Ckian

0il04a pevyosuHda: BOPTIOKCETHH;

1 BKpuTa IIiBKOBOIO 000JI0HKOIO TabjieTka MicTUTh 10 MI BOPTIOKCETUHY Y BUTTIAMI
BOPTiOKCETUHY TigpoOpominy;

oonomioicHi pedyosuHu: MaHiT (E 421), nemiono3a MiKpOKpHUCTalidyHa,
TiAPOKCHUIIPOIIIIIIEII0I03a, HaTPilo KPOXMalIbIJIiKOIAT (TUIl A), MarHilo creapar,
rimpomeno3a, Makporoi 400, Tutany miokcun (E 171); Tabnetrku 10 Mr: 3ami3da OKCULT
xoBtuu (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

tabnetku 10 Mr: XK0BTi, KparienonioHol ¢opMu TableTKH, BKPUTI MIiBKOBOIO
000/10HKOI0, i3 cuMBonamMu «TL» 3 omHOro 60Ky Ta «10» - 3 iHIIOTO.

dapMakoTepaneBTHYHA Irpyna
Antupenpecantu. Kog ATX NOGA X26.
dapMakKogHHaMiKa

MexaHism 0ii

MexaHi3M fil BOPTIOKCETHUHY, SIK BBaXKalOTh, OB’ I3aHUU 3 MOT0 MyJTbTUMOLAIbHOIO
aKTUBHICTIO, IKa € TTOEOHAaHHAM ABOX (papMaKOJIOTiYHUX MeXaHi3MiB: IIPSAMO1
MOIYISIIil aKTUBHOCTI PelellTOPiB Ta iHriOyBaHHS TpaHCIopTepa cepoToHiny (5-HT).
IokIiHiYHI JaHi MOKa3ylTh, III0 BOPTIOKCETUH € aHTaronicrom 5-HT3, 5-HT7 i 5-HT1D
penenTopiB, 4acTKoBUM aroHictoMm 5-HT1B peuentopis, arornictom 5-HT1A
petenTopiB Ta inri6itopom 5-HT TpaHcnopTepa, BUKJIMKAE MOOYJISIIiI0
HEWPOTPAaHCMICil B IEKIIBKOX CUCTEMAaX, B TOMY YHMCJIi CEPOTOHIHY, HOpaApeHaJiHy,
nodaminy, rictaminy, anetunxomniny, 'AMK Tta ronyramarty. Taka MyJIbTUMOZaIbHA
aKTUBHICTbH, IK BBaXKaloTh, 3a0e3mnedyye aHTUOEIIPECUBHI Ta aHKCIONMiTUYHI edeKTH, a
TaKOXK MOJIINIIeHHsI KOTHITUBHOI (PyHKIIil, HaBYaHHS Ta MaM’ ATi B yMOBax OOKJTIHIYHUX
OOCIIIAXKEeHb BOPTIOKCETHHY. KpiM TOro, JOKIIIHIYHI JOCTIOXKEHHS BKa3ylTh, 1110
BOPTIOKCETUH He BUKJIMKAE CEKCyaJibHOl OUCOYHKII1. TOUHMMN BHECOK KOXKHOIL
CKJIaJIOBOI ILOTO MEXaHi3My Yy CIIOCTepeXyBaHUMN papMaKOOUHaAMIUHUN TPOQinb
3aJIMIIAETHCSA HESICHUM, TOMY ITPU €KCTPAIoIIil AOKIIHIYHUX JaHUX 0COOJIMBOI yBaru



norpebye Oe3mocepenHbo Malli€eHT.

Bynu nipoBeneHi gBa KITiHIYHI JOCITiOXKEHHS MO3UTPOHHO-eMiciiiHO1 ToMorpadii (ITET) 3
BUKOpPUCTaHHAM niranpgiB 5-HT-penenTopiB (11C-MADAM a6o 11C-DASB) ons
KiNTbKiCHOI OIliHKHY 3axoIlieHHs 5-HT-perentopiB B rOJIOBHOMY MO3KY IIPU Pi3HUX
PiBHSX O03.

BcTaHoBEHO, 1110 3aXONJIEHHS TPAHCIIOPTEPA CEPOTOHIHY CTaHOBUIIO Mpubu3Ho 50 %
mpu mo6oBiM H03i BOpTioKceTuHy 5 Mr, 65 % 1npu mo6oBiit 003i BopTiokceTuny 10 mr i
nmoHan 80 % mpu mo6oBi# mo3i BopTiokceTuHy 20 MT.

KniniuHa epekmusHicmb i 6e3neka

EdekTuBHICTh Ta O€3MeKa 3aCTOCYBaHHS BOPTIOKCETUHY BUBUYAJIMCS B PAMOi KITIHIYHUX
OOCIiAXKeHb, 1110 BKIo4Yanu noHan 6700 mailieHTiB, 3 akux moHan 3700 malieHTiB
Opanu y4acTb B KOPOTKOCTPOKOBUX (<12 TUXKHIB) HOCTIOXKEHHSIX IIPU BETUKOMY
menpecuBHOMY posnazi (BIP). [IBaHamIsATh MOABIMHO Citinmux maiebo-
KOHTPOJILOBAHUX 6/8-TMXKHEBUX OOCIIiIAXKEHb i3 3aCTOCYBaHHSAM (pikcoBaHUX A03 OyII0
ITPOBENEHO0 3 METOIO BU3HAYEHHSI KOPOTKOCTPOKOBOI e(pEKTUBHOCTiI BOPTIOKCETUHY TIPU
BIIP y mopocnux mailieHTiB (BK/II04YalO4Hu MAIli€EHTIB JIITHLOTO BiKYy). EQEeKTUBHICTD
BOPTiOKCceTUHY OyJjia IPOOEeMOHCTPOBaHa IIoOHaMeHIIIe B T'PYIi 3aCTOCYBaHHS OOHiel
no3u B 9 3 12 mocnigxkeHsb, Ae OyJio MoKa3aHOo 3MiHy IK MiHiMyM Ha 2 6anu Bif
maie6o 3a MIKajgaMu OIiHKU mernpecii MouTtromepi-Acb6epr (MADRS) i T'aminbToHa
(HAM-D24). 1le KniHi4YHO IMigTBEPAXKYBaIOCs KiIbKICTIO MAIli€HTIB, SKi BiAIOBiNIM Ha
Tepalriio i JoCATrIu peMicii, a TaKOXK ITOJIIMNIIeHHSIM 3a IIIKaJI0I0 3arajJbHOT0 KIiHIiYHOTO
BpaxxeHHs (CGI-I). EekTuBHICTS BOPTIOKCETHUHY 3pOCTajia TPy IIiABUIIEHH] TO3MU.

EdekTUBHICTE OKPEMUX OOCIIAXKEHD IIiATBEpAXKeHa MeTaaHanizom (MMRM) cepenHix
3MiH 3aranbHOro 0asna 3a mkanow MADRS 3a 6/8 THXHIB KOPOTKOCTPOKOBUX Mjialedo-
KOHTPOJIbOBaAHUX AOCJIAXKEHb 3a y4acCTIO JOPOCIuX. 3a pe3yjibTaTaMUd MeTaaHalli3y
IIUX OOCJIiAXKeHb, BIIMiHHOCTI Bif 1iame6o Oy/Myu CTaTUCTUYHO 3HAUYIIUMU: -2,3 Oana
(p = 0,007); -3,6 6ana (p <0,001); -4,6 6ana (p <0,001) mpu mo3ax 5, 10 i 20 Mr/mo0y
BigmoBigHO, mipu A03i 15 Mr/go0y CTaTUCTUYHO 3HAYYIIi BiIMiHHOCTI 3 1taiebo Oynu
OOCSTHYTI 3a JaHUMHU MeTaaHasli3ly, ajle cepenHi BimMiHHOCTI mOpiBHSHO 3 Iy1aiiedo
CKyanu -2,6 6ana. E¢GeKTUBHICTh BOPTIOKCETHUHY MiATBEPHXKYETHCS i B 3B€IEHOMY
aHaJli3l, B AKOMY BifICOTOK pPeCIIOHAepiB CKiaB Bif 46% no 49% mnipu 3acToCyBaHHI
BOPTiOKCeTUHY B nmopiBHSAHHI 3 34% npu 3acTocyBaHHi mamebo (p <0,01; arnaniz NRI).

KpiMm Toro, BopTiokceTHH B miana3oHi o3 5-20 Mr/mo0y IpoieMOHCTPYyBaB
e(eKTUBHICTS 1100 MINPOKOTO CIIeKTPa CUMITOMIB Aelnpecil (oliHeHy 3a 3MiHOIO0
0aJriB 3a BciMa okpemumu mipmkanamMu MADRS).



EdekTuBHicTh BOpTiOKCeTUHY B mo3ax 10 ab6o 20 mr/moby Oya TaKoxK IToKa3aHa B 12-
TUXKHEBOMY IIOABIVHO CJIIIOMY 31 3MIHHUMU H03aMU IOPiBHAJIBHOMY OOCIIIOXKEHHI 3
aromesiaTMHOM B fo3ax 25 abo 50 mr/go0y y martieHTiB 3 BIIP. BopTiokceTux
IPOAEMOHCTPYBAB CTaTUCTUYHO 3HaAYYIy IepeBary Hajl aroMejlaTUHOM 3a 3arajbHUM
6anom mkanu MADRS, 110 Oyio KJTiHiYHO 3HAYUMO i 3a KiJIbKIiCTIO Ialli€HTiB, SIKi
BiATIOBiNIM Ha Teparllilo Ta JOCATIU PeMicil i mominmenHs 3a mKanow CGI-I.

ITiompumyroua mepanisa

CTiMKIiCTh aHTUAEIIPECUBHOTO epeKTy IIPU IIiATPUMYIOUil Tepallil ToKa3aHa B
OOCITimKeHHi mpodinakTuKu peuunusis. TamieHTH, sKi mepedyBasnu B peMicii micns
IIOYaTKOBOI Teparlil BOPTIOKCETUHOM B XOmi 12-TUKHEBOT0 BiIKPUTOT'O OOCIiIXKEeHHS,
Oynu paHOOMi30BaHi B Ipynu BOPTiOKceTuHY 5 ab6o 10 Mmr/mo0y abo mmaiebo i
CIIOCTepiraaucs 1040 BUHUKHEHHS PEIUANBIB IPOTATOM IIOABIMHO CIIIIOTO
CIIOCTEepPEeKEeHHsI, TPUBAJIICTIO IMIoOHaKWMeHIIe 24 TuXHi (Big 24 go 64 THUXKHIB).
BopriokceTun nepesepiiryBas 1amebo (p = 0,004) 3a 0CHOBHUM KPUTEPIEM OLIIHKH -
4acy, SIKHU IIPOUILOB O0 penunuBy BIIP, 3 BiDHOIIEHHSAM PU3HUKIB 2; Ile 0O3HaYae, 110
PU3UK peuunuBy OyB B 2 pa3u BUIIUM B Ipymi 1aaiebo, HiXK B IPyIli BOPTIOKCETUHY.

ITauieHmu AiMHbLO20 BIKY

Y nopaBi#iHO ciinmoMy maieb0-KOHTPOIbOBAaHOMY 8-THXKHEBOMY 3 (iKCOBAHOIO 03010,
OOCHiAKEeHHi y JIiTHIX MaIlieHTIiB 3 gemnpecieio (=65 pokis, n = 452, 156 3 HUX
OTPUMYBAJIU JIIKYyBaHHS BOPTIOKCETUHOM) BOPTiOKCETHH B A03i 5 MT/mo0y
IepeBepITyBaB MJjialebo npu OLiHI 3arajgbHOro 6ana 3a mkamamu MADRS i HAM-
D24. PisHu1lst MizK BOPTIOKCETUHOM i Iaiiedo craHoBuia 4,7 6asa 3a 1mkanoiwo MADRS
Ha 8-MoMy TUXKHi Teparril (aHaniz MMRM).

ITauienmu 3 msdckorw denpeciero abo 8UCOKUM pieHeM cumMnmomie mpusoau

AHTUpenpecanTHa epeKTUBHICTL Oyjla TAKOXK MPOIEMOHCTPOBAHA ¥ XBOPUX 3 TSIXKKOIO
nenpeciero (= 30 6aniB MADRS) i y menpecuBHUX IAlliEHTIB 3 BUCOKUM PiBHEM
TPUBOXKHUX cUMOTOMIB (= 20 6aniB HAM-A) y KOPOTKOCTPOKOBUX [OCTIAXKEHHIX 3a
y4acTIO JOPOCIUX MallieHTiB (CepedHs BigMiHa Bifm miamebo 3a mkanow MADRS Ha
TUXKHSIX 6-My i 8-My BapitoBaB Bix 2,8 go 7,3 6ana i Bim 3,6 o 7,3 6ana BimmoBigHO
(amamiz MMRM)). B okpeMoO IpoBegeHOMY OOCIIiOKEHHI 3a y4acCTIO JIITHIX ITalliEHTIiB
BOPTIOKCETHH IMOKa3aB CBOIO e(PEeKTUBHICTS i OJId IIi€l rpynu nailieHTiB. CTiMKICTh
aHTHUEeNPeCcuBHOTO eeKTY y OaHiil KaTeropil naiieHTiB Oyla TaKOXK ITOKa3aHa B
OOBTOCTPOKOBOMY HOOCIIIAXKEHHI NPOQiTaKTUKU PELIUANBIB.

Bnonus BopTioKceTHHY Ha TecT 3aMiHu udpoBux cuMBoiiB (Digit Symbol Substitution
Test, DSST), oLiHKY IKOCTi OCHOBHUX XKUTTEBUX HAaBUUYOK 3a IIKAJIOIO0
Kamnidopniticrkoro yHiBepcuteTy Can-Iliero (UPSA) (00’€eKTHUBHI MOKA3HUKHU), @ TAKOXK



KinbKicTh OaiB B OIMMUTYBAJIbHUKY [JIS OIIiHKY cy0 eKTHUBHOTO medinuty (Perceived
Deficits Questionnaire , PDQ) i KinbKicTh 6aiiB B ONMMUTYBaJIbHUKY [JIST OIIiIHKHU
KOTHITUBHOIO i1 pisuuyHOro pyHkuionysaHHsa (Cognitive and Physical Functioning
Questionnaire, CPFQ) (cy0’eKTUBHI ITOKa3HUKM).

EdekTuBHICTE 3aCTOCYBaHHSA BOPTIOKCETUHY (B [m03i 5 - 20 Mr/mo0y) xBopuM 3 BIIP
OyJla BUBYEHA B IBOX KOPOTKOCTPOKOBUX I1/1alle00-KOHTPOJILOBAHUX MOCITIIXKEHHIX 3a
y4acTIO JOPOC/IUX 1 B OMHOMY -3a y4acTIO JIITHIX IallieHTiB.

BopTiokceTuH CTaTUCTUYHO 3HauwuIle BiimBaB Ha DSST mopiBHSHO 3 manie6o, mpu A
= Big 1,75 (p = 0,019) mo 4,26 (p <0,0001) B ABOX AOCHIAKEHHSX 3a Yy4aCTIO JOPOCINX
iA=2,79 (p = 0,023 ) B mocnigXKeHHi 3a y4acCTIO JIiITHIX ITalli€HTiB. Y MeTaaHali3i
(ANCOVA, LOCF) cepenHbol 3MiHU KiTbKOCTi MpPaBUIbHUX CUMBOJIIB DSST 1mmopiBHSIHO
3 BUXIITHVM 3HAYEHHSM Yy BCiX TPhOX OOCIIIIKEHHAX BOPTIOKCETUH BiIPi3HABCA Bif
mnate6o (p <0,05) npu ctangapTu3oBaHii BenuuuHi edekty 0,35. [Ipu mompagii Ha
3miny B MADRS 3arasnbHa KinbKicTh 6ajiiB B MeTaaHaJli3i TUX Ke [OOCIiIXKeHb
IMoKa3aJia, 1110 BOPTIOKCEeTHH Biipi3HsABCs Bif mniaiebo (p <0,05) nmpu
CTaHOaApTU30BaHi BenuuuHi eperty 0,24.

B ogHOMY HOCHiaKeHHIi OIiHIOBABCS BILJIMB BOPTIOKCETUHY Ha (PyHKITIOHAIbHI
MOXKJIUBOCTI 3a goroMorow UPSA. BopTioKCeTUH CTaTUCTUYHO 3HAQUKUMO BiIpi3HABCA
Bim 1mare6o 3 pe3ynbTaTamMu 8 6aiB OJiss BOPTioKCceTUHY IpoTu 5,1 Gana O niaiebo
(p = 0,0003).

B omHOMY mocCHimzKeHHi BOPTIOKCETHH IlepeBepIiryBaB I1aiebo oa0 cy0’ eKTUBHUX
IIOKa3HUKIB, BUMIpSIHUX 3a gornoMoror PDQ, 3 pe3synbraTamu -14,6 gns
BopTiokceTuHy i-10,5 g nnane6o (p = 0,002). BopTiokceTuH He Bimpi3HsSBCS Bif
m1aiebo 1momo cyd’eKTUBHUX ITOKA3HUKIB, BUMipsiHUX 3a mornomorow CPFQ, 3
pe3ynbTaTamMu -8,1 st BOpTioKceTuHy IpoTH -6,9 mns nname6o (p = 0,086).

ITepeHocumicmy i 6e3neka

Be3neka i mepeHOCUMIiCTh BOPTIOKCETUHY YV Ao3ax 5-20 Mr Ha go0y OLiHIOBaIuCs y
KOPOTKO- i MOBIOCTPOKOBUX OOCITiAXKEHHAX.

[Hpopmatiis nmpo HebGaxkaHi MobiyHi peakiiii mpeacTaBieHa B po3fgini «ITob6iuni
peaxiii».

BopTiokceTuH He 30iblIyBaB 4aCTOTH 0€3COHHS a00 COHJIMBOCTI MOPiBHSAHO 3
naneoo.

B x0/1i KOPOTKOCTPOKOBUX i JOBrOCTPOKOBUX MJIalie00-KOHTPOIbOBAHUX KITIHIYHUX
OOCJII’KEeHb IOCJIIIOBHO OIIIHIOBAJIMCS MOXKJIMBI CUMIITOMHY BiAMIHMU ITIC/IA PI3KOTO
MIPUIMTMHEHHS JTiKyBaHHS BOpTioKceTruHOM. He OyJio BUSIBIEHO KIiHIYHO 3HAYUMOI



Pi3HUII MiXK BOPTIOKCETMHOM Ta mJjalebo 3a YaCTOTOIO Ta XapaKTepPOM CUMIITOMIB
BiIMiHM aHi ITiCJIT KOPOTKOCTPOKOBOTO (6-12 THKHIB), aHi HiCIs JOBrOCTPOKOBOTO
(24-64 TuxKHI) Iepiony JTiKyBaHHS.

YactoTa nobGiYHUX peakliil y BUTTISAAI CEKCyalbHUX OTUCHYHKIIN, TIPO AKi
MMOBiIOMJISIJIOCS CaMOCTiliHO, Oyia HU3bKOIO i moaiOHOoo A0 mnanebo IK B X0l
KOPOTKOCTPOKOBUX, TakK i B X0l JOBITOCTPOKOBUX OOCJIiAXKEHb 3aCTOCYBaHHSI
BOPTIOKCETUHY. Y OOCHIOXKEHHAX i3 BUKOPUCTAHHAM APHU30HCHKO] IIKAJIU CEKCyalbHOl
¢yrkil (ASEX) yacToTa BUHUKHEHHS CEKCyaJIbHOL AUCPYHKITil, BUKJIIMKaHOl TepaIli€lo
(TESD), i 3aranpHui 6an 3a mkanoio ASEX KJliHiYHO 3Hauyllle He BiIpPi3HANUCS Bif
raiebo Mpy 3aCTOCYBaHHI BOPTIOKCETHUHY B mo3ax 5-15 Mr/mo0y. I1pu 3acTocyBaHHi
BOPTIOKCETHUHY B 0031

20 Mr/mo6y criocTepiranocst 30iybIIEHHST YaCTOTM BUHUKHEHHSI CEeKCyallbHUX
nuchyHKIIIM Y TOPiBHAHHI 3 mtane6o (BimMiHHICTE B yacToTi 14,2%, 11 95% (1,4; 27)).

BonuB BOPTIOKCETHHY Ha CEKCyaslbHYy (DYHKIIIIO IOAATKOBO OLIHIOBANU y 8-TUXKHEBOMY
MMOABIMHO CIIIIIOMY 3 THYYKHM ITifOOPOM 03U ITOPiBHSAJILHOMY AOCIiIXKeHHi (n = 424) 3
eCLUTasIolIpaMOM 3a y4acCTIO Malli€HTIB, Ki IPUHAUMHI IPOTATOM 6 TUXKHIB
orpumyBanu CI33C (mmuTanomnpam, IapoKCceTuH abo cepTpasnid) i Manu HU3bKUU
piBHEHBb OeNpecuBHUX CUMIITOMIB (0a30Buil piBeHb CGI-S = 3) Ta TESD, cipuunHeHUX
nonepenHiM nikyBaHHsSM CI33C. BopTiokceTuH B mo3i 10-20 mr/moby maB
CTATUCTUYHO JOCTOBIpHO MeHIIKWU nMoKa3HuK TESD, Hixk ecuuTanonpam B go3i 10-20
Mr/go0y, 1110 BUMipIOETHCS 3MiHOIO 3aranbHOl oiinku CSFQ-14 (2,2 6amna, p = 0,013)
Ha 8 TuxHi. KifbKiCTh alli€HTiB, 110 BiAIOBIIX Ha Tepallilo CYTTEBO He BiApi3HAIACH Y
rpyii BiopTokceTuny (162 (74,7%)) mopiBHSHO 3 rpyIo ecuutanonpamy (137
(66,2%)) Ha 8-my TuxkHi (OR 1,5 p = 0,057). EdekT aHTHUOEIPECcaHTy 30epiraBcs B
000X rpymnax JiKyBaHHS.

Y xomi KniHiYHUX KOPOTKO- Ta MOBrOTPUBAIUX OOCIIAXKEHb NOomiOHO Ao maamebo
BOPTIOKCETHUH He BIIJIMBaB Ha MacCy Tijla, 4aCTOTYy CEepPLIeBUX CKOPOYEHb i apTepialbHUU
THUCK.

KrnixHiuHO 3HaUyImux 3MiH B OLIiHKaX (QyHKIIil IEYiHKU Ta HUPOK y XO[i KITiHiYHUX
OOCITim»XXeHb He OYII0.

BopTiokceTuH He IpPOsABIIAB OyAb-IKOT'0 KJIiHIiYHO 3HAUYIIIOT0 BIJIUBY Ha IlapaMeTpu
EKT, Brmtouatouu QT-, QTc-, PR- 1 QRS-iHTepBany, y nami€eHTiB 3 BEJINKUM
OeIpeCuBHUM PO3JIafoM. Y peTenbHOMY HociigxkeHHI QTc 3a ygacTio 3OpOBUX
noOpOBOJIBIIIB IPU 3aCTOCYBaHHI 103 0o 40 Mr Ha o0y IIOTEHIiany 00 MOLOBXKEHHS
QTc iuTepBasnly He CIIOCTepiraan.

ITediampuyHa nonyaauisa



3a yuactro nauieHTiB 3 BIP y Bini Big 12 mo 17 pokiB npoBefeHO OOHE paHOOMi30BaHe
MMOABIMHO ciline I1aied0-KOHTPOIbOBaHEe 3 aKTUBHUMHU MIpelrapaToM MOPiBHSIHHS 3
(dikcoBaHOIO J03010 8-TUXKHEBE OOCHiIXKeHHs. [le mocmigKeHHSs BKIOYaso 4-
TUKHEBUU CIIINUM BBIOHUY IIepiof i3 3acTOoCyBaHHSM I11alle00 3i cCTaHOapTH30BaHOIO
IICUXOCOoIlianbHOI0 iHTepBeHIieo (N = 777); mo paHgomizallil Oy/1u OOmMyIleHi Iuiie
MalieHTH, y SKUX He Oysa oTprMaHa BifiTlOBiAb Ha JTiKyBaHHS y BBigHuM nepion (N =
615). BopTiokceTuH aHi y 1o3i 10 Mr Ha go0y, aHi y mo3i 20 Mr Ha o0y He MaB
CTAaTUCTUYHO OOCTOBIPHOI ITepeBaru Hap Iiaiebo Ha mifcTaBi 3arajabHOl cymMu OajliB 3a
OHOBJIEHOIO IIIKAJIOI0 OIiHKM merpecii y gitew (Children’s Depression Rating Scale-
Revised (CDRS-R)). AKTuBHUM ITpemnapaT nopiBHAHHSA (pryokceTuH, 20 Mr Ha go0y)
CTaTUCTUYHO OOCTOBIPHO BiApi3HABCA Bif miaiebo 3a cymoro 6amiB CDRS-R. Ak
IIpaBuo, Mpodinb MOoOGIYHUX peakiliii BOPTIOKCETUHY Y HimIiTKiB OyB mMOmiOHUM A0
TOTO, IO CIIOCTEPiraBCcs y JOPOCHINX, 3a BUHITKOM OiJIbIll YaCTUX SBUII], OB’ sI3aHUX i3
0o0JieM y KMBOTI, Ta CylllMJaIbHUX OYMOK y HimIiTKiB. [[pUNIMHEHHS y4acTi y
OOCITiIKeHHi yepe3 BUHUKHEHHS ITO0IYHUX SBUII (IIepeBaXHO Yepe3 CylluaasbHi
OYMKHY, HYJOTY Ta OJIF0OBaHHS) YaCTillle CIIOCTepirajocs y HNalliEHTIB, Ki OTpUMYyBaIu
BOpPTioKceTUH y m03i 20 Mr Ha moby (5,6 %), IOPiBHSHO 3 MallieHTaMU, IKi OTpUMyBalIn
BopTiokceTuH y mo3i 10 Mmr Ha moby (2,7 %), dayokceTus (3,3 %) Ta nmnanebdo (1,3 %).
Y rpynax maii€HTiB, IKi OTPUMYBaJid JIiKyBaHHS BOPTIOKCETHHOM, Haly4acTille
IIOBigOMIISAIOCS PO Taki MobiyHi ABUIIA: HyJoTa, O/IF0BaHHS Ta rojoBHUM Oinb. [1po
cyllupgasibHiI OYMKY Ta CyilIUAalbHy ITOBEHiHKY SIK HeOaxKaHi sSIBUIIa MOBiHOMIISIIIOCS K
mig 4ac 4-TUKHEBOTO CJIIOro BBigmHOTO nepiony (mnauebo, 13/777 [1,7 %]), Tak i mix
yac 8-TUKHEBOTrO Iepiony nmikyBaHHS (BopTiokceTtuH, 10 Mr Ha goly, 2/147 [1,4 %],
BopTiokceTuH, 20 Mr Ha moby, 6/161 [3,7 %], dnyokcetun, 6/153 [3,9 %], nnanebdo,
0/154 [0 %]). CyluupganbHi OyMKHU Ta CylllUOasibHa IIOBEOiHKA 3a IIIKaI0io
Komym0iicbKOT0 YHIBEPCUTETY AJIS OL[IHKU CTYIIEHS TSKKOCTI CyllIuAaIbHUX IIPOSIBiB
(Columbia-Suicide Severity Rating Scale (C-SSRS)) 6ynu mogiOHMMM B yCix rpynax
JIIKyBaHHS.

€BpoIelicbKe aTeHTCTBO 3 JIiIKapChKUX 3aCc00iB BiTMOBUIIOCS Bii BUKOHAHHS
3000B’s13aHb 1040 HaJaHHS Pe3yIbTaTiB HOCIiIXKeHb BOPTIOKCETUHY ITPU JIiKyBaHHI
BEJIMKOT'0 OEIIPECUBHOIO PO3JIafly y Halli€HTiB BIKOM MeHIIe 7 POKiB (OUB. PO3OiN
«Crmocib 3acToCcyBaHHS Ta OO3U»).

€BporelicbKe areHTCTBO 3 JIIKapChKUX 3ac00iB BigKiamo 3000B’sI3aHHS OO0 HaJaHHS
pe3yJIbTaTiB OOCIIIOXKEHb BOPTIOKCETHUHY IIPHU JIIKYBaHHI BEJIMKOTO OEelIPECUBHOI0
po3nany y miter abo mimmiTKiB BikoM Bim 7 mo 18 pokiB (muB. po3min «Crocid
3aCTOCyBaHHS Ta JO3U»).

®dapMaKOKiHeTHKa

Abcopbuisn



BopTiokceTuH noBiNbHO, ane mo6pe BCMOKTYETHCS MiCJIs MPUNOMY BHYTPIIIHEBO, i MK
MOro KOHIIeHTpallil B IJ1a3Mi KpoBi gocsaraeTecs nporsarom 7-11 rogus. Ilicns
6araTtopa3oBoro nputiomy 5, 10 a6o 20 Mr Ha moOy crocTepiramaocsi cepegHe 3HaUEeHHS
Cmax 9-33 ur/mn. A6comtoTHa 6i0JOCTYIIHICTh CTAHOBUTE 75 %. BrimuB npuiioMmy ixi
Ha (papMakKOKiHETUKY He CIIOCTepirascCs.

Po3noodin

Cepenniit 06’eM posnoginy (Vss) cranoButh 2600 11, 1110 BKa3y€e Ha 00’ eMHUM
[I03aCyOUHHUU POIMOMOLI.

BopTiokceTuH cunbHO 3B’I3y€ThCs 3 OinkaMu mna3mu (98-99 %) i 3B’s13yBaHHS,
BipOTigHO, He 3aJIeXXUTh Bifl KOHIIeHTPallil BOPTIOKCETUHY B MJIa3Mi.

BbiompaHcpopmauis

BopTiokceTuH mIMpoKo MeTaboi3yeThCS B MEUiHIli, TOJIOBHUM YMHOM 3a PaXyHOK
OKMCJIEHHS 3a gonomoromw izodpepmenty CYP2D6 i B MeHIIiY Mipi - i30(bepMEHTIB
CYP3A4/5 i CYP2C9 Ta moganbIliol KOH'IOrailil 3 rIIOKyPOHOBOIO KHCIIOTOIO.

Y mocnimXeHHSIX TiKapChKOl B3a€EMO/Iil He BUSBJIEHO iHTiOy04oro abo iHOyKyio4oro
BILIMBY BOpPTiOKceTuHY Ha izodepmenTu CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, CYP2D6, CYP2E1 a6o CYP3A4/5 (guB. «B3aeMomisi 3 iHIIMMHU JTiIKapChbKUMU
3acobamu Ta iHII BUAU B3aEMOIili»). BopTiokceTun € cnabkum P-gp cyb6cTpaTom Ta
inridiTopom. OcHOBHUYM MeTabOIIT BOPTIOKCETUHY € PapMaKOIOTiYHO HEAaKTUBHUM.

EaimiHauin

CepepnHil nepion HaAIliBBUBEOEHHS Ta NepopalbHUM KIIipeHC CTaHOBIISATL 66 rom i 33
n/rop BigmoBigHO. [Tpubim3Ho 2/3 HEAKTUBHOTO META00JIITY BOPTIOKCETUHY
BUBOOUTHLCS i3 ceuero i 6:mu3bpK0 1/3 - 3 pekamismu. TinbKyu He3HaYHA KiNbKiCTh
BOPTIOKCETUHY BUBOOUTHCA 3 KajIoM. CTiliKa KOHIIEHTpaAllis B IIJ1a3Mi JOCATAETHCA
MpuOIN3HO Yyepes 2 THUXKHI.

JIiHitIHicmb/HeniHIUHICMb

dapMakoOKiHeTHKa JIiHilHa i He 3a/IeXKUTh BiJ 4acy B Aiana30Hi BUBYeHHUX A03 (2,5-60
MT Ha HoOy). BinmoBigHO A0 mepiony HamiBpo3nany iHAeKC HaKOMUYeHHS CTaHOBUTD
Bim 5 mo 6 Ha ocHoBi AUCO0-24 micns KinmbKox npuiioMiB mo3 Big 5 mo 20 Mr Ha gooy.

ITauieHmu AiMHBLO20 BIKY

Y niTHiX 300poBUX HOOPOBOILIIB (BikoM = 65 pokiB, n=20) BIIJIUB BOPTIOKCETUHY
36inbiyBaBcs Ha 27% (Cmax i AUC) nopiBHSHO 3 MOJIOOUMHU 3MOPOBUMU
DOOPOBONBIIIMUA KOHTPOJIbHOI TPynH (BiKkoM =45 pOKiB) micas KilbKoX mpuiiomis 10 mr



Ha moOy. MinimanbHa epeKTHBHaA 103a BOPTIOKCETUHY 5 MI/Oo0y IMOBUHHA 3aBXKOU
BUKOPUCTOBYBATHCS SIK IT0YATKOBA AJIS MMALi€HTIB y Billi =65 pokiB (guB. «Cmocid
3aCTOCYBaHHS Ta mo3u»). Heo6xigHO 3 06epekHiCTIO MpU3HaYaTH IMalliEHTaM JIiTHBOTO
BiKy BopTiokceTuH B f03i Buitie 10 mr/mo0y (ouB. «OCcoOGIMBOCTI 3aCTOCYBaHHS»).

Hupxosa HeOocmamHicmb

ITicnss ogHOpa3oBoro npuitoMy 10 Mr BOpTiOKCEeTUHY HUPKOBaA HEOCTATHICTH (3a
dbopmynoo KokpodTa-T'onTa nerka, cepents abo TskKKa; n=8 B IpyIli) BUKJINKasa
He3HayHe 30imbiieHHs ekcro3uilil (mo 30 %) mopiBHAHO 3 TaKOI Y KOHTPOJIbHIM rpyIri
3[0POBUX OJOOPOBOBIIIB. Y Ialli€HTiB 3 TEPMiHAIbHOIO CTAHi€I0 HUPKOBOI1
HeIOOCTaTHOCTI JTHIlle HeBeInKa Qpakilisi BOPTiOKceTUHYy Oyjla BTpadeHa Imif 4ac
npouecy gianidy (AUC i Cmax Ha 13 % i 27 % HuXKYe; n=8) micsis 0gHOPa30BOI o
nputiomy 10 mMr BopTiokceTuny. Kopekilisi mo3u He MOTPiOHA [AJIsT XBOPUX 3
nopyueHHAM QyHKIIl HUPOK (OuB. po3minu «Crocib 3acTocyBaHHS Ta JO03U» Ta
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

ITeyiHkoBa HedocmamHicmbw

dapmakokiHeTHKa y oci6 (N=6 B rpyni KiIiHiYHUX OOCHIIAXKEeHb OO0 TAXKKOIL
[IeYiHKOBOl HeIOCTaTHOCTI Ta N=8 B rpymni KiiHiYHUX OOCIiAXKeHb II0J0 JIETKOI Ta
TMOMipHOI ITeYiHKOBO1 HEJOCTATHOCTI) 3 JIETKOI0, ITIOMipHOIO ab0 TSIKKOIO ITe4iHKOBOIO
HemocTaTHicTIO (3a Knacudikariero Yaunga - 1’1o kimacu A, B abo C BinmosinHO) Oyia
NMopiBHsIHHA 3 ()apMaKOKIiHETUKOIO y 3HOPOBUX NOOPOBOBIIB. 3MiHU mokKa3HuKa AUC
cTaHOBUNIHU MeHIe Hixk 10 % y ocib 3 1erkoio ab0 IIOMipHOIO TEeYiHKOBOIO
HepocTaTHICTIO Ta Ha 10% Buille y 0ci0 3 TAXKKOIO [I€YiHKOBOIO HEJOCTAaTHICTIO
BiMIHOCHO LILOTO ITOKa3HMKa Y KOHTPOJIbHIN I'PYIIi 3MOPOBUX HOOPOBOBIIB. 3MiHU V
Cmax CTaHOBUJIU MeHIlle HixK 25 % y BCIX rpynax IIOpPiBHAHO 3 IIOKA3HUKOM Y
KOHTPOJIbHIYM I'PYIIi 3MOpoBUX MOOPOBOJILIIIB. KopeKilist ;o3u He MoTpiOHa OJIst XBOPUX 3
MMOpYyIIeHHSAM QYHKIIII nedinku (OuB. po3ainu «Crocib 3acToCcyBaHHS Ta JO3U» Ta
«OCcoOIUBOCTI 3aCTOCYBaHHS»).

Caabki memaboaizamopu CYP2D6

Y cnabkux metabosnizaTopiB CYP2D6 KOHIIEHTpAIlis BOPTIOKCETHUHY B IJIa3Mi KpPOBi
Oyya mpubIU3HO B OBa pa3y BUIIO0, HiXK ¥ eKCTeHCUBHUX MeTaboIi3aTopis. ¥
npucyTHOCTi noTyKHUX CYP3A4/2C9-iHTi0iTOPiB BIIJIUB IIOTEHLIIMHO MOXKe OyTU
BUILINM.

Y nauieHTiB 3 HaA3BUYANHO MIBUAKUM MeTabosizamoM izodepmenTty CYP2D6 nmma3moBa
KOHIIEHTpallisd BOPTIOKCETUHY IIPU NpuKoMi go3yBaHHsa 10 mr/mo0y Oyna B Mexkax
3HA4YeHb, OTPUMAHUX YV eKCTEeHCUBHUX MeTabo01i3aTopiB micist 3acTocyBaHHs 51 10
Mr/oo0y.



Kopexk1ist mo3u Mmoxke O0yTu IMOTPiOHOI0, K i [JIs BCiX MaIliEHTIB, 3aJIe3KHO Bif
IHOMBiOyaIbHOL peakiil.

ITediampuyHa nonyaauisa

dapMaKOKIiHETUKY BOPTIOKCETHUHY Yy IeflaTPpUYHUX Malll€HTIB 3 BEJIUKUM [OelIPECUBHUM
poO371amoM Miciisg mepopanbHOTO IPUKMOMY [03u 5-20 MT OOUH pa3 Ha [o0y
XapaKTepu3yBalu 3a JOIIOMOTI 00 IIONYIAMIMHOT0 MOOEeN0OBaHHS aHalli3iB Ha migcTasi
OaHuX (apMaKOKIHETUYHOTO OOCIimKeHHs (y miTel 7-17 poKiB) Ta HOCHiOXKEHHS
edekTuBHOCTI Ta 6e3meku (y mitent 12-17 pokiB). PapMaKOKiHEeTUKA BOPTIOKCETUHY Y
nemiaTpUYHUX IallieHTiB OyJia moaiOHOoo A0 Ti€l, 10 cmocTepirasacs y JOPOCIUX
TAIliE€HTIB.

IToxa3aHHsA
JIikyBaHHS BEJIMKOT'O eI PECUBHOIO PO3Jiafy Y JOPOCIUX.
IIporunoka3aHHs

[TigBuIleHa YyTAUBICTH OO Mit04Y0l pedyoBUHHU ab0 [0 OyIOb-IKOI CKIaoBOI ITpenapary.

OmHOYacHe 3aCTOCYBaHHS 3 HECEIEKTUBHUMU iHTiOiTOpaMu MOHOAMiHOKCHUOA3U
(MAO)abo cenektuBHuMU iHTiOiTOopamu MAO-A.

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiN

BopTiokceTuH mmpoko MeTaboi3yeThCs B MMEeUiHIli, HacaMIlepen 3a paxyHOK
OKHcCIeHHs, KaTanidoBaHnoro CYP2D6, i B He3HauHiu Mipi CYP3A4/5 i CYP2CO.

BnnuB iHmmx nikapCchbKuX 3ac00iB Ha [il0 BOPTIOKCETUHY
Heobopomti HecenekmueHi iH2ibimopu MAQO

Y 3B’s13Ky 3 PU3UKOM CEPOTOHIHOBOTO CHHAPOMY BOPTIOKCETUH MPOTUIIOKA3aHUU Y
Oynp-sKiii KoMOiHaIlil 3 HeOOOPOTHUMHU HeCeJIeKTUBHMMM iHTiOiTopamu MAO.
JIikyBaHHSI BOPTIOKCETUHOM He CJIiff pO3IIOYMHATHU paHillle HiK IpuHanuMHi yepe3 14
OHIB ITiCJIs1 TPUNIMHEHHS NiKyBaHHS HEOOOPOTHUMU HECeJIEKTUBHUMMU iHTiOiTOpaMu
MAQO. IlpurioM BOPTIOKCETUHY CJIi[ IPUIIMHUTU IIPpHHaUMHIi 3a 14 gHIB 0 1o4YaTKy
JIiIKyBaHHSI HeOOOPOTHUMHU HeceleKTUBHUMHU iHTi6iTopamu MAO.

ObopomHulti cesekmueHull iHeibimop MAO-A (moka06emio)

Kom0iHallisga BOpTiOKCETMHY 3 000POTHHUM CeJIEKTUBHUM iHTiOiTopoM MAO-A, TaKuUM K
MOKJI00eMifl, MpoTunoKa3aHa. AKiio KkombiHalliss € HeoOXimHOI0, CIIi momaBaTH



JIiKapchKUM 3acib, MouynHao4Yy 3 MiHiMabHUX MO3YBaHb Ta 3a0€3MeYUBIIN PETEIbHUN
KJIIHIYHHAY MOHITOPUHT IIOAO0 CEPOTOHIHOBOTO CUHAPOMY.

ObopomHultl HecesnekmueHull iHeibimop MAO (niHe301i0)

KombiHallisga BopTiokCeTUHY 3i cTabKUM 0O0POTHUM i HECEJIeKTUBHUM iHTiGiTOpOM
MAO, TakuM SIK aHTHOIOTHK JiHE30JIil, TpOoTUNOKa3aHa. AKIIo KOMOiHallis €
HeoOXimHO0, CITig momaBaTH NiKapChKUM 3acid moYMHalO4YM 3 MiHiMaIbHUX J03YBaHb Ta
3a0e3MeYnBIIN PETETbHUN KIiHIYHUN MOHITOPUHT 1IIOA0 CEPOTOHIHOBOTO CUHIAPOMY.

Heobopomti cenexkmuaHi iH2ibimopu MAQO-B (cene2iniH, pa3aziniH)

HesBaxkatouu Ha HUKUYKY (HiXK 3 iHTiOiTopamu MAQO-A) o4ikyBaHUM PU3UK
CEPOTOHIHOBOT'O CUHPOMY, IOEAHAHHS BOPTIOKCETUHY 3 HEOOOPOTHMMM iHTiOiTOpamMu
MAO-B, TakuMU $SIK ceJerijiiH abo pa3arinid, moTpidHOo 3[ificHIOBaTH 3 00epPeKHICTIO.
PeTenpbHUY MOHITOPHUHT CEPOTOHIHOBOTO CUHOPOMY IIPU OJHOYACHOMY 3aCTOCYBaHHI €
HeOoOXigHUM.

CepomoHiHepeaiuHi AiKapcuKi 3acobu

OpHo4yacHe IMPU3HAYEHHS 3 CePOTOHIHEePTiYHNMH JIiIKapChbKUMU 3acobaMu (HampuKiapm
3 TpaMafoJioM, CyMaTPUIITAHOM Ta iHIIMMHU TPUIITAHAMM) MOXKe IIPU3BECTU [0
CEPOTOHIHOBOTO CUHOPOMY.

38ipobitl

OpHo4YacHe 3aCTOCYyBaHHS aHTHUAENPECAHTIB CEPOTOHIHEPTiYHO] [Oil i POCITMHHUX
3aco00iB, sIKi MiCTSATh 3Bip00iM 3BUYANHMNM, MOXKe ITPHU3BECTH [0 ITiIBUINEHHS YaCTOTHU
MoOIYHUX peakxllili, BKII0Yal04Yl CEPOTOHIHOBUM CUHOIPOM.

Jlikapcvki 3acobu, saKi 3HUXMCYIOMb CYOOMHUL nopie

AHTHOeNnpecaHTH CEPOTOHIHEPTiYyHO]l il MOXKYTh 3HU3UTHU MOPITr CyAOMHOI TOTOBHOCTI.
PekomeHayeThCSA 00epPEKHICTL IPU OQHOYACHOMY 3aCTOCYBaHHI iHIIMX JTiKapChKUX
3aco06iB, 3TaTHUX 3HU3UTHU MOPITr CyIOMHOI TOTOBHOCTI (TaKMX SIK aHTHEIIPeCaHTU
(TLIA, CI33C, CI33H), HetiponenTtuku (heHOoTia3uHU, TIOKCAaHTEeHU, OyTUPODHEHOHN),
MedioxiH, OyIIPOIioH i TpamMamoII).

ECT (eaekmpocydomHa mepanis)

KniHidyHOTO OOCBiAy OOHOYACHOTO 3aCTOCyBaHHS BOpTioKceTuHY 3 ECT HeMae, ToMy
00epexXHIiCTh € MOLiTbHOIO.

IHeibimopu CYP2D6



[Tpu BBepeHHi pa3om 3i 150 mr 6ymnporiony (cunbuui inridiTop CYP2D6) nBivi Ha geHb
mpoTsroM 14 OHIB y 370POBUX NOOPOBOJIBITIB BIJIUB BOPTIOKCETUHY 30imbIIUBCA B 2,3
pa3a ons AUC. CrninbHe BBeOeHHS YacTillle IIPU3BOAUIIO IO 30i/TbIIIeHHS YaCTOTU
nmobiuHux e(eKTiB IpU mHogaBaHHI OyIIPOIIiOHY M0 BOPTIOKCETUHY, HiXK ITPU JOodaBaHHi
BOPTIOKCETUHY [0 OympomioHy. 3asekKHO Bif iHOUBiAyaIbHOl YyTJIMBOCTI IallieHTa IIpU
momaBaHHI o Teparii cunbHuX iHridiTopiB CYP2D6 (Hanpukiang OympoIiony, XiHiguHy,
(pr1yokceTrHYy, IapOKCETUHY) MOXKHAa PO3ITISHYTH 3aCTOCYyBaHHS HUKYUX O03
BOPTIOKCETUHY.

IH2i6imopu CYP3A4, CYP2C9 ma iH2i6imopu CYP2C19

ITpu cymicHOMY IIpuU3HaY€eHHI BOPTIOKCETUHY Mic/Isa 6 OHIB 3aCTOCYBaHHSI
KeToKOHa3o0my 400 mr Ha goOy (iHriditop CYP3A4/5 i P-rinikonpoTeiny) abo
dnykonazony 200 mr Ha moly (iuriéitop CYP2C9, CYP2C19 i CYP3A4/5) y 3mopoBux
moOPOBOIIBIIB criocTepiranocs BimmosinHo 1,3- Ta 1,5-KpaTHe 306inbinenus AUC
BopTiokceTuHYy. Kopexkiiist ;o3u He moTpidHa.

Bnnus ogHOpa3oBoro npuiiomy 40 mr omenpa3zony (iuriditop CYP2C19) Ha
(bapMakoOKiHETUKY TPUBAJIO 3aCTOCOBYBAHOT'O BOPTIOKCETUHY y 3TOPOBUX
noOpPOBOJIBIIIB HE CIIOCTEPIraBcs.

B3aemoodia 3 Husbkumu memaboaizamopamu CYP2D6

OnmHoYyacHe 3acTOCyBaHHs cunbHUX iHTi6iTOpiB CYP3A4 (TaKuX SIK iTpPAaKOHA30JI,
BOPUKOHA30JI, KJIapUTPOMILIMH, TEeiTpOMillnH, Heda3040H, KOHiBaIlTaH Ta 6araTo
inridiTopiB npoteas3u BIJI) Ta inri6itopiB CYP2C9 (Takux K (p1ykKoHa305 Ta
amiofapoH) 3 HU3bKMMU MeTabomizaTopamu CYP2D6 cnenianbHO He OOCTiAXKYBalIoCh,
asne nmepen0dava€eThCs, 1110 1le ITpu3Bene A0 OiTbIn BUPaXKeHOoro 30i/IbIIIeHHS BILJIUBY
BOPTIOKCETHUHY Y IIUX NaIliEHTIB IOPIiBHIHO 3 OIMMCAHUM BUIIE ITIOMipHUM €(pEeKTOM.
3anexkHo Bim iHOUBimyanbHOI peakiiii marieHTa, Moxe OYTH PO3TJISHYTO HUXKYY TO3Y
BOPTiOKCeTUHY, AKIIO cunbHuM iHriditop CYP3A4 a6o CYP2C9 ogHOYacHO
MIPHU3HAYAETHCSA 3 HU3bKUMHU MeTabonizaTopamu CYP2D6.

IHoykmopu yumoxpomy P450

[Tpu ogpHOKpaTHOMY BBefeHHI 20 MI BopTiokceTuHY 4yepe3 10 gHIB micig moyaTky
npurioMmy pudamninuuay 600 Mr Ha goOy (mupokui ingyktop CYP izodpepMeHTiB) y
3M0pPOBUX OJOOPOBOMBIIB criocTepiranocs 3uuxkeHHss AUC BopTiokceTuny Ha 72 %.
3anexkHO Bif iHOUBiOyasbHOI peaxiiil rmaiieHTa, Moxke OyTH MOTPiOHOIO KOPEKIIis O03H,
SIKIITO A0 JIIKYyBaHHS BOPTIOKCETHHOM AOOA€ETHCS IIMPOKUU IHOYKTOP uTOoXpomy P450
(Hanpuknazn pudaMiinye, KapObaMa3seliH, GeHiTOIH).

AK0201b



BnnuBy Ha ¢papMaKOKiHETUKY BOPTiOKCETHHY ab0 €TaHONy, a TaKOXK iCTOTHOTO
MMOPYIIIEHHSI KOTHITUBHOI QYHKIIIT ITOPiBHSAHO 3 mianebo Iiciast 3acCTOCYBaHHS
BOpTioKceTUHY B mo3ax 20 Mr a6o 40 MT i3 ogHOYaCHUM OJHOKPATHUM BBEOEHHSIM
etanosy 0,6 T/KTr y 30OopoBUX DOOPOBOJIBIIB He BUsIBIeHO. OOHakK, K iHIIi 3acobu, 110
mitotk Ha ITHC, 3acTOCOBYBaTH BOPTIOKCETHH Y KOMOiHAIIil 3 a/lKOrojieM He
PEKOMEHYETHCH.

Auemuscaaiyuao8a Kucsioma

BrnnuB IMOBTOPHOTO MPUMOMY alle TUJICAIIIIUIIOBOl KUCIOTHU ¥ Oo3i 150 Mr Ha go0y Ha
(apMakoKiHETUKY BOPTIOKCETUHY y 3TOPOBUX MOOPOBOJILIIIB HE CIIOCTEPITraBCH.

BryiuB BOPTiOKCETHHY Ha Oif0 iHIIUX JIIKAaPChKUX 3aC00iB

AHmUKOCZZy/lﬂHmU ] aHnmuazpezaHmu

CyTTEBOTO BIJIUBY Ha IIOKa3HUKM MiKHAPOOHOTO HOPMAaJli30BaHOT'O CIiBBIIHOIIIEHHS,
npoTpoMbiny abo R-/S-BapdapuHy mia3Mu IMOPiBHSIHO 3 MJjalie00 IpU CIiIbHOMY
BBeeHHi BOPTioKCceTHUHY 3 (piKCOBaHOIO 103010 BapdapuHy y 300POBUX TOOPOBOJIIIIB
He cnocTtepiranocsi. Kpim Toro, icToTHOTO iHTiOy104YOT0 BIJIUBY ITOPiBHSHO 3 Iamebo
Ha arperaiiito TpoMOOIIMTIB IPHU CITiJIbHOMY BBeeHHi acmipuHy y go3i 150 Mr Ha goby
Imicyisg TpuiioMy BOPTIOKCETHHY y 3TOPOBUX HOOPOBOJIBIIB He criocTepiranocsi. OpgHak
CIIiZ IPOSIBNIATH 00€PEKHICTh ITPU 3aCTOCYBaHHI BOPTIOKCETUHY Yy TTOEMHAHHI 3
IMepopajJbHUMHU aHTUKOATyJISHTaMU a00 aHTHarperaHTaMu y 3B’I3KY 3 IIOTEHIIINHUM
MigBUILIEHHSIM PU3UKY KPOBOTEUi yepe3 papMaKOOWHaMIidHiI B3aEMOIl.

Cybcmpamu yumoxpomy P450

In vitro BOpTiOKCETUH He BUSIBUB KOOHOI'O BiAIIOBIOHOTO IIOTEHIIialy OJI IPUTHIYEeHH
abo iHgyKIIil i303uMOB 1uTOXpoMy P450.

laneMiBHOI Ail BOPTIOKCETUHY Ha i30pepMmenTH 1mtoxpomy P450 CYP2C19
(omempa3son, miadenam), CYP3A4/5 (etuninectpamion, miga3onam), CYP2B6
(6ympomion), CYP2C9 (Ton6yTtamin, S-Bapdapun), CYP1A2 (kodein) abo CYP2D6
(mekcTpoMeTopdaH) y 3MOPOBUX HOOPOBOJILIIIB HE BUSIBIEHO.

dapmakogUHaMiYHUX B3a€EMOIIN HE CIIOCTepirasocs. 3Ha4YHOTO MOPYIIeHHS
KOTHITUBHOI GQYHKIIII TOPiBHSIHO 3 MJale0o Iiciig 3aCTOCYyBaHHS BOPTIOKCETUHY
OOHOYAaCHO 3 MPUHXOMOM OOHOPa30Bol mo3u 10 Mr miasenaMy He BHUSBIIEHO.

CyTTEBOTO BIIJINBY Ha PiBHI CTaTEeBUX T'OPMOHIB ITIOPiBHSIHO 3 mJjalebo micis
OOHOYACHOTO 3aCTOCYBaHHS BOPTIOKCETUHY 3 KOMOIiHOBaHUM I1€pOpPaIbHUM
KOHTpallennTuBoM (eTuHinectpapgion 30 Mkr/meBoHOprecTpesn 150 MKI') He BUSIBJIEHO.

JIimiti,, mpunmocgaH



KninigyHo 3Ha4YyHIUX 3MiH MicJIs 0OMHOYAaCHOTO 3aCTOCYBaHHSA CTabiTbHUX
KOHIIEHTpAIlill JIiTit0 3 BOPTIOKCETUHOM Y 3[I0POBUX JOOPOBOJIBIIIB HE CIIOCTEPIrasocs.
OpnHak Oy MOBiOOMIIEHHS IIPO ITOCUIEHHS e(eKTiB ITpu 3aCTOCyBaHHi
aHTUEIPEeCAHTIB CEPOTOHIHEPTriuHOIl il pa3oM 3 fiTieM abo TpurntopaHoM, TOMY
OOHOYACHE 3aCTOCYBaHHS BOPTIOKCETHHY 3 LIMMM JIiIKapChbKUMU 3aco0aMu CITif
ITPOBOOUTHU 3 00€PEKHICTIO.

InmepgepeHuia 8 pesdysbmam aHani3y ceyi Ha BMiCM HAPKOMUYHUX Pe4OBUH

[ToBigOMISANIOCS PO MOMHUJIKOBO MMO3UTHUBHI pPe3ynbTaTd iMyHO(EPMEHTHUX aHali3iB
CeY0oBOro (pepMeHTy Ha HasIBHICTh METaJOHY y HAlll€HTIB, AKi IpUUMaIn
BopTiokceTuH. Crnig 6yTu 00epeKHUMU IIPU iHTepHnpeTallil TO3UTUBHUX Pe3yJIbTaTiB
aHaJIi3y cedi Ha BMICT HAPKOTUYHUX PEYOBUH, a TaKOXK CJIiJ BpaxOByBaTH
MiATBEPAXKEHHS aJlbTePHAaTUBHUM aHaJIITUYHUM MEeTOOOM (HallpuKiap,
XpoMaTorpagidyHuMHA METOOaMU).

Oco006/1MBOCTi 3aCTOCYBaHHS

3acmocysaHHA nediampuyHil nonyaAyii nayieHmia

BoprTiokceTuH He peKOMEHOYETHCS OJIS IiKyBaHHS OeIpecil y mefiaTpUYHUX IalliEHTIB
BikoM Bif 7 go 11 pokiB, ocKinbku 6e3neKy Ta eeKTUBHICTH [JIs 1li€l BIKOBOI rpynu He
BCTAQHOBJIEHO. BpiHTEIIIKC He CIIifl 3aCTOCOBYBATH IIPU JIIKyBaHHI BEJIUKOTO
OeIpPeCcuBHOTO PO3/IaAy y HigJIiTKiB BikoM Big 12 7o 17 pokKiB, OCKiIbKM €(pEeKTUBHICTh
He OyJa IpoeMOHCTpOBaHa (OAuB. po3min «PapMaKoJIOTiuHi BIaCTUBOCTI»). AK
mpaBuiio, Mpodink MoO6iYHKUX peaklilii BOPTIOKCETUHY Y IMiAIITKIB OyB mOOiOHUM [0
TOTO, 110 CIIOCTEPiraBCcs Y JOPOCINX, 3a BUHSITKOM OiJIbIll YaCTUX SBUII], OB’ sI3aHUX i3
0o0JieM y KMBOTI, Ta CylllMJaIbHUX OYMOK y HifIiTKiB (OuB. po3ninu «I1o6iuHi peakirii»,
«®apMaKOJIOTiUHi BIaCTUBOCTI»). Y X0l KITiHIYHUX OOCHIAXKEHb y OiTeu, SKUM
3aCTOCOBYBAJId aHTUAENPEeCaHTH, CyllluAaIbHy MOBEHiHKY (CyiliuaanbHi cripobu i
cyluupaasibHiI OYMKH) i BOPOXKICTh (IlepeBaKHO arpecis, ono3ulliiHa IMoBediHKa, THiB)
CIIOCTepiranau 4acTillle, HiXK y MallieHTiB, SKMM 3aCTOCOBYBaIu Jjalebo.

Cyiuud/cyiyudaavHi OyMKuU

[empecis moB’s13aHa 3 MiABUIIEHUM PU3UKOM CYILIUOaIbHUX OYMOK,
CaMOITOIIKOMXKEeHHS i cyluuay (mofmi, moB’s3aHuX i3 camoryocTBoM). Llelt pu3uk
30epiraeThCcs o OOCATHEHHS 3HAYHOI peMicil. OCKiTbKY MOKpallleHHSI MOXKe He
BimOyTHCS MPOTSATOM IEPIINX KiJIbKOX TUXKHIB TiKyBaHHS ab0 Oifblile, CIIi peTenbHO
KOHTPOJIIOBATH CTaH IAIliEHTIB, ITOKKW BigOyBa€THCS MOJIIMNIIEeHH. I3 3araJbHOTO
KJTIHIYHOTO TOCBily BimOMO, III0 PU3UK CYIIHUOY MOKe 30i/IblIyBaTUCS Ha paHHiX
CTafifgAX ONy>KaHHS.



[TamieHTH 3 aHaMHEe30M II0fi, OB’ I3aHUX i3 caMoTry0CTBOM, ab0 3 HaIBHUMMU
3HAYHUMHU O3HaKaMU CyIITUAaJIbHUX OYMOK [0 IIOYaTKY JIIKyBaHHS, SIK BiOMO,
migmaioThCs OIMBIIOMY PU3UKY CylllUOanbHUX AYMOK abo cnpob camory6cTsa i
nmoTpebyIOTh PETENILHOTO HATJISAMY ITif Yac JiKyBaHHs. MeTaaHaii3 1iaiebo-
KOHTPOJIbOBAHUX KITIHIYHUX BUNIPOOYBaHb aHTUAENIPECAHTIB 3@ y4aCTIO JOPOCIUX
Malli€HTiB 3 IICUXIiYHUMHU pPO3JIafjlaMU IT0Ka3aB MigBUIEeHUN PU3UK CylIHAaIbHOL
MMOBEAiHKM MOPiBHSAHO 3 IjI1alle60 y mallieHTiB BikoM 0o 25 POKiB.

CyBopuiil Harmsm 3a ImallieHTaMu i, 30KpeMa, 3a ocobaMu 3 BUCOKUM PU3UKOM Mae€
CYIIPOBOMXKYBATHU JIiKyBaHHS, 0COOJIMBO Ha MOYaTKYy Teparlil i mmicss 3MiHu mo3u.
[MamieHTiB (Ta iX OIKYyHIB) ClIif mMonepenuTyU NPo HEOOXiAHICTh MOHITOPUHTY OyOb-
SIKOTO KJIIHIiYHOTO IOTipIIeHHs, CYyllIuaabHOl ITOBEeOiHKYU ab0 OIyMOK Ta He3BUYauHUX
3MiH y mOBe[iHIli, TAKOXK ITPO HeOOXigHIiCTh 3BEPHYTHUCS [0 JIiKaps HeramHo, IKII0
HasBHI 1[I CUMIITOMM.

Cydomu

CymoMu € MOTEHLIMHUM PU3UKOM IIPU 3aCTOCYyBaHHI aHTHUOEIIPEeCAHTIiB. TomMy
JIIKyBaHHSI BOPTIOKCETUHOM CJIiZl PO3MOYUHATH 3 00ePEeXKHICTIO y MAalli€EHTIB, SKi MalOTh
CyZoMHU B aHaMHe3i, abo y maIlieHTiB 3 HecTabinbHOIO elminencieo. JIikyBaHHsS Oyab-
SIKOTO TIAIliEHTA CJIig MPUITMHUTH, SKIIIO PO3BUBAIOTLCS Hamaau abo 30imbIIyeThCS 1X
4acrorTa.

CepomoHiHosull cuHOpoM abo Heliposenmuy4Hull 3/105KiCHUU CUHOPOM

CepoToHinoBuii cuaapoM (CC) abo HeliponenTUYHNM 3n0sKicHUM cuaapoM (H3C),
MMOTEeHLIMHO HeOe3MneyHi OJig XKUTTS CTaHU, MOXKYTh PO3BUHYTHCS ITiJl Yac JIiIKyBaHHSA
BopTiokceTuHOM. Pu3uk po3BuTky CC i H3C 36inbIIyeThCS IPKU OMHOYACHOMY
3aCTOCYBaHHi cepoTOHiHepriuuux 3acobiB (y T.4. TpUNOTAHIB), 3ac0o0iB, 110 BOJIUBAIOTH
Ha MeTaboJ1i3M cepoTOoHiHY (B T.4. iHTiO6iTOpiB MAQO), aHTUIICUXOTUKIB Ta iHIIINX
aHTaroHicTiB momaMiny. Ciim yBasKHO KOHTpoIoBaTu npossu cumntomiB CC a6o H3C.

CumnTomu CC BKJII0OYalOTh 3MiHU MEHTAJILHOTO CTaHy (Taki K 30yIKeHHS,
rajlrHallil Ta KoMa), BereTaTUBHY HeCTaOibHICTh (HanpUKJiiad TaXiKapmiio,
nabinmbHUYM KPOB'STHUM TUCK Ta TilepTepMiio), HepBOBO-M si30Bi abepaliii (Taki K
rimeppedinekcis, BiiCyTHICTb KOOpAUHAIlil) Ta/ab0 IIJTYHKOBO-KUIIIKOBI CUMIITOMU
(HampuKiIan Hy#oTy, OJ1f0BaHHSA Ta Hiapero). [Ipu mosBi TaKMX O3HaAK CJIig HeramHo
NIPUINHUTY 3aCTOCYBaHHS BOPTIOKCETUHY Ta PO3II0YaTy CUMIITOMATHUYHE JIiKyBaHHS.

MaHisi/2inomaHis

BopriokceTun cnig npu3HadyaTu 3 00epPeXkKHICTIO MalliEHTaM 3 aHaMHEe30M
MaHii/rimoMaHil i TPUITMHUTH 3aCTOCYBaHHS, SIKIIO HAaOyBa€ PO3BUTKY MaHiaKalbHa
daza.



Aepecisa/axncumauisn

[TamieHTH, SIKi OTPUMYyBaJIM aHTUAEIIPECaHTH, BKJII0Yal04YUu BOPTIOKCETHH, TAKOXK
MOXKYTb BifdyBaTHU IIOYYTTS arpecii, rHiBy, 30yOKeHHS Ta OPaTiBIUBOCTI.
PekoMeHOy€eThCS peTENbHUM HaTJIAd 3a CTAHOM MalliEHTa Ta XxBopoOu. ITalieHTiB (Ta ix
OITiKYyHiB) CJIif TTOTIEPEOUTH IIPO HEOOXiAHICTh 3BEPHEHHS IO JIiKaps, SAKII0
MTPOSIBIISIETLCST a00 ITOCUITIOETLCS arpecuBHa/30yIKeHa IToBeOiHKa.

Kposomeua

4K i mpu 3acTocyBaHHi OyOb-IKOTO iHIIIOTO aHTUIOEIIPECAHTy CePOTOHIHEePTiYHOI mii,
BKJIIOYAKOUX BOPTIOKCETUH, MOZXKJIUBI aHOMAaJIbHI KPOBOBUJIMBYU, TaKi IK CHUHIII, IypIypa
Ta iHIII KPOBOTEYi, 30KpeMa IILTYHKOBO-KHUIIIKOBa ab0 riHeKOoJIoriYHa KpoBOTeYa.
CI33C/CI33CH MoXyTh 30iMbIINTA PU3UK BUHUKHEHHS ITiCIIATIOIOTOBUX KPOBOTEY, i
1efl PU3UK IMOTEHIINHO MOXKe OyTU MOB’I3aHUM 3 BOPTIOKCETUHOM (IUB. PO3MIis
«3acTocyBaHHS y nepiofn BariTHOCTiI abo rogyBaHHS I'PyAOio»). PEKOMeHOyeEThCS
00epexXKHICTh MIOIO0 IMAlli€EHTiB, SIKi IPUMMalOTh aHTUKOATyJISHTH i/ab0 mikapchKi
3aco6u, 10 BOIMBAIOTh Ha PYHKITiI0 TPOMOOIIUTIB (HaIpUKJIag aTUIIOBI
QHTUIICUXOTUKH Ta peHoTia3uuu, Oinburicte TLIA, HeCcTepoigHi MpoTHU3analibHi 3acoou,
alleTUIICAIUIIOBA KHMCJIOTa), a TaKOXK Malli€HTiB 3 BIJOMOIO TEHOEHIIEI0 40 KPOBOTEUi
a0o0 IOPYIIeHHSIMH 3rOPTAaHHS KPOBI.

I'inonampiemis

IIpo rinoHaTpieMito, UMOBIPHO, 4Yepe3 HeafeKBaTHY CEKpellilo aHTUOlyPEeTUYHOT O
TOPMOHY, IIpU 3acTocyBaHHI aHTUgenpecaHdTis rpyn CI33C, CI33H nosimomMisnocs
pimko. Cnig moTpuMyBaTHCs 00€PEKHOCTI MI0H0 MAaIliEHTIB 3 PU3UKOM PO3BUTKY
rimoHaTpiemii, TaKuX SIK MaIliEHTH JIITHBOTO BiKYy, 3 IIUPO30M, ab0 IPU OJHOYACHOMY
3aCTOCYBaHHI Ipernaparis, 110 COPUYKHSIIOTH rinoHaTpieMito. IlamienTaMm i3
CHMIITOMaTUYHOIO IiIOHATPIEMIE€I0 OOLIIIBHO IPUIIUNHUTY 3aCTOCYBaHHSI
BOPTIOKCETUHY 1 pO3M0YaTH BiAIIOBifHE MeOAUYHE BTPY4YaHHS.

I'naykoma

[ToBimomiisAioCca PO Mifpia3 y MOEOHAHHI 13 3aCTOCYBaHHAM aHTUAEIIPECAHTIB,
BKJIIOUAlO4Y¥ BOPTIOKCEeTHUH. Llel MimpiaTuyHul ePeKT MOXKe IMOTEHIIiI0BaT! 3BYKEHHS
KyTa OKa, L0 IPU3BOOUTE A0 IMiABUINEHHS BHYTPIIIHEOOYHOI'O TUCKY Ta
3aKPUTOKYTOBOI ITayKOMU. 3 00ePeKHICTIO PEKOMEHAYEThCSA MpU3HadaTU
BOPTiOKCETHUH MalliEHTaM i3 NigBUIIIEHUM BHYTPIIIHbOOYHUM THUCKOM abo ocobaM, SKi
3HaXOOATHCS Y 30HI PU3UKY IIOL0 T'OCTPOL 3aKPUTOKYTOBOI I'JIayKOMU.

ITauieHmu AiMHBLO20 BIKY



IaHi Ipo 3acTOCyBaHHSA BpiHTENIIKCY mallieHTaM JIiTHBOT'O BiKy 3 BEJIMKUMHU
OenpecUBHUMHU ellizogamMu ooMexkeHi. ToMy citig mposiBIsiTH 00epekHICTh MpHu
JIIKyBaHHI ITAILliEHTIB BIKOM IOHA 65 POKiB Ho3aMu, 110 epeBUIy0Th 10 Mr
BOPTiOKCETUHY OWH pa3 Ha OeHb (auB. po3minu «Cmnocib 3acTOCyYBaHHS Ta J03U»,
«ITobGiuHi peakirii» ).

Hupkosa abo neuiHkosa HedocmamHicmo

3Barkalouu Ha Te, IO IalliEHTH 3 MOPYIIeHHAMHU QyHKIIl HUPOK ab0 MeYiHKM €
BPA3JIMBUMM, Ta BPaxOBYIOYH, 110 IaHi IPO 3aCTOCYBaHHS JIiIKapChKOT'0 3aC00y
BpiaTesnnmikc nuM miarpymnaM oOMekeHi, CIlif IposiBAsSTH 00epekKHICTh ITPU JTiKyBaHHI
Malli€eHTiB 3 MOPYIIeHHIM (QYHKIII HUPOK ab0 medinku (OuB. po3minu «Crocid
3aCTOCyBaHHA Ta Jo3u» Ta «PapMaKOKiHETHKa»).

Hampiu

Lle#t mikapcbkui 3acid MicTuTh MeHIe 1 MMOJIb HaTpito (23 Mr) B TabGeTIli, BKPUTIH
IIJIIBKOBOIO 000JIHKO10, TOOTO, IO CyTi, 6€3 HaTpilo.

3maTHiCTHh BIUTMBAaTH HA NIBHIKICTH Peakilil mpu KepyBaHHIi aBTOTPAHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

BpinTennikc He BOnmuBae abo He iCTOTHO BIIJIMBA€E Ha 3[aTHICTh KepyBaTH
aBTOTPAHCIIOPTOM Ta IIpaloBaTHU 3 IHINMMU MexaHizMaMu. OOHAaK, 3 Orjigay Ha
MO2KJIMBi MOOiYHI peakiiil, Taki K 3aTaMOpPOYEHHS, ITalliEHTaM IIOTPiOHO MPOSBISATHU
o0epexXHiCTh IPU KepyBaHHI aBTOMOOiIeM ab0 eKcIuTyaTallii HeOe3meuHux
MeXaHi3MiB, 0COOIMBO Ha ITOYATKY JIiKyBaHHS BOPTiOKCETHHOM ab0 mpu 3MiHi
OO3yBaHHSI.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPyaaio

BazimHicmb
ITocBim 3acTOCYBaHHSI BOPTIOKCETUHY BariTHUM OOMEXXKEHUH.
IocriaKeHHs Ha TBapHUHaX II0Ka3ajiu PeNpPOAYKTUBHY TOKCUYHICTh.

ITicns 3acToCyBaHHA KiHKaM Ha IT1i3HIX CTafisfgAX BariTHOCTI CEPOTOHIHEPTIYHUX
JIIKapChbKUX 3aC00iB Y HOBOHAPOOXKEHUX MOXKYTh IPOSIBISITUCS TaKi CUMIITOMM:
pecmipaToOpHUU OUCTPEC, LiaHO3, 3auIllKa, CyIOMU, TeEMIIepaTypHa HeCTabiTbHICTh,
TPYOHOIII rogyBaHHsI, OJTIOBaHHS, TiOTJIiKeMisi, TillepTOHis, TimOTOHis,
rineppednekcisi, TpeMop, HEPBO3HICTh, APATIBIMBICTh, MJIIBICTh, IOCTIMHUY IIJIad,
COHNIUBICTH i TpymHOIi 3i cHOM. Li cumMnTOMU MOXKYTh OyTU MTOB'sA3aHi 3 edpeKTaMu
BimMiHM a00 HaMipHOIO CEPOTOHIHEPTriYHOI aKTUBHICTIO. Y OiJIbIIOCTI BUIIAIKiB TaKi



YCKIaJHEeHHS MOYMHAITHCS HeraHo abo B HaMOIMK4Yuh 4ac (<24 roguH) micns
MIOJIOTiIB.

Enipgemionoriuni gaHxi moka3sasnu, 110 3actocyBanHs CI33C mim yac BariTHOCTI,
0COOJIMBO Ha Mi3HiX TepMiHaX, MOXKe MPU3BECTHU A0 30iJIbIIIeHHS PU3UKY IMEPCUCTYI0YO01
jiereHeBol rinepTteH3sii y HoBoHapoazxkeHux (I1JIT'H). Xoua 38’130k [1JII'H 3 mikyBaHHSIM
BOPTiOKCETMHOM He OOCIHIiIXKyBaBCs, IIe MOTEHIINHUYN PU3UK He MOXKHA BUKJTIOUUTH 3
OTJISINY Ha MexaHi3M fil (3poCcTaHHS KOHIIEHTPAlliil CEPOTOHIHY).

BpinTesnmikc ciig 3acTOoCOBYyBaTH, KO OYiKyBaHa KOPUCTH [JIsI MaTepi Oyme
IIepeBUIllyBaTU MOXKJIMBUU PU3UK [JId I1JI01a.

PesynpTaTé criocTepekeHb CBif4YaTh IIPO HiABUINEHUNW PU3KK (MEHII HiXK 2-KpaTHUN)
MiCcISAI0I0r0BO1 KpoBoTedi micisa 3acTtocyBaHHA CI33C abo CI33CH npoTtsarom mMicsus
IO MOJIOTiB . X04a Y XKOOHUX AOCIIAXKEeHHAX 3B 130K MiXK JIIKyBaHHSIM BOPTIOKCETUHOM
Ta IIiCJISIIIOJIOTOBUMU KPOBOTE€YaMU He BUBYABCS, IOTEHIIMHNUY PU3UK ICHYE,
3BazkKalo4yu Ha ModiOHuM MexaHi3M mil (muB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

I'pyoHe suz2o0o8y8aHHA

HasiBHI mOKJTiHiYHI IaHi MOKa3ajiu eKCKPeIlilo BOPTiOKCEeTHHY Ta MeTaboIiTiB y TpyoHe
MOJIOKO. OUiKy€eThCs, 1110 BOPTIOKCETHUH BUMINIIETHCS B I'PYOHE MOJIOKO JIIOOWHU. PU3UK
OJIsI TPYOHOL AUTUHYU He MOoxKe OyTH BUKIIOYEeHUN. PillleHHS Ipo
IPUNUHEHHSA/TIPOOOBXKEHHS I'OAYBaHHS I'PYALI0 YU NIPUINHEHHA/YTPUMaHHS Bif
JIIKyBaHHS BpiHTEJIIKCOM CJIil IpUUMaTU 3 ypaXyBaHHSAM KOPHUCTI IPYOHOTO
BUTO[IOBYBaHHS [JII AUTUHU i KOPUCTI Teparril Ajis XKiHKH.

depmusibHIiCMb

IMocnigkeHHs GepPTUIIBHOCTI ¥ CaMIIiB i CaMOK TBapWH He IT0Ka3aJii BILJINBY
BOPTIOKCETUHY Ha (DEPTUIILHICTD, IKICTh CIIEPMU 1 TPOAYKTUBHICTH CIIapOBYBAHHS.

3BiTH PO BUIIAOKY y JIIOAEH, SIKi IpuiMalu JiKapchKi 3aco0u BigMmoOBimHOTO
(papmakonorigusoro knacy antugenpecaHnTiB (CI33C), BUABUIN BIJIUB Ha SKiCTh
criepMu, KU € 000poTHUM. BB Ha GepTUNIBHICTE OCi He cmocTepirascH.

Cnocid 3acTocyBaHHs Ta I03H

Cnocib 3acTOCyBaHHS

BpiHTesmiKCc 3aCTOCOBYIOTh IEPOPAJIbHO, 3 12Keio abo 6e3.

[ToyaTKoOBa Ta IMigTpPUMYyIOYa O03U CTaHOBNATh 10 Mr ouH pa3 Ha Ao0y OISt JOPOCIIUX
BiKOM [0 65 POKIiB.



3asiekHo Bif iHAWBiMyabHOI YyTJIUBOCTI MalliEeHTa M03y MOXKHa 30imbIINTH
MaKCHMaIbHO Mo 20 MI BOPTIOKCETUHY OJHOPA30BO Ha M0o0y a00 3HU3UTU MiHiMaIbHO
o0 5 MT" BOPTiOKCETMHY OOQHOPAa30BO Ha moO0y.

[Ticnss ycyHEeHHSI CUMIITOMIB Ienpecili peKOMEHOYEThCS MIPOAOBKYBATHU JIIKYBaHHS
IIpUHANUMHI 6 MiCSIIiB OJi 3MiITHEHHS aHTUAEIIPECUBHOTO epEKTY.

IlpunuHeHHA AIKYBAHHA

JIikyBaHHSI BOPTIOKCETUHOM MOXKHa IIPUITMHUTH Pi3K0, HeEMa€E HeOoOXimHOCTi
IIOCTYIIOBOT'O 3HUKEHHS IO3HU.

CnemnianabpHi TPYIM HAIlIEHTIB

ITauieHmu AiMHbLO20 BIKY

HavimeHIry epekKTUBHY 003y 5 MT' BOPTIOKCETHHY OOMH pa3 Ha Ao0y 3aBXKOU CIIif
BUKOPHUCTOBYBATH SIK II0YaTKOBY O3y [OJid IIAlLIlEHTIB BIKOM = 65 pOKIiB.
PekomeHayeThCA 00epeKHICTD IIPHU JIiIKyBaHHI ITAIliEHTIB BiKOM = 65 pOKiB o3aMH, 1110
nepeBuIyioTh 10 M BOPTIOKCETUHY OOUH pa3 Ha moOy, maHi 11010 IIboro 00MexKeHi
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

IH2i6imopu yumoxpomy P450

3asiekHO Bif] iHOVBiAyabHOl peakliil maljieHTa CJIif pO3TJISHYTU 3aCTOCyBaHHSA
HUKYUX 103 BOPTIOKCETUHY, AKIIO 0 Tepalii JomaioThcs moTyxkKHi iHri6iTopu CYP2D6
(Hanmpukiazn OympoIrioH, XiHinuH, GpIyoKCeTUH, MapOKCETHH).

Inoykmopu yumoxpomy P450

3anexkKHO Bifl iHAUBiOyanbHOI peakiiil malieHTa CIIifl PO3TISHYTH KOPEKIIilo Ho3u
BOPTIOKCETUHY, SKIIIO A0 Tepalil Jofga€eThCcsa iHOYKTOp nuToxpoMy P450 (Hanpuknan
pudamninuH, kapbamaseniH, GpeHiToiH).

IlediampuyHa nonyaauis

besneka Ta epeKTHUBHICTh 3aCTOCYBaHHS BOPTIOKCETUHY OITAM BikoM Bif 7 mo 11 pokiB
He Oynu BcTaHOBIeHi. [aHi BigcyTHi (muB. po3min «OcobaIMBOCTI 3aCTOCYBaHHS»).
BpiaTenikc He Ciif 3aCTOCOBYBaTH [JIA JILKYBaHHS BEJIMKOI'O OEIIPECUBHOTO po3iany
y migimiTKiB BikoM Bif 12 mo 17 pokiB, oCcKinbku e(peKTHUBHICTH He Oyia
IpOLeMOHCTpOBaHa (OuB. po3nin «®apMaKOJIOTiyHi BIaCTUBOCTI»). [laHi 11000
O0e3meKu 3aCTOCyBaHHA npemnapaty bpiHTenikc migmiTkam BikoM Big 12 go 17 pokis
ornucani y po3ainax «Ocob6muBOCTiI 3acToCyBaHHA», «ITo6iuHiI peakiIiii» Ta
«®apMakKoJIOTiuHi BIIaCTUBOCTI».



Hupkosa abo neuiHkosa HedocmamHicmob

Kopexki1iist mo3u He moTpibHa OjIst XBOPUX 3 MOPYIIEeHHIMU (YHKIII HUPOK abo IediHKu
(muB. po3minu «Oco6IMBOCTI 3aCTOCyBaHHsI» Ta «PapMaKOKiHETHUKA»).

Ilepeno3yBaHHSA

[Tpuiiom BOPTiOKCeTVHA Yy KJIIHIYHUX OOCIIIAXKEHHAX B Oiana3oHi o3 Big 40 mr go 75
MT CIIPUYHUHSB 3arOCTPEHHS TaKuX MobiuHMX eeKTiB: Hy[oTa, IOCTypajibHe
3aIraMoOpoYeHHs, giapes, abgoMiHanbHUN OUCKOMQOPT, reHepanizoBaHui cBepoixK,
COHJIMBICTH i TimepeMist 001Uy,

[TicnsapeecTpaliiHuM OOCBiA B OCHOBHOMY CTOCYEThCS IIepefo3yBaHHS BOPTIOKCETUHY
mo 80 Mr. Y 6inbIIOCTi BUIIQOKiB ITPO CUMIITOMH He HoBimomIisiiiocsi. Ha#iGinbIn yacTo
sIK TTOOiYHi SIBUIIla CIIOCTEPiraloThCsa HyHoTa i O/II0BaHHS.

ITocBinm mepeno3yBaHHs BOpTiokceTuHOM Builie 80 Mr oomexkenui. [licns npuiomy
03, 110 B KiJIbKa pa3iB IepeBHUIlyE€ TepaleBTUUYHUU Aiala30H, IIOBIHOMIISAIOC PO
BUNIQKU CYLOM i CEPOTOHIHOBOT'O CUHIPOMY.

JIikyBaHHSI MOBUHHO OYTH CUMIOTOMaTUYHUM i BKIIIOYaTH BiAIIOBIiMHUYA MOHITOPUHT.
PekoMmeHOy€eThCSA MeOAUYHE CIIOCTEPEXREHH y CIlelliali3oBaHUX YMOBax.

IToOiuHi peakmii

Haii6inbir yacToro mobigyHo0 peakiiieio Oyna HymoTa. [To6iuHi peakiiil, HaBegeHi
HUXK4Ye, BU3HAYAlThCA AK: AyxKe 4yacTi (= 1/10), gyacti (= 1/100 go < 1/10), HeyacTi (=
1/1000 mo < 1/100), pigkicHi (= 1/10 000 go < 1/1000), ny=xke pigkicHi (< 1/10 000) Tta
HEeBiOMOl YaCTOTHU (4aCTOTy He MO>KHa BCTAaHOBUTH 3a HasABHUMHU JaHUMH). [leperik
0a3yeThCs Ha KIiHIYHUX Ta MiCIspeeCcTpalliiHuX JaHuX.

Cucrewma, opras, . .
YacTtoTa [To6iuHa peaxiiis
KJ1ac
3 60Ky iMyHHO1 . AHadinakTuyHi
HeBimomo*
CUCTEMHU peaxiiil
3 00Ky Xap4yyBaHHS ) ) o
) Hesigomo* l'monaTpiemMisa
Ta 0OMiHYy pe40BUH
: . [TaTomnoriuHi
3 OOKYy ICUXiKu Yacri .
CHOBULIHHSA




be3conH4,
30yIKEeHHSs, arpecis

Hesigomo* (ouB. po3mgin
«OcobnmuBOCTi
3aCTOCyBaHHS»)
. YacrTi 3amaMOpPOYeHHS
3 60Ky HEPBOBOI : .
) CepoTOHIHOBUM
CUCTEMHU HeBimomo*
CUHIPOM
Migpia3 (110 Moxe
MIOTEHILiI0BaTU
TOCTPY
) L , 3aKPUTOKYTOB
3 Ooky opraHiB 30py |PigkicThi yTOBY
rJ1ayKoOMy - OUB.
po3min
«OcobmuBOCTi
3aCTOCyBaHHSI» )
HeuacTto lNnepewmis o6uyus
KposoTeui
(BKII0O4aro4yu
KOHTY3il, MigmIKipHi
3 00Ky ceplieBo- y a P )
. . KPOBOBUJIMBU, HOCOBI
CyOuHHOI cucteMu |HesBimomo*

KpPOBOTEUI,
[ITYHKOBO-KHUIIIKOBI
abo riHekoJIoTiuHi
KpOBOTEUi )

3 OOKy TpaBHOI
CUCTEMU

yxke 4dacTi

Hypora

YacrTi

Iiapes, 3amop,
OJII0OBaHHS

3 OOKy LIKipu Ta
MTiAIIKipHOL
KJIITKOBUHHU

YacrTi

CBepbhix,
BKJII0OYalouu cBepOixK
reHepaiii3oBaHUM

HeuacTi

[TiTnuBIiCTh y HIYHUU
4Jac

HesBimomo*

HaOpsK,
KPOIIUB dHKaA,
BHCHUIIHU.




* - BigowMmi 3 micnsipeecTpaliiHuX JaHuX.

Hypota

HymoTa gk nmobiuyHa peaxiiisi Oyjia 3BUYalHO JIeTKoo abo IMMOMIpHOIO i criocTepiranacs
ITPOTSITOM ITEePIIUX OBOX TUXKHIB TiKyBaHHs. Peakliis, sk mpaBuio, 6yia MUHYIA Ta
3a3BUYaill He IpU3BOAUIIa 00 IPUNUHEHHS Teparii. Peakiii 3 60Ky TpaBHOI cuctemu (y
T.4. HyJOTa) 4acCTillle CIIOCTEePIraaucs y KiHOK, HiK Y 4YOJIOBIKiB.

ITamieHTH TITHHBOTO BIKY

[Tpu npuriomi 1o3 =10 Mr BOPTIOKCETHHY OOUH pPa3 Ha AeHb OOCIiAXKEeHHS IoKa3alld,
III0 IIBUAKICTh BUBEAEHHS OyJia BUIIIOIO y MAIliEHTIB BIKOM =65 pOKiB.

Y pasi 3acTtocyBaHHs 20 MT BOPTIOKCETUHY OOMH Pa3 Ha JeHb YaCTOTa BUHUKHEHHS
HYOOTH Ta 3anopiB OyJia Oinbllla y mamieHTiB BikoM =65 pokiB (42% Ta 15%
BIITIOBIAHO), HiXK y MaIli€EHTIB BiKOM <65 pOKiB (27% Ta 4% BigmoBigHO) (OUB. pO3min
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

CekcyanbHa OUCHVHKINSA

Y KITiHIYHUX OOCHiAXKEHHSIX CEKCyaJlbHY OUCQYHKIII0 OL[iHIOBAIN 3@ AOIIOMOI 010
ApPH30HCHKOI HIKAJIX OIIIHKYU ceKCyanbHOTO0 gocBigy (ASEX). Io3u Big 5 go 15 Mr He
IokKa3anu pisHuii 3 miaane6o. OgHak go3a BopTiokceTuHy 20 Mr Oyila 1oB’sizaHa 3i
30iNIbIIIeHHSAM CceKCyalibHOI muc@yHKIII (cTaTeBa OUCQYHKIIiSA, 110 BUHUKAE IPU
JIiKyBaHHI) (OuB. po3ain «®apMaKOOWHaAMIiUHi BIaCTUBOCTI»).

KnacoBuii edpexT

EmigemionoriuHi gocimigKeHHsI, B OCHOBHOMY IIPOBEOEHI 3a y4acCTIO IalliEHTIB BIKOM
Big 50 poKiB, cBigYaTh PO MiABUILEHUMN PU3UK IIE€PEJIOMIB KiCTOK y Malll€HTIB, AKi
OTPUMYIOTH JIiIKapChbKUM 3acil, 1110 HaJlexXuTh g0 aunTumpenpecanTiB (CI33C abo TLIA).
MexaHi3M, 110 CTOITh 3a IIUM PU3UKOM, HEBITOMUM, i HEBIIOMO, UM 11e¥l PU3UK TAaKOXK
Ma€ BIJHOIIEHHS [0 BOPTIOKCETUHY.

IlegiaTpyuyHa NONVIIAIISA

Y nopsitiHo cninomy naie60-KOHTPOILOBAaHOMY HOCIimKEeHHI BOPTIOKCETHUH
orpuMmyBanu 308 miaIiTKiB 3 BeJIMKUM AellpecuBHUM po3nagoM (BIIP) Bikom Bim 12 go
17 pokiB. fAk nmpaBuso, npodinb MOOIYHUX peaklliii BOPTIOKCETUHY Y HMiAJIiTKiB OyB
MOiOHUM [I0 TOTO, II0 CIIOCTEpPiraBCs y MOPOCIUX, 3@ BUHSATKOM OiJIbII YaCTUX SBUIII,



IOB’sI3aHUX i3 60JIEM Y KUBOTI, Ta CyIlIMOaIbHUX OYMOK Y ITiIJTiTKiB.
TepMiH NpHIaTHOCTI

48 micsa1iB.

YMoBHu 30epiranus

CnenianbHUX YMOB 30€epiranHs He nmoTpebye. 30epiratu y HEZOCTYIITHOMY AJIsI OiTeu
MicIji.

YnakoBka

14 TabneTok y Omictepi, 2 6icTepu y KapTOHHIiM KOPOOIIi.
KaTeropist Bignycky

3a penemnTomM.

Bupo6HuK

X. Jlyanbek A/C.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoBaaXKeHHSI
IisTIHLHOCTI

OtTinmiaBeu 9, 2500 Banbi, Janis.
[Ixepeso iHCTPYKIIil

[HCTPYKIIiio JTiKapChKOro 3aco0y B3siTO 3 oQillifiHOTO mkepesa — [lepKaBHOTO PEECTPY

JIiKapCchKUX 3aco0iB YKpaiHu.
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