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KBEHTUAKC® TabsieTkn, NOKpbIThIE NIeH0YHOIT 060109K0i1, 25 Mr, 200 Mr 1 300 mMr

Keemuanun (quetiapine)

2. KAYECTBEHHbBII U KOJIMYECTBEHHBIN COCTAB
1 Tabnerka, MOKphITas MJIEHOYHOH 00GOJIOYKOH, COAEPKUT 25 MI KBeTHamWHa B (hOpME KBETHANUHA
remupymapara (28,78 mr), 200 mr kBeTnanuHa B hopMme kBeTHanuHa reMudymapara (230,26 mr) u 300 mr
KBETHANKHA B JopMe KBeTHaNHMHa reMupymapara (345,39 mr).

BcnomoraTtenbHble BEIIECTBA ¢ H3BECTHEIM JIEMCTBHEM: JIAKTO3a MOHOTI'HApaT, HanHﬁ.

Tabnetkn 25 mMr

Ta6nerxu 200 mMr

Tabnerxku 300 mr

JIJaKTO3a

4,28Mmr

34,20 Mr

51,30 Mr

HaTpui

0,35 mMr

2,78 mr

4,17 mr

[ToNHBI CIIMCOK BCIIOMOraTeIbHBIX BEIIECTB CM. B pasaene 6.1.
3. JEKAPCTBEHHASI ®OPMA

TabneTku, NOKPBITHIE TNIEHOYHOH 000709KOH.
25 Mr: KpyTible, JIBOSKOBBIIYKIIBIE, MOKPHITEIE IJIEHOUHOH 000I0YKOH KOPHYHEBATO-PO30BOI0 IIBETA,

riagkue ¢ 06erx CTOpoH TabJIeTKH.
200 mr: KpyTible, IBOSIKOBBITYKJIbIE, TIOKPHITHIE IIJIEHOYHON 000n0uKoi Oenoro nBera, riragkue ¢ o0enx

CTOPOH TabJIETKH.
300 Mmr: xancynoBHIHbIE, IBOSKOBBITYKIIbIE, IOKPHITHIE IVICHOYHOM 0001049K0i 6eoro nBeTa, riaakue ¢

o6eux CTOpoH TabIeTKH.
4. KIMHUYECKUE JAHHBIE

4.1 Iloxa3aHusi K NPUMEHEHHUIO
KBeHTHaKC pUMEHSeTCs 1.
- le4eHus Mmu30(ppeHnH;

- neyeHust OUNOJSPHBIX PacCCTPOHCTB
- JIeYeHHsS MaHHUaKaJbHBIX OJIMHU30[0B CpEAHEH WIM TSDKEIOW CTENEeHH NpH OHUIOISpHOM
paccTporcTBe,
- TeyeHue OOIBIIMNX JENPECCUBHBIX MU3010B IIPYU OUITOIIPHOM pacCTPONHCTBE,
- mpoduIaKTHKa PEUUAMBOB MaHHAKAIbHBIX MM JENPECCUBHBIX SMH30J0B Yy MALHEHTOB C
OUIOISIPHBIMU PacCTPOMCTBAMHU, paHee PEarupoBaBIIKX Ha JIEYEHUE KBETHAIIMHOM.

4.2 PeskuM D03MPOBAHUSA H c1I0C00 MPHMEHEeHHS

PexxuM 103MpoOBaHHUs
Jliis KakIoro MOKa3aHMs MMEETCS CBOHM pPeXHM No3upoBaHus. Takum oGpa3oM, cienyeT yOeauThes, yTo
NALMEHTH TOJYYMIH TOHATHYI0O MM HH(OpPMALUIO O peXXUMe J03MPOBaHMS, COOTBETCTBYIOIIEMY HX

3a00J1€BaHHUIO.
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Bapocibie:
Jleuenne muzodpeHnu

Jlns neuenus muzodpennu Ksentuake cielyeT NpHHUMATS [Ba pa3a B ACHE. CymMapHas CyTo4Has 1032
B iepBbIe 4 Tus Tepanuy coctaseT 50 mr (1-# aens), 100 mr (2-# neHs), 200 mr (3-# nexp) u 300 mr (4-
ii JIeHB).

Haunnas ¢ 4-ro AHs peKoMeHTyemas sddekTuBHas cyTouHas 1o3a coctasiser 300 - 450 Mr B CYyTKH.

B 3aBHCHMOCTH OT KJIMHMYECKOW peakiMy U TEPEeHOCHMOCTH Yy KaXKZOro MalHeHTa, 1038 MOKET OBITH
cKkoppeKTupoBaHa B npezenax ot 150 mr 1o 750 Mr B CYTKH.

Jlevenne MAHHAKAILHBIX JTH3010B CPeIHeil H TAKEO0H CTeneHH NpH GUIIOIAPHOM PaccTpoicTBe
15 NevYeHns] MAaHHAKATBHBIX SMU30/0B NpH GHIIONSIPHOM paccTpoiicTBe KBEHTHAKC CIIEyeT NPUHUMATE
nBa pasa B AeHb. CyMMapHas CyTO4YHas 032 B IEPBhIE 4 [HS TePaluy COCTABIIACT 100 mr (1-i zens), 200
mr (2-it eHs), 300 Mr (3-# aens) u 400 mr (4-i feHs). JanpHeimmit 1oAGop K035l 10 800 Mr B CyTKH K 6-
My JHIO BO3MOKEH C MOBbIIeHHEeM He Gonee yeM Ha 200 MT B CyTKH.

B 3aBHCHMOCTH OT KJIMHHYECKOW peakUdd U IMEPEeHOCHMMOCTH Y KaXAOro MalueHTa, A03y MOXKHO
ckoppekTHpoBaTh B mpezenax ot 200 mr o 800 mr B cyTku. OGBIMHO peKOMEHIyeMast s dexTuBHAL 103a
naxoxautcs B ipenenax oT 400 xo 800 mr B CyTKH.

JleyeHue GOMBLITNX JeNpPeCCHBHBIX JMH3010B MPH GHIOJSAPHOM paccTpoicTBeE.

TabneTku crenyeT NPUHUMATH OJUH Pa3 B A€Hb, IIEPE CHOM.

CyMMapHas CyTOYHas J103a B iepBble 4 1us Tepamun coctapmset 50 mr (1-# aeHs), 100 mr (2-i# mens), 200
mr (3-it nens) u 300 mr (4-i neHb).

PexoMmeHayemas cyTounas no3a coctasaser 300 mr. ITo maHHBIM KIMHAYECKHX HCCIENOBAHUH, HE
HaBTIOIATI0CH IOMONHUTEIBHBIX IPEUMYINECTB IPH IPUMEHEHHH 10351 600 M 110 cpaBHEHHIO ¢ 1030# 300
Mr (cM. pasgen 5.1). OnHako HEKOTOPbIM MaruerTam f03a 600 Mr okasanack bonee 3¢ GeKTUBHOIA.

Jo3el, mpessimaromue 300 MI/CyTKH MO/DKHBI Ha3HAa4aTbCs BpPauoM, HMCIOMIHAM ONBIT JICHCHHA
GunoNnIpHEIX paccTpoifcTs. [To pesympraTaM KIMHMYECKHX WCCIIE[OBAHHH, €CM BO3HHUKACT BOMPOC O

Pa3BUTHH TOJEPAHTHOCTH Yy HEKOTOPHIX MAlHEeHTOB, LENeco00pasHo pPacCMOTPETh BO3MOXKHOCTD
CHHJKEHHMS CyTOUHO#H 10361 10 200 Mmr.

IpodbuIaKTHKA PeUHIHBOB OHITO0JISIPHBIX |2aCCTEOﬁCTB

JUts mpo(UIAKTHKA MAHHAKATBHBIX, CMEIIAHHBIX MM JCIPECCHBHBIX OIM30[0B IpPH OHIIONAPHOM
paccTpOMCTBE y TNALMEHTOB, y KOTOPBIX KBETHAMHH ObUI 3(Q(OEKTHBHBIM IIPH JIEYCHHH OCTPOrO
BUIIOIAPHOTO pacCTPONCTBA, TEPANHUIO CileAyeT MpPOJO/DKATh B TOH e Jo3e. B 3asucumocTd OT
pe3y/IbTAaTOB JICYEHHs] U HWHAMBUIYaTbHOH MEPEHOCHMOCTH KAXAOrO MAlMEHTa, CyTOYHasd /10328 MOKET
65ITh cKoppekTHpoBana ot 300 Mr o 800 Mr' B CyTKH, pa3Zie/IeHHBIX Ha Ba IpueMa. BaXKHO OTMETUTE, HTO
JUTSL IOJUIEPIKUBAIOIIEH TepaIuK ClieyeT H30UpaTh HAUMEHBIIYI0 9) peKTHBHYIO 103Y.

Ioxcunsvie nayuenmol

Kak 4 apyrve aHTHIICHXOTHYECKHe TpemapaTel, KBEeHTHAKC crielyeT NPUMEHATh C OCTOPOXHOCTBIO Yy
TOYKHITBIX TTAIMEHTOB, OCOOCHHO B Hayaje Kypca JIEUeHHS.,

CKOpOCTb THTPOBAHHS JJ03 MOXKET ObITh 60JIee MEIEHHOM, a CyTOYHAs TePANeBTUYECKAs [103a HIKE, 110
CPABHEHHMIO C MOJIO/IbIME AIMEHTAMH, B 3aBHCHMOCTH OT WHIMBUYaIbHOH KITMHUYECKOH peakluy H
NMEePEeHOCHMOCTH TIpenapara. Y MOXKUIBIX MallHeHTOB IIa3MEHHBIH KIMPEHC KBETHATMHA OBbII CHHXKEH Ha
30-50% mo cpaBHEHHIO ¢ GoNee MONOABIMH MarueHTaMH. D(HHEKTHBHOCT H 6e30macHOCTh

NIEKapCTBEHHOTO CPEJICTBA HE MCCNENOBANKMCH IIPY JIEUCHHH AECIPECCHBHBIX SMH30/0B IIPH OUMonspHOM
pacCTPOKCTBE y MALlMEHTOB cTapiie 65 JeT.
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JleTH H MOJAPOCTKH
KBeTHanvH He IIOKa3aH JeTAM M MOAPOCTKaM Muiaame 18 ser, wu3-3a OTCYTCTBHSl JAHHBIX,

MOATBEPKAAIOIINX BO3MOXKHOCTh TPHMEHEHHS KBETHANMHA B O3TOH BO3pacTHOH rpymme. JlaHHbIe
KJIMHHYECKHX UCCIIENOBAHUN C KOHTPOJIEM IUtanebo npuBoasTes B pasnenax 4.4, 4.8, 5.1 u 5.2.

Hapymenne GpyHKIHH NMoYeK
Y nanueHToB ¢ HapyleHHeM (QyHKIUH TOYeK KOPPEKIUs 03Bl He TpebyeTced.

Hapymenune ¢pyHKIHH neveHH

KBeTHanuH B 3HaYUTENILHON CTENEHH METabONU3UpyeTCs B MedeHU. [109TOMY, IIpH AMArHOCTHPOBAHHOM
HapymeHud (QyHkiuu nedenn KBeHTHAakc Ha3zHawyaeTcsi ¢ OCTOPOXKHOCTBIO OCOGEHHO B Hadase Kypca
nedyeHus. JleueHue y MaleHTOB ¢ IMarHOCTHPOBAHHBIM HapyIIeHHEM (QyHKIIUY IEYEHH CIIEyeT HAYUHAT
¢ no3el 25 mr/cyT. Jlo3y ciemyeT yBENHYMBATh €XEAHEBHO Ha 25 - 50 Mr 10 AocTxkeHHs 3B HeKTHBHOIM
N03bI, B 3aBHCHMOCTH OT KIIMHWYECKOH PEaKIMy NalUeHTa i HHANBUIY AJIbHOM [IEPEHOCHMOCTH.

Criocob npUMeHEeHUs
KBeHTHaKC MOXKET IPUMEHSATHCS HE3aBUCUMO OT [IPHEMA ITHIITH.

4.3. [IpoTuBONOKa3aHHUS
[loBeIIeHHAs YyBCTBUTENBHOCTh K AEHCTBYIOIIEMY BEINECTBY HJIH K JIFOGOMY M3 BCIOMOTaTENbHBIX
BELLECTB, [IEPEUYUCIIEHHBIX B pasaene 6.1.

CoBMecTHOE MNPUMEHEHHE C HHTHOMTOpamMH IuTOXpoma P450 3A4, manpumep, unrubutopsr BUY-
MpoTeaskl, a3ojl - MPOTHBOTPUOKOBEIE MPEMApaThl, SPUTPOMHIIMH, KIAPUTPOMUIUH U He(a30moH (CM.
TaKKe pazzens! 4.5).

4.4. Ocodble yKazaHHS H MepbI IPEJ0CTOPOKHOCTH
Tax xax KBeHTHAaKC HMeET HECKOIBKO MOKA3aHMH K MPHMEHEHHWIO, CIEIyeT YUMTHIBATE €ro TPoGhHIh
0€30IacHOCTH 110 OTHOIUEHUIO K IHArHO3Y W BBOAUMOM J103€ I KaXKIOTO MallHeHTa.

JeTn U mMoApOCTKH

KBeTnanuH He pPEKOMEHAYeTCs AETAM H MOAPOCTKAM Miajauie 18 JieT u3-3a OTCYTCTBHMS NAHHBIX,
MOATBEPKAAIOIUX BO3MOXKHOCTh MPHUMEHEHHUS KBETHAIIMHA B 3TOH BO3pPAaCTHOM rpymme. B kiuHHYecKux
HCCIIEJOBAHUAX C KBETHANIMHOM OBLIO YCTAHOBJIEHO, YTO KPOME H3BECTHOrO IpouiIs Ge30macHOCTH,
YCTaHOBJIEHHOI'O y B3pOCHBIX (CM. paszmen 4.8), HeKoTopble MoGouHsle 3G dEeKThl BCTpewanucs ¢ Gosee
BBICOKOH 4YaCTOTOH y A€Ted M IOAPOCTKOB, MO CPAaBHEHUIO C B3POCIBIMH NAlMEHTaMHM (TOBBILICHHKII]
anmeTHT, TOBBIIICHHE YPOBHS NPOJNAKTHHA B CBIBOPOTKE, PBOTA, PUHHT U OOMOpPOKH), & HEKOTOpBIE
noGo4HbIe 3 (EKThI UMEIOT PA3TMYHOE 3HAYECHUE Y IeTeH U MOAPOCTKOB (HAIPHMED, SKCTPAMHPAMHIHbIE
CHMIITOMBI M Pa3ApaXXUTEIbHOCTE), ONMH U3 MOG0YHEIX 3)(HEKTOB paHee He HAGMIOAATICSA B KIMHHYECKHX
MCCIIEJOBAHMAX y B3POCIBIX (MOBBILEHHE apTEPHATBHOIO AaBieHHs). Y JeTed M MOAPOCTKOB TaKIKe

OTMEYAIHCh H3MEHEHHUS PE3yIbTATOB TECTOB (DYHKIIUH IIIUTOBUIHOM HKETE3bL.

Kpome Toro, yiccnenoBanue BIMSAHUS AOJITOCPOYHOrO NMPHMEHEHHS KBETHANMHA HA POCT M Pa3BHTHE He
MpEeBBIIIAN0 26 Helenb. Takke HEM3BECTHO BIMSHHE MOJTOCPOYHOTO MCIOMH30BAHUS KBETHANMHA HA
KOTHUTHBHYIO DYHKIIHIO U TIOBEJICHHE,

B mnnane6o-KOHTPOMMPYEMBIX HCCIENOBAHUAX C Y4YaCTHEM [eTell W  ITOJIPOCTKOB, CTPaJarollyX
mu3odpeHnel, M MaHHeH WM JempeccHel Npu OHIIONAPHOM pacCTPOKMCTBE, GBLIO MOKA3aHO, YTO
KBETHAlHKH, N0 CPABHEHHUIO C Iutane6o, MOBBIMIAT YaCTOTy 3KCTpanupaMuaHbelX cumntomoB (DI1C) (cM.
paszmen 4.8).
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Cyuuu/cCyauniaabHbIe MbICIH HJIH yXyANleHHEe KIHHAYECKOr0 COCTOSIHIS

Jlenpeccuu Tpu GUIIONSAPHOM PAcCTPOICTBE CONMPOBOXKAAIOTCA MOBBIMICHHBIM PHCKOM CyHIHIATBHBIX
MbICIIEH, CaMOMOBPEXIECHUH W CyHIHIa. ODTOT PUCK COXPaHSETCs M0 HACTYIUIEHHS BBIP&KEHHON
pemuccun. Tak Kak yIydlleHHe MOXET He HACTYIHUTh B TEUCHHE TEPBHIX HEJENb, @ BO3MOXHO H Golee
JUIMTEJIBHOTO TepHoAa, OOJNBHBIX CJIEAYeT TIIATENBPHO HAOMIOAaTh N0 HACTYIUICHHS YITyYLICHHS.
K/IHHMYECKHH OIBIT TAK)KE YKa3bIBa€T HA TO, YTO CYMLUAAITBLHBEIA PHCK MOXET MOBBICHTHCH HA PAHHEM
Tamne yJny4lleHUs COCTOSHUSI.

KpOMe TOro, KIMHHIOHUCTBI JOJIXKHBI YYHTBIBATH BO3MOJKHBIN PHCK CyHIHJa IT0CJIC BHE3AITHONH OTMEHBI
KBETHAIIHHA, 4YTO 06}’CJIOBJICHO H3BCCTHBIMH (baKTopaMPI pHUCKa 3a60HCBaHHH, KOTOpPOE€ JICUUIIU
KBCTHAIITHHOM.

I[pyme NMCUXHYECKHUE pacc*rpoﬁcrsa, IIPpHA KOTOPBIX HA3HAYACTCA KBETHAIIHH, MOTYT TaKX€ ITIOBRIIIATE PUCK
Cydnuaa. Bonee TOT'0, 3TH COCTOSAHUSA MOT'YT COUETATECA C GOIBITHMHI JACIIPECCUBHBIMH 3ITU301aMH. Takum
o6pa30M, IIpH JICYEHHUHU TAITUCHTOB C APYTUMHU NICUXUYCCKHUMH paCCTpOﬁCTBaMH ciaenyer co0moaaTh TaKue
)K€ MEPEI ITPENOCTOPOKHOCTH, KaK U ITPH JICUECHUH OOJBHEIX ¢ OOJIBIITHM JCMNPECCHBHBIM 3ITH30I0M.

[TanueHTEI € CyHIHUIaJIbHBIMHA MBIC/ISIMH HJIH ITIOBECACHHEM B aHAaMHE3€, a TAKXE JIHIa C BhIPaXXCHHbBIMH
CyuIUJaJIbHBIMH MBICJISIMHU J10 Ha4daJla JICHEHHUS OTHOCATCA K IPYIIIIE IOBBIIIEHHOTO pPUCKaA CYy HITHJaJIbHBIX
MBICJIEH HJIH TIOMBITOK CaMOY6HﬁCTBa, U OOJDKHBI THIATEJIBHO KOHTPOJIMPOBATHBCA BO BPEMS JICUCHHMI.
Mera-ananus nnaue6o-K0HTponnpyeMle KIIHHUYECKUX HCCIIEIOBAHUM AQHTHACTIPECCAHTOB C Y4aCTHEM
B3POCJIBIX MAalTUCHTOB C INICUXHUYCCKHUMH paCCTPOﬁCTBaMPI BBISIBHJI ITOBBIIIECHHBIN PHCK CYHIIUIAIBHOIO
MMOBEACHHUA 110 CPABHECHHUIO C rpynnoifr nauebo B BO3pacTe Miaaue 25 ner.

Ha PaHHHUX 3Talax JICYEHUA, a TAKXKE ITOCJIE U3SMEHEHHUSA NO3EI ITperiapara MMalueHThI, B 0COOEHHOCTH Jna,
OTHOCSIIHUECA K I'PYIITIEC pPUCKa, JOXKHBI HAXOOUTHCA IO TIIATEIIBHBIM KOHTPOJIEM.,

[TanuieHTe! (a TaKkXXe JHLA, OCYINECTB/ISIOIHUE YXOA 3a MAlUEHTaMH) JO/DKHBI OBITH MpPeayNpeikIeHbl 0
HEe0OXOJUMOCTH HaOMIOAEHHS 3a JIOOBIMU KIMHUYECKUMH YXYIIICHUSIMH, CYHIIUIATBHBIM [TOBEJIEHUEM
HJIH MBICIISIMHM, @ TaK)X€ HEOOBIYHBIMH M3MEHEHHSIMHU B MOBEICHUHU, U 0 HEOOXOAUMOCTH ofpalneHus 3a
MEIMLUHCKOH TTOMOLIBIO ITPH ITOSBICHUH AaHHBIX CHMIITOMOB.

B KpaTKOBpeMEHHBIX, M1ale00-KOHTPOIUPYEMBIX KIMHUYECKHX UCCIEIOBAHUAX Y MAUEHTOB C OOJIBIINUM
JENPECCUBHBIM 3IIM30/I0M IIpH GHIIONSPHOM pacCTPOHCTBE IMOBBIIUEHHBIH PUCK COOBITHH, CBSA3AHHBIX C
caMOoyOMHCTBOM HaOmMIOmancs y MOJOIBIX B3POCHBIX MAIUEHTOB (Miamme 25 JeT), MONydYaBLIHX
KBETHAIUH, II0 CpPaBHEHHUIO ¢ mauiamu, nomydaBmuMmu mianebo (3,0% u 0 % COOTBETCTBEHHO).
[Tormy IAIHOHHOE PETPOCIEKTUBHOE MCCIIEN0BAHHE KBETHANMHA [UIS JICUEHHS IIAI[HEHTOB C GOJBLIUM
JENPECCUBHBIM paCCTPONCTBOM MOKA3aJI0 MOBHIIIEHHBIM PUCK CAMOMOBPEXKICHUH U CyHUIIMIA Y TALIHEHTOR
B Bo3pacTe oT 25 1o 64 7ner, He UMEBIIMX B aHAMHE3€ CaMOIOBPEXICHHHA BO BpEeMs HCIIOIB30BAHHS
KBETHAIMHA C IPYTHMH aHTHAETIPECCAHTAMH.

Puck pasBuTHA MeTa00JHYECKHX HAPY I eHHIT

Ha ocHOoBaHHH HaOIONABIIErocsi B KIMHUYECKUX HCCIIEOBAHHUSIX PUCKA yXYIIICHHUS MeTab0IHYeCKOro
npoduss, BKIIOUash H3MEHEHHE MacChl Tela, U3MEHEHHE COJEp)KaHWs JUIUIAOB U IJIFOKO3Bl KPOBH
(rumepriuKkeMuu), MeTaboIHYeCKHe TapaMeTphl ClIELyeT KOHTPOIHPOBATh B Ha4Yalle U B TEUEHHE BCErO
Kypca JIeueHHs. YXYAUIEHHE 3THX NapaMeTpOB CleIyeT KOPPeKTHpPOBAaTh, MCXOAS M3 KIMHHYECKOI
HeobxoaumocTH (cM. pasnen 4.8).

IKCTpanupaMuaHble CHMIITOMBI

B mrane60-KOHTPOIHPYEMBIX KIMHHYECKHX HMCCIEIOBAaHUSAX C Y4YaCTHEM B3POCIBIX MALMEHTOB
HaOJI01a/1aCh MOBBIIIEHHAS, 10 CPABHEHHIO ¢ MTanebo, 9acToTa IKCTpanupaMuansiXx cumntoMos (OI1C) y
MAlMEeHTOB, MOJY4YaBLIMX JIEYEHHE 110 MOBOAY OONBIIMX [JENPECCHBHBIX JMH30[0B MPH OMIIOIAPHBIX
paccrpoiicTBax (cM. paznens: 4.8 u 5.1).
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HpHMCHCHI/IC KBeTHanuHa OBbUIO CBSA3AHO C Pa3BUTHEM AKATH3HWH C C}’6B€KTHBHO HETIPUATHBIM HIJIH
YTHETarOMHuM 0eCnoKOUCTBOM, HOTpeGHOCTB}O JBUTaThCA, 4aCTO COIIPOBOXKIAIOLITYIOCH HECITOCOOHOCThIO
CIOKOMWHO CTOSTH WM CHIAETh. DTU CUMIITOMBI C Oonpuiei BE€POATHOCTEIO Pa3BHBAIOTCA B TCUCHHE IIEPBRIX
HEOCJIb JICUCHHUS. [loBeIIIEHUE TO3BI y HanUeHTOB C TaKUMH CHMITOMaMH MOXET OKa3aTb BpPEIHOE

BO3/CHCTBHE.

IMo3nHAs AHCKHHE3USI

[Ipy pasBUTHH TIPU3HAKOB M CHMIITOMOB IIO3JHEH MMCKHUHE3MH CJIEIYeT PacCMOTPEThH BO3MOXHOCTH
MOHM)KEHHUS J03b] MJIM OTMEHBI KBeTHAanuHA, CHMIITOMBI MMO3/HEH AUCKUHE3UH MOTYT yXYALIAThCS MU
BIIEPBBIE BO3HUKHYTH U OTMEHE JIedeHus (cM. paszen 4.8).

COHJIHBOCTD ¥ T0JIOBOKPYKEHHE

JleueHne KBETHATHHOM COIMPOBOXKIAIOCH COHIIUBOCTRIO U CBSI3AHHBIMU C HEH CHMIITOMaMHU, TAKHMHU KaK
cemanus (cM. paszmen 4.8). B KIMHHYECKMX HCCIEAOBAHMAX C yYacTHEM IAlHEHTOB C OHIIOIAPHOH
JETpecCHel 3TH CUMIITOMBI Pa3BUBAIUCH B TEYCHHUE MEPBBIX TPEX AHEH J€4eHHs, a HX MHTEHCHBHOCTb
OblTa, B OCHOBHOM, JIETKO# MM cpemHeit cremenu. [lanueHTaM, HCIBITBIBAIOIIUM COHJIMBOCTD TSDKEION
CTETeHH, MOXET OBITh MOTpebyeTcs GoJiee YacToe MoCeIeHe Bpaya Ha IPOTSHKEHUH 110 KpaliHei mepe 2
HeJeNb MMOCjIe HACTYIUIEHUS COHIMBOCTH HITH IO T€X MOp, TOKA CHMIITOMBI HE YJIy4INaTcs, U, BO3MOKHO,
notpebyeTcs MpeKpalieHue JICUEeHHs.

OpTocTaTHYeCcKasi THIIOTEH3HS

KBeTnanuH MOXET BBI3BaTh OPTOCTATHYECKYIO TMIIOTEH3HIO U CBSI3aHHOE C HEH TOJIOBOKPYIKEHHE (CM.
pasnen 4.8), 0co6eHHO, KaK H COHIUBOCTb, B HA4aTbHOM IIEPUOLE TUTPOBAHUSA O3Bl DTO MOXKET MOBBICHTh
PUCK CIy4aifHBIX TpaBM (mameHuit), ocOOEHHO Yy MOMXKHIBIX MAlMEHTOB. TakuM o06pa3oM, MalUeHTam
ClIelyeT peKOMEHI0BATh MPOSBIIATH OCTOPOXKHOCTB, €CITH OHU 3HAIOT O BO3MOXKHBIX 3 heKTax eqeHus.

Ksetuamuu CJIENYET C OCTOPOXXHOCTBKO IIPUMEHATE Yy IMAHEHTOB C HHArHOCTHPOBAHHBIMH CEPIACHHO-
COCYOUCTBIMH 336OHCB3.HPIHMI/I, COCYTUCTBIMH 3a00/1eBaHUSIMH TOJIOBHOTO MO3ra HIIH JAPpYTUMH
COCTOSHHAMH, NPEApacoIaratoliuiMy K THITIOTCH3HH. HpH BO3HUKHOBCHHH OpTOCT&TH‘ICCKOﬁ THIIOTCH3HH
CIEQYET paCCMOTPETH BO3MOXXHOCTH CHHIKCHUSA JO3bI HITH Bostee meIEHHOE TUTPOBAHUE NO3EI, O0COOEHHO
Y Dalfu€HTOB C CEPAEIHO-COCY NTUCTHIMH 3a00I€BaHUSAMH.

CuHOpOM amHo3 BO CHe

CHHIPOM OCT@HOBKH JBIXaHHUS BO CHE HAOMIOJANCs y MALMEHTOB, MOTy4aBIINX KBETHANUH. [lanueHTam,
COBMECTHO NPHHUMAIOIIUM APYTHE JIEKAPCTBEHHBIE CPEACTBA, TOPMO3SIIUE LEHTPAIBHYIO HEPBHYIO
CHCTEMY, UMEIOIIMX B HACTOSILIEE BPEMS WM HUMEBIIHX B aHAMHE3€ allHOd BO CHE (HamlpHMep, JIHLA C
yBEJIMYEHHEM MAacChl Tesla / 0)KHpEHHEeM, MallueHThl MYXKCKOro I0ja) KBeTHAUH CJefyeT Ha3HayaTh C
OCTOPOXHOCTEIO.

nuIenTHYeCKHe MPHIAIKH

B KOHTPONHPYEMBIX KIIMHAYECKUX HCCIENOBAHUSAX HE 0OHAPYKEHO Pas3IMYHii B YaCTOTE IMHIICIITHUECKHX
MPUIIAKOB y TAIHEeHTOB, MOJIyYaBIIHX KBETHANWH MM Iutane6o. OTCyTCTBYIOT JAHHBIE O 4YacTOTe
IPUTIAKOB y MALHEHTOB, HMEIOLINX NpUNaaky B aHaMHe3e. Kak U B cimydae IpyruX aHTHIICHXOTHYECKHX
IpenaparoB, CIeIyeT MpPOSBIIATE OCTOPOXKHOCTD IPH JIEUEHUH IAlHEHTOB, UMEIOLIUX SIUIENTHYECKHE
TIpUNaKU B aHaMHe3€e (cM. pasfen 4.8).

310KavecTBEHHBIN HeliposenTuyeckuii cuuapom (3MC)

3/10Ka4eCTBEHHBIH HEUPOJIENITHUECKHHA CHHAPOM MOXET BO3HUKHYTH [IPH JIEYEHUH aHTHIICHXOTHUECKUMHU
nperapataMmu, B TOM YHCIe W KBeTHanmuHOM (cM. pasmen 4.8). K ero KIHHHYECKHM IPOSBICHUSM
OTHOCATCA TOBBIIIEHHE TEMIIEPATYpPhl, U3MEHEHHE IICHXMYECKOrO COCTOSIHUS, PUTHAHOCTH MBILIL,
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HecTaGHIBHOCTD BEreTaTHBHEIX (YHKIM U MOBBILICHHE YPOBHS kpeaTuHochokuHaskl. B Takix ciyyasx

KBETHAIHUH CJIEAYET OTMEHUTE U Ha3HAYUTh COOTBETCTBYIOMICC JICHCHHUE.

Tsskejast HeHTPONEHHSI H ArPAHYJIONHTO3

Tskenas HeliTponeHHs (komuuecTBo Hedtpodmmos < 0,5 x 10%/n) maGmomanach B KIHHHYECKHX
HCCIIEI0BAHUAX C KBETHAITMHOM. BONBIIMHCTBO CITy4aeB TSKEION HEHTPOIIEHHH Pa3BUBAIIMCE B TEUCHHE
HECKOJIBKHX MECALIEB I0C/I€ Hadaya JIeueHUus KBeTHAaNMHOM. He yCTaHOBIEHO OYEBHM/IHOM 3aBHCHMOCTH
storo 3¢pdexkra OoT 036l B MOCTMApPKETHHTOBBIH MEPHOA COOOINANOCH O HEKOTOPBIX CIydasX Co
CMEPTENIBHBIM HCXOAOM. BO3MOXHBIMH (pakTOpaMH PpHCKAa pa3BUTHS HEHTPOICHUM SBISIOTCS YyiKe
MMEIOIIEECS B aHAMHE3€ CHIDKEHHOE KOJIMYECTBO JICHKOIUTOB MM HEUTPONEHHs, BEI3BAHHAA JPYTHMU
JIEKapCTBEHHBIMY CPENCTBAMH. TeM He MeHee, HEKOTOpBIEe ClIydad IPOU3OLLIH y NAalMEeHTOB 0e3 pakee
CyIECTBOBABIINX (pakTOPOB prcka. [Ipy CHIKEHMH KOJTHYecTBa Helitpoduos o < 1,0 x 10%/1 kBeTHanuu
CIIelyeT OTMEHUTH. Y TAI[MEHTOB CleayeT HabMonaTh pa3BUTHE MPH3HAKOB M CUMIITOMOB MHMEKLHH H
KOHTPOJIHPOBATh YPOBEHb HEUTPOGHIOB 0 TE€X MOP, IIOKA OH HE IMPEBBICHT 1,5 X 10%/n (cMm. pasnen 4.8 u
5.1).

B03MOXXHOCTh pa3BUTHS HEUTPOIIEHUH CIIEAyeT YUUTBIBATE Y MAI[UEHTOB ¢ HHPEKIUEH HIIM JIHXOPAJIKOH,
B OCOOEHHOCTH TpPH OTCYTCTBHH IPEAPACIIONAralomuxX (hakTopoB, 4TO TpeOyeT COOTBETCTBYHOMIETO
TeYeHUS.

[TanwenTtoB cieayer NpouHGOPMHPOBATE O HEOOXOAUMOCTH HEMEUICHHOTO COOOLICHHS O
MpU3HAKAX/CHMIITOMAX arpaHyJIoNHuTOo3a WK HHGEKUUH (O MOSBICHUH JTUXOPAIKH, Cl1ab0CTH, JIETapruu
wiu 60d B Topie) B r000e BpeMs Tepanuu. TakuM MarueHTaM HeoOXOJUMO HEMEIJIEHHO OINpEeAe/HTh
KOJTMYECTBO JICHKOLUTOB U abCOTIOTHOE KOJUYECTBO HEHTPOHIIOB, OCOOEHHO IIPU OTCYTCTBHM y HHX
Ipeapacroaraomux GakTopos.

AHTHXO/IHHEpPrUYecKHe (MycKapuHeprudeckue 3¢ ¢exTnr)

HopkBeTHanuH, aKTUBHBIH METaOONUT KBETHANHMHA, UMEET yMEPEHHOE HJIM BBIPAKEHHOE CPOACTBO K
pa3NUYHBIM [TOATHIIAM MYCKapUHOBBIX pELENTOPOB, JTO MPENONpeNeasieT BO3MOXKHOCTh pPa3BHTHS
AHTHXOJIHHEPrHYeCKUX MOOOYHBIX 3¢ (HEeKTOB NMpU MPUMEHEHUH KBETHAIIMHA B PEKOMEH/OBAHHBIX 103aX
COBMECTHO C JPYTHMH IIperaparaMd, HMEIOIIMMH AaHTHXOIMHEPTHYECKHE CBOMCTBA, a TaKXKe IpH
nmepeno3upoBke. KBeTHanmuH cienyer MOPUMEHATh C  OCTOPOXXHOCTBIO Yy IIAIIMEHTOB, . COBMECTHO
[OJyYalOIMX ApPYTHe IpernapaThl ¢ aAHTUXOJIMHEPTHYECKMMH (MyCKapMHOBBIMHM) CBOMCTBaMH. Takike
KBETHAITUH CJIe[yeT Ha3HA4YaTh C OCTOPOXKHOCTHIO MAIHEHTaM, HUMEIOIIUM MU paHEee UMEBLIUM 3a/1€PKKY
MOYH, KIIMHHYECKH 3HAUUMYIO THIIEPTPOGHIO IPEACTATENBHOH JKENE3bl, KUIIEYHYIO HEITPOXOIUMOCT HIIH
COITyTCTBYIOLIME COCTOSHHUS, TOBBIIICHHOE BHYTPUIJIA3HOE JABICHUE UM Y3KOYTOJIBHYIO TIIayKOMY (CM.
paznenst 4.5, 4.8, 5.1 u 4.9).

B3aumopeiicTBuA
(cM. Takke paszaen 4.5)

[IpiMeHeHHe KBETHAITMHA OJHOBPEMEHHO C CHIIBHBIM HHIYKTOPOM I€YE€HOUHBIX (DepMEHTOB, HAIIPHMED,
KapbaMasenuHOM Wi GEHUTOMHOM, 3HAYUTENIFHO CHIDKAET KOHIIEHTPALKMIO KBETHANKHA B I/1a3Me KPOBH,
YTO MOXXET IOBIUATH HAa 3(Q(PEKTUBHOCTH JEYEHHS ITUM IpenapaToM. Y MNALMEHTOB, MOTYYarOLIKX
HHIYKTOP MeYEHOUHBIX ()epMEHTOB, HAUasO JICUeH!s IPenapaToM BO3MOKHO TOJBKO B TOM ClIydae, KOraa
Bpa4 CYUTAET, YTO MPEHMYLIECTBA KBETHANKHA IPEBBIIAIOT PUCK OTMEHBI MHAYKTOpPA MEYECHOUHBIX
(epmenToB. BaxkHo, 4TOOBI 11060€ H3MEHEHHE NO3MPOBKH HMHIYKTOpa OBLIO MOCTENEHHBIM, H IPH
HEeOOXOIMMOCTH €ro Clie[yeT 3aMeHSATh He HHIYLHUPYIOLIMM IIPENapaToM, HalpUMep, BajblIpoaToM
HaTpHS.
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Macca Tesa

V NanueHTOB, MOJTyYaBIINX KBETHATHH HAOMOAANIOCh YBEIHYEHHE MAcChl Teja; U3MEHEHHE MacChl Tejla
cielyeT MOHHTOPHPOBATh M KOPPEKTHPOBATh, PacCMaTpHBas KaK KIHHHYECKH BaXKHOE H3MEHEHHE, B
COOTBETCTBUH C HMMEIOUIMMHUCS YKa3aHUSIMU 110 NMPHUMEHEHHMIO AHTHIICHMXOTHYECKHMX IIpEraparoB (CM.

paszensl 4.8 u 5.1).

I'uneprankemus

uneprimkeMuss WWIH yXy[OIIEeHHe TEeYeHHs CYLIECTBYIOUIEro caXapHoro auabera, MHOraa
COMPOBOXKIAFOLIETOCs Pa3BUTHEM KETOAIM/103a MIIM KOMBI, MHOT/IA CO CMEPTEIbHBIM HCXONOM, OITHCAHEI
B peiKHX ciydasx (cM. paszzen 4.8). B HEKOTOPBIX ClIydasX 3TOMY NpEAIIECTBOBAIO MOBBIIIEHHE MACCHI
Tela, 4YTO MOXXHO pacCcMaTpHBaTh Kak Ipelpacronararomuii gaxtop. PexomeHmyercs Hammexaruee
KIHHAYECKOE HaOMIOZIEHME B COOTBETCTBHM C MMEIOIIMMHUCS YKa3aHHUAMH IO TIPUMEHEHHIO
AHTHUIICHXOTUYECKUX NpenapaToB. [[alueHTs], 0Ty Yarolie aHTUIICHXOTHYECKHE IIPEnapaTsl, BKIOYas 1
KBETHAIMH, JOJDKHBI HaOJIONATHCS II0 TOBOAY Pa3sBHTUS NPU3HAKOB U CUMITOMOB T'MIIEPTIMKEMHH
(monuauICus, MOIUypusi, moaudarus U caabocTsb), a O0IBHBIX IHA0ETOM, a TAK)KE MAI[HEHTOB, HMEIOLIHUX
PUCK pa3BUTHsl caxapHoOro auabera, HEOOXOOUMO peTyaspHO OOCIenOBaTh IO IMOBOAY YXYALICHUS
FIHKEMHYEeCKOro KOHTpouis. CeyeT perysipHO IPOBOAUTE MOHHTOPUHT MacChl Tejla MallueHTa.

JInnmuasl

[ToBenuenue yposHs Tpurmunepunos, JIITHII u obiiero xonectepuna, a Takke nonwxerue yposus JIIIBI1
HaOMOAT0Ch B KIMHUYECKUX HCCIIEAOBAaHUAX C KBETHAmuHOM (cM. pasznen 4.8). M3meHeHus yposHs
JIUMTAZIOB CJIEYeT KOHTPOJIUPOBATH U KOPPEKTHPOBATh, pACCMATPUBAs UX KaK KITMHHYECKH 3HAYUMEIE.

Yanunenue unrepsana QT

B K/IMHHUYECKHX HCIBITAHUSAX, B TEYEHHE KOTOPBIX IIpernapaT MCIOIb30BAJICS B COOTBETCTBUU C
HHCTPYKLUEH 10 MEUITUHCKOMY IIPUMEHEHHUIO, IPUMEHEHHE KBETHANIIHA He OBLUTO CBSA3aHO C [TOCTOSIHHAIM
yamuHeHreM uHTepBana QT. OfHaKo B MOCTMapKETHHTOBBIX HCCIEIOBAHUSX yITHHEHHE HHTepBata QT
HaOJII0JaJIOCH [P IIPUEME KBETHAIIMHA B TEPAIIEBTHYECKUX 103ax (CM. pas3zen 4.8) u 1py nepeo3upoBKe
(cm. pasgen 4.9). Tak xe, Kak U IIpU Ha3HAUEHWM APYTHX AHTUIICUXOTHYECKUX IPENapaToB, CIEIyeT
COOMIONaTh OCTOPOXKHOCTH, MPHU Ha3HAYEHHHM KBETHAlMHA [IallUEHTaM C CEPAEYHO-COCYAMCTHIME
3a001€BaHUAMHU UM Y KOTOPBIX B CEMEHHOM aHaMHe3e Habmoganock yanuHenue uatepsaia QT. Tax ke
crnenyeT cobyrogaTh OCTOPOIKHOCTD IIPH COYETAHUM KBETHUAIMHA C IpernapaTtaMyd KOTOPBIE YBETHYHBAIOT
untepBan QT, HeipormenTHkamu, OCOOEHHO Yy MOXHIIBIX [TAIIMEHTOB, I[TAIHEHTOB C BPOXKIEHHBIM
CUHIPOMOM ynuHeHHoro uHTepBana QT, 3acTOMHON cepaedHON HEIOCTATOYHOCTBIO, THIEpPTpOduekt
cepaua, TUIOKATMEMHEH, runoMaraueMueit (cM. paszen 4.5).

KapanomMuonaTust 1 MHOKapIUT

B KIMHHYECKMX HCCIEIOBAHHAX M IPH NPUMEHEHWM KBETHAIMHA B ITOCTPETUCTPALIHOHHOM MEPHOIE
MOCTYTATH COOOLIEHUS O PA3BUTHH KapIHOMHMONATHU U MuokapauTa (cM. paszen 4.8). VY manueHTos ¢
KapIHOMHOIIaTHEH ¥ MUOKAPIAUTOM CJIEAYET paCCMOTPETH BONIPOC O IMPEKPALeHUH IIPHeMa KBETHAITHHA.

Tsske/ble KOJKHBbIE HEeXKeIaTeIbHble peaKIHH

[Ipu npMMEHEeHHMH KBETHAMTHHA OYEHB PEIKO COODOIIANOCh O Pa3BUTUH THKENBIX KOXKHBIX HEXeNaTeTbHbIX
peakuuii, Bkmouast cuHapoM CrtuBeHca-/[>KOHCOHA, TOKCHYECKUH SMUIEpMalbHBIA HEKPOIH3, OCTPbIH
reHepaTH30BaHHbBIN IK3aHTEMATO3HBIH MTyCTyNe3, MyJIbTHPOPMHYIO 3pPUTEMY U JIEKAPCTBEHHYIO PEAKIIUIO
¢ oo3uHOmaued wu cucreMHbIMH cuMnToMamu (DRESS-cuHapom), KoTOpble MOTyT —OBITh
KM3HEYTPOXKAIOIIUME KK  (aTaTbHBIMHU. TSDKENBIE KOXHBIE HE)KENaTe/NbHbIE PEaKUUHd OOBIYHO
TMPOSIBIIAIOTCS B BHJE OJHOTO HJIM HECKONBKUX M3 CIEYIOUIMX CHMIITOMOB: OOIIMPHAs KOXKHas ChIIlb,
KOTOpasi MOJXKET CONPOBOXKIATHCS 3YIOM WM MyCTynamu, 3KC(ONHATHBHBIA JE€PMATHT, JITUXODPAJIKa,
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muMbaeHoNaTHs. U MOTEHLUHANbHAsS 303MHOQMIMSA WM HEHTpONeHHs BONBUIMHCTBO OTHX PeaKUui
BO3HHMKAJIM B TedyeHHE 4 HeleNb Iocje Havaja Teparnuu KBeTHanuHoM, Hekotopele DRESS-peaxuuu
BO3HHKAIM B TeUEHHE 6 HeeNb I0C/I€e Hayajla Tepaluy KBETHANMHOM. IIpH NOSBICHHM NPHU3HAKOB U
CHMIITOMOB, YKa3bIBAIOIMX HA 3TH TSDKENBIE KOXKHBIE PEaKIUH, CIECAYyeT HEMEIICHHO OTMEHHTh
KBETHAIIMH U PACCMOTPETH ATbTePHATHBHOE JICYCHHUE,

CuHApPOM 0TMEHBI

OcTpble CHMNTOMBI OTMEHBI, B TOM 4YHcCjlIe OECCOHHMIA, TOIIHOTA, pBOTA, TOJIOBHas 0oib, auapes,
TOJIOBOKPYIKEHHE M Pa3IpayKUTELHOCTh OBUIM OMHCAHBI ITOCIIE PE3KOro MpeKpaleHus pueMa BhICOKHX
703 aHTHUIICUXOTHYECKHMX ImpenaparoB. [loaToMy B ciydae HEOOXOQMMOCTH IpEKpalleHHs HOpUeMa
npernapaTa peKOMEHIY€eTCs IOCTENEHHOE CHUXKEHHE JI03b] B TEUCHHE OAHOM-ABYX Hezienb (cM. paszen 4.8).

IMoxniible NAHEHTHI ¢ IICHX030M, CBA3AHHBIM C JIeMEHIIHEH
KBeTuanus He Pa3peUI€H K IPUMEHEHUIO Y ITAllTHCHTOB C IICHX030M, CBA3aHHLIM C JEMEHIUEH,

B paHI0MU3UpOBaHHAIX M1a1e00-KOHTPOIUPYEMBIX HCCIIEAOBAHUSX B TPYIIIE MALIHEHTOB C JIeMEHIIHEN, B
CITy4ae MPUMEHEHHUSI HEKOTOPBIX aTHIIUYHBIX AHTHIICHXOTUKOB, HAOITFOTAICS TOBBIMIEHHBIN IPHUMEPHO B 3
pasa pUCK pa3BHTHS LepeOpOBACKYIAPHBIX HEXENATEIbHBIX SBICHHI

Mexanu3M Takoro IOBBIIEHUS pUCKa HEU3BECTEH. [[OBBINECHHEIM PHCK HENB3s HCKIIOYUTH TAKKE H B
Clly4ae NpHMEHEHUs APYTHX aHTUIICUXOTHKOB HIIM B APYTHX TpyMIax MalneHToB. KBeTHamuH crnemyer ¢
OCTOPOXKHOCTBIO IIPHMEHATH y MAlMEHTOB, UMEIOIUX (PaKTOPhI PHCKA HHCYJIBTA.

B nnane60-kOHTpOIHPYEMBIX HCCIIEOBAHUIX C IPUMEHEHUEM KBeTHANIMHA B Iepecyete Ha 100 mauuenTo-
JIET 4YacToTa LepeOpOBACKYJIAPHBIX HEXENATEIbHBIX SBICHUN B TpYyIINe, [OJy4yaBIIed KBETHAIHH, HE
IPEBOCXOJHUIA TaKOBYIO B rpymme Iuiane6o. KBeTuanuH ciemyeT ¢ OCTOPOXKHOCTBIO IMPHMEHATH Y
MalUeHTOB, UMEIOIHUX (aKTOPHI pHCKa HHCYJIbTA.

[Ipu meTa-aHanM3e aTHMUYHBIX AHTUIICHXOTHYECKUX CPEJCTB OOHAPYIKEHO, YTO MOXKHIIBIE MALUEHTHI ¢
[ICHXO30M, CBSI3aHHBIM C JEMEHI[HEH, UMEIOT MOBBIIICHHBIH PUCK CMEPTH IO CPABHEHHIO C TPYIIIOH
miane6o.

B nByx 10-HezenpHBIX marebo-KOHTPOIUPYEMEIX HCCIENOBAHUSIX KBETHAIMHA B TOM K€ MOMYJISALMH
nanueHToB (n=710; cpexruit Bo3pact 83 roxa, B npenenax 56-99 et) cMEPTHOCTE B IPYIIIIE, MOy YaBLieil
KBETHANMH, coctaBuua 5,5 % mnporuB 3,2 % B rpynne mnane6o. B 3THX HCCIIEAOBaHUSAX MALUEHTHI
YMHpPAJIH OT MHOTHX IIPUYHH, KOTOPBIE COOTBETCTBOBAIH OXKHAHUAM ISl STOM TPYIIIBI HACEICHHUS.

ITo:xnabie nanueHTsl ¢ 6oe3nbi0 [lapkuncona (BII) / mapkuHcoHu3M

PerpocnekTuBHOE HCCllefOBaHKME KBETHAIIMHA HA OCHOBAaHUHM OINPOCA HACENICHHMS IS JICUEHHS [allEeHTOR
¢ OONBIIMM [JENPECCHBHBIM PAaCCTPOMCTBOM IOKA3aJI0 IOBBIIIEHHBIA PHUCK CMEPTH IPH MPUMEHEHHH
KBETHAIMHA Yy IALlUEHTOB B Bo3pacTe > 65 neT. DTa CBsI3b OTCYTCTBOBAJIA, B CJIy4ae €CJId IalueHTh! ¢ BIT
ObUTH ynaneHsl U3 aHaiu3a. Crenyet coOmoaaTe OCTOPOKHOCTD P HA3HAYEHHH KBETHAIMHA ITOXKHIIBIM
nanuenTam ¢ BIL

Nucharus
Jucdarus (cMm. pazmen 4.8) HaOMOAAIHCH BO BpeMs JICUEHHs] KBETHAMHOM. KBETHANWH Cleiyer
TIPUMEHSTH C OCTOPOXKHOCTBIO y GOMBHBIX C PUCKOM Pa3sBUTHS ACHUPALIMOHHOM THEBMOHHH.

3anmop M KHIIeYHasi HEMPOXOAUMOCTh

3anop sBnseTcs (HAaKTOPOM pUCKa KUIIEYHOH HempoxomumocTd. [locTymamu cooOImeHus o 3anopax
KHIIEYHOH HEIIPOXOAUMOCTH Ha (oHe mpueMa kBeTHanuHa (cM. paszen 4.8). Coob1manoce 0 cMEpTEIbHBIX
MCXOJlaX y MalHeHTOB, HMEBIIHX MTOBBIIICHHLIA PHCK KUIIEYHOH HEMPOXOAUMOCTH, B TOM YHCIE Y JIHLL,
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COBMECTHO MOJIYYaBLIMX JIEKAPCTBEHHbIE CPEACTBA, TOPMO3SIIME MEPUCTAIBTHKY KHIIEYHUKA, KOTOPbIC

He COOOIIMIIM Bpady O Pa3BUTHH Y HHX 3amopa. [TalMeHThl ¢ KHIIEYHOW HEITPOXOAUMOCTBIO HY)KAKOTCS B
TIIATEIEHOM HAGJIIOAEHUH W OKCTPEHHON MEAMIIMHCKON IIOMOLIIH.

Benosuas Tpom603mb01us (BTI)

Cnyyan BeHO3HOUM TpoMbosmbomuu (BTO) Habmromamuch Npu JI€UEHHHM aHTHIICHXOTHYECKHMH
rnpernapatamMd. B CBS3M ¢ TeM, YTO NMAalMEHTHI, MOJy4YaBIIHE aHTHIICHXOTHYECKHE IpEnaparhl, UMENH
npuobpereHHble ¢akTopsl pucka BTD, criemyer BBIIBHTH Bce BO3MOXKHBEIE (akTophl pucka BTD nepen
HAYaJIOM U BO BPEMs JICUCHUs KBETHAIIMHOM U NPEATIPUHATE NPO(QUITAKTHYECKUE MEPEI.

[TankpeaTur

[TaHkpeaTUT HaOMIOMAICH KAaK B KIMHUYECKHX HCCIEIOBAHUSAX, TAK U B MOCTMAPKETHHIOBOM [IEPHUOIE.
HecMmoTpst Ha TO, YTO B MOCTPETUCTPALIMOHHOM MEPHOJE HE BO BCEX CITydasX OBUTH BBIABIIEHBI (haKTOPHI
pHCKa, Y MHOTHMX Ial[MEHTOB HUMENUCH (PaKTOphl, Ha (OHE KOTOPHIX MOXET Pa3BUTBCS IMAHKPEATUT:
TMOBBIICHUE YPOBHS TPUIVIMLEPUAOB (CM. pasaen 4.4), Xer4Hble KaMHH U TTOTpeOICHHE aTKOroJIs.

3n1oynoTpedJieHHe H MepeJ03NPOBKa
Coobmanocs 0 ciydasx 370ynoTpeOneHus M IEepefo3UpPOBKH. PekoMeHAyeTcs MpUH Ha3HAUYEHUH
KBETHANHHA NAIIMEHTaM C aJIKOTOIBHON MIIM HAPKOTHYECKOH 3aBUCUMOCTBIO COOJIFOIATh OCTOPOXKHOCT.

JonoauuTtenbHas uHGopMaus

VIMeroTcs orpaHUYEHHBIE JaHHBIE O IPUMEHEHUH KBETHAIIMHA B COYETAHUH C JUBAIIIPOEKCOM HITH JTUTHEM
IIPH OCTPBIX MAHHAKATBHBIX AMU30/1aX CpeIHEH U TsKeNnol crernenu. OHako KOMOUHUPOBAHHAS TEpAITHs
xopouro rnepeHocunachk (cM. paszmens! 4.8 u S5.1). DTH maHHBIE MOKa3alM aJAUTHBHBIA QdexT Ha 3-ii
Heee.

JlakTo3a

Tak kak 3ToO JIeKapCTBEHHOE CPEACTBO COAEPXKUT JIAKTO3Y, TO €ro He CjeAyeT Ha3Ha4aTh MAlHEHTaM C
PEAKMMH HACJIE[CTBEHHBIMU HapyIIEHUSIMH TOJEPAHTHOCTH K rajlakTo3e, HaCIEeACTBEHHBIM Je(UIHTOM
JIaKTa3bl WM CUHAPOMOM ManbabCcopOLHH TTIOKO3bI-TATaKTO3EI,

Harpuii
OTOT JIeKapCTBEHHBIH IIpenapar COAEepIKUT MeHee 1 MMoJTs HaTpus (23 Mr) Ha 103y, TO €CTh, I10 CYIIECTBY,
«6e3 HaTpHUs».

4.5. BzaumopeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH NPENapaTaMHu U APYrue BUAbI B3AUMOAEHCTBHSA
[IpuHUMas BO BHUMaHHUE BIHSHHS KBETHAIIMHA HA LIEHTPAIbHYIO HEPBHYIO CHCTEMY, KBETHAIIHH CIIEyET
NPUMEHATH C OCTOPOXKHOCTBIO C APYTHMMH IpenapaTtaMm, nedctByromumu Ha [[HC, a Ttaxke mpu
ynoTpeOIeHUH aTKOroJIsl.

Cnenyer cobmoaTe OCTOPOXXHOCTh MpPH JIEYCHHH MALMEHTOB, IMOJYYAOIIHX OpyrHE JIEKapCTBa,
ofmafaroue aHTUXOJTHHEPTHYECKUM (MyCKapUHOBBIM) AeHCTBHEM (cM. paszen 4.4).

[{utoxpom P450 (CYP) 3A4 - 510 (epMeHT, KOTOpBI B MEpBYIO oOuepeab OTBedaeT 3a P450-
OTOCPENOBAHHBIN MeTa0OJMM3M KBeTHANWHA, [IpH HCCIeNOBaHMH JIEKAPCTBEHHBIX B3aUMOJEHCTBHUIL Y
3[I0POBBIX 10OPOBOJIBLEB COYETAHHOE BBEACHHE KBETHAIIMHA B 103€ 25 M C KETOKOHA30JIOM (HHIHOHTOP
CYP3A4) BeeBanio 5-8-kpatHoe yBenuyeHue AUC kBermanuua. Takum oGpa3oM, KOMOMHHpOBaHHE
kBeTHanuHa ¢ uHruoutopamu CYP3A4 npotuBonokazaHo. Takke HE PEKOMEHAYETCs I[PHHUMATh
KBETHAIIHH C TPEATI(HPYTOBEIM COKOM.
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KnMHHYECKOE HMCIBITAHWE HCCIIEOBAHUS TMALMEHTOB, IIOJYyYarOlUX IIOBTOPHBIE MO03Bl C IIEJbIO

ompezeneHuss (papMaKOKMHETHKH KBETHAIIMHA [0 M BO BpeMs BBEICHHs KapOama3semuHa (M3BECTHOTO
MHIYKTOpa IIEYEHOYHBIX (EPMEHTOB) IOKA3aJo, YTO COBMECTHOE IPHUMEHEHHE C KapGaMasermuHOM
3HAYUTENBHO IIOBBIIATO K/IMPEHC KBETHANMHA. YBEIUYEHHE KIHPEHCA YMEHBIIATO CHCTEMHOE
Bo3zeiicteue kpetnanuHa (1o gaHHeiM AUC) B cpennem no 13% 1o CpaBHEHHIO C IMPHEMOM TOIBKO
kBeTHanuHa. OHAKO, y HEKOTOPBIX MAlMEHTOB Habmonancs 6osee BelpaxkeHHEIH ¢ dekt. B cnencraue
TAKOT'0 B3aHMOJEHCTBHS KOHIEHTPAIMH Npenapara B IUIa3Me KPOBH MOTYT ObITh HM3KHMH, YTO MOJYKET
MOBJIUATE Ha 3G(EKTHBHOCTEH KBETHATIUHA.

CoBMECTHOE NPHMEHEHHE KBETHANHMHA C (DEHUTOMHOM (MHIYKTOPOM MHKPOCOMAJIBHEIX (DEPMEHTOR)
NPUBOAUT K 3HAYMTENBHOMY (0Kkoy0 450%) MOBBIUEHHIO KIMPEHCAa KBETHAINMHA W3 IUIA3Mbl IIpH
epoparbHOM INpPUMEHEHHH. KBETHANUWH MOXHO Ha3Ha4aTh MALMEHTaM, NPHHHMAOIIAM HHIYyKTOpHI
[eYeHOUHBIX (DEPMEHTOB TOJIBKO MOCIIE MEIUIIMHCKON OIEHKH ITOJIB3EI, 0XKHIAEMOM OT 3TOrO JIEYEHUS, U
pHCKAa OTMEHBI MHIYKTOPOB (DepMEHTOB MedeHH. B 3TUX ciyuasx TpeOyeTcs IOCTENEHHas OTMEHa
UHIYKTOPOB (hEepMEHTOB IIE€YECHH, 10 BO3MOXKHOCTH 3aMEINAIOINMi Ipermapar He MOJDKEH o6Iamarh
(epMEeHT-UHIY IUPYIOIIUMH CBOKCTBAMH (HAIIPUMED, BAIBIPOAT HATPHUS, CM. pasneln 4.4).

(dapMakOKMHETHKA KBETHANMHA CYIIECTBEHHO HE MEHsIach I[IpH OJHOBPEMEHHOM HA3HAYEHUU
AHTHIETIPECCAHTOB HMUINpamMuHa (U3BecTHhIH HHruOuTOp CYP 2D6) mnu ¢uryokceTHHa (U3BECTHbIH
unru6urop CYP 3A4 u CYP 2D6).

dapMakOKWHETHKA KBETHAIIMHA CYIIECTBEHHO HE MEHsIach IMpPU OJHOBPEMEHHOM Ha3HAYEHHH
AHTUIICHXOTHYECKUX CPEACTB PUCIEPUIOHA MM ranonepunona. OQHOBPEMEHHBIN IIPHEM KBETHAIMHA U
THOpHJa3HHA BBI3bIBAI [TOBBIIIEHHBIA KIIMPEHC KBETHAIMHA IIpUMepHO Ha 70%.

(DapMaKOKI'IHeTPIKa KBETHAITHHA HE U3MEHAIACH ITOCJIE COBMECTHOI'O ITPUMEHEHHA C IUMETHIUHOM.
(DapMaKOKHHETHKa JIMTHUA HE U3MCHAJIACh IIPH €TI0 COYETAaHHH C KBETHAIIUHOM.

B 6-HemenbHOM paHAOMH3UPOBAHHOM HCCIENOBAaHMM KOMOWHAIlMM JIUTHS M KBETHAIIHHA C
IIPOJIOHTHPOBAHHBIM BEICBOOOXKIEHHEM B CPaBHEHUH ¢ KOMOMHAIMEH KBETHAIIMHA C IPOJIOHTHPOBAHHBIM
BBICBOOOYK/IEHHEM H TLTANE60 y B3pPOCIBIX MAUEHTOB C OCTPOH MaHHEH SKCTpanupaMHIHbIE TOG0YHEIE
3 dexTsI (B 0COOEHHOCTH TPEMOP), COHJIMBOCTD H YBETHYECHHE MACChI TeJla Hab/IF0JaINCh Yallle B TpyIIle,
rae JIMTUH TIPUHUMAJICS COBMECTHO C KBETHAIIMHOM, [0 CPaBHEHMIO C IPYIIIOH KBETHAIMHA U ILIaneto
(cM. pa3men S.1).

q)apMaKOKI/IHCTHKa BaJbIIpoaTa HaTPUs U KBETHAIIHHA HE U3MECHUIIACh B KIIMHUYECKH 3HAYUMOM CTEeINeHHU
Ipd HUX OJHOBPEMCHHOM IPHMCHCHHH. B PETPOCHEKTHBHOM KIIHMHUYECKOM HCCICNOBAaHUU HETEH M
MOAPOCTKOB, [1OJIy4YaBIIHX BAIbIIPOAT, KBETHAITHH HIJITA oba nperapara, B IpyIie MalueHTOB, IIOJTyYaBIINX
oba Impenapara, ObplIa BBISBJICHA IIOBBIIIEHHAS 4YacTOTa PasBUTHA JIEUKONIEHUH H HeﬁTPOHeHHH, 1o

CpPaBHEHUIO C MOHOTEPAITHEH.

CrneqUaJIbHBIX HCCIIEMOBAHUM B3aMMOIECHCTBUS YacTO HCIIOJIB3YEMBIX CEPACYHO-COCYAUCTHIX MTpEmapaToB
C KBETUHAITMHOM HE I[TPOBOOHUJIOCE.

CJ’ICIIYCT NpOsIBIIATE OCTOPOXHOCTB, B CjIydaC OAHOBPEMCHHOIO IIPHUMCHCHHS KBETHAIIMHA C
JIEKApCTBEHHbIMH CPEACTBaMH, KOTOpbIC, KaK H3BCCTHO, BbI3bIBAIOT BHCKTPOIIHTHbIﬁ AucOanaHe uiu

yBenuuuBaroT HHTepBan QT.

Coo01anocs 0O JIOXKHOIIOJIOXKHUTENBHBIX pe3yIbTaTax I/IMMYHO(I)epMeHTHOFO aHajip3a METaJgOHa H
TPUIUKIAYECKUX aHTHACIPECCAHTOB Y ManueHTOB, NIPHHHUMAaBIINX KBCTHAITAH. I[J'IS[ NMOATBEPXKICHUSA
10
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COMHMTENBHBEIX  pE3yJIbTaTOB  MMMYHO(DEPMEHTHOTO  aHaiu3a  PEKOMEHIYeTCs  [POBEIEHHE

xpomartorpadHH.

4.6. PepTHIBLHOCTD, 0€PEMEHHOCTH H JIAKTALHUS

bepeMEeHHOCTE:

ITepeviit mpumecmp

He6onpiime 00beMBI OMyOIMKOBAaHHBIX JaHHBIX O IPHEME KBETHANHHa BO BpeMs O6epemenHoctd (ot 300
1o 1000 GepemeHHOCTEH, OKOHUMBIINXCS POAAMH), BKJIIOYasl HECKOJIBKO HHIMBHIY AIBHBIX COOOIIEHUH 1
HEKOTOpBIE Pe3yIbTaThl 00CePBAllMOHHBIX HCC/IEA0BAHUM, HE YKa3bIBalOT Ha MOBBIIICHHE PHCKA Pa3BHTHs
AQHOMAJIMH, CBA3aHHBIX ¢ JledeHueM. OJHaKo, NPUHAB BO BHUMAHHUE BCE UMEIOLIMECS NAHHEIC, HEIb3s
clies1aTh OJHO3HAYHBIA BBIBO.

B sKCIEepHMEHTAIBHBIX MOJIEISIX Ha XKUBOTHBIX HAOJIFO1aIachk PENpPOIyKTHBHAS TOKCHYHOCTE (CM. pa3zel
5.3). TakuM 0Opa3oM, KBETHAIIMH MOXXHO IPHMEHSTE IPH GEPEMEHHOCTH TOJBKO, €CIH IPEHMYIIECTBa
OIpaBBIBAIOT BO3MOXKHEIH PHCK.

Tpemuii mpumecmp

HoBoposkaeHHBIE, TOABEPTIIHECsS BO3ACHCTBUIO aHTHIICHXOTHYECKUX CPENCTB (BK/IIOYAs KBETHAIMH) B
TedeHHe TPETHEr0 TPUMECTPa GEPEMEHHOCTH, MOABEPKEHBI PUCKY BO3HUKHOBEHHUS MOOOYHBIX peakiuii,
BKJTIOYAS SKCTPAIIMPAMUIHBIE U / WU aOCTHHEHTHBIE CHMITTOMBI, KOTOPBIE MOTYT Pa3In4aThCs 110 CTENEHHU
TSKECTH M TIPOJOJDKUTENBHOCTH Tocie poioB. MMerorcs coobmienus o BO3OYXIECHHH, THIIEPTOHMH,
THIIOTOHUM, TPEMOpPE, COHIHUBOCTH, PECIHPATOPHOM pAacCTPOMCTBE WM DPAcCTPOMCTBE IHINEBOrO
noBeneHus. CieI0BaTeIbHO, HOBOPOXKICHHBIX CIEAYET TIIATEIEHO KOHTPOIMPOBATh.

['pynHOE BCKapMITUBAHHE

OrpaHuquHme JaHHBIC U3 OIIy6IIHKOBaHHI>IX OTYETOB O BBIACICHHH KBETHAIIMHA C I'PYAHBIM MOJIOKOM
npu IpUeME KBETHAIIHHA B TEPAIEBTUYCCKUX [03aX IIOKasajd, 4YTO €ro YpOBEHB BapPbHUPYET. H3z-3a
OTCYTCTBHUSA HAXCIKHBIX JAaHHBIX HEOOXO0IUMO IIPUHATE PCUICHHUE O TOM, CICAYET JIM MPEKPATUTE I'PyaAHOE
BCKapMJ/IMBAHUE WUIIH JICHCHHE KBentuakcom, IIPAHUMAs BO BHUMAHUE ITOJIB3Y I'PYAHOTO BCKapMIIHBAaHUSA
I pCGCHKa U TI0JIB3Y TEpaluu AJIA XCHIIHHBI.

DepTUIBLHOCTD
BrnusHue KBeTHANMHa Ha (EepTHIBHOCTH HENOBEKa HE HCCIenoBanoch. O(EKTHI, CBA3aHHBIE C

[TOBBIIIEHHBIM YPOBHEM IIPOJIAKTHHA, HAOIIOJAIUCE Y KPBIC, XOTS OHU HE UMEIOT IPSIMOTO OTHOIIEHUS K
monsam (cM. pasaen 5.3).

4.7. Bausinue Ha cnoco0HOCTE YIPABJISATH TPAHCIIOPTHLIMHU CPeICTBAMH M pab0TaTh C MEXaHH3MaMHU

BeiieICTBHE BO3AEHCTBYS HA IIEHTPATBHYIO HEPBHYIO CHCTEMY KBETHAIIMH MOXKET OKa3bIBATE BIMSAHUE HA
IEeATETBHOCTD, TPEOYIOLIYI0 YMCTBEHHOM aKTUBHOCTH. [[03TOMY manueHTam He CIEAYeT BOAUTL MALIHHY
M paboTaTh C MEXaHM3MaMM, NMOKa HE CTaHeT HM3BECTHA WHAMBHIyajlbHAas DPEaKilus Ha [aHHOe
JIEKApCTBEHHOE CPEACTBO.

4.8. HesxkenarebHbIe peaKIHH

Hauboree 9acTHIMH HEXEIaTeNbHBIMH peakmusiMu KBeTHamuHa (= 10 %) sABIAIOTCS COHIMBOCTS,
FONOBOKpPY)K€HHE, TOJOBHAs O60Nb, CyXOCTh BO pTy, CHMIITOMBI OTMEHBI, TOBBINICHHE YPOBHS
TPUIIIHLEPHIOB B CHIBOPOTKE KPOBH, ITOBBIMIEHHE YPOBHA obmrero xonectepuna (mpexzne Bcero, JITTHIT).
camxkenue JITTBII, yBenudeHHe MacChl TeNla, CHHXKEHHE YPOBHS IeMOrVIOOHMHA M SKCTpAmMpaMHIHbIE

CUMIITOMBI.
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Co06ImAanochk 0 CEPhe3HBIX HEXENATENbHbIX PeaKklUsAX KOXH, BKmodas cuHapoM Crusenca-/[xoncona,
TOKCHYECKHH ISMUAEPMAJIbHBIA HEKPOJIH3, JIEKAPCTBEHHYIO PEaKUHUIO C J03MHO(DUIMEN U CHCTEMHbIE
CHMIITOMBI, B CBSI3H C JICYCHHEM KBETHAITHHOM.

YacToTa BO3HUKHOBEHHS HEXXeJIaTeIbHBIX PEaKIUi, CBA3AHHBIX C Tepanuell KBETHAIIMHOM, IIPHBE/IEHA B
tabnuue Hiwke (Tabnuna 1) B COOTBETCTBUU ¢ (hopmaToM, pekoMeHJ0BaHHEIM COBETOM MEXTYHApPOIHBIX
opranusauuit MeguruHckux Hayk (CIOMS III Pa6Gouas ['pynma; 1995).

Tabnuna 1 HexenaTenbHble peakiiMy, CBSI3aHHBIE C Tepanueil KBeTHATUHOM

HexenarenpHble peakiuy, HaOarOAaeMble NIPH UCIIONIb30BAHNH KBETHAIIMHA U KIaCCHPHIUPOBAHHEIE 10
YaCcTOTE U CHCTEMHO-OPraHHbIM KJjlaccaM: oueHb JacThle (> 1/10); uacteie (ot > 1/100 mo < 1/10); HewacTrie
(> 1/1000 mo < 1/100); penxue (= 1/10000 no < 1/1000); ouens penxue (< 1/10000) u yacToTa HEU3BECTHA
(He MOXKET OBITh OLIEHEHA 110 JOCTYITHBIM JaHHBIM).

CHCTeMHO-0PraHHbII KIace | Hesxenarennubie peakuun

Hapywienus. co cmopomsl Kposu u 1um@amuyeckoii cucmembL

Ouenw yacmoie CHMKEHHE yPOBHS reMOrIo0HHa
Jletixonenus?®,  ymeHbImeHMe KoHuecTBa

Yacmoie HEUTPODUIIOB,  TIOBHINIEHHE  KOJHYECTBA
303uHO( 0B’

Heuacmoie TpoMGOLHUTONEH S, aHEMHUS], CHIYKEHHE UHCIa
TpomGonuToB'?, HelTponenus'

Peoxue ArpanynonuTos?®

Hapywenus co cmopoHbl UMMYHHOLU cCucmembl

Hevacmuie [UIepyYyBCTBHTENEHOCTS (B TOM UYHCIE W
KOXKHBIE AJJIEPTHYECKHUE PEAKLIHH)

QOueHb peoxue AHabUTAKTHYECKHE PEAKIIHH’

Hapywenuss co  cmopoHsl — 3HOOKPUHHOLI

cucmembi

Yacmuie ['uneprponakTuHeMus'>, CHH)KEHHE YDOBHS

obmero T4**, cHU)XKEHHE YPOBHS CBOBGOXHOIO
T4, cmmxennme ypoBHS ofmero T3,

TIOBBIIIEHHE YPOBHS THPEOTPOITHOTO
ropmona*

Heyacmule CHuXeHHe  ypoBHA  cBoGomeoro  T3%,
HEJIOCTATOYHOCTh ~ (DYHKIMH  I[MTOBHHOIN
KeNe3pr’!

Ouenb pedxue HeazexBaTHas cekpelus aHTHIHYPETHIECKOTO
ropMoHa

Hapywienue obMena 6ewuecms i numanus.
Ouenw uacmole TToBEIIIeHHE YPOBHSI TPHLIHLEPHIOB
ceBopoTku' -, moBbIIeHKe ypoBHS 06IEro
xXonectepuHa (B ocHoBHoM  JITTHIT)''=Y,
CHIKEHHME YpoBHsA Xosectepuna JITIBIT!3,
yBenuuerue mMaccel Tesa® 3

12
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Yacmoie TTOBBILICHHBIH ANTETHT, MOBBIIIEHUE YDPOBHS
TJIIOKO3bl KPOBH [0 THIEPTIMKEMHYECKOrO
yposas 30

Heuacmvle Tunonatpuemus'’, caxapHeii muaGer'>9,
YXYAUIEHHE  TEYEHHs]  CyILIECTBYIOIIETO
caxapHoro nuabera

Peoxue Meta6onuueckuit cHEAPOM>’

Hcuxuveckue paccmpoiicmea

Yacmole HeHOpMasbHBIE CHOBHIEHMS H  KOIIMApBI,
CYHLMIANBHBIE MBICIM M CyMIHJATBHOE
nosesenune?’

Peoxue ComuamOynu3m u apyrue noJoOGHBIE peakluu

KakK, HallpuM€ep, pa3roBOp BO CHE U CBA3AHHBIC
CO CHOM paccrpoﬁCTBa ITHUIIEBOr0 IOBECACHHUS

Hapywienus co cmopoHbl HepEHOU CUCHEMbL

Ouenb yacmule Tonosokpysxerune™!®, COHJIHBOCTH>''S,
rOJIOBHAsI 60b, 3KCTpPATMPAMHU/IHEIE
cumrTombr 2!

Yacmpie Juzaptpus

Heuacmuie DIMIENTHYECKHE  MPUCTYNBI',  CHHIPOM
OeCIOKOMHBIX HOT, MIO3IHAS
nuckuHesus - ,06Mopoku* !, CIyTaHHOE
CO3HaHHUE

Hapywenus co cmopoHel cepoya

Yacmele

Taxuxapaus®, cunsHOE cepaieduenue

Hewacmuie

Y uiHeHHE MHTepBaIa QTLI21E,
OpanuKapIus >

Yacmoma HeuszeecmHa

KapﬂKOMHOHaTHSI, MHOKapJIHUT

HapywieHus co cmopoHbl 0p2ana 3peHus

Yacmuie | HewetkocTs 3peHus

Hapywenus co cmopoHbl cocy008

Yacmule OpTocTaTHyeckas TumoTeH3us ™'
Peoxue Tpom6osmbous BeH'

Yacmoma HeuseecmHa

Uncyer>

Hapywenus co cmopoHbl OblXamenbHOU CUCMeMbl, Op2an08 2pyOHOil KNemKU U cpedocmeHnus

Yacmuie Oxsika™ .

Hevacmuie Punut

Hapywierus co cmoponbl 9iceny004HO-KUWEYHO20 mpaKma

Quenb yacmoie CyxocCTh BO pTY

Yacmole Jlucrerncus, 3amop, ppoTa>

Heuacmvle Jucharus’

Peodkue TNankpearurt', KUIIIeYHAS
HEMPOXOIHUMOCTB/HIIEYC

Hapywenus co cmopoHblL ne4enu U Jicel4egbl800syux nymeu

Yacmeie [ToBbIIEHHE YPOBHS B CBIBOPOTKE KPOBU
aJlaHHHAMHHOTpaHCc(epa3bl (ATIT)’,
MOBBIIIEHHE YPORHA raMma-I T3

Heyacmuie [ToBbImeHHE YpPOBHS B CBIBOPOTKE KPOBH

acnapratamunoTpancdepassl (AJIT)*.
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Pedxue | Xenryxa®, rematut

HapywieHus co cmoponbl KOJICU U NOOKOJICHBLX MKAHel

Ouenv pedxue AHTHOHEBPOTUYECKHH oTeK’, CHHIPOM
CrupeHca-J/[KoHCOHaS

Yacmoma Heusgecmua Toxcuueckuit  sMuAepMAaNbHBIA  HEKPOJH3,
MyJIbTH(GOPMHAsS JpHUTEMa, OCTpBIH
T€HEePATM30BAHHBIHI 9K3aHTEMAaTO3HBIH
IyCTyJes, JIeKapCTBEHHAs CBIIb ¢
303UHOMHUIIHEH U CHCTEMHBIMHU TIPOSBIEHHSIMU
(DRESS), K0>HBIIT BaCKyJIUT

Hapywenus co cmopoubl CKeNemHO-MblUleYHOU U COCOUHUMENbHBIX MKAHeTl

Ouenv peoxue | Pa6nomuornmus

Hapywenus co cmopoHsl NOYex U MO4e8bl800AUUX nymet

Heuacmuie 3aepikka MOYH

Brusinue na meyenue 6epemeHHOCMU, NOCNEPOO0BbIE U NePUHAMANbHBLE COCMOSLHUA

Yacmoma neusgecmna CuMnTOMBI OTMEHBI npernapara y
HOBOPOXXIEHHBIX" |

Hapywenue co cmopoHel penpoOyKmuGHbIX 0p2aH08 U MOJIOYHBIX JiCele3

Heuacmuie Hapymenue nmonoBoit hyHkuun

Peoxue [Ipranusm, ranakropes, HaOyXaHUE MOJIOYHBIX

XKeJe3, HapyIIEHUE MEHCTPYaIbHOTO LUK/
Obwue paccmpoiicmea u HapyuieHus 6 mecme 66e0eHUs.

Ouenwv wacmeie CHMIITOMBI OTMEHEBI TpenapaTa’™’

Yacmvie Jlerkast acTeHus, nepudepHUECKHE OTEKH,
pa3paKUTEIbHOCTD, [IOBBIMICHHE
TEMIIEPATYpEI Tea

Peokue 370Ka4eCTBeHHBIH HEHUPOJIENITHUECKU

CHH/IPOM ', THTIOTEPMHS

Brusnue na pesyibmamel 1a60paAmMOPHLIX U UHCIPYMEHMANbHBIX UCCAeO08AH UL

Peokue [ToBpIIeHNE ypPOBHS KpeaTHH-(GOCHOKUHA3EI
kposu'*

(1) Cwm.pasgmen4.4.

(2) Bo3MOXHa COHIMBOCTH, OCOOEHHO Ha MIPOTSKEHUM IIEPBBIX ABYX HEAENB Kypca JIeUeHHsl, KOTopast
06BIYHO MTPOXOAUT TIPH MPOJODKEHHH IIPUMEHEHH TIpenapara KBeTHAIIHH,

(3) Y HEKOTOPBIX MALMEHTOB BO BPEMsI IPHMEHEHHUS KBETHAMHA OTMEYEHBI O€CCHMIITOMHBIE [IOBBIIEHHS
ceiBopoTouHblX TpaHcamuHas (AJIT, ACT) wm ramma-I'T (moBeleHHE B TpH pasa IIPEBOCXOIMALIEE
BEPXHIOI0 TPAHUI)y HOPMBI). OTH IOBBINEHHA OOBIYHO IPOXOJHIH IPH HPOJAOIKCHHH JICUEHHS
KBETHAITHHOM.

(4) Kak u [Opyrue aHTHUICHXOTHYECKHE CpENCTBA ¢ anb(a-1-aapeHoOIoKHpYIOMmEHd aKTHBHOCTEIO,
KBETHAIIUH MOXKET BBI3BAaTh OPTOCTATHYECKYIO THMIIOTEH3HMIO C TOJIOBOKPYXKCHHEM, TaXHUKapIauew u y
HEKOTOPHIX MAHEeHTOB 0OMOpPOKaMH, 0COOEHHO B HAaYalbHOM NEpHOJIe MoAGopa 103k! (cM. paszen 4.4).
(5) OmpeneneHue 94acTOTHI 3THX MOOOYHBIX PEAKIUH OCHOBAHO HA MOCTMAPKETHHTOBBIX JAHHBIX I
KBETHAIMHA C HEMEUIEHHBIM BBICBOOOXKIEHUEM.

(6) YpoBeHB IIIFOKO3bI B KPOBH HaTomak > 126 mr / 1 (= 7,0 MMOJTB / JT) HIIH YPOBEHB IUTIOKO3EI B KPOBH
e Hatowak > 200 mMr/ g1 (> 11,1 Mmonas / 1) XOTs GBI B OHOM ClTydae.

(7) TloBelmIeHWe YacTOTHI pa3BUTHs Aucharud Ha (OHE KBETHANMHA, MO CPABHEHHIO C MUIaueto,
HaOII0AJICS TOJBKO B KITHHUYECKUX HCCIIE0BAHUAX OUITOISIPHBIX pacCTPOUCTB B (ha3e Aepeccu.

(8) VBenwueHwe Beca Tena > 7%, IO CPaBHEHHIO C MCXOJHBIM COCTOSHHEM IIPEUMYIIECTBEHHO
HaOII0IaeTCsl Y B3POCIIBIX Ha MEPBBIX HENEIAX JICUCHHUS.
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(9) B xoae mnane6o-KOHTPOIMPYEMBIX KIMHHYECKHX HCCIENOBAHUIX MOHOTEpaUu KBETHAHHA
Haubojiee YacTo HabMIONATNCE CIIEAYIOIIME CAMIITOMBI OTMEHBI: OECCOHHHUIIA, TONHOTA, IOJIOBHAs G0k,
JHapes, PBOTa, TONIOBOKPYKEHHUE, Pa3PaKUTENBHOCTE, JacToTa 3THX peakuuii 3HaYUTEIBHO CHH3HIACh B
TEUCHHE OHOI HEIETH MOCTe MPEKPALICHUS JICYCHHS.

(10) Tpurmuuepuzst > 200 mr / an (> 2,258 mmons / 1) (manueHTs! > 18 net) wmu > 150 mr/ an (> 1,694
MMOJIb / 1) (manueHTsl < 18 neT) He MeHee YeM B OZIHOM CITydae

(11) Xonecrepun > 240 mr / an (> 6,2064 mmons / 1) (mauuents! > 18 ner) wmm > 200 mr / o (> 5,172
mmounes / 1) (maumeHTsl < 18 neT) mo kpaliHe# Mepe B ofHOM ciydae, OueHb 4acTo HabmIOIAIOCH
noseinierne ypoBHs xonectepuna JIITHIT > 30 mr / mn (= 0,769 mmons / 1. YV mauueHToOB ¢ TaKUMH
MOBHIIEHHBIMU YPOBHSMHU XOJIECTEpHHA CpefHee u3MeHeHue coctaBisuio 41,7 mr/100 min (> 1,07
MMOJIB/JT).

(12) CM. HUXKEIPUBEICHHBIN TEKCT.

(13) Konuuectso TpomGorutos < 100 x 10%/11 He MeHee 4eM B OJTHOM CITydae

(14) B xode KIMHMYECKMX HCMBITAHHHA COOOINANIOCH O HEXENATENbHBIX pEaKIHsSX YBEIUYECHHUS
KkpeaTHH(POCHOKHHA3EI B KPOBH, HE CBA3aHHBIX C 37I0KAUYECTBEHHBIM HEHPOIEITUIECKIM CHHIPOMOM.
(15) YpoBeHs nposiakTuHa, ONpEAe/sieMblil B TF000H MOMEHT y manueHToB crapure 18 ner: > 20 mxr/n (>
869,56 nMone/n) y myxuun ¥ > 30 mxr/n (> 1304,34 nM0nb/1T) y KEHIIHH.

(16) Mosxxer npuBECTH K IaJCHUSM.

(17) Yposens xonecrepuna JIIIBII: <40 mr/mon (1,025 mmons/n) y myxuus 1 < 50 mr/mt (1,282 Mmmors/i)
y XEHIIUH ONpPEeNeIeMblil B JIFOO0H MOMEHT,

(18) Konn4ecTBo ManueHToB, y KOTOPBIX OTMeUaoch u3MeHeHue nHTepBana QT ot < 450 mcek mo > 450
Mcek c yBemudyeHHeM > 30 Mmcek. B mnane6o-KOHTPOMHPYEMBIX KIMHHYECKHX HCCIEIOBAHUAX C
KBETHAIMHOM CpEJHEe H3MEHEHHE H 4YacToTa MNAaIlMEHTOB, Y KOTOPLIX HAOMIONAETCs CMEIeHHE JI0
KITMHUYECKH 3HAYHUMOT0 YPOBHS, CXOJHBI MEX/y KBETHAIIMHOM | Ijaneso.

(19) U3menenue 3HaueHu > 132 MMOJIB/NT 10 3HaUeHHH < 132 MMOJIB/IT HE MEHEE YEM B OJHOM CiIyuae
(20) Nmerorcs cooO1eHNst 0 pa3BUTHH CyHLIUAATBHBIX MBICIEH U CYUIHAATLHOTO TIOBEICHHS BO BpeMs
JIeYeHUs] KBETHAITHHOM HJTH BCKOPE ITOCIIE ero OTMEHB! (cM. pasznen 4.4 u 5.1).

(21) CM. pazpmen S.1.

(22) Camxenue ypoBHs remoraobuna 10 < 13 r/ an (8,07 mmons / i) y my»xuus, < 12 v/ w1 (7,45 mMors
/ 1) He MEHEe YeM B OTHOM citydae U3 11% nmanueHToB, NPUHUMABIIHX KBETHAIIHH BO BCEX UCCIIEI0BAHUIX,
BKJIFOYAs paclIMpeHHbIe HccnenoBanus. CpeiHee MaKCUMaJIBHOE CHIDKEHHE YPOBHS FEMOTTIO0HHA Y 3THX
MalMeHTOoB B 000 nmepuo BpeMeHu coctaBuiio - 1,50 r/ .

(23) Otu cooOmeHHsT 4YacTO BO3HUKAIM IIPH TaXUKapAWHH, TOJOBOKPYIXKEHHSX, OPTOCTATHYECKOMH
TUITIOTOHUHU H/UM 3a00IeBaHUSIX CePAlla/IBIXaTeIbHOH CHCTEMBI.

(24) Ha ocHOBaHMH H3MEHEHHH, IO OTHOUIEHMH K HCXOJHOMY YPOBHIO, 0 BEJHYHH, MMEIOIIUX
NOTEHLUAIBHYIO KIMHUYECKYIO 3HAYMMOCTh B JIFOOOM MOMEHT ITOCIIE HMCXOJHOIO COCTOSIHHS, BO BCEX
KIMHAYecKUuX ucciepoBanusx. Casuru obmero T4, cBoGommoro Ts, obmero T3 u cBobomHoro Ti
onpenenstorcs kak < 0,8 x LLN (nmons / 1), a casur B TSH coctasnsier > 5 MME / 11 B mo6oii nepuon
BpEMEHH.

(25) Ha ocHOBaHMHM IOBEIIIEHHOH YaCTOTHI PBOTHI Y IOXKUIIBIX MALIUEHTOB (> 65 11eT).

(26) Ha ocHOBaHHH CMEIIEHHs KOIUYECTBA HEUTPodHIoB oT > 1,5 x 10°/ 1 B HavaNe UCCIeoBAHUS 10 <
0,5 x 10° / n B mo6o#t MepHON eUSHHS ¥ Ha OCHOBAHHHM JAHHBIX O TALUEHTAX C TKEJIOMH HEeUTponeHuekt
(< 0,5 x 10° / 1) u mHeKIHMel B Xoe BCeX KITMHUYECKHX HCIIBITAHMN KBETHAIIUHA (cMm. paznen 4.4).

(27) Ha ocHOBaHMH H3MEHEHHH, MO OTHOINEHHUIO K HCXOJHOMY YPOBHIO, O BEIHYHH, HUMEIOIIUX
TOTEHIMAIbHYI0 KIMHUYECKYIO 3HAaYHUMOCTb B JIHO00H MOMEHT [OC/IE UCXOJHOIO COCTOSIHMS, BO BCEX
KITMHHYECKHX HCCTeOBAHUAX. M3MeHeHHue KOTMJeCTBA 303MHO(MIOB ompexensercs kak > 1 x 10°
KJIETOK/JT B IFOOON MEPHO/T JIEUEHHUSI.

(28) Ha ocHOBaHMM W3MEHEHHUH, [0 OTHOIIEHHIO K MCXOHAHOMY YDPOBHIO, IO BEIHYHMH, HMEIOIIHX

MOTCHIHAJIBHYIO KIIMHHYECCKYHO) 3HAYUMOCTH B 000 MOMEHT IMOCJIE HCXOTHOTO COCTOAHHSA, BO BCEX
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KIIHHUHECKHX HCCIEI0BAHHSX. V3MeHeHue KOTMUeCTBa IeHKoUToB onpezensercs kak <3 x 10 kinetok/n

B JIE000# IEPUOJT JICYECHHUS.

(29) Ha ocHOBaHWHM OTYETOB MO MOOOYHBIM PEaKIHAM, CBA3AHHBIM C METAOOIHYECKUM CHHAPOMOM, Ha
OCHOBaHHH BCEX KIMHUYECKUX UCCIIEIOBAaHUH C KBETHAIIHHOM,

(30) Yxymmenue Gonee, uemM OJHOrO U3 CleAYIOMUX MeTabomuueckux (pakTopoB: Macca Tena, TIII0K03a
KPOBH U JIUMU/BI B KIIMHUYECKUX UCCNIEN0BaHUAX. (CM. pa3zen 4.4).

(31) Cm. paznen 4.6

(32) Moxet pa3BUBaTBECS B Ha4aje HJIM BCKOPE IOCIIE JICYEHHUS U MOXKET 00yCIIaBIUBATLCS THITOTEH3HEH
w/um 06MopokoM. HacToTa OCHOBaHA Ha COOOIIEHUAX 0 OpauKapIuy U CBSA3aHHBIX C HEW OCJI0KHEHHUSIX
BO BCEX KJIMHUYECKHX UCIBITAHUSIX C KBETHAIIMHOM,

33) OcHOBaHO Ha PETPOCNEKTUBHOM HEPAHAOMU3HPOBAHHOM 3ITHAEMHOJIOTHYECKOM UCCIIEI0BAHUH.

[Ipu mpuMeHeHHH HEHpOJENTHKOB HabmoAanoCch yanuHeHne uHTepBana QT, Jkemymo4koBas apuTMHS,
BHE3allHas CMEPTh OT HEYCTAHOBJICHHBIX INPUYUH, OCTAHOBKA CEpALA W MUPYITHAs TaXHKAPIHUs, 3TH
HeXXeNaTeNbHbIE 3(QGEKTHI MPUCYINU BCEMY KIIACCY NAHHBIX JIEKAPCTBEHHEBIX CPEICTB.

Jeru u noapoctku (ot 10 no 17 ner)

BrimenpuBeieHHBIE IOOOYHBIE PEAKLIUH MOTYT TaK)Ke BCTpEYaThCsl y AeTel U moapocTkoB. Cremyromas
TabMIa MPUBOAUT MOOOYHBIE PEaKIMK, BCTPEUAMOIIUECS Y NeTel 1 moapoCcTKOB B Bo3pacte 10-17 net ¢
OonpIneR 4aCTOTOM, YeM Y B3POCIIBIX, HJIH OTCYTCTBYIOIIUE ¥ B3POCIIBIX.

Tab6auna 2 HeskenaTeapHbIe peaKIHH y AeTeil H MOAPOCTKOB, CBA3AHHBIE ¢ TEPANHE KBETHATHHOM,
KOTOpbI€ BCTPEYAKTCsA ¢ GoJibmel 4acTOTOH, Ye€M Yy B3POC/]bIX, HJIH HE BBISIBJEHBI Y B3pP0OCJI0ro
HaceJIeHUsl

YacToTa He)XeNnaTeNbHBIX PEaKLHH KIaCCHQHUIHUPYETCs CIeyIoIuM 00pa3oM: odeHb dacTeie (> 1/10);
gacTele (0T > 1/100 go < 1/10); newactsie (> 1/1000 mo < 1/100); peaxue (> 1/10000 mo < 1/1000); ouens
pexnkue (< 1/10000).

CHcTeMHO-0praHHbIA Kiaace | HexenarenbHble peakuuu
Hapywenusi co cmoponl 3HOOKPUHHOU CUCMEMb]

Ouenv yacmeie | IToBBIIEHHE yPOBHS MPOJIAKTHHA'
Hapywenue obmena eewjecmes u numarus

Ouenv wacmeie 1 IToBeIIeHME anmeTuTa

Hapywenus co cmoponbl HepeHOoil cucmembl

Ouenv wacmole DKCTpanupaMuIHbIE CHMITTOME"
Yacmoie O6mopox

Hapywenus co cmoponul cocy0os

Ouenv yacmeie | TTOBBILIEHYE APTEPHATHLHOTO JABICHHS
Hapywenus co cmoponbl OblxamenbHoll cucmembl, 0p2arHo8 2pyOHOTl Kiemxku U cpedocmeHs
Yacmuie | Punut

Hapywenus co cmoponbt 2iceny004Ho-Kuule4Ho20 mpakma

Ouenv yacmoie ] PBora

Obwue paccmpoticmsa u HapyuileHUs 8 Mmecme 66e0eH U

Yacmple | PasmpaxuTensHOCTS

(1)YpoBeHs nposakTUHA, ONPEAECISIEMBIN B JII000H NEpPHOJ JIeYeHHs y MalMeHTOB Miaame 18 met: >20
MKr/11 (> 869,56 mMmonb/m) y ManbuuKoB U > 26 Mxr/a (> 1130,428 nmons/n) y neBouek. Mewnee, uem y 1%
MalMEeHTOB YPOBEHbB MposakTHHa rmpesbiman 100 Mkr/i.
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(2)[ToBeIIeHHE apTepHAIbHOTO [AABICHHMS K KIMHUYECKH 3HAYMMOMY IIOPOrOBOMY 3HAUECHHIO (Ha

OCHOBaHHWH MEXIYHApPOJHBIX KPUTEPHUEB OPraHOB 3IpaBOOXPAHEHHS), TUOO MOBBIIEHUE CUCTOIUYECKOTO
M IHACTOJIMYECKOI0 JaBJICHUsI COOTBETCTBEHHO HA > 20 MM pT. cT. 1 Ha > 10 MM pT. CT. B 11060# nepuon
JIEYCHHUS Ha OCHOBAHUU JIBYX OCTPBIX II1ale00-KOHTPOIIMPYEMBIX KITHHUYECKHX HUCCIIEOBAHUH y AeTell u
IIOZPOCTKOB [UIHTENBHOCTBIO 3-6 HELelb.

(3)[Ipumeyvanue: yacToTa COOTBETCTBYET TAKOBOM, HaOMIOMAaeMON y B3pOCIBIX, OJHAKO MOXKET OBITh
CBSi3aHA C Pa3MYUsIMH B KIMHUYECKUX IPOSBICHUAX y JETEH U MOAPOCTKOB, IO CPaBHEHUIO CO
B3POCIIBIMH.

(4)Cwm. pazzmen 5.1

COO6ECHH€ 0 IMMOA03PEBACMBIX HEXEIIATC/IBHBIX PECAKIIHAX
Baxxao coofmars o IIOAO3PEBACMBIX HEXEJIATCJIBHBIX PEAaKIUAX IMMOCJIE PETHCTPAldU JIEKAPCTBEHHOTO

npenaparta € LOEJIbHO obecrieueHus HEMPEPBIBHOTO MOHHUTOPUHIA COOTHOIICHHUS «I10J3a-PHUCK)
JIEKaApCTBCHHOTO IIp€Iiapara. HpOCI/IM MCIOUIIMHCKHX pa6OTHHKOB coo0mmare 0 MmoObIX IIOZI03PEBAEMBIX
HEXCIATCIIbHBIX PCaKIHUAX JIEKAPCTBEHHOI'O Ipelapara 4epe3 HAlUUOHAIBHYIO CHCTEMY COOOIIEHHS 0
HEXEIATCIIbHBIX PEAKIHUAX H HEAOCTATKE 3(1)¢)CKTI/IBHOCTPI.

4.9. IlepenosupoBka

CHMIITOMBI TEPEIO3UPOBKU

B o6mem, oOHapy>XeHHbIE NPH3HAKM H CHMIITOMBI OBUIH CIEACTBHEM YCHIJIEHHS M3BECTHBIX
(apmaxomoraueckux 3¢ GheKToB mpenapara, T.€., COHIHBOCTH, CeNaTHBHOTO 3(hdeKTa, TaXuKapauH,
TUIIOTEH3UH U aHTUXOIMHEPruuecKuX 3¢ heKToB.

[Tepeno3upoBKa MOXET IIPUBECTH K yUITMHEHHUIO uHTepBana QT, cymoporam, SIHUIeNTHYECKOMY CTATYCY,
pabaOMHMONH3Y, YTHETEHHIO ABIXaHMSA, 3a[JepXKKE MOYH, CIYTAHHOCTH CO3HAHHS, ACIUPHIO M / WIH
BO30Y)KIECHHIO, KOME M CMePTHU. [[aMeHTHl ¢ TKENBIMH CEpIEYHO-COCYAUCTHIMU 3a00JIEBAaHUAMH B
aHaMHe3€ MOTYT MOJBEPrarhCs MOBBIIIEHHOMY PHCKY IOCIEICTBUH MEpeao3UpOBKH (CM. pasmen 4.4
«OprocTtaTudeckas TUIIOTEH3UIY).

JleueHHe Py IEPETO3UPOBKE

Crennduyeckuil aHTHIOT Mpenapara KBETHAIIMHA OTCYTCTBYeT. [Ipu TsKENOM HHTOKCHKAIMK CIENYeT
BCET/Ia yYUTHIBATE BO3MOXKHOCTB OJJHOBPEMEHHOTO IPUEMa MAIIUEHTOM HECKOJIBKUX MPENaparos.

[lpy pasBUTHM TsDKENBIX CHMIITOMOB MEPENO3UPOBKM HIH [pU IIOJO3PEHHH HA [EPEIO3UPOBKY
HECKOJIbKUMH JIEKAPCTBEHHEIMH CPENCTBAMH HEOOXOIWMa HHTEHCHBHAA TEpalusi, B TOM YHCIE,
obecrieueHHE MPOXOAMMOCTH [IBIXaTENbHEIX ITyTeH MAllMeHTa, JOCTATOYHAS OKCHIE€HAIMS M BEHTHIISIIHSA,
MOHUTOPHPOBaHUE H MOJAEPIKKA QYHKIHUH CEPIEIHO-COCYAUCTOM CHCTEMEI.

Ha ocHOBaHWM  JaHHBIX  JIMTEPATyphl, MalHE€HTaM C JEJIUPHEM, BO3OYXKIEHUEM  HIH
AHTHUXOJIMHEPIHYECKHM CHHIPOMOM MOXKHO Ha3Ha4daTh (U30CTUrMuH (1-2 Mr TOpH MOCTOSHHOM
monutoputre OKI'). Takas Tepanus He peKOMEHIYETCs B KQUeCTBE CTAHAAPTHOTO METOMA JICUCHHUS, TaKk
KaK BO3MOXEH HeXenaTeNlbHbIH 3Q(exT QU30CTUrMUHA Ha CepAeUHYIO MPOBOAUMOCTE. DH30CTHIMHH
MOXKHO HCIIOJIB30BaTh IpH OTCYTCTBUM H3MeHeHuH Ha OKT'. He cenyet npuMeHsTs GU30CTUTMAH TIpH
apuTMHX, 6110Kaze mo6oit crenenn U pacmuperus 3youa QRS.

BosmoxxHOCTH IIpEOOTBPAICHHS BCaCbIBAHHUS IIPH [IEPENOZUPOBKE HE U3YYAIHUCH, BCE XKC IIPH TSKEIIBIX
HHTOKCHKAIMAX MOXHO MNPOBECTH IIPOMBIBAHHUE JKEIyAKa B TEYCHHUE OJHOr0 4Yaca IIOCJIE€ IIpHeMa
JIEKapCTBEHHOI'O CPEACTBA U HA3HAYUTH aKTHBI/IPOBaHHBIﬁ yTroJib.

B clry4dasax NEPEOO3UPOBKH KBE€THAIIUHA pecbpaKTepHyro THIIOTCH3HUIO CICnyeET JICHUTH
COOTBETCTBYKOIIHUMH MEpaMH, TaKHMH KaK BHYTPHBCHHBIC HH(DYSHI/I U / WK CUMITATOMUMETHUECCKUMH
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cpenctBamu. IlpuMeHeHue snuHeppuHA ¥ JodamuHa crexyer u3beraTs, Tak Kak H& (one ajbpa-

61101(&]151, BBI3BAHHOM KBETHAITUHOM, 6CTa-CTHMyJU{HH$I YTSOKEISACT THIIOTCH3HUIO.

TiarenpHOE MEQUITUHCKOE HaOIIOIeHHE U MOHHUTOPHUPOBAHHUE CIICAYET NMMPOAOJIXKATh A0 BBI3JOPOBJICHHA
IMarueHTa.

5. ®APMAKOJIOTHMYECKHUE CBOMCTBA

5.1 ®apmakoAUHAMHYECKHE CBOICTBA
dapmaxoTepaneBTUdeckas rpynmna: [IcHXonenTUKy; JUa3euHb], OKCA3eMUHE], THA3ETIMHBI H OKCEMHHE,

xon ATX: NOSAHO4.

MexaHu3M JIEHCTBUS:

KBeTHanuH SBJIAETCS ATHIIMYHBIM AHTHIICHXOTHYECKMM IpernaparoM. KBETHArWH U €ro aKTHBHBIH
MeTaboNUT  HOPDKBETHANIMH,  B3aHMOAEHCTBYET C  IIMPOKHM  CHEKTPOM  PELENTOpoB K
HelipoTpaHcMuTTepaM. KBeTHanuH ¥ HOPKBETHAIMH 00/1aqaeT CPOACTBOM K CepOTOHHHOBBEIM (SHT2) u
nobamunoBeM Dy u D2 perientopam mo3ra. Cuuraercs, 94To Takoil KOMOWHHPOBAHHEIM QHTArOHH3M Ha
YPOBHE pELENTOpOB ¢ Oojiee BBHICOKOH CENEKTUBHOCTBIO K penentopam SHT>, wem k D> penentopam
BHOCUT CBOM BKJIaZ B KIHMHHYECKHE AHTUIICHXOTHYECKHE CBOMCTBa Ipemapara, ¢ 0Oojiee HH3KOi
TIPEAPACIIONOKEHHOCTBIO K DPa3BUTUIO MMOOOYHBIX 3KCTpPAHpPaMHUIHBEIX 3G (EKTOB, YeM Yy THITHYHBIX
AHTHIICUXOTHYECKUX CpencTB. KBeTHanmWH W HOPKBETHANMH HE MMEIOT 3aMETHOr0 CpOACTBA K
O€H30Ma3eNUHOBEIM PELIENTOPaM, HO MMEIT BBICOKOE CPOACTBO K THCTAMHHEPTrHYECKUM U
aIpeHeprudeckuM anb(a-l-penentopaM H yMEpPEHHOE CPOACTBO K aIpeHeprayueckuM aibda-2-
peuentopaMm. KBeTHaNWH Tak)ke MMEET HU3KOE CPOJCTBO HJIM HE MMEET CPOACTBA K MYCKapHHOBBLIM
peLenTopamM, B TO BPeMsi KaK HOPKBETHAIIMH UMEET YMEPEHHOE UJIH BBICOKOE CPOJACTBO K HECKOIBKHM
MYCKapHHOBBEIM PELENITOPaM, YTO MOYKET OOBACHATh AaHTHXOIHHEPruueckue (MycKapHHOBEIE) 3P deKToI.
Wurubupopanuem NET u wactuuneiM gelictBueM aronucra Ha SHT|A HOpKBETHAmHH MOYKET
cI10coOCTBOBATH TEPANEBTUYECKOH 3 (EKTHBHOCTH KBETHANIHMHA B KAUECTBE AHTH/ICTIPECCAHTA.

®apmakomuHamMuyeckue 3bhdHeKTh:

AKTHMBHOCTb KBETHAllMHA IT0OKa3aHa B TECTaX HA AHTUIICUXOTHYECKOE MEUCTBHE (HAapuMmep, B TeCTe
ycrnoBHoro usberanus). Kak B pyHKIIMOHATBHBIX, TAK U B 3I€KTPO(OHU3HOTOTHIECKHX HCCIEIOBAHUSIX OBLIO
YCTAHOBJIEHO, YTO KBETHANIUH ONOKUpyeT 3Q(PEKT aroHHCTOB AOMAMUHA, MOBBIIIAET KOHIEHTPALHIO
IPOAYKTOB METabOJIM3Ma JOMAMHUHA, YTO ABJISAETCS HEHPOXUMUYECKAM HHAEKCOM OJIOKAIBI PELEenTOpOB
D».

B IOKIMHHYECKHX HCCIECNOBAHMAX, IMPEANPHHATHIX JUIS BBIBICHHS BO3MOXKHBIX 3KCTPAUpPAMHIHBIX
CHMITOMOB, BBIBHJIM AQTHIHYHBIA INpPOQHIL KBETHANMHA, [0 CPAaBHEHHIO C THIHYHLIMH
AHTUIICHXOTHYECKMMH TIpenapartamu. [lake MpH ATUTENBHOM NMPUMEHEHHH OTCYTCTBOBAIO TOBBILIEHHE
4yBCTBUTEIBHOCTH N0()aMUHOBEIX penentopoB Da. Ouens cnabyro KaTajierncuo 0TMEYaNt [py AeiicTBun
KBETHANMHA [pU 103aX, 3(PGEeKTUBHO ONOKMUpPYIOIMX AopamMuHOBBIE - D> peuenrtopsl. Ksermamuu
u30UpaTenbHO NEHCTBYET Ha Me30nuMOMYeckyro cucteMy. O6 3TOM CBHIETENBCTBYET CBOMCTBO
KBETHANKHA W30MPATEIbHO CHHXKATh YaCTOTY Pa3psiIoB ME30NMMOMYECKUX HEHPOHOB 110 CPAaBHEHHIO C
HUIPOCTPHATHBIMU HEHPOHAMH.

Kpetnanun obnagan MHUHUMAIBHON CIOCOOHOCTBIO BBI3BIBATH JHUCTOHUIO Yy obe3bsH  (Cebus).
CeHCHOUTU3UPOBAHHBIX TaJONEpUAO0IOM WM HE MOMy4aBIIUM paHEe TaJIONEPUI0T B IKCIIEPUMEHTAX C
OJHOKPATHBIM U TIOCTOSTHHBIM BBEJICHHEM Ipenapara (cM. paszaen 4.8).

Knunuueckas 3G HEKTHBHOCTD
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HIn3odpenns
B Tpex mnaueGo-KOHTPOIHPYEMBIX HCCIIEIOBAHHAX C NMPUMEHEHHEM PA3fIMYHBIX /103 KBETHANMHA, HE

BBIBHJIH Pas/IM4Uii MEXy IPyIIaMHi KBETHANIMHA U IIIANEe00 110 YacToTe SKCTpalipaMHIHBIX CUMITTOMOB
WJTH TIPFIMEHEHHS! COITY TCTBYIOIIMX XOJIMHEPTUYECKHX CPEICTB,

B mrane6o - KOHTPOIMPYEMOM HCCIIE[OBAHUH, B KOTOPOM H3ydand 3Q(exT (QUKCHPOBAHHBIX 103
KBETHANMHA B auamna3oHe oT 75 mr no 750 Mr B CyTKM, HE BBIABHUIM Da3U4YMidl MEXIY IpylIaMu
KBETHAIIMHA U IUI1anefo Mo 4acToTe SKCTPAMpaMUIHBIX CUMIITOMOB MJIH IIPUMEHEHUS COMYTCTBYIOLIHX
XOJTMHEPTHYECKHX CPEICTB.

S HEKTHBHOCT JONTOCPOYHOTO TIPUMEHEHHS KBETHAIUHA ISl TPOGUIAKTHKY PEUIUBOB MH30(ppeHUH
B CJIETIBIX UCCIIEOBAHHUSIX HE HCCIEN0BAIach. B OTKPBITBIX KIMHUYECKUX UCCIEAOBAHUAX Y MALUEHTOB C
30 peHuel MPOJODKEHUE HAYATOTrO JICUEHUs KBETHATMHOM 3()(HEKTHBHO MOJAEPKUBAIO YITyUlIeHHE
KJIMHMYECKOTO COCTOSTHUS Y OONBHBIX, KOTOPBIE NIEPBOHAYAIBHO pearupoBalld Ha HAYaTOE JICUCHHUE, YTO
yKa3bIBaeT Ha ONpeesIeHHYI0 3G (HeKTHBHOCTE IIPH AOITOCPOYHOM IPUMEHEHHH.

bunoasipabie paccTpoicTBa

B ueTbIpex muarneb0-KOHTPOIUPYEMBIX KIMHUYECKUX HCCIIEN0BAHUAX OIpeaensnack 3 pekTHBHOCTE /103
kBetHanuHa A0 800 Mr/CyTku Ui JIeYEHUS MaHUAKAJIBHBIX 3MU30/I0B CPEOHEH U TAKENOH CTerneHH
TSDKECTH, B ABYX KIMHUYECKUX UCCIEIOBAHUAX MOHOTEPAIMH U KOMOMHUPOBAHHON TEPAIHK JTUTHEM UIIH
IHBATIIPO3KCOM, He OBIIO pa3muuuil MeX 1y KBETHAIMHOM U B IpyTINe Ianedo mo 4acToTe BO3HUKHOBEHHUS
OI1C umy COMyTCTBYIOLIETO IPUMEHEHUS AHTUXOJIUHEPIHUECKUX CPEICTB.,

B IBYX KIMHMYECKUX HUCCIEIOBAHUSIX MOHOTEPAINIUH IIPH JECUCHUM MaHWAKAJIBHBIX SMH30I0B CPemHEH W
TSDKEJIOW CTENeHH KBETHANHWH MPOJEMOHCTPHUPOBAl MPEBOCXOAHYIO 3()(EKTHBHOCTD 10 CPaBHEHHIO C
wianebo B CHMIKEHHMM MaHMAKaJbHBIX CHMITOMOB depe3 3 u 12 Hemenb. OTCYTCTBYIOT JaHHBIE O
JIUIMTETHPHOM TPUMEHEHWH KBETHAINMHA, MOATBEpXJaomme ero 3p¢ekTHuBHOCTH B MpoduIaKTHKe
MaHHAKAJIBHBIX WM JEMPECCHUBHBIX OJMU30J0B. VIMEIOTCS OrpaHWYEeHHBIE JaHHBIE O TMPHMEHEHHH
KBETHAIIMHA B KOMOWHAIIMY C JIMTHEM MM JAUBAINPOEKCOM Ha 3-i U 6-i Hemesne JEUEHHS MPU OCTPBIX
MaHHAKaIbHBIX JMU30[aX CpeAHed Wiu TsKenod creneHu. OnHako KOMOMHMpOBaHHAs Tepamus Oblia
XOpOIIO MEPEeHOCUMOMH. Pe3ynbTaTe! yka3slBaloT Ha aIUTHBHEIA 3¢ ekt Ha 3-it Henene nedeHus. Bropoe
HCClIeI0OBaHUe He BRIABHIIO 3 dexTa Ha 6-1 Henene IedeHus.

CpenHsisd [03a KBETHAIMHA Ha rocienHed Henmene cocrasisuia 600 mr, u npumepHo 85% mnaunueHTOB
TIOJTyYaJTd JIEKapCTBEHHOE CpencTBO B quanasone 103 ot 400 xo 800 mr / neHs.

B ueThIpex KIMHHYECKUX UCCIENOBAHUAX IPONODKUTENBHOCTBHIO 8 HENEeNb y MAI[HEHTOB C 3MH30[aMH
IETpecCcuil CpeHEH B TSKEIOH CTENEeHH NpH OUIOISAPHEIX paccTpoiicTax | wmwm I1 Tuma, 6u10 MOKa3aHo,
yro kBetHanuH B Jo3ax 300 mr mwinum 600 mr 6sut nocroBepHo Gonee addexrusen, yem mmaneto. V
MalMeHTOB HabIIONaock, o kpaliHed Mmepe, 50%-e ymyumenue mo obmeit cymme GaioB 1Mo mikane
MADRS 10 cpaBHEHHIO ¢ HCXOIHBIM YPOBHEM. Mex Iy rpynmnamu, IOTy4aBIIHMH Ipenapat B go3ax 300
mr wii 600 mr, paznuyuii B 9 GEeKTUBHOCTH JIEYCHHUS HE HAOIFOAAIOCh.

B mocnenmyromei daze oboux wmccienoBaHH# OBLIIO MPOAEMOHCTPUPOBAHO, YTO IJIMTEIBHOE JICUEHHE
MallMeHTOB, KOTOPble 0TBETUIM Ha kBeTHANMH 300 mMr uau 600 mr, 66110 3)HEKTHBHBIM 110 CPABHEHHIO C
neveHueM Ilanebo B OTHOLIEHHH CHUMIITOMOB MENPECCHH, HO HE B OTHOLIEHHH MAaHHAKaIbHBIX
CHMIITOMOB.

B 2 - x uccnenoBaHusxX npodUIakTHKK PEUIUBOB, B KOTOPBIX OLleHUBAIAch ) ()eKTUBHOCTE KOMOHHAIINH
KBETHAIHMHA CO CTaOM/IM3aTOpaMH HACTPOGHUS y MALMEHTOB C MaHHAKAJIbHBIMHU, ACTPECCHBHBIMH LT
CMEIIaHHBIMH SIH30JaMH, OBIIO IOKa3aHO, YTO KBETHAIIWH, Ha3Ha4YaeMEBIH B KOMOHWHaANUH, Obl1 Oosee
3 heKxTHBEH, YeM MOHOTEparnus CTaOHIN3aTOpaMy HaCTPOESHHUS C TOUKU 3PEHUS TPO/JIEBAHUS BPEMEHH J10
pasBUTHs PELUIMBAa MaHUAKATbHBIX, AETPECCUBHBIX MM CMEIIAaHHbIX 3MKU30/0B. KBeTHaNKH HazHavaICs
jiBa pasa B ieHb B J103e oT 400 Mr 10 800 Mr B KOMOMHALMY C TUTHEM UIIH BAJIBIIPOATOM.
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B 6-HenenpHOM PaHAOMHU3MPOBAHHOM HCCIECAOBAHHMHM KOMOHHAIMM KBETHAINMHA C IPOJIOHIMPOBAHHBIM
BBICBOOOKIEHHEM H JIUTHUS IO CPABHEHHIO ¢ KBETHAIIMHOM C IIPOJIOHTMPOBAHHBIM BBICBOOOXKICHHEM H
rmane60o y B3pOoCIIbIX MAHEHTOB C OCTPOH MaHHEH yITyHIIeHHe COCTOSHHUSA 110 mKaie MaHuH YMRS mesx iy
TPYIIIOH, MOTyYaBIlel JIUTHIH, U TPYNIIOHN, MoTy4aBiiel mianebo, coctaBumio 2,8 6amna, a pasnuune B %
MAIMEHTOB, PEAarHpOBABIIMX HA JiedeHHWe (ompemenseMoe Kkak S50%-e YIIy4dIlIeHUE COCTOSHHS, II0
CPaBHEHHIO C HCXOAHBIM 110 1uKajie YMRS) cocrasuio 11% (79% B rpymnmne, nosy4asiueit JTUTHIA, TPOTHB
68% B rpynme, nomy4asiueit miamne6o).

B onHOM monrocpoyHoM uccnenoBaHMH (IO 2 JIET JIEYEHHS) OLEHKH NPO(HIAKTHKH PELHIUBOB Yy
NALUEHTOB C MAHHAKAIILHBIMH, JIENPECCHBHBIMH HJIH CMEUIAHHEIMHI SMH30/1aMH KBETHAIIMH TIPEBOCXO/IHT
mwianebo Mo YUIMHEHHIO BPEMEHH N0 HACTYIUICHHS DPELUIUBA MAHMAKAIBHBIX, JEHPECCUBHBIX WIIH
CMEIIAHHBIX 3MU30/10B y MALMEHTOB ¢ OUIONSAPHEIME paccTpoiicTBamu | Tuma, B rpymme, nomyuasmeit
KBETHAIMH, U3MCHEHHE HACTPOEHUS OTMeYasock B 91 ciyuae (22,5%), o cpasHenuto ¢ 208 ciygasmu
(51,5%) rpynme mmane6o u 95 cmywasmu (26,1%) B rpymme, modyvaBmiel TUTHH. Y GOIBHBIX,
pearupoBaBIINX Ha NEPBOHAYAIBHOE JICYEHHE KBETHAIIMHOM, CpaBHEHHE 3 (PEKTHBHOCTH MPOIOIIKEHHUS
Teparuy, TH00 Nepexoaa Ha JMTHH, TOKa3aso, UTo MEPeXOA Ha IPenaparhl JUTHS HE YUTHHST BPEMs 110
HaCTYIUIEHUS HOBOTO PELUINBA H3MEHEHHS HACTPOCHHS.

PesynbTaThl KIMHAYECKMX HCCIENOBAHUH ITOKA3bIBAIOT, YTO KBETHANMHMH 3(h(EKTHBEH IIPU JIEUEeHHH
WH30(QpeHuy U MaHWH MY HA3HAYECHHH BA Pa3a B CYTKH HECMOTPS HA TO, YTO (hapMaKOKHHETHIECKOE
BpeMs TOJyBBIBEAECHHS COCTABISAET OKOJO 7 9acoB., DTO MOATBEPIKAAETCS JAHHBIMU HCCIICOBAHUS C
HCIIO/Ib30BAHHEM ITO3UTPOHHO-IMHUCCHOHHON ToMorpaduu (I19T), rme Gvuio ycTaHOBNEHO, YTO Mpu
MIPUMEHEHHH KBETHAMMHa 3aHATOCTh peunentopoB SHT2- u D> HaGmomaercs B TedyeHue 12 d9acos.
S hexTHBHOCTE U 6€30IIaCHOCTH /103, peBhImaromux 800 Mr, He H3yUYaUCh.

Knunauyeckas 6€300acHOCTh

B KpaTKOCpOYHBIX, IUIale00-KOHTPOIUPYEMEIX KIHHMYECKHX MCCIENOBAHMAX IIM30(DpEeHHH W
bumnossipHOi MaHuu cymmapHas actota DIIC 6pu1a cxoxeit ¢ TakoBoii B rpyme muane6o (mu3oppeHus
7,8% nna xBetnanuHa U 8,0% mns mnane6o; 6unonspaas manus 11,2% mis kBetnanusa u 11,4% s
mwranebo). Bornee BICOKME MOKa3aTeNMu SKCTPANMPAMHIHEIX CHMITOMOB HAaGIIONATHCH Y MAIHEHTOB,
MOJTYy4aBIIMX KBETHAIMH, [0 CPABHEHUIO C IALMEHTAMH, MOMyYaBIIMMH IUTale6o, B KPaTKOCPOYHEIX
M1ae00-KOHTPOIUPYEMBIX KITMHMHYECKHX HCCIENOBAHUSX OONBIIMX AEMPECCHBHOM pAacCTPOMCTB
OUIIONISIPHOH Henpeccuu. B KpaTKOCPOYHBIX, MIALeG0-KOHTPOIMPYEMBIX KIHHHYECKHX HCCIEI0BAHUSX
NENpPEeCCHH IMpH OUMONSIPHBIX PacCTPOMCTBAX CyMMapHas 4YacTOTa SKCTPAIMPAMHIHBIX CHMIITOMOB
cocrauia 8,9% s KBeTHamuHa 1o cpaBHeHWIO ¢ 3,8% mns rane6o. B kpaTkocpoursiX, IaneGo-
KOHTPOJMPYEMBIX KIMHHYECKHX HCCIIeJOBAHUSAX MOHOTEPANUM GOJBIINX HENPECCHBHBIX PAcCTPOHCTR
cymmapHasi yactota JIIC coctaBuna 5,4 % U1 KBETHANMHA ¢ [POJOHTHPOBAHHBIM BBICBOOOYK/IEHUEM U
3,2% pnsa nmaneGo. B KpaTKOCPOUHBIX, ILIANE00-KOHTPOIUPYEMBIX KIHMHUYECKHX HCCIIEN0BAHUAX
MOHOTEpanuu OONBIINX AEMPECCHBHBIX PACCTPONCTB y MOMXKMIBIX MALUEHTOB cymmapsas yactora I[1C
cocrasuia 9,0 % [ KBETHAIHHA C [IPOJIOHTMPOBAHHBIM BEICBOOGOKIeHMEM 1 2,3 % g mnane6o. Kak
Y OHIIONAPHOA AEMPECCHH, TaK U MpH GONBIINX JEIPECCHBHBIX 3MM30/1aX, YACTOTA MHIMBHIYaIbHbIX
MOOOYHBIX peaKUui (AKkaTH3Hs, KCTpANMPaMHAHBIE PACCTPOHCTBA, TPEMOp, AMCKHHE3HS, AMCTOHHS,
0eCrIOKOHCTBO, HEMPOM3BONBHBIE MBIIEYHBIE COKPAIICHHS, [CHXOMOTOPHAS THIIEPAKTUBHOCTh M
PHTUIHOCTB MBILII) HE TpeBhImanu 4% B mr000# rpyIme uceiae 0BaHus.

B KpaTkocpouHbIX, MIaneGo-KOHTPOIHPYEMBIX KIMHHYECKHX MCCIENOBAHUAX C (UKCHPOBAHHBIMH
nosamu (ot 50 mr/cytku 10 800 Mr/cyTKku) IPOIOKUTENBHOCTBIO OT 3 10 8 HEMeNb CPeiHee yBETMUEHHUE
MacChI TeJla y MalUCHTOB, MOTy4YaBIlInX KBETHATNH, cocTaBisno oT 0,8 kr (ans no3sr 50 mr/cyt.) no 1,4 kr
(nnst mo3e1 600 mr/cyT.) (mpu no3e 800 Mr/CyTKH yBeIHUeHHE MacChl Tea OBUI0 MEHEE BEIPAKEHHEBIM ), 110

20



15.02.2024

cpaBHeHuo ¢ 0,2 kr B rpymnme miane6o. YBelIuYeHHE Maccel Tena = 7% y IMalHeHTOB, MONY4aBIIHX
KBETHAIHH, COCTABISIO OT 5,3% (mis mo3er S0 mr/cyT.) mo 15,5% (mns nosst 400 mr/cyT.) (B mo3ax 600
mr/cyTku ¥ 800 Mr/CyTKH yBelnUYeHHE Macchl Tela ObIIO MEHEe BBIPaXKCHHBIM) 110 CpaBHEHHIO ¢ 3,7 %
[AlMEHTOB B rpymme mianedo.

B 6-HenenpbHOM paHIOMH3MPOBAHHOM HCCIEAOBAaHMM KOMOWHALMM KBETHANUHA C MPOJOHTHPOBAHHLIM
BBICBOOOI/ICHUEM U JIUTHS, KBETHAIMHA C IPOJOHTHPOBAHHBIM BEICBOOOMKICHUEM U IIanebo y B3pOCIIbIX
MIALHEHTOB C OCTPOM MaHWell ObUIO TOKa3aHO, 4YTO NpH KOMOWHHPOBAHHH KBETHANMHA C
IIPOJIOHTHPOBAHHBIM BBICBOOOXKIEHHEM M JIMTHS HaOMomanoch OOJbIIE HEXENaTelNbHBIX peakiuil, uem
npu ero mpuMmeHeHHH ¢ muaunebo (63% u 48% B xoMOWHAIUM KBEeTHANHMHA C IPOJOHTHPOBAHHBIM
BBICBOOOXKIEHUEM M Iutanebo). OueHka OGe30MacHOCTH JIe4eHHs BbISBHIA 0GoJiee BBICOKYIO HaCTOTY
Pa3sBHUTHs 3KCTparupaMUAHBIX cuMNITOMOB (16,8% mpu koMOuHaMK KBeTHAUHA C UTHEM U 6,6% mpH
ero npumMeHeHuH ¢ miane6o). Tpemop, kak Haubosee 4acToe NPOSBICHAE IKCTPATHPAMU/IHBIX CHMIITOMOB,
BcTpewancss y 15,6% mnamueHToB, MONy4YaBIIAX KOMOHWHUPOBaHHYIO Tepamuio H y 4,9% manueHTos,
IOJyYaBIIMX KBETHAnWH M Iutanebo. COHNMBOCTG dame HaOMomamack B TpyIIe, [0JydYaBLieii
KOMOMHAIMIO KBETHAMHA C IIPOJOHTHPOBAaHHBIM BhICBOOOXKAeHUEM U JUTUA (12,7%) 10 CpaBHEHHIO C
IPOJIOHTHPOBAHHBIM BEICBOOOXKIEHHEM KBETHANIMHA B TPyTIIe, oTy4asiei ruanebo (5,5%). Kpome Toro,
K KOHILy JIe4eHHsI 60Jiee BEICOKHH MPOLIEHT NAMEHTOB, KOTOPBIX JIEYHIIH B IPYIIIE C J0OABICHUEM JTHTHS
(8,0%), umen yBenu4yeHHe Macchl Tena (> 7%) MO CpaBHEHHIO C MAMEHTAMH B TPYIIE, IOJIyYaBIuei
mianedo (4,7%).

JloIrocpo4HbIe HCCIEN0BaHHUS MO NMPO(UIAKTHKE PEUUIUBOB MMEIH OTKPHITHIM mepuox (oT 4 mo 36
HEZIEJb), B TEYEHHE KOTOPOTO MAlMEHTHI MTOJTyYald KBETHAIIKH, IIOC/Ie YEero CJIe0Ba PAHIOMHU3ALMOHHbIH
TEPUO OTMEHBI, B TEUYEHHE KOTOPOro MallMeHTHl OBUTH PaHIOMU3UPOBAHBI HA KBETHAIIMH WITH ILIale6o.
JIns manueHTOB, pPaHAOMU3UPOBAHHBIX B TPYMITy KBETHANIWHA, CpPEHEE yBEIHYCHHE Beca B TEUEHHE
OTKPBITOrO NEPHOJIA MCCIIEN0BaHMs COCTABHIIO 2,56 KT, a K 48-1f Helene paHIOMU3AIMOHHOTO MEpHO/IA
Cpe/iHEe YBEIHUEHHE BECA COCTABUIIO 3,22 KT 10 CPABHEHHUIO C UCXOHBIM 3HAYEHHEM OTKPBITOTO IIEPHO/IA.
Jlns manueHToB, KOTOPBIE OBUTH paHIOMU3UPOBAHEI B IPYIITy Iuianebo, CpeIHUi IPUPOCT Beca B TEUEHHE
OTKPBITOro Mepuoaa cocrasuia 2,39 kr, a k 48 Hemene nepuoaa paHZOMHU3AMUHN CPEIHUM IPHPOCT MACCHI
tena coctaBui 0,89 Kr o CpaBHEHHUIO C HCXOJHOH TOYKOH OTKPBITOTO MEPHOA.

B nnauebo-KOHTPONIMPYEMBIX HCCIEJOBAHUSX IOXKMJIBIX MAIMEHTOB C ICHXO03aMH, CBSI3aHHBIMH C
JIeMEeHIHUeH, YacToTa 1epeOpoBacKyIAPHBIX HEXeNaTelnbHBIX peakuuii Ha 100 mamueHTo/JIET B rpyrime
MALUEHTOB, 10JIy4aBIINX KBETHAIMH, HE MIPEBHIINATa TAKOBYO, HAOIFOAABIIYIOCS B IPYIIIeE M1aneso.

Bo Bcex KpaTKOCPOYHBIX KIMHHYECKHX HCCIICAOBAHUSX MOHOTEPANHM Yy IAIHEHTOB C KOJHYECTBOM
HelTPOQHIIOB B HCXOHOM cocTosHuu >1,5 x 10%/1 wacToTa 1o KkpaitHeit Mepe OJHOTO CIlyyas CHEDKEHHS
Kosu4uecTBa HelTpoduio g0 < 1,5 x 10%/1 cocrasnsna 1,9% y manueHTOB, MOMYYABIIEX KBETHAIIAH, 110
cpaBHeHHIO ¢ 1,5% B rpymnne miane6o. YacTora CHIKEHUA KOMHYECTBA HEHTPOGUIOB 10 uHTEpBana > 0,5
- < 1,0 x 10%n 6buta TaKoi xe (0,2%) y manueHTOB, MOTYyYaBIIKX KBETHANHH, KAK W Y MAlMEHTOB,
MoJIy4aBIIuX 11anedo. Bo Bcex KIMHUYECKUX HCCIEN0BAHUAX (IIaneb0-KOHTPOIMPYEMBIX, OTKPBITHIX U
HCCIIEIOBAHUE C NEHCTBYIOLIUM IIPENAapaToOM CPaBHEHHUS) y MAlMEHTOB C KOJIMYECTBOM HEHTPODUIOB B
HCXOZHOM cocTosHuA > 1,5 x 10%/1 yacToTa Mo KpaitHei Mepe ofHOTO Cllydasi CHHDKEHMS KOJIMYECTBa
HefTpoduIoB 10 < 1,5 x 10%/1 cocTasuiia 2,9%, a 4acTOTA CHIKEHHS KOTHYECTBA HEHTPODHIIOB 10 yPOBHS
<0,5 x 10%n cocrasuna 0,21% y JHI, TIONYYaBIINX KBETHAIHH.

[IpuMeHeHHe KBETHAIIMHA COMTPOBOKAAIOCH A0303aBUCHMBIM CHH)KEHHEM YPOBHS TOPMOHOB IIIUTOBHIHOH
)ene3bl. HacToTa U3MEHEHUs! YPOBHEH TUPEOTPOIIHOTO ropMoHa coctaBuna 3,2% st kBetuanuHa u 2,7%
st manebo. YacToTra pelMIpOKHBIX, MOTEHIHWANBHO KIMHHYECKHM 3HAYUMBIX H3MEHEHHH YpORHEH
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ropmonoB T3, T4 u TTI HaGmoanace peako, ¥ HabMOgaeMble U3MEHEHHUS YPOBHS TOPMOHOB U TOBHHO#
Kene3bl He OBUTH CBA3aHbI KITMHUYECKH C CUMIITOMAaTHYECKUM THIIOTHPEO30M, '

CHmxeHre ypoBHeit obmiero u cBo6oauoro T4 ObU10 Hanbonee BEIPAKEHHBIM B TEYEHHE MEPBBIX LLIECTH
HeJIe/b JICYSHHUsI KBeTHAITMHOM, 0e3 JalbHEHIIEero CHIKEHNS B TeYeHHE JTUTENBHOTO JeueHus. [IpiumepHo
B 2/3 ciyyaeB oTMeHa KBeTHanuHa Oblla cBsizaHa ¢ ob6patHeM 3ddexkrom obmero u cBobomHoro Ty,
HE3aBUCUMO OT IPOAODKUTEIBHOCTH JICUECHHUS.

KaTapakTa/ HIOMyTHeHHE XPYCTAJIHKA

B KIMHHYECKOM HCCIIENOBaHMM IO OLEHKE KaTapaKTOTEHHOro MoTeHuuana kseruamwHa (200-800
MI/JIEHB), [0 CPaBHEHHIO C DPHUCHEPUIOHOM (2-8 MI/IEHB) Yy NAlMEHTOB, NPUHUMABIIMX aHHOE
JIEKApCTBEHHBIE CPEJICTBO B TeYeHHE HE MeHee 21 Mecsua ¢ musoppeHueit wmm mu3oadHeKTHBHLIMHU
paccTpoMCTBaMH, MPOLEHT NAUEHTOB ¢ IIOMYTHEHHEM XPYCTallMKa B IPYIIIE, [OJydaBlleii KBeTHAMHH
(4%), He mpeBBIIAN YaCTOTY, HAOIIOAAEMYIO Y AlIUEHTOB, MOJIy4aBUIHX prcrepuaoH (10%)

JeTH ¥ MOAPOCTKH

Kiunnueckas 3¢ pekTHBHOCTD

Db dexTUBHOCTE 1 6€30MaCHOCTh KBETHAIMHA HCCIEN0BATIUCE B 3-HEIEIBHOM ILIANe60-KOHTPOIHPYEMOM
KJIMHUYECKOM HCCIIEIOBAaHUM jieueHus Manuu (n=284 mamuenta u3 CIIIA B Bospacte ot 10 mo 17 ser).
Oxosno 45% nanueHToB MMENIH JOMONHUTENbHBI AuarHo3 CIIBIT (cuHapom meduuuTta KOHIEHTpALHH
BHUMAaHHS C FMIIEPAKTHBHOCTEI0). KpoMe Toro, 66110 MpoBEeeHO 6-HeAeNbHOE m1ae60-KOHTPOIHPYEMOe
KIIMHMYECKOE HCCIIEOBAHME JIeYeHMs mu3oppenun (222 mamueHTa B Bospacte 13-17 1er), u3 oboux
HCCIIEI0BAHMM OBUTH HCKITFOUEHBI ITAIMEHTHI C U3BECTHBIM OTCYTCTBHEM OTBETA HA JIEUEHHE KBETHATMHOM.
Jleyenue kBeTHAMUHOM OBUTO HadaTo ¢ 4036l 50 MI/meHB, @ Ha BTOPOM AeHB H03a moBbImanack a0 100
MI/CYTKH C MOCNEIYIOIUM ee IoBbiueHueM 1o 100 mr/cyTku 3a 2-3 mpuema B JeHb [0 AOCTHIKEHHS
ueneBbix 103 (Marusa 400-600 mr/cyTku, musodperus 400-800 mr/cyTkwm).

B KIMHHYECKOM HCCIIEIOBAaHHM MAHWH pa3sHUIA B CPEJHEM 3HA4YeHHH LS 1Mo CpaBHEHHIO ¢ HCXOJHBIM
ypoBHeM obmero Gamna mkansl YMRS (akTUBHOE BelecTBO MHHYC Iuiane6o) cocTaBiano - 5,21 mis
kBeTranuna 400 mr/cyTku u — 6,56 11 kBetuanuHa 600 mr/cyTiu. Yactora otseta (yayumenae YMRS >
50%) cocraBuna 64% s keetuanuna 400 mr / nens, 58% mnsa 600 mr / neus u 37% B rpymre miane6o.

B KIHHHYECKOM HCCNENOBAHMM IIM30(PEHMH pa3sHMIA B CPEIHEM 3HA4YeHHH LS 10 CpaBHEHHIO C
HCXOJIHBIM COCTOSIHHEM [0 00IeMy KonwdecTBy OamnoB mmkainsl PANSS (akTuBHOe BEIIECTBO MHHYC
mtauebo) cocrasuiio - 8,16 mua xetmanuHa 400 Mr/cytku u 9,29 mns xsermanuna 800 mr/cytku. Hu
uuskas (400 mr), Hu Beicokas (800 Mr) no3a KBETHAITHHA HE MMENH [PEMMYINECTB, [0 CPABHEHHMIO C
narebo, B OTHOLIEHHH [TPOLEHTA TAlHEHTOB, PEarHPYIONINX Ha TEPAIHIO (YTO OMpeaessioch Kak > 30%
-HO€ CHIDKEHHE OT MCXOJHOr0 ypoBHs B 06mmem 6ate PANSS). Kak nmpu manuy, Tak u npu mu3o(peHu,
npy Golee BBICOKUX [[03aX Npenapara HaGNIofanoch MEeHbIIee KOMMYECTBO GOMBHEIX, PearupyromuX Ha
JICYEHHE.

B TperbeM KpaTKOCpPOYHOM MIane60-KOHTPOIHPYEMOM HCCIENOBAHHH 3(hGhEKTHBHOCT MOHOTEPAIHH
KBETHAIIMHOM C IIPOJIOHTHPOBAHHBIM BBICBOOOXIEHUEM y neTed um moxpoctkos (ot 10 mo 17 ner) ¢
OunonsapHOH nenpeccueli He ObLTA YCTAHOBIIEHA.

OrcyTcTBYIOT JaHHBIE IO 3()()EKTHBHOCTH MOANEPKUBAIOLIEH TEpanuy WM MpodUIAKTHKE B JAaHHON
BO3PAcTHOM rpyrmrie.

Knnauyeckas 6€30MmacHOCTh

B xpaTKOBpeMEHHBIX Naned0-KOHTPOIHPYEMBIX KIMHUYIECKUX MCCIEOBAHUAX, OMMCAHHBIX BHILIE, IIPH
ydacTHd JeTed u moapocTkoB wactota OIIC B rpynme, momy4aBiueif akTHBHOE JIEUEHHE W B TpyIine
miauedo, cocrarmsuia 12,9% u 5,3% B uccnenoranuu nmsodppenny, 3,6% u 1,1 % B HcClIe[OBAHEH MaHUH
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npu GunoisipHeIX pacctpoiictBax, u 1,1% u 0% B uccrefoBaHMM JEMPECCHM TPH OHIOISIPHBIX

paccrpoiicTBax. YacToTa yBeNIMUeHHs MACcChI TeNa >7% OT HCXOHOH MacChl Tesla B IPYIIIE, M0y YaBLuei
aKTHBHOE JIeYeHHE | B rpynme mianebo, cocrasmsuia 17% u 2,5% B uccieI0BaHUU MU30(DPEHUN U MaHUH
npud OUMOJISIPHBIX paccTpodicTBax, U 13,7% u 6,8% B uccnenoBaHWM NENpEecCHH MHPH OHIOSPHBIX
paccTpoifcTBax. YacToTa cyuuuaa B TpyMme, MOAyYaBIIEH aKkTHUBHOE JIEYEHHE W B TpyIme Ianedo,
cocraBinsia 1,4% u 1,3% B uccnenoBanuu musoppennu, 1,0% u 0% B HcCIENOBAaHUM MaHUU pH
OHITONAPHEIX pacCTporcTBax, U 1,1% u 0% B McCIeN0BaHUH NETIPECCHH TIPU OUITONIIPHBIX PACCTPOMCTBAX.
Bo BpeMst paCIIMPEHHOrO TOCIIEAYIOIIETO 3Tamna JIeYeHus OUIONSpHOH JenpeccHr coo6Ianoch o IByX
JOTIOJIHHTEBHBIX CIIydasx CyHIMIa ABYX ITAllMEHTOB, OJUH U3 KOTOPBIX MOJTyYall KBETHAIUH.

be3onacHoCTh IPpH JJIHTEJIBHOM NMPHMEHCHHH

JIOTIONHUTENIBHBIE JAHHBIE 10 0€30MaCHOCTH IPUMEHEHHs KBETHANMHA OBUTH IMOJyYEeHBI B PE3yJbTaTe
OCTpOH (asel 26-HEENBHOTO OTKPLITOTO PACHIMPEHHOTO KIHHHYECKOTO UCTIBITAaHUS B (n=380 manueHToB)
¢ BapuabenbHbIMH Jo3amH KkBetuaruHa oT 400 mr/cytkum go 800 mr/cytku. Y geredt u moapocTkor
HaOJIOAIOCH MOBBIIIEHHE APTEPUATIGHOTO JIABJIEHUS, a MOBBIICHHBIM AINETHT, SKCTPANMpPAMHIIHEIE
CHMIITOMBI ¥ TIOBBIIEHHUE YPOBHA IIPOIAKTHHA B CBIBOPOTKE Yallle OTMEYAIIHCE Y JIETEH M IOAPOCTKOB, YeM
y B3pocnbiX (cM. paszen 4.4 u 4.8). YTo KacaeTcs yBENWUEHHS MacChl Tejia - yBeiaudeHwe Ha 0,5 oT
CTAaHOApPTHOTO OTKJIOHEHHs HHIAeKkca Macchl Tena (BPII), mo cpaBHeHHIO ¢ HCXOJHBIM COCTOSHHEM,
paccMaTpUBAJIOCh KaK KIIMHHYECKH 3HAYMMOE U3MeHEeHHUe. Y 18,3% marueHToB, MoyyaBIuX KBETHAHH
B Te€UeHHE 26 HENENb, U3MEHEHHUS MacChl Tejla COOTBETCTBOBAIH JAHHOMY KPHTEPHIO.

5.2. PapMaKOKHHETHYECKHE CBOHCTBA

BcackiBanue:

[locne mpuema BHYTph KBETHANMH XOPOLIO M OBICTPO BCACBIBAETCS M HHTEHCHBHO METabOIU3MPYETC.
BuonocTynHOCTE KBETHANKHA CYIIECTBEHHO HE 3aBHCUT OT IpHEMA MHINM. [IOCTOSHHBIE MHKOBBIE
MOJISIPHBIE KOHLEHTPALMK AKTUBHOTO METa00/IUTa HOPKBETHAIIHHA COCTABISIOT 35% OT KOHLEHTpALHK
KBETHAIIHHA.

DapMakOKHHETHKA KBETHAllMHA M HOPKBETHAIMHA JIMHEHHA B IpefeNnaxX YTBEPXKIEHHOTO aHWana3oHa
J03UPOBAHHUS.

Pacnpenenenue:

Kgetuanus npubausutensHo Ha 83% cBs3aH ¢ OemkaMu IIa3MBL.

Buotpanchopmarnus

KBeTnanvH B 3HaYMTENBHON CTENIEHH META00NMU3UPYeTCs B medeHH. [locie BBEAEHUS PalHOH30TOMHOIO
KBETHANKHa ObLIO TOKA3aHO, YTO B MOYE H KaJle OTpeeisieTcss MeHee 5% HEeH3MEHEHHOr0 KBETHAIMHA.
Uccnenosanus in vitro nokasanu, uto CYP3A4 sBnsercss OCHOBHEIM (DEpPMEHTOM, OTBETCTBEHHEIM 34
MeTab0o/IM3M KBETHAIMHA, OIIOCPEAOBaHHbIH HuToxpomMom P450. Hopksetnanus B OCHOBHOM 0Gpasyercs
u ynamsiercs yepez CYP3A4.

[IpubmusurensHo 73% pagHOaKTUBHOCTH BEIBOAUTCA ¢ MOUOH U 21% ¢ KaytoM.

YCTaHOBIICHO, YTO KBETHAIIWH ¥ HEKOTOPBIE €r0 METaGOHUTEL, B TOM YHC/IE i HOPKBETHAIHH, ABISIOTCS Y
yenoBeKa cnabbMu HHruOuTOpaMu H30(pepMeHTOB muTOXpoMa P450 1A2, 2C9, 2C19, 2D6 u 3A4, Ho
TONIBKO B KOHLEHTPALMSX, HE MeHee 4eM B 5 - 50 pa3 mpeBoCXOIsIIMX KOHLEHTPALHH, HaOTI0gaeMble
mocsie mpueMa OOBIYHBIX 3 deKTHBHBIX 103 y uenoseka (300- 800 mr B cyrku). Ha ocHoBamumu >TuX
WICCIIEIOBAHMH in Vitro TPENCTABIAETCS MaJIOBEPOSATHBIM, YTO COYETAHHOE NMPHMEHEHHE KBETHAIIMHA C
JIpyTHMH  JIEKADCTBEHHBIMU ~CPEICTBAMH MPHBEAET K KIMHHYECKH 3HAYUMOMY JIEKAPCTBEHHOMY
NO/aBIEHHIO MeTab0NIM3Ma IpyTOoro mpenapara, 0IocpeJOBaHHOTO LUTOXpoMoM P450. M3 uccnegoBanuii
Ha JKMBOTHBIX BBIACHHJIOCH, YTO KBETHAIMH CIIOCOOEH MHIYLMpPOBaTh (hepMEHTBI LuToXpoma P450.
OnHako B KIMHMYECKOM MCCIEIOBAHMU M0 CHENH(UYECKOMY B3aUMOJAECHCTBHIO, MPOBEIEHHOM HA
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NAlMEHTaX C MCHXOTHYCCKUMH COCTOSHHMAMH, IONYYaBIIAX KBETHANIMH, HE OBLIO YCTAHOBJIEHO

MOBBILIEHUSI aKTHBHOCTH LIUTOXpoMa P450.

BrIBeieHHE:
[lepuon mOJIyBBIBENCHHS KBETHANHHA W HOPKBETHANIHHA COCTABJISIOT npuMepHo 7 U 12 wyacos

COOTBETCTBEHHO.
B Moue y yenoBeka cpe/iHsis MOJIipHas 103a (ppakiuy cBOGOIHOTO KBETHAMIMHA M aKTHBHOTO METa00 HTa

I1a3Mbl HOPKBETHAMHHA cocTaBisgeT < 5%.

Ocobbie epynnvl nayuenmos

[Ton
KuHeTHKa KBeTHAIMHA HE OTIHYAETCS Y MY)KYHH H JKEHIIHH.

[To)xuibIe
CpeaHuii KITUPEHC KBETHANMHA Y MOXKHJIBIX JIUL IPUMEPHO Ha 30-50 %HuKe, 4eM y B3POCIBIX B BO3pacTe

18-65 ner.

[lanMEeHTHI ¢ MOYeYHOH HEIOCTATOYHOCTHIO
[Ipu TsDKENOH MOYETHOH HENOCTATOYHOCTH (KIMPEHC KpeaTHHHHA MeHee 30 mu/mun/1,73 M%) cpennwuii
KIIMPEHC KBETHANHHA U3 IUIa3Mbl KPOBH CHIDKEH NPHUMEPHO Ha 25%, HO MHIMBHIYaJIbHBIE 3HAYCHHUS

KIITHpEHCAa HaXOOATCA B IIpE€ACIaX XapaKTEPHBIX OIS 3AOPOBBIX JIHLI.

[TauMeHTE! ¢ MEYEHOYHOH HE0CTaTOYHOCTHIO
Y MauMeHTOB C MEeYEeHOYHOH HEeNOCTaTOYHOCTHIO (&IKOTOJBHBIM IUPPO30M) KJIHPEHC KBETHANMHA

yMeHbIIaeTcsi npuMepHO Ha 25%. Tak Kak KBETHANHH MOJBEPraeTCs WHTEHCHBHOMY MeTabonmu3My B
neveHH, y GOJIbHBIX ¢ HapylICHUAMH (QYHKUMU NEYECHH OXMIACTCS MOBBILIEHHE YPOBHS KBETHAMMHA B
nazme. Y TaKuX [MalUeHTOB MOJKET BOSHUKHYTh HEOOXOAUMOCTb KOPPEKIHH 03B! (CM. paszien 4.2).

JleTH ¥ MOIPOCTKHU
dapMaKOKMHETHYECKHE NaHHBIC [IOTyYEHBI B pe3ybTate HabmoaeHus 3a 9 feTeMu B Bospacte ot 10 10

12 et u 12 moApocTKamMu, KOTOpbIE MOJyYaay KBeTHanuH B fo3e 400 Mr 2 pasa B cyTku. B paBHOBecHOM
COCTOSHMU HOPMalM30BaHHBIC [0 03¢ YPOBHH B ILIA3M€ MCXOJHOTO COENMHEHHUs KBETHAMMH Y HETEH U
noapocTkoB (10 - 17 seT) B uenom OBUIH OXOXH Ha TAKOBBIE, ONPEeNseMble ¥ B3pOCBIX. Cmay Y JAeTeil
HAXO/MJIaCh B BEPXHEH YacTH WHTEpBala KOHUEHTPALUH, HaOMONaeMbIX y B3pocisiX. [1o cpaBHEHHIO co
B3pocabMH AUC u Cmax A711 aKTHBHOTO MeTab0/INTa HOPKBETHAITHHA OBUTH BBILIE, IIPUMEPHO 62% u 49%
y nereit (10-12 net), coorBeTcTBeHHO, H 28% 1 14% y moapoctkoB (13—17 j1€T), COOTBETCTBEHHO.

5.3. JIoKJIHHHYEeCKHE HCC/IeJ0OBAHUSA 6e30MacHOCTH

B cepuH TreHOTOKCHYECKHX HCCIECIOBAHHH in Vitro W in vivo N0Ka3aTeNbCTB T'€HOTOKCHYHOCTH He
o6HapyxeHo. Y 1abopaTOpHBIX >XUBOTHBIX IIPH YPOBHSIX BO3AEHCTBHS, HOCTHIKMMBIX B KIMHHYECKHX
ycnoBusX, ObuM OOHapyXKeHBI CIIEAYIOLIHE OTK/IOHEHHS, KOTOphle elle He ObUIM MOATBEpYKICHbI

JJIUTEJIBHBIMH KITHHUHYECCKHMH HUCITBITAHHAMHU

Y KpbiC HabMOAAIOCH OT/IOXKEHAE MUTMEHTA B IIUTOBUIAHOM Xenese, Y SBaHCKHX Makak oOHapykeHa
runepTpodus GOIUTUKYIAPHBIX KIETOK IIHTOBUIHON JKENE3bl, CHUKEHHE B IIJIa3Me ypoBHA T3, CHIDKEHHE
KOHIICHTPAIMU FEMOrJIOOMHA U KOJIMYECTBA SPUTPOLUTOB U JIEHKOUMTOB. Y coGaK 3apervcTpUpOBaHbI
clly4ad MOMYTHEHHs XpYCTaJlMKa M KaTapakTel (cM. pa3zen 5.1).

B uccnenopannu sM6pHodeTanbHON TOKCHYHOCTH Yy KPOJTHKOB OBLIO BBIBIIEHO YBETHUYEHHE KOIHYECTBA
M3MEHEHHBIX CyCTaBa 3alsCThs / MpPEATUIeYbsi. OTH M3MEHEHHS BOSHHUKAIM B CTydae HATHUMS SBHBIX
MaTEepPUHCKHX 3(Q(PEKTOB, TAKMX KaK CHHKEHHE MAcChl Tena. OTH 3()GhEKThl BOHUKANM NP BBEIECHHH
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ME&pH 103 MONOOHBIX MM HEMHOTO IPEBBINAIOIIMX TAKOBBIE Y JIOAEH TMpPH MaKCHMATLHOM

TeAIEBTHYECKOH 103e. AKTYaJIbHOCTh 3TOTO OTKPBITUS ISl YEJIOBEKA HEU3BECTHA.

B ACCIIENOBAaHHHU (bCpTHJIbHOCTH Ha KpbICax OBUIO 3aMEYEHO HE3HAYUTEIHHOE CHH)XCHHE

OMIOTBOPSIOIIEH CIIOCOOHOCTH M IICeBA0OEPEMEHHOCTH, ATUTEIBHbIE IEPHOIBI JUICTPYCa, YBETHUCHHE
TIPIOMTATBPHOTO HMHTEpBAJa W CHIDKEHHE 4YacTOTel OepemeHHocTel. IOTH 3deKThl CBs3aHBl C
TIONIIEHHBIM YPOBHEM IIPOJIAKTHHA U HE HMMEIOT HEMOCPEACTBEHHOTO OTHOIIEHHS K JIOASIM H3-3a

Padrynit BUJOB FOPMOHAIIBHOTO KOHTPOJIS PA3MHOXKEHHS.

6. APMALIEBTUYECKHE CBOMCTBA

6.1lepeyens BcrioMoraTeIbHBIX BeECTB
J1axkn3a MOHOTHPAT, KaIbLUsA ruapodochaT AUTHAPAT, LEILUTION03a MHKPOKPUCTAIIIMYECKAst, IOBHUIOH,

HaTpis KpaXxMay TTHKONAT (THI A), MarHus creapatr; O6onouka: TUIIPOMEIUIo3a, THTaHa auokcun (E
1 7 1)makporon 4000, TaGneTky 25 M IOTIOTHUTENBHO COAEPKAT OKCHI xene3a xenTtsii (E172), okcua

xenea kpacHbii (E172).

6.2 HicoBmecTumoctn
He npiMeHuMO

6.3 Cpox rogHocTH
5 1€

6.4 Oco6ble Mepbl MPEIOCTOPOKHOCTH MPH XPAHEHHH

He TpedyeT 0coOBIX yCIOBHM XpaHEHHUS.
XpaHHTh B HEAOCTYITHOM UL AETEH MecTe.

6.5. XapakTep u cogep’KaHHe MEPBHYHOH YNIAKOBKH
10 TabneTok, MOKPHITHIX MIIEHOYHOM 060104K0MH, B Ouctepe u3 [IBX /Al donsru. 3 6iucrepa ¢ muctkom-

BKJIAJIBIIIEM B KAPTOHHOH KOpPOOKe.

6.6 OcoOble Mepbl NMPEIOCTOPOKHOCTH NPH YHHYTOKEHHH HCIOJb30BAHHOIO JIEKAPCTBEHHOT)
npenapaTa HiH 0TXO0J0B, MOTy4eHHbIX 0c/Ie IPUMEHEHH JIEKapPCTBEHHOT0 MPeNnapaTa HiH padoThl

¢ HUM.
HeT 0COGBIX TpeOOBaHUH K y THIH3AIIHH.
Bechb OCTaBLIMICS JIEKAPCTBEHHBIH MpenapaT ¥ OTXOABI C/IEAYET YHHYTOXHUT B YCTAHOBJIEHHOM ITOPSIKE.

6.7 YeaoBus oTmycKa

[To pelenTy Bpaya.

7. IEPXKATEJIb PETUCTPAIIMOHHOT'O YIOCTOBEPEHUSI

KPKA 2. 1., Hoso mecto, IlImapbermka necra 6, 8501 Hoso mecto, CrioBenus.
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