUM HarIsagoM OO0 HaCTaHHS I[bOT0 MOKpalllaHHS. 3arajaoM KJTiHiYHUYM AOCBIT CBIAYUTH IIPO TE,
10 HA PaHHIX eTanax OfyKaHHS PU3UK CYIIIUAY MOxKe 30iIbIIyBaTHCS.

[Hmi ncuxiyHi cTaHy, 4j1s TiKyBaHHS SKUX IPU3HAYAETHCSA CePTPaliH, TAKOXK MOXKYTh aCOLI0BATUCS
3 MiBUIIIEHUM PU3UKOM PO3BUTKY CyILMAaMbHUX [if Ta MposiBiB. KpiM Toro, 11i cTaHU MOXYThb OyTH
CYIYyTHIMU 3 BEJIUKUM [IeIIPECUBHUM PO3J1afoM. TaKUM YMHOM, aHAJIOTiYHI 3aCTepexkHi 3aX0H, 110
CTOCYIOThCS JIIKyBaHHSI XBOPUX 3 BEJIMKUM [IeIIPECHBHUM PO3J1afoM, HeoOXifHi i mpu nikyBaHHi
MTAL€HTIB 3 IHIUMHU MICUXIYHUMU PO3/IafaMu.

Bimomo, 110 A1 mallieHTiB i3 cyluuganbHUMM JisIMU Ta IPOsSBaMU B aHaMHe3i ab0 MallieHTiB, y IKUX
I11e 10 I0YaTKY Tepalil 3Ha4uHOI0 Mipoio BUSIBNISIETHCS CylllUfaNbHe MUCIIEHHS, iCHY€E OINbIITNI PU3UK
BUHUKHEHHS CyIlMIaIbHUX IYMOK a00 CyilliganbHUX CIIpo0, Y 3B'SI3KY 3 IIUM IM CJIifl 3HAXOOUTUCS
i peTeIbHUM HaTJISO0M IIif Yac nIiKyBaHHS. MeTaaHalli3 JfaHUX, OTPUMaHUX ¥ pe3yabTaTi
IpOBeeHHs Mane60-KOHTPOIbOBAHUX KITIHIYHUX [OCTIIXKEeHb i3 3aCTOCYBAHHSIM aHTHUIETIPECAHTIB
IOPOCTIUM TallieHTaM 3 ICUXiYHMMU PO3/lafjaMy, II0Ka3aB MigBUIIEHNY PU3UK IIPOSIBIiB CyllUAaIbHOL
MIOBEIHKY IIPY 3aCTOCYBaHHI aHTUEIIPECAHTIB y Malli€HTiB BIKOM 40 25 POKiB ITOPiBHSAHO 3 TaKUM
IIPY 3aCTOCyBaHHI ma1ebo.

Crig 3miliCHIOBATH pPEeTEeIbHUYM HATJIAM 3a MallieHTaMU, 30KpeMa 3a IMallieHTaM#i 3 BUCOKUM PU3UKOM



PO3BUTKY CYIIMIAIbHOCTI, 0COOIMBO Ha MTOYATKY Tepalril Ta micis O0yab-KuX 3MiH y HO3yBaHHi
npemnapary. ITamiesTiB (Ta ocib, SKi 3a HUMHU OOTTISINA0Th) HEOOXiTHO MOMepeIuTH PO HeoOXiIHICTh
BificTexkyBaTH OyOb-5IKi IIPOSBY KJIIHIYHOTO NOTIPIIEHHS, BAHUKHEHHS CyilMaabHOI IOBeliHKY abo
CyluMpganbHUX IYMOK, @ TaKOXK OyIOb-IKMX HE3BUYHUX 3MiH ITOBEHiHKM i HEraHO 3BepTaTUCS 3a
MeIUYHOIO [OIIOMOTI0I0 IPY BUHUKHEHHI IIUX CUMIITOMIB.

3acmocysaHHA 0imam

CepTpaJiiH He CIif 3aCTOCOBYBaTH [JIA JIIKyBaHHS AiTeH Ta IIfJIiTKiB, 3a BUHATKOM Ialli€HTIB 3
00CeCUBHO-KOMITYJIbCUBHUM PO37IafioM BikoM 6-17 pokiB. ¥ xofi K/TiHIYHUX [OCTiIXKEHDb 3 y4acCTIO
OiTel Ta MifAJiTKiB, SKi OTPUMyBaJIi aHTUAEINIPECAHTH, TIOPIBHAHO 3 MallieHTaMH, IKi OTPUMYyBaIu
naiebo, YacTillle CIIOCTepiraaucs CcyilupanbHa MoBeiHKa (CyiluaanbHi CIIpoOy Ta CyiluaambHi
OYMKH) 1 BOPOXKICTH (IIepeBakKHO arpecisi, ONMo3ulliiiHa OBeAiHKa Ta THiB). K0, BUXOASYH 3
KJTIiHiYHOI TOTpebu, pillleHHs BCe XK NPUMMaEThCA Ha KOPUCTh IPHU3HAUYEeHHS 1[LOTO IIpenapary,
HeoOXiHMI peTeIbHUY MOHITOPUHT 3a MalliEHTOM IOf0 BUSIBJIEHHS 03HAK CYIIUAaIbHUX CUMIITOMIB,
0Cco0/IMBO Ha MOYaTKY JiKyBaHHS. [lOBroCcTpoKoBa 6e3meKa CTOCOBHO KOTHITUBHOTO, EMOIIIHOTO,
¢isuyHOTrO Ta MybepTaTHOTrO N03piBaHHA [iTel Ta MifgIiTKiB BikoM Bif 6 7o 16 poKiB oliHIOBaIacs B
IOBrOCTPOKOBOMY OTJISIIOBOMY HOCTIIXKEeHHI TPUBAJIICTIO OO 3 POKiB (AuB. po3min «PapMaKoIoriuHi
BJIaCTUBOCTI»). ¥ IOCTMapKeTUHTOBOMY Iepiofi Oyu 3apeecTpoBaHi OBiOMIEHHS PO AeKinbKa
BUTIA[IKIB YIIOBIIBHEHOI'O POCTY Ta CTATEBOI'0 A03piBaHHA. KiliHiuHa 3HaUYyIIiCTh Ta IPUUYUHHUA
3B’S30K IIOKH 1110 He 3’sicoBaHi. [Ipu HOBroTpuBaiiil Teparil MalieHTiB AUTIYOT0 BiKy JIiKapi MalOTh
3OiMCHIOBATH MOHITOPHUHT Ha IIpeaMeT BUSBIEHHS BiIXWJIEHb Bifi HOPM Y IIPOILEeCi POCTY Ta PO3BUTKY
OpraHi3My.

AHOMAbHI KpoBOMEUi/Kpos8osu1usu

[Ipu 3acrocyBaHHi CI33C moBigoOMIIAIOCS PO BUMIALKY IATOJIOTIYHUX TeMOpPariyHux SBULI, Y TOMY
YHCIIi PO LIKIPHI reMopariyxi gBuia (eKxiMo3u i myprypa), Ta iHIIKUX TeMOpariyHux SBUIll, TaKUX 9K
IIJTYHKOBO-KUINKOBi ab0 TiHEeKOI0TiuHi KPOBOTEYi, Y TOMY YHCIIi KPOBOTEYI 3 JIEeTaTbHUM HaCIIiTKOM.
CI33C/I33HC MoxKyTh 30iNbLUINTY PU3UK IiCIISIIONIOTOBUX KPOBOTEY (MUB. PO3MiNU «3aCTOCYBAHHS Y
nepiop BariTHOCTi abo rogyBaHHs rpynmo» Ta «I1o6iuHi peakirii»). PeKoMeHOyeThCsT 3 06epeKHICTIO
3actocoByBaTu CI33C matieHnTaM, 0COOIMBO MTPY OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChbKUMU
3acobaMu, gKi, K BiloMO, BIJIMBAIOTh Ha TPOMOOLMTapHY QYHKIIi0 (Harnmpukiazg 3
AHTHUKOAryJITHTaMM, aTUIIOBUMU aHTUIICUXOTUYHUMU 3acobaMu i heHoTiazmHaMu, OilbIIiCcTIO
TPULUKITIYHUX aHTHUIEIPECAHTIB, alleTUIICAIIIIMIOBOI0 KUCIOTOI0 Ta HECTEPOITHUMU
npotu3ananbHuMu npenapatamu (HII3II)), 9k i y malieHTiB 3 reMOpariyHUME IOPYIIEHHSME B
aHaMHe3i (oquB. po3min «B3aeMomist 3 iHIMMMY JTiIKAPChKUMHU 3aco00aMy Ta iHIIi BUIKW B3aEMOTIN»).

I'inoHampiemis

Y pesynbrati Tepamnii CI33C abo iHribiTopamMmu 3BOPOTHOTO 3aXOIJIEHHSI HOPafipeHaliHy i CepOTOHIHY
(I33HC), BKIIIOYA0OYM CEPTPAIiH, MOXKe PO3BUHYTHUCS TillOHATpieMis. Y OaraTbox BUMIafKax
TioOHATPiEMIs € pe3y/lIbTaTOM CUHAPOMY HeadeKBaTHOI CeKpellil aHTUAIyPeTUYHOT 0 TOPMOHY.
[ToBimoMIIsiIOCS PO BUIIAAKY 3HUXKEHHS PIBHIO HATPil0 y CHUpOBAaTIi KpoBi HUK4Ye 110 MMOmIB/I.

Y nmatieHTiB NiTHHOTO BiKy MOKe iCHYBaTH OiNbINui PU3UK PO3BUTKY TillOHATPieMii Tpu 3acTOCyBaHHI
CI33C Ta I33HC. Takox pU3UK I[LOTO YCKIagHEHHS MoxKe OyTH IiIBUIIEHUM Y MAIli€HTIB, AKi
IPUKAMaIOTh [iypeTuKH, ado y MaIli€HTiB 3 TinoBojeMiel0 Oyab-IKOro iHIIOTO TTOXOAXKEHHS (IUB.
iH(dopMaliito Ipo 3aCTOCyBaHHS MAlliEHTaM JIITHROTO BiKy y po3finax «Crocib 3acToCcyBaHHS Ta JO3U»
i «[TobiuHi peakuii»). ¥ mauieHTiB i3 CUMITOMaTUYHOIO TiTOHATPiEMi€I0 CIIil PO3TIAHYTH
IpUNMHEHHS Tepallil CepTpaiHOM i 3aIpOBaAUTH BifNIOBifHE Mefu4YHe BTPy4YaHHS. [10 O3HaK i
CHMIITOMIB TrinoHaTpieMil HalexkaTh TOJOBHUM 6iylb, TPYOHOLI 3 KOHIIEHTPAII€I0, OTipIIeHHS



maM’sITi, CIIJTyTaHICTh CBimOMOCTI, c/tabKicTh i BTpaTa ¢i3uyHOI piBHOBATH, III0 MOXKE MTPU3BECTHU IO
naginb. O3HAKYU i CUMIITOMH, III0 aCOIIOIOTHCS 3 OiIbII TSXKKUMU Ta/ab0 TOCTPUMH eIi3ogaMu
rimoHaTpieMil, BKII0OYalOTh raIlolAHAIlll, CHHKOIIEe, CyIOMHU, KOMY, 3YyIIMHKY OUXaHHS Ta JeTaJbHUN
HACJIiOOoK.

Cumnmomu 8i0OMiHU, W0 cnocmepi2aromuvCsA NPu NPUNUHEHHI mepanii cepmpaniHom

CuMnToMU BiIMiHM € YaCTHM SIBUIIIEM IIPU IPUMIMHEHHI Tepallii mpemapaToM, 30KpeMa y BUIIafKy
parnToBoil BinMinu Teparmii (muB. po3min «ITo6iuHi peakiii»). 3a JAHUMU KITIHIYHUX [OCTIIXKEHD, Y
MAI€HTIB, SKi IPUIIMHUANIN 3aCTOCYBaHHS CepTpaliHy, 4aCcTOTa peakwiil BigMiHu cTaHOBUNA 23 %
opiBHAHO 3 12 % y malfieHTiB, SKi IPOOOBXKYBaIl OTPUMYBATH TEPAIil0 CePTPaTiHOM.

Pu3vK pO3BUTKY CHHOPOMY BiIMiHM MOXKe 3ajieXaTH Bif KiTbKOX ()aKTOPiB, BKIIIOYA4YU
TPUBAJICTh Teparlil, J03yBaHHS Ta IMBUOKICTh 3HUKEHHS A03U. HaluacTille mOBiZOMIII0CS
IIPO Taki peakilil K 3allaMOPOYEeHHs, CEHCOPHI IOPYIIEHHS (BKIII0Yal04Yy IapecTesiio),
TIOPYIIIEHHS CHY (BK/TIOYalouy 0€3COHHS Ta SICKPaBi CHOBUOIHHS), 30yIKEeHHS YU BiTUyTTS
TPUBOXKHOCTI, HyfAOTa Ta/abo0 OII0BaHHS, TPEMOP i rooBHUM 6inb. 3arajaoM i CUMIITOMU
Oymu merkoro abo MOMIpHOTO CTYIIeHs TSKKOCTi, OHaK y JesKUX TNalli€HTiB BOHU MOXYTh
OyTH TSIXKKUMHU. 3a3BUYall BOHM BUHUKAIOTh IPOTSATOM IEPIINX KiTbKOX IHIB IiCys
IPUNIMHEHHS Tepalil, afne y gyXe PigKiCHUX BUIMIaAKaX TaKi CHMIITOMU Bif3HaA4aJuCs y
TaIli€HTIB, SIKi BUMIagKOBO MIPOMYCTUJIX IPUIOM 103U Ipemnapary. Y OinbIIOoCTi BUMAAKIB IIi
CAMIITOMU MUHAKTH CAMOCTIHO IIPOTATOM 2 TUXHIB, X04a V OesIKUX Ial[ileHTiB BOHU MOXYTh
TPUBATU [OBIIIE

(2-3 micsami yu goBiIe). TaKUM YUHOM, PEKOMEHAYETHCS ITOCTYIIOBO 3MEHIIIYBaTH H03y
CcepTpaiHy Ipy NPUNUHEHHI Tepallil MpernapaToM MPOTATOM ePiony Y KiflbKa TUXKHIB 4u
Mics1IiB BifimoBigHO Mo moTpeb marrieHTa (muB. po3min «Crocib 3acTOCyBaHHS Ta HO3W»).

AKamusis/ncuxomMomopHutl Hecnoxitl

3acToCyBaHHS CEPTPAJiHy aCOII0ETHCS 3 PO3BUTKOM aKaTH3ii, 1110 XapaKTePU3YETHCS CYy0’'EKTUBHO
HeTpUueEMHUM ab0 HEBraMOBHUM HECIIOKOEM Ta OTPe60I0 PyXaTHCs, 110 YaCTO CYIPOBOOKYETHCS
HE3JaTHICTIO CUMITH YU CTOSITU CIIOKiMHO. PU3MK BUHMKHEHHS TaKWX YCKJIaAHEHDb HaMOimbIImi
IIPOTSITOM TIEPIINX KiTbKOX TUXKHIB Tepartlil. Y malfieHTiB, y SKMX PO3BUBAIOTHCS I[i CUMIITOMH,
30i/bIIeHHS 003U MOXKe OYTH MIKiIJIMBUM.

3acmocysaHHA npu neviHKosiu HedocmamHocmi

CeprpariH iHTeHCHBHO MeTab0i3yeThCs y Medinili. 3a pe3ynbraTaMu papMaKOKiHETUYHOTO
IOCTiAKeHHs 3 0araTOKpaTHUM IIPUMOMOM IIpernapary y HalieHTiB 3i cTa0iIbHUM IIMPO30M JIETKOT0
CTYTIEHS CIIOCTepiraaocs MOAOBXKEHHS Iepiony HamiBBUBeOeHHS Ta 306inbmenHs AUC a6o C,,,
npubOIU3HO BTPUYI TOPIBHSAHO 3 IIMMHU ITOKAa3HWKAMM B 0Ci0 i3 HOpMabHOI0 QYHKIIEI0 TeYiHKY.
3HaYyLIMX BiOMIiHHOCTEN y CTYIIeHi 3B’A3yBaHHs IIpenapaTy 3 Oiikamu Ij1a3My KPOBi MixX ITUMHU
[IBOMa I'pynaMu Y4acHUKIB JOCHiXKeHHS He BUsiBieHo. Crif OyTu 00epeKHUMU IIpU IIpH3HaYeHHi
CcepTpaJliHy IallieHTaM i3 aTOJIOTiel0 NediHKy. Y BUNIafKy IpU3HaYEeHHS CepTpaliHy MmaljieHTaM i3
TIOPYILIEeHHAMY QYHKIII IeYiHKM HeoO0XiIHO 3BaXKUTH MOLIIbHICTh 3MEHIIEHHS 003U a00 YacTOTH
npuroMy npemnapaty. CepTpallid He CJIifl 3aCTOCOBYBATH IallieHTaM 3 TAKKOI [1e4YiHKOBOIO
HeJ0CTaTHICTIO (OuB. po3xin «Crmocib 3acToCcyBaHHS Ta HO3U»).

3acmocysaHHA npu HUPKOBIiU HedocmamHocmi

CeprpariH iHTEeHCHBHO MeTab01i3yeThCsT; BUBENEHHS He3MiHEHOI CIIONIYKHU i3 cedelo € OPyropsigHUM



IIJISXOM efTiMiHamil. ¥ JOoCHifKeHHSIX 3 y4acCTIo Malli€HTiB i3 nopymeHHAM (YHKIIil HUPOK Bif] IETKOT0
10 CepemHbOro CTymeHs (KiipeHc kpeaTtuHiny 30-60 mi/xB) ab0 Bif cEpeIHBOTO [0 TSIKKOTO CTYIIEeHS
(kmipeHc kpeaTuHiny 10-29 mn/xB) hapMakokiHeTuuyHi napamerpu (AUC,,, Ta C,,,) Ipu
OaraTokpaTHOMY IIpuioMi mpenapaTty O0yu 6e3 CTaTUCTUYHO 3HAUYYIIKX BITMiHHOCTEH Bifl IIUX
TIOKA3HUKIB y TPyIi KOHTpoIo. HeMae HeoOXigHOCTI y KOPUTYBAHHI IO3U 3aJI€3KHO Bifl CTyNeHs
OpylIeHb (QYHKIIil HUPOK.

3acmocyBaHHA nauieHmMam AimHb020 BIKY

Y kniniyHMUX mocmimXeHHSX Opanu ydyacTh noHan 700 maiieHTiB MiTHROTO BiKy (BikOM > 65 pOKiB).
XapakTep i yacToTa pO3BUTKY MOGIYHUX peakiliil y mallieHTiB IiTHbOTO BiKy OyIu MOAiOHUMU [0
TaKUX, 1110 CIIOCTEPITaJIUCh Y MOJIOAIINX IAlli€HTIB.

Opnak 3actocyBanHs CI33C Tta I33HC, BKI04awyu cepTpalil, acoliloBaaocs 3 BUMIagKaMHU KITiHIYHO
3HAUYIIOI TiMoHaTPieMil y malieHTiB TITHROTO BiKY, B IKUX MOXKE CIIOCTepiraTucs OiMbIui PU3UK
PO3BUTKY I1b0T0 1o0iuHOrO0 siBUia (OuB. «I'imoHaTpiemisi» y po3mini «Oco6IUBOCTI 3aCTOCYBaHHS»).

Llykposutl diabem

Y nanieHTiB 3 nykpoBuM miabetom 3actocyBanHs CI33C MoxKe BIIMBATH Ha MOKA3HUKHU TJIIKEMiYHOTO
KOHTpO0. [lo3yBaHHS iHCYIiHY Ta/a00 mepopasbHOTro TrinmoraikeMivHoro 3aco0y Moxe rnmotpedyBaTu
KOPUTYBaHHS.

Enekmpowokxosa mepanis (EIIT)

KniHiyHUX DOCTiKeHb, CIPSIMOBaHUX Ha BUBYEHHS PU3UKIB a00 mepeBar KoMOiHOBaHOTO
3actocyBaHHs EIIT Ta cepTpaliHy, He IPOBOOUIIN.

I'petingppymosuti cik

OpHOYacHe 3aCTOCYBaHHS CEPTPaiHy 3 rpednpyTOBEM COKOM He PEKOMEH[IOBaHe (OUB. PO3Min
«B3aeMopmis 3 iHIIMMH JTiKapChbKUMK 3aC00aMM Ta iHII BUOY B3aEMOIii»).

Bnaus Ha pe3yabmamu CKPUHiH208020 aHA i3y ceui

[MoBigomusinocs Mpo XUOHO-IO3UTHBHI pe3yJIbTaTh iIMyHOJIOTIYHIX CKPUHIHTOBUX TECTIB Cedi Ha
BU3HAYEHHS BMiCTy OeH30Mia3emiHiB y malieHTiB, AKi npuiiMany cepTpaiid. XuOHO-T03UTUBHI
pe3ynbTaTy 3yMOBJIEHI HU3bKOI0 CIIel(ivyHiCTIO BKa3aHOT0 1ab0paTOPHOTO TECTY Ta MOXKYTh
CIIOCTEpIiraTUCs BIIPOAOBXK KiTbKOX 0 Mic/ist MpUNMHEHHS JTiKyBaHHS CepTPaiHOM.
IudepeH1ioBaTy cepTpaliH Bif 0eH30Mia3€eMiHiB y cedi MOXKHa IIJITXOM IIPOBeleHHS
YTOYHIOBaJIbHUX TECTIB - ra30B01 XxpoMaTorpadii/mMac-cieKTpoMeTpii.

3akpumoxymosa 2n1aykoma

[Ipemnapatu kinacy CI33C, y ToMy 4ucCIi cepTpalliH, MOXKYTh BIIJINBATY Ha PO3Mip 3iHUI] 3 PO3BUTKOM
Migpia3y. Takui epeKT MOxKe NPU3BOAUTHU [0 3BYXKEHHSA KyTa OKa 3 IIOHaJIbIINM MiBUIIEHHIM
BHYTPIIITHBOOYHOTO TUCKY Ta PO3BUTKOM 3aKPUTOKYTOBOI I'TayKOMM, OCOOIMBO Y TAIliEHTIB 3
BiIMOBIHOIO CXUNbHICTIO. TaKMM YMHOM, CEPTPAIiH CJIil 3aCTOCOBYBATH 3 00EPEKHICTIO NallieHTaM i3
3aKPUTOKYTOBOIO I'JIayKOMOI0 ab0 IJlayKoMOI0 B aHaMHe3i.

IHpopmauia w000 OONOMIHCHUX PEUYOBUH

Lleit mikapcbkuit 3aci6 MicTuTh MeHIe 1 MMoIb HaTpito (23 Mr) Ha TabneTKy, TOOTO MPAKTUYHO



BibHUY Bif] HATpIlO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00o.
BazimHicmb

He icHye mobpe KOHTPOJIbOBAHUX [OCIiI2KEHb IperapaTy 3 y4acTio BariTHUX XKiHOK. OflHaK CyTTEBa
KIiTbKiCTh JaHUX He BUSBUIIA [0Ka3iB OO0 BUHUKHEHHS BPOAKEHUX Bajl PO3BUTKY IIJIOfa BHACTIOOK
3aCTOCYBaHHS CepTpPaliHy. Y JHOCHiIXKeHHSIX Ha TBApHHAX OyJI0 BUSIBJIEHO BIIJIUB Ha PEIIPOIYKTUBHY
(byHKIIi10, BipOTiHO, Y 3B’A3KY 3 TOKCHYHOIO [i€l0 IIpellapaTy Ha OpraHi3M MaTepi, CIpUYnHEeHe
dbapMakoguHaAMiYHOIO Oi€lo IpemnapaTty Ta/abo mpsiMoio hapMaKoguHAMIYHOIO Oi€lo IpenapaTy Ha
TTiA,.

[ToBimOMIIANIOCH, 1110 3aCTOCYBAaHHS CEPTPAJIiHY Y IIepiof BariTHOCTI CIIPUYUHSAE Y OEIKUX
HOBOHAPOMXKEHUX (MaTepi AKUX IpUUMaly CepTpaliH) CUMIITOMHU, IOMi0HI 0o peakiiit Bimminu. ek
(heHOMeH TaKOXK CIIOCTepiraBcs IIpX 3aCTOCyBaHHi iHmMKX aHTUAenpecaHTiB Kinacy CI33C. Ceprparin
He PEKOMEHIYETHCA 3aCTOCOBYBATH Yy NEPIof BariTHOCTI, KpiM BUII[KIB, KOJIU KIIHIYHUHI CTaH XiHKU
TaKWi, 1110 04iKyBaHi lIepeBaru Bifl 3aCTOCYBaHHs IIpernapaTy NepeBUIYI0Th IOTeHIINHUY PU3HK.

Pe3ynpTaTu ciocTepekeHb BKa3ylOTh Ha MiABUIIEHUY (MEHII HiX y 2 pa3u) PU3UK HiCIAI0IOT0BOI
KpoBOTeui y pa3i 3actocyBarHsa CI33C/I33HC npoTtsarom micsus o MOJIOTiB (IUB. PO3Linu
«Oco6nuBOCTi 3acToCcyBaHHS» Ta «I106iuHi peakirii»).

Cnip HarnsagaT 3a HOBOHAPOIXKEHUMU, SIKII0 MaTU IPONOBXKYE 3aCTOCYBaHHS CePTPAIiHy Ha Mi3HIX
TepMiHaXx BaritTHocTi, ocoOnuBo y III TpumecTpi. ITicns 3acTocyBaHHS cepTpasiHy Ha Mi3HiX CTafisgx
BariTHOCTI Y HOBOHAPO[XKEHNX MOXKYTh BUHUKAT! HaCTyIIHiI CUMIITOMU: PECIipaTOPHUU JUCTPEC-
CHHOPOM, 11iaH03, allHoe, CyAOMH, TeMIlepaTypHa HeCcTabibHiCTh, TPYOHOIL 3 TOOYBaHHSIM,
OJTI0BaHHS, TiMOTJIiKEMis, TilepTOHYC, TiMOTOHYC, TineppedIekcis, TpeMop, CUHAPOM IigBUILEHO1
HEePBOBO-PedIeKTOPHOI 30YAIMBOCTI, OPATiBIUBICTh, MJISIBICTb, ITOCTIMHUY I171a4, COHJIUBICTD i
TPYOHOIII 3 3aCUHAHHSM. Li cuMIITOMU MOXKYTh OyTH 3yMOBIEHUMHU ab0 CEPOTOHIHEPTiUHUMU
eekTamu, abo cuMnToMaMu BifiMiHU. Y GiNbIIOCTI BUTIAAKIB 1Ii YCKIIaiHEHHS PO3BUBAIOTHCS OJIpa3y
K TIiCJIS TOJIOTiB UM HAaWONMMAKYKUM YacoM (IIPOTSTOM MEHIN HiX 24 romuH).

3rifHO 3 JAHUMHU eNifeMioIOTIiYHUX JOCiAXKeHb 04iKy€eThCs, 10 3acTocyBaHHS CI33C y nepion
BariTHOCTi, 0COO/IMBO Ha Ii3HiX CTPOKax BariTHOCTI, MOXKe MiABUIIYBATU PU3UK PO3BUTKY CHHIPOMY
IIePCUCTYIOYO] JIETeHEBOI TiepTeH3il HOBOHAPOAKEHUX. PU3UK CIIOCTEPIraBcs 3 YaCTOTOO
npubnu3Ho 5 BumaakiB Ha 1000 BariTHOCTeH. Y 3arasbHii MOyl Bin3HavyaeThCsa 1-2 BUMAOKU
CHHIPOMY IIEPCUCTYI0YO]1 IeTeHeBOI1 rinepTeH3il HoBoHapoaxkeHuX Ha 1000 BariTHOCTEH.

TI'odyeaHHA 2py00to

Omny6mikoBaHi faHi 1000 PiBHIB cepTpaiHy y TPyIHOMY MOJIOL CBiTYaTh PO Te, 10 CEPTPaIiH i
roro metabomiT N-me3mMeTuicepTpaid eKCKPeTyIThCS Y TPYIHE MOJIOKO Y Maslil KinbKocTi. 3aramoM
y CUPOBATIIi KPOBi HEMOBJISAT BUSIB/ISANY He3HAUHI KOHIIEHTpallii mpemnapaTy abo KOHIIeHTpallii
IIperaparTy, HeJOCTYIIHI [JId BU3HAUEHHS, 3a BUHATKOM OfHOT0 BUIIA[KY, KOJIU KOHIIEHTpaLlisg
npernapaTry y CHPOBaTIli KPOBi HEMOBIIATH CTaHOBUIIa Tpubnu3Ho 50 % Bif KOHIIEHTpAIlil Tpenapary y
CHpOBaTIi KpoBi MaTepi (ane 6e3 6ymb-IKOT0 IOMITHOT'O BIINBY Ha 3[0POB’d I[bOor0 HEMOBIATH). Ha
MaHUY Yac He MOBimOMIISIOCS PO MOoOivYHy Mifo ImpemapaTy Ha 3[0POB’S OiTel, SKUX TOOyBaIu
TPYAQI0 XKIiHKY, SIKi 3aCTOCOBYBaJIM CEPTPAJIiH, ajie TaKuil PU3UK He MOXKHA BUKJIIOYATH.
3acToCcyBaHHS IIpenapary y nepiof rogyBaHHs IPyAA0 He PeKOMEHI0BAaHO, 3a BUHATKOM BUIA[KIB,



KOJIY, Ha OYMKY JIiKapsi, KOPUCTH Bifl IPUIOMY IIpenapaTry IepeBUIlye PU3UK.
depmuavHiCMb

Iani, oTprMaHi Iim yac mociigkeHb Ha TBAapWHAX, He BUSBUIM BIIJIUBY CEPTPAJIiHy Ha IapaMeTpu
(hepTUILHOCTI.

3BiTH foCHigXkeHs i3 3acTocyBaHHA gesakux CI33C 3 yyacTro tofel CcBigqyaTs, 1110 BILUIUB Ha SIKiCTh
cnepmu € o6opoTHEM. CTaHOM Ha [aHUil Yyac He 6yJI0 BUSIBJIEHO BILIUBY Ha GEPTUIBHICTD JIIONUHY.

30amHicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexdaHismamu.

Kniniko-hapmMakosioriusi JOCTiAXKeHHS CBig4YaTh PO BiICYTHICTh BIJIUBY CEPTPaliHy Ha
TICUXOMOTOpPHI GyHKIii. OgHaK MaIlieHTiB Cif momepeakaTy PO Te, 1[0 ICUXOTPOIHI 3aC00M MOXKYTh
TopyIIyBaTu rcuxiyHi abo ¢isuyni peakirii, HeoOXigHi 711 BUKOHAHHS IMOTEHIIINHO HeOe3MeYHNX
3aBfaHb, TAaKUX IK KepyBaHHS aBTOM0OineM abo poboTa 3 iHIMMU MeXaHi3MaMHU.

Cnocid 3acmocyeaHHsi ma do3u.

Cnocib 3acmocyB8aHH s

Ceprpanin npuiitmaty 1 pa3 Ha mo6y (BpaHIii abo BBedepi).

TabmeTKy cepTpajiHy MOXHA IPUAMATH He3a/IeXHO Bifl BAHUBaHHS 1XKi.
ITouamoxk aikye8aHHs

Ilenpecia ma OKP

JIikyBaHHSI CepTpajiHOM CJIif po3noYuHaTH 3 103U 50 Mr/mo0y.
ITaniuHi po3aadu, IITCP ma couianvHuti mpusoxcHutl po3aao

JIikyBaHHS CITif PO3MOYMHATH 3 103U 25 Mr/mo0y. Yepe3 1 TUKOEHb J03Y CIIif MigBUIUTH K0 50 MT
1 pa3 Ha mo6y. Byno moka3aHo, 1110 TaKui PeKUM N03yBaHHS 3HUKYE YaCTOTY PO3BUTKY MOOIUHUX
eekTiB, xapaKTepHUX AJIS MaHIiYHUX PO3JIafiiB Ha I0YAaTKOBOMY eTalli JIiKyBaHHS.

TumpysaHHAa do3u

Ienpecis, OKP, naHiuHi po3aadu, couiaavHull mpusodicHul po3aad ma ITTCP

Y nauieHTiB, sKi He BignoBimaoTh Ha 003y 50 Mr, eekT Moxke OyTH OOCATHYTHUH IPU MifIBUILIEHHI
no3u. Kopekiiito mo3u ciif 3midCcHIOBaTH 3 KPOKOM y 50 Mr 3 iHTepBalaMu He MEHIIIe OOHOTO TUXKHS,
[0 MOCATHEHHST MaKcuMasbHol fo3u 200 Mr/mo0y. Kopekirito 03U cif mpoBOoguTH He YacTinle 1 pasy
Ha TUXKIEeHb, 3BaXKalouM Ha IIepiof HaliBBUBEOEeHHS CEPTPAaiHy, 1110 CTAHOBUTH 24 TOOUHU.

[Tepii MposgBY TePaneBTUYHOI0 e(heKTy MOXKYTh CIIOCTEPIraTUCS NPOTAroM 7 [HIB JIiKyBaHHA. OfHAK
IJ1s1 MOCSATHEHHS TepalleBTUYHOI BiiTIOBiMli 3a3BUYaii MOTPiOeH MOBIIKI IEPiof Yacy, 0COOIUBO y
xBopux 3 OKP.



ITiompumyroya 003a

Io3yBaHHS IIPOTSITOM JOBrOTPHBAJIOL Teparlil ClIifl yTpUMyBaTH Ha HalHUKYOMY e(heKTUBHOMY DPiBHi 3
HaCTYIIHUM KOPUTYBaAHHSIM 3ajIeKHO BiJ] TepaleBTUYHOI BigIOBIfi.

Henpecis

IoBroTprBaly Tepalilo MOXKHa TaKOXK 3aCTOCOBYBATH [Jig 3anobiraHHs pelufuBy BeIUKUX
nenpecuBHUX enizoniB (BIIE). Y 6inbiIocTi BUNagKiB peKOMeHI0BaHa qo03a OJIs 3arnodiranHs
peuunuBy BIIE € Takom X, SIK 7034, IKY 3aCTOCOBYBaIM IIPOTATOM JIiKyBaHHS LbOT'0 AEIPECUBHOTO
enizony. IlamieHTaM 3 AeNpeci€ro Cifg OTPUMYBaTH Tepallilo MPOTATOM AOCTaTHbBOI'O Yacy,
IIOHAMMEeHIIe TPOTATOM 6 MicsiB, 1100 YIIeBHUTHCS Y MOBHIM BiCyTHOCTi CUMIITOMIB.

IaniuHi po3aadu ma OKP

[Tpu TpuBanid Teparil y namieHTiB 3 naHiuauMEu po3nafamu ta OKP ciig npoBomuTu perynsipay
OLIHKY Tepallil, OCKiIbKY 7 UKUX po37afiB He 6yJI0 IPOfLeMOHCTPOBaHO e(peKTUBHOCTI Ipenapary y
3anobiraHHi penuanBiB.

3acmocysaHHa dimam

Limu ma nidaimku 3 06cecu8HO-KOMNYAbCUBHUM PO31a00M
[TigmiTku Bikom 13-17 pokiB: moyaTKoBa A03a CTaHOBUTH 50 MT 1 pa3 Ha m00y.

Hitu BiKoM 6-12 pOKiB: moyaTKOBa A03a CTaHOBUTL 25 MT 1 pa3 Ha mo0y. Yepe3 1 TuXAeHb HO3Y
MoxKHa 30inemmTy 0o 50 Mr 1 pa3 Ha mo0y.

[Tpu HeOOXimHOCTI, Yy BUMIaIKy HEAOCTAaTHLOTO e(heKTy, MOXKIIMBE MTOfabIlle MiABUILIEHHS J03U 3i
36inpeHHsM Ha 50 Mr 3a 1 pa3 mpoTAroM mepiony B KinbKa TUXKHIB. MaKcUMalbHa [03a CTAHOBUTH
200 mr/mo0y. OpHak Mpu MigBUIEHH] J03u moHam 50 MT CJIil BpaXxoBYyBaTH 3arajioM HUXKYY Macy Tina
OiTeu MOPIBHAHO 3 gopociauMu. He crip 3MiHIOBaTH [03Yy 4acTille, HiX 1 pa3 Ha TUX[EHb.

EdekTuBHiCTH IIpenapaTy y AiTel 3 BeIUKUM IePECUBHUM PO3J1afioM IPOAEMOHCTPOBaHa He OyIa.

[laHi 11010 3aCTOCYBaHHS IIpeapaTy AiTAM BiKOM [0 6 POKIiB BifCyTHi (IUB. TAKOX PO3IiN
«Oc06IUBOCTi 3aCTOCYBaHHS»).

3acmocyBaHHA NauieHMam AimHb020 BIKY

[TauieHTaM JiTHBOTO BiKy HO3yBaHHS IIpenapary Ciif migbupaTu 3 00epexkKHICTI0, OCKITbKY I
NaLiEHTU MOXKYTh MaTH IiBUIIIEHUN PU3KUK PO3BUTKY TinoHaTpiemii (muB. po3nin «Ocob6auBoCTi
3aCTOCYBaHHS»).

3acmocyBaHHA npu neviHKoBilu HedocmamHocmi

Cnig 6yTu 06epeXHUMU IIPU 3aCTOCYBaHHI CepTpaliHy mallieHTaM i3 maTosorieio nevinku. [Tpu
TIOPYILIeHHAX QYHKIII NeYiHKy HeoOXiIHO 3MEeHIIUTH NalieHTaM 003y abo YacToTy mpuioMy
npernapaty. CepTpasiiH He CIIif 3aCTOCOBYBATH MalliEHTaM i3 TSIKKOI0 II€YiHKOBOI HEIOCTaTHICTIO,
OCKIiJTbKHM KJTIHiYHi fjaHi 00 3aCTOCYyBaHHS IIpernapaTy TaKUM XBOPHUM BiCyTHi (IUB. PO3Min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

3acmocysaHHA npu HUPKOBIiU HedocmamHocmi



[Tpu mopymeHHSX QyHKIIII HUPOK KOPUTYBAHHS NO3M IIpenapaTy He MOoTpiOHe (OuB. po3min
«OCc06IUBOCTi 3aCTOCYBAHHS»).

Cumnmomu 8iOMiHU, AKI cnocmepiedarombsCcs Npu NPUNUHEHHI mepanii cepmpasaiHom

Crip yHUKaTH palTOBOIO NPUIKMHEHHS 3aCTOCYBaHHA IIpenaparty. [Ipu npunuHeHHi JiKyBaHHS
cepTpasiHoM, 00 3MEeHINTH PU3UK PO3BUTKY peaklliii CHHOPOMY BiIMiHM, [03Y CJIifi TOCTYIIOBO
3MEHIIYBATH IIOHAWMeHIIIe TPOTIAToM 1-2 THXHIB (DuB. po3ninu «OcobIUBOCTI 3aCTOCYBaHHA» i
«ITo6iuHi peakiii»). AKIIO micis 3MeHIIeHHS 103U IIpenapaTty a0o MPUIIMHEHHS H0T0 3aCTOCYBaHHS
3'SIBJIAIOTHCS. HECTEPIIHI CUMIITOMH, MOXKe OyTH PO3TJISHYTe BiTHOBJIEHHS 3aCTOCYBAaHHS IIpenapary y
paHillle MpU3HaYeHi [03i. Y mopganpiioMy gikap MoxKe IIPO0BKYBaTU 3MEHIIYBaTH 03y, ajie GisbIi
IIOCTYIOBO.

Himu.

CepTpariH He CHifl 3aCTOCOBYBATH 15 JIiKyBaHHS AiTel, KpiM HiTel 3 06CeCHBHO-KOMITYIbCUBHUMMU
po3itaflaMu BiKOM Bifl 6 POKiB (muB. po3min «Crocid 3aCTOCyBaHHS Ta JO3U»).

Ilepedo3yeanHsi.
TokcuyHicmb

Ceprpasin Mae fiana3oH 0e3neKy, 0 3aeXKUTh Bifi MONYJIALil NalieHTiB Ta/ab0 CyIyTHLOTO
3aCTOCYBaHHS JIiKapChKUX 3aco0iB. IToBigoMIIsiiocs mpo JieTanbHi BUMTAAKK Tepeno3yBaHHS

CepTpaiHoM K IIPY OKPEMOMY 3aCTOCYBaHHi, Tak i B KoMOiHalril 3 iHmuMu 3acobamu Ta/abo
ankoroneM. Y 3B’sI3Ky 3 IMM KOXKEH BUIAJO0K ITepefo3yBaHHs MOTpPebye iHTeHCUBHOI Teparrii.

Cumnmomu

CuMnTOMH Iepefo3yBaHHs BKIIIOYAIOTh 00iYHI epeKTH, oOmocepegKoBaHi CEpOTOHIHOM, TaKi K
COHJIMBICTB, IIIJTYHKOBO-KUIIIKOBI MTOPYIIEHHS (HalpUKIag HygoTa Ta OI0BaHHS), TaXikapis, TpeMop,
30ymKeHHS i 3amaMOpoYeHHs. Pifie moBimoMIsAIOCS IIPO PO3BUTOK KOMU.

[licns nepemo3yBaHHSA CEPTPaiIHOM MIOBIIOMIISIOCS IIPO MOAO0BXKEHHS iHTepBany QTC/IUIyHOUYKOBY
TaxXiKapAilo TUIY «IIipyeT», TOMY B yCiX BUIIafKaxX IIepefo3yBaHHS CePTPaiHOM PEKOMEHY€EThCS
nposoautu EKT-MoHiTOPUHT (AUB. po3minu «OcobIUBOCTI 3aCTOCyBaHHS», «B3aemopis 3 iHIIUMHU
JMiKapchKUMHU 3acobaMu Ta iHIIi BUOM B3aeMofii» Ta «OapMakoguHaMika»).

Tepania

CrnenudiuHux aHTUIOTIB CepTpaiHy He icHye. PeKoMeHOyeThCsl 3a0e3MeUnTH i MgTpuMyBaTh
IPOXiAHICTh MUXaNTbHUX IUISXIB Ta MOCTATHINM piBeHb OKCUTEHAIli] i BEHTUIIAILI, SKIIO 116 HeoOXimHO.
[Tpu Teparil nepeno3yBaHHs CJIig MaTU Ha yBa3i, 1[0 MPUIAOM aKTUBOBAHOTO BYTiNJIs, III0 MOXKHA
3aCTOCOBYBATH Pa30M i3 TPOHOCHUM 3ac000M, MOKe OyTH TaKuM ke e(PeKTUBHUM abo GibI
eekTUBHUM 3a TPOMUBAHHS IITyHKA. BUKTMKaHHS OI0BaHHS He PeKOMeHIoBaHe. PeKoMeHIOBaHUM
MOHITOPHHT ceplieBoi misnbHOCTI (Hanpukiag EKT'), a TakKoK OCHOBHUX XKUTTEBUX ITOKA3HUKIB pa3oM
i3 3arasibHOI0 CUMIITOMATUYHOIO Ta MiATPUMYI040I0 Tepalieio. BpaxoByiounu 3HaYHUN 06’eM
PO3MOoAiny cepTpaliny, Taki 3axonu K GopcoBaHuM Aiypes, miami3, remonepdysis abo 3aMiHHa
reMoTpaHCQy3isl HaBpSO YX MOXKYTh OyTU KOPUCHUMH.



ITob6iuHi peakuii.

Haituacrilme crocrepiraeThCcsi Takui nobiyHKY edeKT IK HymoTa. [Ipu nmikyBaHHi COIialbHOTO
TPUBOXKHOTO po3nany vy 14 % 4osnoBikiB, gKi 3aCTOCOByBaIu CepTpaJliH, Bif3Hayasacs cTaTeBa
muchYHKIIA (MOPyIIeHHs esKydiil) mopiBHAHO 3 0 % malfieHTiB, gKi oTpuMyBanu mnanebo. Li
no6iuHi epekTH € 00303a7IeKHUMH i BOHM YaCTO CAaMOCTiHO 3HMKAIOTh IIPU ITPOOBXKEHH] Tepartii.

[Tpodins mobiuHUX e(eKTiB, 10 YaCTO CIOCTePiranucs y Xofi MpoBeOeHHS OABIMHNX CIIINUX
n1a1e60-KOHTPOJIbOBAHUX MOCTIIXKEeHb 3 y4acTio marieHTiB 3 OKP, maniunumu po3nagamu, IITCP Ta
COIlia/TbHUMH TPUBOKHUMM PO3jagaMu, 0yB MOmiOHUM J0 TAKOTO V HAlliEHTIB 3 enpeciero, ki Opamu
y4acTb y KJIIHIYHUX AOCIIAXKEHHAX.

Huxxue HaBemeHO maHi mpo mobivHi peakilii, 110 criocTepiranucs y mepiof micaspeecTpaliiitHoro
Harjagay (4acToTa iX pO3BUTKY HEBijoMa) i B X0fi IpoBeieHHs 11a1le00-KOHTPOJIbOBAHUX KITIHIUHUX
OOCIIIXKeHb (y IKUX Y LiIOMY B3sJIM y4acTh 2542 MallieHTH, AKi OTpUMYBaJIU CepTpaliH, i

2145 nanieHTiB, SKi oTpuMyBau muanedo) 3 ygacTio xBopux 3 fgenpecieio, OKP, maHiuHUMU
po3nagamy, [ITCP Ta couianbHUMU TPUBOXKHUMU PO3JIafiaMH.

Ieski 3 HUXKYe HaBedeHUX MOOIYHUX peakllii MOXKYTh 3MEHIIIYBATUCS 3a iHTEHCHUBHICTIO Ta YaCTOTOIO
3a YMOBY TPUBAJIOTO JIIKyBaHHS Ta 3a3BU4all He MPU3BOASATH 10 IPUIIMHEHHS Tepalil.

Huxye HaBegeHa YaCTOTa PO3BUTKY MOOIYHUX peakliiif, 1110 CIIOCTePIraaucs y Xomi MpoBeNeHHs
n1a11e60-KOHTPOILOBAHUX KITIHIYHUX JOCTiAXKeHb ¥ NallieHTiB 3 fenpecieto, OKP, maniuHuMu
po3nagamu, [ITCP Ta comianbHUMH TPHBOXKHUMHU Po3lamaMu. HaBeneHo 00’emHaHI JaHi mOCITigXKeHb i
MiCNIsIpeECTPaLiiHOro Harjagaay (4acToTa HEBigoMa).

YacToTa nobiyHUX peakilid BimoOpaxkeHa gK: myxke dacTto (= 1/10); gacto (Big = 1/100 go < 1/10);
HeyacTo (Big = 1/1000 mo < 1/100); pigko (Big = 1/10000 mo < 1/1000); oy=xe pigko (< 1/10000);
YacToTa HeBigoMa (4aCTOTY He MOXKHA BCTAHOBUTH 3a HaBHUMHU OAHUMMU).

IHpexuii ma iHeasii. YacTo: iHGbEeKIN BepXHiX AuXaabHUX IUISXiB, (apPUHTIT, PUHIT; HEYACTO:
raCTPOEHTEPHUT, CepPedHill OTUT; PifKO: MUBEPTHKYIIT .

ITyxauHu 006pOAKiCHI, 3105KICHI ma Heymoy4HeHi (y momy 4ucai kicmu ma noainu). HedacTo:
HOBOYTBOPEHHSI.

3 6oky cucmemu Kposi ma aimpamuyuHoi cucmemu. Pigxo: mimbameHomaTiss, TpoMOOLUTONEHITH,
NefKomeHiT*,

3 boky imyHHOi cucmemu. HedacTo: mifBUIlleHa YyTIUBICTH*, Ce30HHA anepris*; pigko:
aHadinmakToimHa peakiris*.

3 6oky endokpuHHoi cucmemu. HedacTo: rinoTupeos*; pigko: rinepnponakTuHeMis*’, CHHIPOM
TIOPYILIEHHS CeKpellil aHTUIiypeTUYHOr0 TOPMOHY*',

MemaboaiyHi ma asimeHmapHi po3nadu. YacTo: 3HUKEHHS alleTUTY, IIOCUIEHHS aneTuTy*; pigko:
rinepxosnecTeprHeMis, IyKpoBuii miabet, rimornikeMis*, rimepriikemis*’, rimoHaTpiemis*,

IcuxiuHi nopywenHs. [Iyxke 4acTo: 0€3COHHS; YaCTO: BiMUYTTS TPUBOXKHOCTI*, mempecis*,
30ymKeHHS*, 3HUKEHHS NMi0ifo*, HepBO3HICTh, HeTepPCcoHani3allis, HiuHi XKaxu, OpyKcu3m*;



HeuyacTo: Cyll[ufaabHe MUCIIeHH/CylluaanbHa I0BeiHKa, ICUXOTUYHUHN Po3Iamg*,
IIaTOJIOTiYHe MUCJIeHHS, alaTis, rajouuHanii*, arpecis*, eidopruynuil HacTpin*, mapaHos;
pifiKo: KOHBepCiliHui po3nag*’, mapoHipis*’, 3aneXKHiCTh Bif JiKiB, TyHATH3M, HepeqdacHa
eAKYIIALIA.

3 6oky Hepseosoi cucmemu. [IyKe 4acTO: 3allaMOPOYeHHS, TOJIOBHUM Oifib*, COHNMUBICTh; YacToO:
TPEeMOD, PO3/1afu Pyxy (BKI0YaK4u eKCTpalipaMifiHi CHMIITOMH, TakKi SIK TinepkKiHesisd,
rimepTOHYC, OUCTOHIS, ClTa3MH Iesienu a0o MOPYIIeHHS X0IK), TapecTe3is*, rinepTonyck,
IIOPYILEeHHS yBary, QUCTeB3id; HeYacTOo: aMHe3id, rinecresisa™, MUMOBiIbHI M’ 130B1
CKOpPOYEeHHSI*, CUHKOIIe¥, rinepKiHe3is*, MirpeHp*, cymoMu*, moctypajbHe 3allaMOPOY€EHHS,
IOPYIIEeHHS KOOPAXHALIil PyXiB, IOPYIIEHHS MOBJIEHHS; PigKO: KOMa*, akaTu3isl (OuB. PO3AiN
«OcobIMBOCTI 3aCTOCYBaHHA»), AUCKiHEe3is, rinepecTesis, cna3M nepedpanbHUX CynuH (y
TOMY YMCJIi CHHIPOM CKOPOMUHYIIOI lepeOpaibHOiI BA30KOHCTPUKIIII Ta CUHIPOM

Konna - ®neminra)*, mcuxoMoTopHe 30yIKeHHs" (quB. po3min «Oco6IuBOCTi 3aCTOCYBAHHA»),
CEHCOpHI IIOPYILEHHS, xopeoaTeT03§, TaK0Xk OyJIM 3apeecTpPoBaHi CUMIITOMH, ITI0 aCOIIiI0BAKCS i3
CEpPOTOHIHOBUM CUHAPOMOM* ab0 3/I0IKiCHUM HEUPONENTHYHUM CUHAPOMOM, V HeSKUX BUMaAKax
IIOB’SI3aHUM i3 CyIIyTHIM IPUAOMOM CEPOTOHIHEPTriYHUX 3ac00iB, Taki 9K 30yKEeHHS, CIIIyTaHICTh
CBiOMOCTI, ITOCUJIeHe TOTOBUINIEHH, flapesi, XKap, apTepiajibHa rinepTeH3is, pUrifHiCTh Ta
Taxikappmis'.

3 60Ky opeanie 3opy. HacTo: MOPYyIIEeHHS 30py*; He4acTo: Migpia3*; pigko: CKOTOMa, ri1ayKoMa,
munonist, otodobist, KPOBOBUIMB y IEPENHIO KaMepy OKa*', 3iHuIi pi3HOro po3mipy*,
pO3NIafy 30py’, PO3TafHu CIbLO30BU/IIICHHS.

3 60Ky opaaHis cayxy ma pigHosazu. HacTo: O3BiH y Byxax*; HewacTo: 6isb y ByCi.

3 boky cepus. YacTo: BimuyTTs ceprebuTTs*; HeYacTO: TaxXikapmis®, IopyIIeHHs cepleBoi
MisAIBHOCTI; pPifKo: iHpapKT Miokapaa*', IUTyHOYKOBa TaxiKap/isa TUIY «IIipyeT»* (JuB. PO3Miu
«Oco6IuBOCTi 3aCTOCYyBaHHS», «B3aeMopmist 3 iHIMMU JTiKapChbKUMHU 3aco0aMu Ta iHIII BUIU
B3aeMofii» Ta «®apmMakoguHaMika»), OpaguKkapmis, MofoBxkeHHS iHTepBany QTc* (quB. po3ninu
«Oco6MBOCTi 3aCTOCYyBaHHS», «B3aemopis 3 iHImIMMU TiKapCchbKUMU 3aco0aMy Ta iHIII BUTU
B3aemofii» Ta «OapMakoguHaMiKa»).

3 60Ky cyOuH. YacTo: IpUIIMBL*; HEYACTO: IAaTONIOTiYHA KPOBOTeYa (Taka SK IITyHKOBO-KUIIIKOBA
KpPOBOTeYa)*, apTepianbHa rinepreHsis*, rinepemis, reMaTtypis*; pigko: nepudepudHa imemis.

3 60Ky pecnipamopHoi cucmemu, opaaHia 2pyo0Hoi Kaimku ma cepedocmiHHsA. YacTo: mo3ixaHHs*;
HeYacTo: IUCIIHOE, HOCOBa KpPoBoTeda*, OpoHxocma3mM*; pifKo: rinepBeHTHNALS, iIHTEPCTHUIliaIbHE
3aXBOPIOBAHHA JIeTeHbY', TapUHrocnasM, TUCHOHisA, CTPUAOPY, TiIOBEHTHIIALIS, THKaBKa.

3 60Ky wayHK080-KUWK0B8020 mpakmy. [lyXe 4acTo: Hy[0Ta, fiapes, CyXiCTb y POTi; 4acTo:
IUCIIETICis, 3amop*, Oinb y KUBOTI*, OII0BaHHSAY, METEOPU3M; HEYACTO: MeJleHa, TaToJoril 3 00Ky
3y0iB, e30(arit, I10CUT, TeMOpPOH, TillepcaiBalis, fucdaris, BifpuxkKa, 3MiHU I3UKa; PiAKO: BUPA3KU
Ha CIM30Bii 000JIOHII POTOBOI TOPOXKHUHY, l'IaHeraTI/IT*§, remMaToxe3sis, BUpa3Ku Ha S3Ulli,
CTOMATHT; YaCTOTa HeBigoMa: MiKPOCKOIIIYHUMN KOJIIT*.

3 6oky eenamobisiapHoi cucmemu. PigKo: mopyuieHHs QyHKIII IEeYiHKKA, CEPHO3Hi MOPYLIIeHHS
GYHKIII MeYiHKY (BKITIOYAI0YX TellaTUT, JKOBTSHUITIO Ta MEYiHKOBY HEJOCTATHICTBD).

3 6oky wkipu ma nidwkipHoi kaimkosuHu. YacTo: rineprigpos, BUCUIIAHHSI*; HEYACTO:



nepiopOiTanbHNUM HAOPSAK*, KpOIUB THKa*, anomnenis*, ceepOixk*, mypmypa*, JepMaTuT, CyXiCTh WIKipH,
HaOPSIK 00/TMYYs, XOJMOOHUM TIiT; PifKO: 3apeeCcTPOBAHO PiOKiCHI BUMAAKM TSAXKKUX MOOIYHUX peakIlii
3 6OKy IIKipu, Takux K cuHApoM CTieHca - [IKOHCOHa* Ta emifepManbHUM HeKpolis*, mKipHa
peakmis*’, GoTOYyTIUBICTL', AHTIOHEBPOTUYHKI HAOPSK, TATONOTIUH] 3MiHHE 3 60Ky TEKCTYpH
BOJIOCCSI, HETUIIOBUY 3amnax MIKipy, OyJIbO3HUN NepMaTUT, Be3UKYIb03HEe BUCHIIaHHS.

3 60Ky onopHO-pyx080i cucmemu ma cnoay4yHoi mkaHuHu. YacTto: 6ine y criuHi, apTpanris*, mianris;
HEYaCTO: OCTE0APTPUT, IOCMUKYBAaHHS M’s13iB, M'g30Bi cmtadaMu*, M’s130Ba c1abKicTh; pigKo:
pa6110Mioni3*§, ypaXeHHS KiCTOK; 4aCcToTa HeBifjoMa: TpU3M*,

3 60Ky HUPOK ma ce4osudinbHOI cucmemu.

HeuacTo: nonaxkiypis, nopylIeHHsI CEYOBUIIYyCKAHHS, 3aTPUMKA Cedi, HeTpUMaHHs Cceydi*, moniypis,
HIKTYpisl; PigKO: MOPYIIEHHS CEYOBUIIYCKaHHA*, OJIirypis.

3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/a103. [IyXe 4acTo: MOPYLIEHHS esKYJISIil; 94acTo:

HeperyIsipHUN MeHCTPyaJlbHUM LUKIT*, epeKTUIbHa AUCHYHKINSA; He4acTOo: CTaTeBa AUCHYHKIIIS,

MeHOparis, BariHajbHa KpOBOTeYa, CTaTeBa OUCPYHKIIA y KiHOK; PiAKO: rajakTopes*, aTpodiuaui

BYJIbBOBATIHIT, BUMIiIEHHS 31 CTaTE€BUX OPraHis, 6alaHOMOCTUT*, FIHEKOMACTisT*, mpiami3amM*; 4acToTa
*k

HeBifjoMa: IMiCIAI0I0roBa KpoBoTeYa T.

3azanvHi nopyweHHs. [lyKe 4acTo: MMifBUILLEHa BTOMJIIOBAHICTH*; YacTo: 3arajbHe

He3yXKaHHS*, Oinb y TPyOHIM KITiTII*, acTeHis*, mipekcis*; HewacTo: nepudepuyHui

HaOpsgK*, 03HOO, MOPYyIIeHHS XOAu*, cIpara; pifiKo: rpuxka, 3HUKeHHS ITePeHOCHMOCTi

npernapary.

ITocaidocents. YacTo: 30iMbIIIeHHST MacH Tina*; HeYacTo: MigBUIIeHHS PiBHS
ana"iHaMiHOTpacgepasu*, miABUIIEHHS PiBHS acllapTaTaMiHOTpaHChepa3u*, 3HNKEHHS MacCH Tina¥;
PiOKO: MiABUIEHHS PiBHS X0JIECTEPUHY B KPOBi*, BiIXUIEHHS Bil HOPMHU PEe3yJIbTaTiB KIIHIYHUX
na6opaToOpHKX aHasli3iB, IOPYyIIeHHs IKOCTi CIIepMH, 3MiHa QYHKIII TPOMOOIHUTIB*.

Tpasmu, ompyeHHA Ma yckaad0HeHHA npouedyp. YacTo: TpaBMa.

XipypeiuHi Bmpy4yaHHA ma Medu4Hi npouedypu. Pigko: mpouenypa Ba3oguIaTallii.

* T1o6iuHi peaxkitil, siki Oy 3apeecTpoBaHi y micagpeecTpalliitHui mepiof.

*YacToTa mobGiuHMX peakliiil IpefCcTaBleHa 3a PO3PaxXyHKOBOIO BEPXHBOI Mexeio 95% HoBip4goro
IHTepBaJly i3 3aCTOCYBaHHAM «IIpaBujia TPhOX».

" I1s moGiuHa peaxiiis 3apeecTpoBada ajis Tepanestuynoi rpynu CI33C/CI33CH (muB. po3ninu
«OcobnMuBOCTi 3aCTOCYBaHHS» Ta «3aCTOCYBaHHS B Iepiof BariTHOCTI abo rogyBaHHS

TPYAII0»).
CuHOpomu 8i0MiHU, W,0 cnocmepi2alombsbCa Npu NPUNUHEHHI mepanii cepmpaniHoM

[IpunvHEHHS Teparil cepTpaniHoM (0co6IKMBO y BUMAAKY Pi3KOT0 MPUNUHEHHS Teparil)
3a3BHAYail IPU3BOAUTE OO PO3BUTKY CUMIITOMIB BimMiHU. HaldacTiine moBifOMISETHCS PO
Taki moOiyHi gBUIA K 3allaMOPOYEHHSI, CEHCOPHI MOPYIIeHHs (BKII0Yalo4y ITapecTesiio),
IIOPYIIEHHS CHY (BKITIOYal0yy 0€3COHHS i ICKpaBi CHOBUMIHHS), 30yOKeHHS abo BiguyTTs



TPUBOXKHOCTI, HygoTa Ta/abo 6/10BaHHS, TPEMOD i royloBHUM 6inb. fAK mpaBuio, i mobiuxi
sBUIa Oynu JIeTKOTo abo MOMIPHOTO CTYIIeHS TSXKKOCTi Ta MUHAJIM CAMOCTIMHO; OfHAK y
IesTKUX TaIliEHTIB BOHU MOXKYTh OyTH TSIXKKUMU Ta/ab0 TpUBaIUMHU. Y 3B'SI3KY 3 LIUM Y
BUIIagKax, Konu Oifbllle HeMa€ HeOOXiMHOCTI y Tepallil cepTpasliHOM, peKOMEHAYEThCS
IIOCTYIIOBA BigMiHa IpenapaTy IUISIXOM II0eTalHOr0 3HUXKEeHHS 003U (AuB. po3ainu «Crocib
3aCTOCYBaHHS Ta mo3u» Ta «OCoOIMBOCTI 3aCTOCYBAHHS»).

3acmocy8aHHA NauieHmMam AimHb020 BIKY

3acTocyBaHHS CeJIEKTUBHUX iHTi0iTOPiB 3BOPOTHOTO 3ax0rieHHs cepoToHiny (CI33C) abo inribiTopis
3BOPOTHOTO 3aXOIJIEHHSI HOpaApeHaniHy i cepoToHiny (I33HC), Bkno4awouu cepTparliH,
acoIitoBasocs 3 KIIiHiYHO 3HAYYIIMMU BUIIagKaMH TillOHATPieMii y MaIlieHTiB JIITHBOTO BiKYy, B AKUX
MOXKeE CIIOCTepiraTucs MigBUIEHUN PU3UK PO3BUTKY I[bOTO MTOOIYHOTO SIBUIA (TUB. PO3MOin
«Oc06IUBOCTi 3aCTOCYBaHHS»).

3acmocyeaHHs dimam

Y nonap 600 fiTel, SKi OTpUMYBaIM CEPTPAJIiH, 3arajlbHuM Ipodinb mobiyHUX peakiiii 6yB y LimoMy
nOfiOHMY IO TAKOTO, IO CIIOCTEPIraBCcs y AOCHIAXKEHHIX 3 y4acCTI0 JOPOC/INX NallieHTiB. Y Xofi
KOHTPOJIbOBAHUX JOCIiAKeHb Oy 3apeecTpoBaHi HACTymHi mobiuHi peakii (KinbKiCTh MalieHTiB, AKi
IpUUMalu CepTpaiH, CTaHOBUIa 281):

Iyxe 1acTo (= 1/10): romoBHu 6inb (22 %), 6e3conHs (21 %), giapes (11 %) i Hymota (15 %).

Yacro (Big = 1/100 go < 1/10): 6inb y rpyaHiit KIiTHi, MaHis, mipekcis, 6/10BaHHS, BifCyTHICTb
aneTuTy, abeKkTuBHA Ja0iNbHICTD, arpecis, 30ymKeHHs, HEPBO3HICTh, MOPYIIEHHS yBaru,
3aIlaMOPOY€eHHs, TinepKinesis, MirpeHb, COHIUBICTh, TPEMOD, IIOPYIIEHHS 30Dy, CYXIiCTh ¥ POTi,
OUCIIENICisd, HiYHi XKaxu, MifBUIlleHa BTOM/IIOBaHICTh, HETPUMaHHS Cedi, BUCUIIaHHS, aKHe, HOCOBa
KpoBoTeda, MmeTeopu3M. Hewacrto (Big = 1/1000 mo < 1/100): nogoBxeHHs iHTepBany QT na EKT
(muB. po3minu «Ocob6MMBOCTI 3aCTOCYBaHHA», «B3aeMopis 3 iHIKUMU TiKapChKUMU 3acobaMu Ta iHIIi
BUOU B3aeMOTili» Ta «PapMakKoguHaMika»), CyiluganbHi cripodu, CymoMHu, eKCTpamipaMigHuil po3aji,
mmapecTesis, Jenpecis, rajonuHalii, yprnypa, rinepBeHTUNALisS, aHeMis, TOPYIIeHHS QYHKIIIN
IIeYiHKMY, IMiIBUINIEHHS PiBHA alaHiHaMiHOTpaHChepasHu, HUCTUT, IPOCTUM T'ePIIeC, OTUT 30BHIITHLOTO
Byxa, 6inb y Byci, 6inb B o11i, Migpia3, 3aranbHe He3MyXKaHHS, reMaTypis, IyCTyIb03He BUCUIIaHHS,
PHUHIT, TpaBMa, 3HUKEHHS MacCHU Tijlla, IOCMUKYBaHHS M's13iB, He3BUYallHi CHOBUIHHS, anaTid,
anb0yMiHypis, monakKiypisi, momiypis, Oinb Yy MOJIOYHUX 3a/103aX, IOPYIIEHHS MEHCTPYaabHOT0 IUKITY,
asomellist, JepMaTUT, ypaXKeHHs IIKipy, HETUIIOBUM 3amax IIKipy, KPOIUB THKA, OPYKCHU3M,
IpunavBu. YacToTa HEBijoMa: eHypes.

Egexmu, xapakmepHi 015 4b020 Kaacy AiKapcbKux 3acobis

Y pesynbTaTi NIPOBEOEHHS €MileMiOIOTiYHUX JOCTIIXKeHb, 110 IIepeBaxKHO MPOBOAUIN 3 Y4aCTIO
nauieHTiB BikoM Bif 50 pokiB, 6yB BUSIBIEHUY MiABUIIEHUY PU3UK BUHUKHEHHS II€PEJIOMiB KiCTOK Y
narieHTis, Aki orpuMyBanu CI33C Ta TPULMKIIIYHI aHTUAEeIpecaiTu. MexaHi3M, 1[0 3yMOBJIIOE
MigBUILIEHHS I[bOTO PU3UKY, HEBITOMHUI.

ITosidomaeHHs npo nido3proeaHi nobiuHi peakuyii

[ToBigoMIieHHs IPO Migo3pioBaHi Mo6iuHi peakilil y miciasapeecTpaliiHuil Iepioy] € BaXKIUBUM
3axomoM. Lle mo3Bosisie IPOAOBXKYBATA MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU
3acToCyBaHHI npemnapaTty. [IpaliBHUKIB raiy3i OXOpOHHU 3[4,0POB’S IPOCATH IOBIIOMIIATH IIPO
Oymb-sKi mimo3proBaHi Mo6iuHi peakirii.



TepMmiH npudamHocmi. 5 pokis.

YMoBu 30epiranHs.

36epiratu nmpu TeMepatypi Hux4e 30 °C y HeOOCTYIIHOMY IJISl OiTeH MicIi.

YnakoBka.

[To 14 Tabnetox y 6micTepi. [To 2 GmicTepy y KapTOHHIN yIaKOBIIi.

Kareropis Bigmycky. 3a peLenToMm.

Bupo06HHK. Xaynt ®apma JlaTina C.p.n./Haupt Pharma Latina S.r.l.

Micue3HaxomKeHHsI BUPOOHHKA Ta aJipeca Miclisi IpoBadXKeHHsI HOr'o Jis/IbHOCTI.

Bopro Can Mimens C.C. 156 KM. 47,600 - 04100 Jlatina (JIT), Itamis/

Borgo San Michele S.S. 156 KM. 47,600 - 04100 Latina (LT), Italy.

abo[]

Bupo0HuK. I1dpaiizep Menwopekuypunr Horiunenn ['M6X/ Pfizer Manufacturing Deutschland GmbH

Miciie3HaxoIKeHHsI BUPOOHHKA Ta afipeca Miclisi IPoOBaXKeHHS HOT0 Tis/IbHOCTI.

MycBansgans 1, 79090 ®paibypr Im Bpaiicray, Himeuunna/

Mooswaldallee 1, 79090 Freiburg Im Breisgau, Germany.

] B incmpykuii, wo 6yde 8ksnadeHa 8 KAPMOHHY ynakosky, 6yde 3a3HauyeHull Aulie 00uUH 8UPOOHUK
(moti, wo 6ye 3adisiHull 014 8unycky cepii).



