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1. HAMMEHOBAHUE JJEKAPCTBEHHOT O ITPEIIAPATA

KBIOITIMHEKC, 25 mr, TabiaeTKH, MOKPBITHIE IUIEHOYHOH 000I09KOH.

KBIOITMHEKC, 100 Mr, TabJIeTKH, MOKPHITHIE IUICHOYHOM 000I09KOH.
KBIOITMHEKC, 200 mr, TablieTKy, MOKPHITHIE INIEHOYHOMH 000I09KOH.
KBIOITMHEKC, 300 mr, TabiieTkH, NOKPLITHIE IIEHOYHOH 000I0YKOH.

2. KAYECTBEHHBIA 1 KOJIMYECTBEHHBIN COCTAB

JleficTBy1o1[ee BENIECTBO: KBETHAIIHH.

Krionuneke, 25 Mr, TabJIeTKH, ITOKPBITLIE IIEHOYHON 000109K0H

Kaxpnas Tabnerka, mOKphITas IJICHOYHOH 000NMOYKOHM, cOAepKUT 25 MI KBeTHalMHa (B BHJE
KBeTHANHMHA Qymaparta).

BenomoraTensHble BEIIECTBa, HATWYHE KOTOPBIX HAN0 YYHUTHIBATH B COCTaBE JIEKAPCTBEHHOIO
1penapara: JaKTo3bl MOHOTHJIpaT — 7,5 Mr.

Keronunekce, 100 mr, TabneTkH, MOKPLITHIE IIEHOYHOH 000109K0#H

Kaxas tabierka, nmokpbitas IUIEHOYHOM 00o0iouxoi, copepxur 100 mr kBetwamuHa (B BHJE
KBeTHanuHa gymapara).

BenomoratennHbIe BEIECTBa, HAIMYME KOTOPBIX HAJ0 YYMTHIBATH B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: JaKTo3bl MOHOTHIpaT ~30 Mr.

Krronunnekc, 200 mr, TablieTKH, IIOKPBITHIE IIIEHOYHON 000J04YK0OH

Kaxnas Tabnerka, mOKpbITas ImeHo4dHo#t obomoukoi, comepxkut 200 Mr xBeTvanuHa (B BHIE
KBeTHanuHa Gpymapara).

BeromoraTenbHble BellecTBa, HajJW4YMe KOTOPBIX HAJO0 YUYMTHIBATH B COCTaBE JIEKAPCTBEHHOIO
pelapara: JaKTo3bl MOHOTHpaT — 60 Mr.

Keronunekc, 300 mr, TabieTKy, IIOKPHITHIE IIEHOYHOR 000JI0UKO#f

Kaxpjas Tabierka, nokpeitas IuieHouHo# obonoukoif, comepxkur 300 Mr xBernanuHa (B BHIE
KBeTHanuHa (pymapara).

Benomoratensiple BelecTBa, HATHYHE KOTOPBIX HAJO YYMTHIBATE B COCTaBe JICKAPCTBEHHOIO
Iperapara: JJakTo3bl MoHoruapar — 90 mr.

ToumbIi HEpedYeHE BCIIOMOTATEILHBIX BEIICCTR IIPHBEJICH B passele 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabeTku, HOKPHITHIE TUIEHOYHOH 060I0UKOH.

Keionunexc, 25 Mr, TabieTku, MOKphIThIE IIEHOYHOH 06010YK0H

Tabnerku po3oBoro 1Bera, Kpyrible, JIBOSKOBBITYKIBIC, ITOKPHIThIE ILICHOYHOH OOOIOUYKOH, C
I'PaBUPOBKOH «44» ¢ 0JTHOM CTOPOHBI U «I» ¢ JIPyroi CTOPOHEL.

Kroromuneke, 100 Mr, TablieTKH, NOKPLITEIC IJICHOYHOM 000I09K0M

Tabnerkm xenmroro 1Bera, KpYyriible, JBOSKOBBIIYKIBIE, IIOKPBITBIE IUICHOYHOH 000NOYKOH, ¢
TPaBUPOBKOM «35» ¢ OHOH CTOPOHBI U «I» C APYTOH CTOPOHEI.

Keronunaekc, 200 Mr, TabieTKy, DOKPBITLIE IIIEHOYHOM 0001049K0H

Tabnetku or Genoro mo mouru Geioro mBera, Kpyrible, IBOSKOBBITYKIbIE, NOKPBITHIE INICHOUHON
0001104KOii, ¢ TPaBUPOBKOH «56%» C GIHOU CTOPOHBI M «I» C JAPYroit CTOPOHBL

Ketommnexc, 300 Mr, TabIeTKu, TOKPLITHIC MNICHOYHON 000I0UKOH

Tabnerku ot Hes10r0 J10 110YTH HEJIOro 1BETA, KAICYIOBH/IHEIE, ABOSKOBLITYKIIBIC, IIOKPEITHIC IJICHOYHOH
000/104KOii, ¢ rpaBUPOBKOH «45%» ¢ 0JHON CTOPOHBI U «I» € APYTrof CTOPOHBI




4. KINHNYECKHE JAHHBIE
4.1. Iloxazanusi K IPUMEHEHHIO

Jleuenue mmzogppenun. 26006bB- 2 023
Jleuenue OUIOJISIPHBIX pacCTPOHCTR:
— JIeYCHHMC YMEPEHHBIX MIIM TSOKEIbIX MAaHHAKaJIbHBIX OIH30[0B IIPH  OHIOIAPHOM
paccTponCTBE;
— JnedeHne OOJIBIINX JIETPECCUBHBIX 3MU30/I0B IPU OUIIOISPHOM pacCTPOHCTBE;
— npoduIaKTHKa pa3BHUTHsS IMOBTOPHBIX 3MH30J0B 3a00J€BaHUS Yy NAIMEHTOB, Y KOTOPBIX
KBeTHAMH ObUT 3(QQEeKTHBHLIM I[pH JICYCHHUH MAaHMAKAIbHBIX, [JCIPECCHBHBIX HIH
CMEIIaHHBIX 3ITU30/10B.

4.2. Pexxnm 103MpoBaHMs H CII0C00 IIPHMEHCHUS

Pexxum 103upoBanus

JUns KaXJIoro IOKa3aHHS CYIIECTBYIOT pasHble CXeMbl go3upoBanus. [lostomy HeobxoauMmo
obecreunBaTh NalMeHTaM IOCTYIUICHHE YETKOW M NMOHATHOW MM MH(OpPMAIMH O J03aX U PEXUME
IIpHEMa, COOTBETCTBYIOIINX HX COCTOSHHIO.

B3pocasie

Jleuenue mmzodpenun

Jlns nedenns mm3odpeHry KBETHATHH Ha3HAYAETCS J[BA Pa3a B CYTKH.

Cymmapnas cyTo4nasi 103a B nepBble 4 ust tepanuu coctasisier S0 mr (1-i gens), 100 mr (2-i nens),
200 mr (3-# nens) u 300 Mr (4-it 1eHB).

Haunnas ¢ 4-ro JiHs 103y THTPYIOT 10 AOCTHXKEHUs 00BIYHOM 3P PEKTUBHOI 103BI, COCTABIAIONICH
or 300 no 450 mr/cyr.

B 3aBHCHMOCTH OT KJIMHMYECKOH peakiMy U MEpeHOCHMOCTH y KaXJIOTo IMaIMeHTa, 03y MOXKHO
M3MCHHTE B nipesienax oT 150 mr go 750 Mr B cyTKH.

Jleyenue yMEPEHHBIX U TSHKEIIBIX MaHHAKAIbHBIX JIH30/10B IpH OUIOIIPHOM paccTpoicTBe

Jlns nedenus MaHMaKallbHBIX SIH30JI0B, CBS3aHHBIX ¢ OHITOJSPHBIM PacCTPOHCTBOM, KBETHAITHH
clieJlyeT Ha3HayaTh 7ABa paza B cyTkd. CymMMmapHas cyTo4Has 103a B IiepBble 4 JHsS Teparuu
cocraBiasger 100 mr (1-i pens), 200 mr (2-it nens), 300 mr (3-it meun) u 400 mr (4-if JeHs).
Hanbneiimuii moxdop 103s1 10 800 Mr B CyTKH K 6-My JIHIO BO3MOEH C IOBBILIEHHEM He OoJiee ueM
no 200 Mr B CyTKH.

B 3aBHCHMOCTH OT KIMHHYECKOH peaklIuH U NMEPEeHOCHMOCTH Y KaXK[OrO MAalUeHTa, 03y MOXKHO
u3MeHUTE B npejienax oT 200 mr go 800 mr B cytku. OObrunas 3¢dexkTHBHas 1032 HAXOAUTCH B
npejenax ot 400 jio 800 Mr B cyTKH.

JIeuenvie 6OIBIINX JETPECCUBHBIX JIIM30/I0B IPH OHITOISPHOM PaccTpocTBE

Tabnerkn crnejtyer npHHUMATH OJTUH pa3 B JIEHb, IEPe]] CHOM.

Cyroynas no3a B nepswle 4 nus Tepamuu coctaBaseT 50 mr (1-it jgensn), 100 mr (2-i jaens),
200 mr (3-it nens) u 300 Mr (4-i 1eun).

Hauunas ¢ 4-ro qus pexomenyemas s¢dexTuBHas cyTodyHas /103a KBeTHanuna cocrasiset 300 mr.
B KIMHHMYECKHX HCIBITAHMSAX He HaOJII0Jaoch HUKAKHX JIONOJHHUTEIBHBIX IIPEHMYIIECTB Y
nanuenTos, moaydyasmux 600 mr no cpaBHeHHIO ¢ TeMH, kTo nomydan 300 mr (cm. pasgen 5.1). V
OT/ICJIbHBIX NAlMEHTOB (MHIUBHAYaATLHO) MOXET OBITh Oostee saddextuBHoi no3a 600 mr. J[o3sl,
npespimatone 300 Mr, TOJDKHBI HA3HAYATHCS BpayaMH, HMEIOIIMMH OMNBIT JICYCHHS OHIONAPHBIX
paccrpoiicts. Kak mokaszanmu KIMHHYECKHE HCCIIEIOBAHMSA, Y OTJENBHBIX IAlMEHTOB B CIydae
BO3HHKHOBEHHS ITPODJIEM C MIEPEHOCHMOCTBIO CIIEAYET PACCMOTPETH BO3MOXKHOCTH CHUXKEHHS JIO3EI
J1o MuaAMYMa (200 mr).

[IpodunakTka pa3BUTHs ITOBTOPHEIX 31IM30/10B OHUIIOJISPHBIX PACCTPOUCTB

Jlns mpeoTBpaneHus pelMMBa MaHHAKaIbHBIX, CMEIIAHHBIX MM ACNPECCHBHBIX DIIHM30/I0B IIPH
OUIONSPHOM pacCTpOHCTBE MAllMEHTaM, Y KOTOpBIX ObUT 3tGeKT OT KBETHAHHA NPH OCTPOM
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Jleuenuy GUIONSPHOTO PacCTPORCTBA, CIIEAYeT MPOoIIKATh TPanuIo B ToH ke nose. ITocne sroro,
B 3aBHCHMOCTH OT PE3YJILTATORB JICYCHHUs ¥ IIEPEHOCHMOCTH Y KaXJI0I'0 NalUeHTa, MOXKHO Ha3Ha9aTh
cyTounble 10351 oT 300 Mr 10 800 M B CYTKH, pa3bHB UX Ha 1Ba MPHEMa. BaXKHO OTMETHTH, 4TO0 /UL
110/UIEPKHBAIONIEH TEPAIHK ClIeTyeT HCIOIb30BaTh HANMEHBITYIO 3 (EKTHBHYIO 103y .
Oco0blie rpynus! NanUeHToB
[larmeHThI TOXKWIOTO Bo3pacta (crapmie 65 ner)
Kak m B ciydae ¢ JpyrdMH aHTHICHXOTHKaMH, KbBIONMHEKC y TOXKHIBIX IIHOJEH CIeayeT
HCIIOJIB30BATh C OCTOPOXHOCTBbIO, 0coOeHHO B Havajge jedeHHs. CKOpoOCTh THTPOBaHUS U
eXKe/[HEBHAS TepaleBTHYECKas /1032 Y 3TOM KaTeropHu MalMeHTOB NOJDKHBI ObITh MEHBINE, YeM Y
Gosiee MOJIOJBIX IIAIMEHTOB, B 3aBHCHMOCTH OT KJIMHHYECKOTO OTBETa M HWH/IMBHJIyallbHOH
IIEPEHOCUMOCTH JIEKapcTBEHHOro Ipenapara. CpeqHuil NaasMEHHBIM KJIHMPEHC KBETHAIIMHA Y
HOMHJIBIX areHToB Hke Ha 30-50% o cpaBHeHUIO ¢ H0JIee MOJIOIBIMH ITAIIHEHTAMH.
D¢ dextuBHOCTE M OE30MACHOCTh, KBETHAIMHA Yy MAMEHTOB cTapmie 65 JeT ¢ JeNpecCHBHBEIMH
IIM30/JaMH B paMKax OMIIONIPHOro paccTpoicTBa HE OLIEHHUBAIUCH.
[lanuenTsl ¢ HapyieHHeM QYHKIMH II0YEK
Koppeknus 103MpoBKH KBETHANIMHA Y NIAIIMEHTOB C IIOUEYHOH HEJJOCTaTOYHOCTRIO He TpebyeTcs.
ITarenTsl ¢ HapynieHueM QYHKIIHH ITeYCHH
KBetnanun B 3HayMTeNnbHOM crenmeHH MeraGomm3upyercs B medeHd. Ilostomy mpu
JIMarHOCTHPOBAHHOM — HapymieHWH (yHknuu 1nedeHH KblOMMHEKC chexyeT [IpUMEHSTh ¢
OCTOPOXKHOCTBIO, 0COOEHHO B Hauane Kypca yedeHus. [lanmuenTtam ¢ auarHo3oM HapyleHHs
(GYHKIIMM ITICUYCHH PEKOMEHJyeTcsi HayMHATh JieyeHHe ¢ J03bl 25 Mr B cyTku. Jloszy ciemyer
TIOBBINIATE €XeaHeBHO 1o 25-50 mr go poctxkeHHs 3()QeKTHBHOH 03bI, B 3aBUCHMOCTH OT
KJIMHAYCCKOH peakIuM NallMeHTa 1 UHIMBHIyaIbHOH 1IEPEeHOCUMOCTH.
Hetn
Kpernanun He ciieryeT Ha3HAYATE JETAM M IIOpOCTKaM Miiaamie 18 ner, u3-3a OTCyTCTBUS JAHHBIX,
MOATBEPXK/IAIONMX BO3MOXKHOCTh IIPUMEHEHUS KBETHAIIMHA B 3TOH BO3pacTHOH rpymme. Jlanusie
KJIMHHYECKHUX UCCIICI0BAHMH ¢ KOHTpOJIeM Iuianedo NpuBojATes B pa3jenax 4.4, 4.8,5.1. 1 5.2.
Crnocod npumenenus
IIpenapar juist npuemMa BHYTpb.
JlexapcTBenuslit nmpenapar Kelonimneke MOKHO IPHHAMATH BHE 3aBUCHMOCTH OT IIpHEMa ITHIITH.

4.3. IIpoTuBONOKA3aHAA

I'unepuyBCTBUTENIBHOCTS K KBETHAIIMHY MM K JHOOOMY M3 BCIOMOIaTelBHBIX BEIIECTB,
IIEpeUUCIICHHBIX B pa3jene 6.1.

OyinoBpemenHbli mpueM HMHrHOMTOpOB IHUTOXpoMa P450 3A4, Hanpumep, unruburopos BHU-
NpOTeas’kbl, a30JI0BBIX IPOTHBOTPHOKOBBIX  JIEKAPCTBEHHBLIX IpEMapaToB, JPHTPOMHUIIMHA,
KJIapuTPOMHUIIMHA U HedazoioHa (cM. pasjien 4.5).

4.4. Ocobple yka3zaHHsl M1 MePBI IIPEI0CTOPOKHOCTH NIPH NPUMEHEHHN

Taxk xax Kpronunekc MMeeT HeCKOJILKO [I0Ka3aHui K IPUMEHEHHUIO, CIIE/[YET YIUTHIBATE €ro NpoQuib
0€30I1aCHOCTH IO OTHOIIECHHMIO K JHAarHO3y KaXJ[Oro MAlHCHTA W JO3HPOBKH JIEKAPCTBEHHOTO
mpenapara.
eTH

Ksernanun He ciiejiyeT Ha3Ha4YaTh AETAM H IMOJPOCTKAM Miaqume 18 JieT u3-3a OTCYTCTBHS JIAHHBIX,
HOJTBEPKIAIOIMX BO3MOXKHOCTH IIPUMEHCHHMS KBETHAalMHA B 9TOH Bo3pacTHOM rpymme. B
KIIMHMYECKHUX HCCIIEIOBAaHUSX C KBETHAIIMHOM OBUTO YCTAHOBJICHO, YTO KPOME H3BECTHOTO IIPOQHIIs
0e30IacHOCTH, YCTAaHOBJICHHOIO y B3pocibiX (cM pasjen 4.8), Hexoropble mobounbie 3(GheKTs
BCTpevaauch ¢ Goyiee BBICOKOM HacTOTOM y JieTel M IOJPOCTKOB, II0 CPABHEHUIO CO B3POCIIBIMH
HarnyeHTaMy (IIOBBIIIEHHBIH allIIETUT, TIOBHIIICHHE YPOBHSA MTPOJIaKTHHA B CHIBOPOTKE KPOBH, PBOTA,
PUHHT, OOMOpPOKM M OKCTpamUpaMHIHBIE CHMITOMBI), a OAWH MOOOYHLIA d3¢¢eKT paHee He
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HAGMOANICS B KITMHAYECKUX HCCIIeI0BAHMSAX Y B3POCIBIX (IOBBIIIEHHE apTEPHANBHOTO JIABJICHHS).
V zeTeif ¥ OJIPOCTKOB TAKKE OTMEYAIHCH H3MEHCHHUS Pe3y/IbTAaTOB aHaM3a QYHKIIUH MU TOBUTHOM
JKEJIE3bL.
Kpome Toro, uccieioBanne BIHSHAS TOITOCPOYHOTO MPUMEHEHHS KBETHAIIMHA HA POCT ¥ Pa3BUTHE
HE NpeBbINaIo 26 Hemenb. Takke HEM3BECTHO BIUAHHE JI0JITOCPOUYHOI0 HCII0/Ih30BaHHs KBCTHAIIHHA
Ha KOTHUTHBHYIO (DYHKIIHIO U TIOBEJICHUE.
B wuccnenoBanusx ¢ KoHTposieM Inianebo ¢ ydacTueM JieTed M IOJPOCTKOB, CTPaJIaloNInX
mu3odpenrei WM MaHueH pu OUITOIIPHOM pacCTPOMCTBE, OBUIO MOKA3aHO, YTO KBETHAIIMH, IO
CPaBHEHHUIO ¢ 11J1a11e00, MOBBIIIAN YACTOTY IKCTPAIMpaMHIHBIX CHMIITOMOB (CM. paszen 4.8).
CyuIMI, CYHIH/IQIEHEIC MBICITH WIH YXYANICHHE KIMHAYECKOT0 COCTOSHUS
Jlenpeccus npu OMIOJISPHOM PacCTPOHCTBE COMPOBOXKAETCSA IMOBBIIIEHHBIM PUCKOM CYHIH/IaJIbHBIX
MBICIIEH, CaMOMOBPEXACHUH W pHCKAa CYHIUJA. JTOT PHCK COXpaHseTcs JI0 HacTYIICHUsS
BBIpAXKECHHOH peMuccHH. Tak Kak yJydineHHe MOXKET He HACTYNHMTh B IIEpBBIC HEACIH JICUCHHS
KBETHAIIMHOM, a BO3MOXHO M 0ojice JIMTEILHOTO MEepHoja, MAlMEHTOB CIEIyeT TIIATEIbHO
Ha0II0/1aTh 0 HACTYIUICHHS yiy4mieHus. KIHHMYECKHH ONBIT II0Ka3hlBaeT, YTO PUCK CYHIHJa
MOKCT BO3pacTarh Ha PAHHUX CTaJMAX BOCCTAHOBJICHUS.
Kpome Toro, Bpaud JIOJDKHBI yYMTBIBATH BO3MOJXKHBIH PHCK CYMIIMJA TIOCIIEC BHE3AIHOH OTMEHBI
KBETHAIIMHA, YTO OOYCJIOBJIEHO H3BECTHBHIMH (DAKTOpaMH pHCKa 3abo0leBaHMs, KOTOPOE JICYUIIH
KBETHAITHHOM.
Jpyrue ncuxuaTpHyecKHe paccTpOMCTBA, MPH KOTOPHIX Ha3HAYaeTCs KBETHAIIMH, MOTYT TaKkKe
MOBBIIIATH PHCK cyunuaa. boiee TOro, 3TM paccTpoicTBAa MOTYT COYeTaThecsi ¢ OONBIINM
NCUPECCHBHBIM  3MH3070M. Takum oOpa3oM, NpH JIEYEHHH NANMEHTOB C JPYTHMH
IICHXHATPHUCCKAMH PACCTPOHCTBAMH CJIEJYET COOJIIO/IaTh TAKHE JK€ MEPHI IIPEJI0CTOPOKHOCTH, KaK
U [IPH JICYCHHH TTAIIUEHTOB C OOJIBIIUM JICIIPECCHBHEIM AITH30/10M.
ITanuenTsl ¢ CyMIHIQJIBHBIMH MBICISMHM HJIM TOBEJEHHEM B aHaMHeE3e, a TaKkKe JHIa C
BBIPAYKEHHBIMH CYHIIM/IAJIbHBIMH MBICIISIMH, J10 Hayajla JICYEHHUS OTHOCATCS K I'PYIIIIE IIOBBIIIEHHOIO
PHCKa € TOYKHM 3PCHUS CYMIMJIQJILHBIX MBICJIEH M INOINBITOK camMoyOuiCTBa M, TakuM o00pa3zoM,
JIOJDKHBI TIIATEIBHO KOHTPOJIMPOBATECS 110 XO/1y JieueHust. MeTa-aHamu3 11aneb0-KOHTPOIHPYEMbIX
KJIMHHYECKHX HCCIEJOBAHMHM  aHTHJICIPECCAHTOB € YYAaCTHEM B3POCIBIX  IAIIMEHTOBR €
IICHXHATPHYECKMMHU PacCTPOHCTBAMHU BBISBHJI TTOBBIMICHHBIH PHCK CYHIHIAIBHOTO TOBEACHHS IPH
CPaBHEHMH TIPyNIl IAIMCHTOB, MONYYaBIIMX AHTH/CIIPECCAHTHI, 110 CPABHEHHIO ¢ IUanedo y
IIAIMEHTOB B BO3pacTe mMuiajme 25 Jer.
Ha pannux sranax jieueHus, a Takxe 0clIe H3MEHEHUs 10351 JIGKapCTBEHHOI'O IIpeliapaTa alieH T,
B OCOOEHHOCTH JIMI[a, OTHOCSIIMECS K TPYIIE PHCKA, JOJDKHBI HAXOJUTLCS O] TIIATCIHHBIM
KOHTPOJIEM.
ITanenToB (a TaKke JIMIL, OCYIIECTBISIONIAX YXOJ 3a NMAUMEHTaMH) CJIeIyeT IpeaylnpexaaTh o
HEOOXOMMMOCTH HaOMIOfeHNH 3a JHOOBIMH KIMHHYECKAMH YXYIAUICHUSMH, CYHIIHIAIbHBIM
IIOBEJICHHEM M MBICJISIMH WM JIIOOBIMH HEOOBIYHBIMM HM3MEHEHHSMH B IIOBEJCHHH, a TAKXKeE O
HEOOX0MMOCTH OOPATUTHCS 32 MEJUIIHHCKON ITOMOIIBIO TIPH MOABJICHHH JaHHBIX CHMIITOMOB.
B 60J1ee kpaTKOBpeMEHHBIX, IIAIE60-KOHTPOIUPYEMBIX KIMHMYECKHUX HCCIIE0OBAHMSX IAIMEHTOB C
OOJIBIIMM JICTIPECCHBHBIM 3ITH30/I0M IIPH OHIIOJISAPHOM paccTpoicTBe HAGIIIOAICS TOBLIIICHHEIH
PUCK COOBITHH, CBA3aHHBIX ¢ CaMOYOHICTBOM y MOJIOJIBIX B3POCIBIX MAIMEHTOB Miajme 25 JieT,
NOJIyYaBIIMX KBETHAIIMH, I10 CPAaBHEHHIO C JHIAMH, moiaydaBmuMme 1ianebo (3,0% u 0%
COOTBETCTBEHHO). PETpOCIEKTUBHOE IMOMYIAIHOHHOE HCCIICOBAHHUE KBETHAIIMHA JUIS JICYCHUSA
MalMeHTOB ¢ OOJBUIIMM JICIPECCHBHEIM 3IIH30/JI0M BBISBHIIO IIOBBIIIEHHBIH pPHCK HaHECEHHS
CaMOIIOBPEIKJICHHH U CYMIIH/la Y IIAlMEHTOB B Bo3pacTe oT 25 0 64 JeT, y KOTOphIX B aHaMHE3e
OTCYTCTBOBaJIA CKJIOHHOCTh K HAHECCHHIO CAMOIOBPEXK/ICHUIN IPU NPUMEHEHWH KBCTHAIIMHA HJIK
JIDYTHX aHTHJICIIPECCAHTOB.
Puck pa3BuTHsa MeTabOIHYECKHX HAPYIIECHUN
Ha ocHopanuu HaOMojaBiierocss B KIMHMYECKMX HCCICIOBAHHSX PHUCKA  YXY/IIIEHHS
MeTaboIuecKoro mpoguis, BKIIOYas H3MECHEHHE MACCh Tejla, H3MEHEHHE COJICPIKAHUS JIMIIU/IOB U
TITIOKO3BI KPOBH (THIIEPITIMKEMHUH ), MeTabOoJInYecKUe TapaMeTphl ClIeyeT KOHTPOJIMPOBaTh B HaYale

4




HO PB

2606B5-2023
JleYends, a W3MEHEHHE ATHX IapaMeTpoB CIICAYET PEryJsApHO IPOBEPSTH IO XOJy JICHUCHWS.
VXYIIEHHE THX 1IaPAMETPOB CIIEAYET KOPPEKTHPOBATh, HCXO/I U3 KIIMHHYECKOH He00X0JUMOCTH
(cM. pazznen 4.8).
DKCTpanHpaMHuJIHbIE pacCcTpoicTBa
B 1o1arne00-KoHTPOIMPYEMBIX KIMHHYCCKHX MCCIEI0BAaHUAX JICUEHHS JETIPECCUBHBIX 3MM30/10B IIpH
OMIIONAPHBIX pacCTPOCTBAX YaCTOTa PAa3BUTUS OKCTPANMpPAMHIHBIX CHMITOMOB B TpYMIE,
IoJIyyaBiIei KBeTHAMH ObUIa BBINIE, YeM B rpynre mianebo (cM. pasaens: 4.8 u 5.1).
IIpuMeHenre KBeTHanuHa OBUIO CBA3aHO ¢ pPa3BUTHEM AaKAaTH3MH, IPH KOTOPOH HaOMOIaroTCs
CYOBEKTHBHO HENpPUATHOE OECHOKOMCTBO M NOTPeOHOCTh B IBHKEHHM B COYETAHHH C
HECIOCOOHOCTRIO CIMOKOHHO CHJIETh MM CTOATh. OOBIYHO OHA pa3BHBAETCSH B TCUYCHHE IEPBBIX
HeJIeNb JIeYeHus. Y IalMeHTOB ¢ TAKMMH CHUMIITOMAMH IOBBIIIEHHE A03bI MOXKET IIPUYHHUTE UM
BpE/I.
o3 s JIMCKUHE3Us
B cnyyae BO3HMKHOBEHHS NPHU3HAKOB M CHMIITOMOB IO3/IHEH JUCKMHE3HH CIICYET pacCMOTPETh
BO3MOMHOCTE CHHKEHHS JI03bI HJIM OTMEHEI KBeTHanuHa. CHMIITOMBI ITO3/IHEH JIMCKUHE3UH MOTYT
YCHIIMBAThCS MIIH BIICPBBIE pa3BUTHCS HOCIIE OTMEHBI JIEKAPCTBEHHOTO Ipenapata (cM. passeisl 4.8).
COHIMBOCTE M TOJIOBOKPYKEHHE
brita BhIsBIIEHA CBS3b MEXIY NPUMEHEHUEM KBETHANIMHA ¥ COHJIMBOCTBIO WJIM CBS3aHHBIMH C HEH
CHMIITOMaMH, HallpuMep, cenanueit (cM. paszaen 4.8). B KIHHHYECKHX HCCIIE/I0BAHUAX C yYacTHEM
IALMEHTOB ¢ OHUITONSAPHOM AenpeccHel 3T CHMITOMBI Pa3BUBAIUCH B TEYCHUE NICPBLIX TPEX AHEH
JICYEHHMs, a UX MHTCHCHUBHOCTL ObLIa, B OCHOBHOM, yMepeHHOH-cpennel ctemnenu. [lanuentam ¢
OMIIOJISIPHBIMM HAPYIIEHUSAMH, ¥ KOTOPLIX Pa3BHBACTCS BBIPAXKCHHAS, TSKEJAs COHJIMBOCTh, MOXKET
OBITH HEOOX01MM O0JIee YacThIH KOHTAKT C Bpa4oM Ha MPOTSHKEHHH 110 KpaiHei Mepe 2 HeJlelb I1ociie
HACTYIUICHUS COHJIMBOCTH.
OprocraTuyecKkast TMIIOTCH3UA
KBeTnanuu Moer BbI3BaTh OPTOCTATHYECKYIO TMIIOTEH3HMIO M CBA3AHHOE C HEH TOJOBOKpYXKEHHE
(cm. paznen 4.8), ocobeHHO B HayalbHOM IEpHOJAE MOAOOpa 03I, ATO Yalle IPOUCXOJHT Y
IOXKHUIBIX, YeM Y MOJIOJIBIX MAIMEHTOB. JTO MOXET MOBBICHTh PUCK CIIY4alHBIX TpaBM (IaJcHHUH),
ocobenHo y noxwiblx mojeit. [losTomMy mnammeHTaM clemyeT peKOMEHIOBAThH CODIOAATH
OCTOPOXKHOCTB, NOKa OHH HE OCBOATCA C IIOTECHI[HAIIBHBIME () (deKTaMu 1perapara.
KBerunanuH ciiejiyeT NpUMEHST C OCTOPOXKHOCTBIO Y MAIMEHTOB C AMArHOCTHPOBAHHBIMH CEPJICYHO-
COCYIMCTBIMH 3a00JIeBaHUSIMHU, IepeOpOBACKYIAPHBEIMH 3a00JIEBaHUSIMH T'OJIOBHOTO MO3ra HJIH
JPYTUMH COCTOSIHHSIMH, IpPEpacIoiaralonMMi K THIOTeH3HH. [IpH pa3BUTHH OpPTOCTaTHYECKOR
THIIOTEH3HH CJICAYET PAcCMOTPETh BO3MOXKHOCTH CHMIXKCHMS JI03bl MM 0oJjiee IOCTEIIEHHOTO
THTPOBaHMsA, 0COOCHHO y NAIIMEHTOB C COMYTCTBYIONIHMH CEPACYHO-COCYAUCTHIMU 3a00/IeBaHUAMH.
CHHJIpOM aIHO) BO CHE
Coobmanock 0 CHHAPOME allHO? BO CHE Yy IAIIMEHTOB, IPHHUMABIIMX KBeTHanuH. [lanueHTam,
NPUHAMAIONUM COIYTCTBYIOIIME JICIIPECCAHTHI LIEHTPAILHOW HEPBHOM CHCTEMBI, MMEIOIIMM B
aHaMHE3€ HIIM I10/IBEPHKCHHBIM PUCKY Pa3sBHUTHA allHOd BO CHE, HAIPUMeEp, JIMIAM ¢ U30bITOYHBIM
BCCOM/OKMPEHHUEM HITH MYKIMHAM, KBETHAIIMH CJIE/IyeT IPUMEHSATE C OCTOPOIKHOCTBIO.
ONWICNITHYSCKUE TIPUITAJIKA
B KOHTpONHMpyeMBIX KIMHHYECKHX MCCIIEIOBAHUAX He OOHAPYKEHO pa3zu4uii B 4acToTe
DIUJICNITHYECKUX IIPUIIAJIKOB Y TAIIMEHTOB, MOJYYalOlIMX KBeTHANmWH wiM Iutanebo. Jlanueie o
9acTOTE CYZI0POr Y MAlMEHTOB ¢ CY0POKHBIM CHHIPOMOM B aHaMHe3e O0TcyTCcTBYIOT. Kak u apyrue
AHTHIICHXOTHYECKHE JIEKApPCTBEHHBIC NIPEapaTthl, KBETHANUH TpeOyeT 0CTOPOKHOCTH IIPH JICUEHHH
[AllHCHTOB, MMCIONMMX OIHMICHTHYECKHE MPHUNAJAKH B aHamHe3e, JTHOO IIPU COCTOSIHHSX,
IIOTCHIHAILHO ITOHMKAIOIIMX ITOPOT CY/IOPOKHOM roTOBHOCTH (CM. paznen 4.8).
3n0KkayecTBEHHbIH HeliponenTHaeckuit cumipom (3MC)
PazBuTHE 3JI0KaYECTBEHHOI'O HEHPOJICNITHYECKOTO CHHIPOMA ACCOLHMUPOBAHO C IPHMECHEHHEM
AHTUIICUXOTHYCCKHX JIEKAPCTBEHHBIX MIPENIApaToB, B TOM 4YMCIIe W KBeTHanuHa (cM. pasnen 4.8). K
€ro KJIMHUYECKUM IIPOSIBJIICHUSM OTHOCSTCS IOBBLIIICHHE TEMIIEpPaTyphbl, U3MEHEHUE IICHXHYECKOTO
COCTOSIHUS, PUI'M/IHOCTD MBIIII, HECTAOMIBHOCTh BEreTaTHBHBIX (QYHKIMH (HEIIOCTOSIHHBIE YPOBHH
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YACTOTHI CEPJICUHBIX COKPANIEHUH ¥ ApTEpUATLHOTO [aBJIeHHs, HOTIMBOCTh, apUTMHL), A TaKkKe
HOBBIIEHHE YpOBHS KpeaTuHpochokuHaspl. B Takmx cioydasx KBETHAWH CleyeT OTMCHUTDH H
HA3HAYMTH COOTBETCTBYIOIIYIO JICKAPCTBEHHYIO TEPAIIMIO.
CepoTOHHHOBBIH CHHIPOM
OnnoBpeMeHHBIH pueM KploNmuHEKca M JAPYTHX CEPOTOHMHEPTHYECKHX TIpenaparoB, TAKMX Kak
uHrubuTOpsl MAQ, cenexTHBHBIE HHIHOMTOpHI OobpartHOoro 3axsara ceporonumHa (CHO3C),
MHrHOUTOPHI 0OparHoro 3axBara ceporonuna u HopaapeHamuHa (CYO3CH) nnn TpuiuKMYecKkne
AHTHJICTIPECCAHTRI, MOKET IPHBECTH K CEPOTOHMHOBOMY CUHIPOMY — IIOTEHIIMAILHO ONaCHOMY IS
JKH3HU COCTOSHUIO (cM. paszen 4.5).
Ecim comyrcTBylomee IeueHWE APYTHMH CEpOTOHMHEPIMYECKMMHM IIpenapaTtaMy KIIHHHYSCKH
OIIpaBJAH0, PEKOMEH/IyeTCs TIIaTelIbHOe HAOMIOJeHHe 3a NAIlUeHTOM, OCOOEHHO B Havalle JICYCHHUS
M IpH yBeTHYeHHH 103bl. CHMITOMBI CEPOTOHHHOBOI'O CHHJIPOMa MOIYT BKIIOYaTh H3MEHCHMS
IICHXUYECKOTO CTATyCa, BEreTAaTHBHYIO HeCTabWIBHOCTh, HEPBHO-MBINICUHbIE HApPYIIEHUsS H/HIH
KEILyJJOYHO-KHIIICYHBIE CUMITTOMBI.
[Ipn moj103peHKH Ha CepOTOHMHOBLIN CHHIPOM CJIE/TyeT PacCMOTPETh BONIPOC O CHIUKCHHH JI03bI HIIH
IIpEKpaIleHHs TEPAIIH B 3aBHCUMOCTH OT TSHKECTH CHMITTOMOB.
Tsxeiast HEHTPONIEHHS! ¥ arPaHYJIOIHTO3
B xIMHHYECKMX WCCIEOBAHUNX KBETHAMHA COOOUIANIOCh O CIIydasX pasBHUTHSA TSDKEJIOH
HeHTpONeHuH (KOIHIECTBO HEHTPoMIBHEIX Tpanyorutos <0,5x10%/m). B GosbIIMHCTBE CIlydacs
TsDKEJIas HEeHTpOIleHMs pa3BUBajlaCh B TEUYEHHE HECKOJIIBKMX MECHLEB IOCJIC Hayajua JICUCHHUS
KBETHAIIMHOM M HC ObLIa J10303aBHCHMMON. B TeyeHue 1mocTperucTpalldiOHHOTO IIPUMEHEHHS OBLIO
BBISBJICHO HECKOJIBKO CMEpPTENBHBIX CIydacB. BO3MOXHBIMH (akTOpaMH pHCKa SBIISIOTCA:
CYIIECTBYIOIEE IIOHM)KEHHOE KOJIMYECTBO JICHKOLMTOB M  BbI3BaHHAs  JICKAPCTBEHHBIMH
npenapataMd HEHTpOIleHHs B aHaMHe3e. [eM He MeHee, B HEKOTOPBIX Clydasx TsDKejas
HEHTPONENHs pa3BUBAIACH Y IIAllMEHTOB Oe3 paHee CyIIEeCTBOBABIIMX (akTopoB pucka. Ksertnamun
cliejlyeT OTMEHMTD TP KonmuecTBe HeiTpodunor <1x10%/m. INanmenTos cnemyeT HabIoaaTh MO
TIOBOJTY PA3BUTHS IIPH3HAKOB U CHMIITOMOB HHGEKIIHIt 1 KOHTPOJIXPOBATh KOJIHYECTBO HEHTPO(DHIOB
kpoBH (110 goctikenns 1,5x10%/1) (em. paszen 5.1).
Bo3MoXHOCTE pa3BUTHS HEHTpPONEHHH CleAyeT YYMTHIBATH Y MaIMEHTOB C HH(EKIHeH HIH
JIMXOPaJKod, B OCOOEHHOCTH HpPH OTCYTCTBUH IIPeApacHoararomux (akTopoB, 4To Tpedyer
COOTBETCTBYIOMIETO JICUCHHUS.
IlanueHTOB HEOOXOAMMO IPOMHCTPYKTHPOBATH O TOM, YTO IPH IOSBICHHH CHMIITOMOB
arpa”HyJIoIMTO3a WX HH(EKIHH (HalpuMep, JTUX0paaka, cnabocTh, JeTaprus wiu 001b B ropie)
HEeoOXOMUMO He3aMeJUIMTENEHO o0OpaTHThes K Bpady. VY TakdX MalHeHTOB HE0OX0IMMO
HE3aMeUIMTEIBHO IIPOBECTH OIpe/Ie/iCHHE KOMUYecTBA JICHKOIIUTOB M a0COJIIOTHOIO 4YHCIIa
HEHTPO(HIIOB, 0COOCHHO IIPY OTCYTCTBHU IIPEpacIIoNaralomux GakTopos.
AHTHXOJIHMHEPrUYECKUe (MyCKapHHOBBIE) 3D PEKTH
Hopksernanun, akTHBHBIR MeTaOOMHT KBETHAIIMHA, MMEET YMEPEHHOE H CHJILHOE CpPOICTBO K
HECKOJILKHM IIOJITHIIAM MYCKapHMHOBBIX PELENTOPOB. JTO CIIOCOOCTBYET BO3HUKHOBEHHUIO
HEKEaTeNIbHBIX JieKapeTBeHHBIX peaknuid (HJIP), orpaxaronimx antuxommueprudeckue 3¢ deKTs,
P  OJHOBPEMCHHOM IIPUMCHEHMHM KBETHAllHHA B PEKOMEHJYEMBIX JI03aX C JIPYTHMH
JICKApCTBEHHBIMHM  CPEJICTBAMH, 00JIafalOMAMK aHTHXOJIMHEPTHYECKUM JIeHCTBHEM, a TAaKXKe B
YCIIOBHSIX IIEPEIO3HPOBKH.
KpeTnanun ciefyer MCIONLE30BaTh ¢ OCTOPOIKHOCTBIO Y MAIMEHTOB, PHHUMAIOIIHX IIPellaparThl,
KOTOPLIE HMEIOT aHTHXOJMHEPTHYecKUil (MycKapHHOBBIH) 3(dexr.
KBeTHanuu cieyeT HCIoJb30BaTh ¢ OCTOPOKHOCTHIO Y NAIMEHTOB C TEKYIIEH AHarHOCTHPOBAaHHOM
WIM MMEIOUICHCS B aHaMHe3e 3alepKKOH MOYM, KJIMHUYECKH 3HAuMMoll rumeprpoduei
IPEeACTaTeNLHOM  JKeNe3bl, HEeNpPOXOJAMOCTLI0 KHIIEYHWKA WM  CBA3aHHBIX COCTOSHHH,
IIOBBIINIEHHOTO BHYTPHIIA3HOTO JaBJICHHS KM Y3KOYTOJIBHOU I1ayKoMsl (cM. paszjensl 4.5, 4.8, 4.9
u5.1).
BzaumojieicTBIS
Cw. takxe paszen 4.5.
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IlpuMeHeHHe KBETHANMHA OJHOBPEMCHHO C CHJIBHBIM HHIYKTOPOM HEHECHOUYHBIX (hepMeHTOB,
TaKMMM Kak KapbamasenuH Wi (CHHTOHH, 3HAYMTEILHO CHHXKACT KOHICHTPAIMIO KBETHAIIMHA B
IJ1a3Me KPOBH, YTO MOXKET IOBIMATH HA 9(QHEKTHBHOCTD JICYEHHS ITUM JIEKAPCTBEHHBIM CPEICTBOM.
Y nanueHToB, IMONYYAlOMIMX WHIYKTOPBl IIEYCHOYHBIX (EPMEHTOB, HA4alo HCIOJIb30BaHHU
KBCTHAIIMHA BO3MOXKHO TOJBKO B TOM Cjlyyae, KOIJld Bpad COYTET, YTO MOJe3HBIE IPPHEKTHI
KBETHAIIHHA [EPEBEIIMBAIOT PHCK OTMEHBI MHJYKTOpA NMEYEHOYHBIX (epMeHToB. BasHo, 4TOOHI
060€e U3MEHEHHE JIO3UPOBKH HHYKTOpa OBUIO TOCTETICHHBIM, H IIPH HEO0OXOJMMOCTH €0 ClICyeT
3aMEHSTh HeWH IYIIHPYIOIIMM JICKapCTBEHHBIM CPECTBOM, HAlIpUMED, BATLIIPOATOM HATPHUS.
Macca tena
VY [anueHToB, IOJIYYaBIIUX KBETHAIIMH, OTMEYATOCh YBEIHMYEHHE Beca, KOTOpPOC CIIEHYET
KOHTPOJIMPOBAaTh M  KOPPEKTHPOBAaTh B COOTBETCTBHH C KIHMHHYECKH OOOCHOBaHHBIMH
PEKOMEH/IAIMSIMH 110 IIPUMEHEHHIO aHTHIICHXOTHYECKHMX IpenapaToB (cM. paszens! 4.8 u 5.1).
[ urepriavkemMus
B pemxux ciydasx BO BpeMs NPHMCHCHHS KBETHANIMHA HAOMIOJANACh THIIEPIIIAKEMES H/HIIH
obocTpeHHe paHee CylIeCTBOBaBHIEro juHadera, MHOTJA CONPOBOMKAABIIETOCS KETOALUI030M,
KOMOH, a B HEKOTOPBIX CIIy4asX CO CMEPTENbHBIM UCX0/I0M (cM. pazjien 4.8). B HEeKOTOpBIX ci1ydasx
HaOTI0AI0Ch YBEJIMUCHHAE MACCHI Tejla, 9TO MOTIJIO CIYXKHTh IIpEapacloiiaraioniM (akTopoM.
Pexomenjyercs najyuiexainee KIHHHYCCKOEe HAOMIONEHHE TAaKMX HAIMEHTOB B COOTBCTCTBHH C
PYKOBOJICTBAMH 110 TNPHUMEHCHHIO AHTHUIICUXOTHYECKMX IpernaparoB. [lanueHToB, OIy4alonmx
moOple AHTHIICHXOTHYECKHE JICKApCTBEHHLIE CPEACTBA, B TOM YHCIIE M KBETHAIIMH, CIIEIyeT
HaOMoJaTh 10 IMOBOAY pa3BHTHsS IIPH3HAKOB M CHMITOMOB THIIEPIIIMKEMHUH (IIOJHIUIICHS,
noymypus, nonmudarus, cradbocTs), a y NAIlMEHTOB € CaxapHbIM AHa0ETOM MM OTHOCAIMXCH K
rpynne pucka juadera, cielyeT pPeryasipHO IPOBEPSATH IO IOBOY YXYIUIEHUS KOHTPOJS YPOBHS
IJIIOKO3BI B KPOBH.
JInnm e
B KIMHUYECKHX HCCIIeI0BAHMSX ¢ KBETHAIIMHOM Ha0J110/1aJI0Ch [TOBBIIIEHHE YPOBHS TPUTTHIICPH/IOB,
obmero xonecrepuna u JIITHII, a Taxoke nonmxenue JITIBIT (cm. pasnen 4.8). Crexyer npuMeHSATh
COOTBETCTBYIOIIHE MEPbI JUIS JICYCHUS H3MCHCHUH JTUITHHOTO PO HIIS.
Yuunenue unrepsaina QT
B KIMHMYECKHX HCCIIEZIOBAaHUSX W IIPH INPUMEHCHHH B COOTBETCTBHHM C MHCTPYKIHEH 110
MEJIMIIMHCKOMY IIPUMEHEHMIO, KBETHAIlMH HE acCOIMHPOBAICH CO CTOHKHM YBEIMYCHHEM
abcomoTHOl mpopomkuTensHoctd uHTepata QT. B moctperucrpanvonnoM mnepHoje ObLIO
OTMEYEHO yJutHHeHue uHTepBaia QT npu npuMeHeHHH KBETHAIIMHA B TEPalleBTHYECKUX J103aX (CM.
pasaen 4.8) u npu mnepemosuporke (cM. pasmenst 4.9). Kak um B ciaydae ¢ JIpyrMMH
AHTUIICUXOTHYCCKUMH IIpelapaTaMM, clieJyeT coliogaTh OCTOPOXHOCTh IpPH Ha3HAUYCHHH
KBETHAIIMHA OJ(HOBPEMEHHO C JIEKAPCTBEHHLIMH CpEICTBAMH, M3BECTHBIMHU KaK YBEJIHYHMBAIONIHE
untepsas QT, wium ¢ comyTCTBYIOMMMHM HEHpPOJIENTHKAMHU, OCOOEHHO Yy IOMKHJIBIX IAIlHEHTOB,
IIAlHEHTOB C BPOXAEHHBIM CHHIAPOMOM YyulMHeHHOTro HHTepBasa QT, 3acroiinoi cep/euHOH
HEJOCTATOYHOCTBIO,  THHepTpoduei  cepalla, THIOKAIWEMHEH  MIM  I'HIIOMarHueMHel
(cMm. pazaen 4.5).
KapauoMuonarus # MHOKApJIUT
B Xojie KIMHMYECKMX HCCJIEIOBAHHH W TOCTPETMCTPAIMOHHOIO TMPUMEHEHHS OBUIM OTMEYEHBI
Clly4ad pasBUTHS KapJIHOMHOIIATHH U MHOKapauTa (cM. pasjen 4.8).
Y NanueHToB ¢ I0JI03PEHHEM Ha Kap/JIMOMHONATHIO WIIH MHOKAp/IUT CIEAYEeT paccMOTPeTh
BO3MOKHOCThH OTMEHBI KBETHAITHHA.
Tspxenple KOXKHBIC HEKEIATEILHbIE PEAKIIHH
IIpp npumeHeHHM KBETHANMHA OYEHBH PEAKO CO00IAToch O Pa3sBUTHH TKENBIX KOMKHBIX
HEXeJaTe/IbHBIX peakiuii, Bkimodas cunapoM CtuseHca-/[MKOHCOHA, TOKCHYECKHI 21U IepMaIbHBIH
HCKPOJIM3, OCTPBIA TeHEPAIM30BAHHBIN 3K3aHTeMaTo3Hblt nycrynes (OI'DII), mymsTrdopMHYIO
sputemy (MD) U JICKapCTBEHHYIO PEakIiio ¢ 203uHO e 1 cucTeMHbIME cumnTomamu (DRESS-
CHHJIPOM), KOTOPBIE MOTYT IIPEJICTABISTH YIPO3Y JUIS dKU3HU HIIU IIPHBOIUTH K JIETAJIbHOMY HCXOJTY.
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TspKenble KOXHBIE HEKENIATENBHBIE PEAKIMHA OOBIYHO IPOSBIAIOTCS B BHJE  KOMOMHAIUHA
CIIE/IYIONIMX CHMIITOMOB: OOIIMpHAs KOKHAS CBHITb WIH SKCHOIHATHBHBIA JICPMATHT, JTUXOpajKa,
JMMQAIEHONAaTH U TOTEHIMAIbHAs 303MHO(UIMS. BONBIIMHCTBO 3THX peaKkiMi BO3HHKANIO B
TeueHUe 4 HeJIelb 0c/Ie Hayaua Tepaluy KBeTHAIMHOM, HekoTopsle Ipu3naku DRESS-cunpoma
BO3HHUKAIM B TEUCHHE 6 HEAEIIb MOC/Ie Havala Tepaniy kBeTuanuiaoM. [Ipu rmosBieHuy pH3HaKoB U
CHMIITOMOB, YKa3bIBAIOIIUX Ha ATH TSKEJbIE KOXKHBIC PEaKIMH, CIeAyeT HEMEIICHHO OTMEHHTH
KBCTHAITUH ¥ PACCMOTPETH BO3MOYKHOCTh Ha3HAYEHHS alIbTCPHATUBHON TEPaIHH.

Peaknuu BHE3AIHONH OTMEHBI

ITocne pe3koro npekpaiieHus npremMa KBeTHalmHa HabJio1aIMch OCTPhIe CUMIITOMBI OTMEHEL, TAKHE
Kak OeccoHHMIA, TONIHOTA, F0JIOBHAs 00JIB, Iapes, pBOTa, I'OJIOBOKPYIKCHHUE U pa3paXKUTeIbHOCTb.
ITosromy B ciyyae HeoOXOAMMOCTH TIpEKpalleHHs IIpUeMa JIeKapcTBEHHOro Iperapara
pEeKOMeHJIyeTcsl IocTeneHHoe (0 KpaiHed Mepe B TedeHHe 1-2 HeJENb) CHIDKEHHE JI03bI
(cM. pa3nenst 4.8).

[Toxuible TANMEHTEI ¢ ICHX030M, CBS3aHHBIM C JIeMEHIHeH

KBeTnanun He 0,100peH /s JIeYeHHs [ICHX030B, CBI3AHHEIX C JEMEHIIHEH.

B panjgoMu3supoBaHHbIX I11ale00-KOHTPOIUPYEMBIX HCCIE/OBAHUAX HAOMIONAIOCHE HTPHMEPHO
TPEXKpAaTHOE IIOBBIIICHUE PUCKA 1epeOPOBACKYIIAPHBIX HEXKEIATEIbHBIX SBJICHHH Y IAIIMEHTOB C
JIEMEHIIMEH IIpH NPUMCHEHMM HEKOTOPBIX ATHIIMYHBIX AHTHUIICHXOTHKOB. MeXaHH3M 3TOro
IIOBBIINIEHHOI0 pPUCKAa Hew3BecTeH. [IOBBINIEHHBIH pHCK HENb3s HCKIIOUUTH U JUIS JPYrHX
AHTHUIICUXOTHUKOB MJIH JIPYTHX TPYIII NTalMeHToB. KBeTHANMH clie1yeT IPUMEHATH ¢ OCTOPOXKHOCTBIO
y NalMEHTOB ¢ (paKTopaMH pUCKa HHCYJIBTA.

B Meraanaymse aTHIIMYHBIX AHTHIICUXOTHKOB OBUIO OTMEYEHO, YTO Y IOXHJIBIX IIAI[HEHTOB C
IICHXO03aMH, CBSA3aHHBIMH C JIEMEHIIMCH, PUCK CMEPTH IIOBLIIIEH 110 CpaBHEHHIO ¢ Iuianebo. B aByx
10-HenenbHBIX  TUIANE00-KOHTPOJIMPYEMBIX HMCCIEIOBAHMAX KBETHAIIMHA Y TOH K€ TIpYIIIbL
naruentoB (n=710); cpenuuii Bospacr: 83 roxa; auanason: 56-99 yer) yacrora CMEPTHOCTH Y
ITAIHECHTORB, I0JIyYaBIIMX KBETHAIIMH, cocTaBuia 5,5% npotus 3,2% B rpynne mianedo. [lanuents
B 9THX HCTIBITAHUAX YMEPJIH 110 Pa3HBIM [IPUYHHAM, KOTOPBIC COOTBETCTBOBAIIH OXKH/IAHUAM JIJIS 3TON
I'PYIIIBI HACEJICHHS.

1losxunple nanuenTsl ¢ Gone3npio [Mapkuncona (BI1) ¥ MIapKUHCOHU3MOM

PerpocnexkTuBHOE IOMYJISIIMOHHOE UCCIIEI0BAHNME KBETHAITMHA JIJIs1 JIEUCHHMS TIAIIMEHTOB ¢ OOJIBIIHM
JICTIPECCHBHBIM ~ PACCTPOHCTBOM BBIABHJIO IOBBINICHHEBIH pHCK CcMepTH Ha (oHe JIeYeHHs
KBCTHAIIMHOM Yy NAllMEHTOB crapuie 65 jer. JTa B3aMMOCBA3b HE IIPOCIIEKMBAIAch, Korja H3
uccne/oBanus OpliM mckmodensl nanuentsl ¢ BIL Cienyer mnposBisTe OCTOPOXKHOCTH IIPH
Ha3HA4YECHUHU KBETHAITMHA [TOMKHIBIM nanuenTtam ¢ BIT.

[lucarus

[Ipu npuMenenun KBeTHanuHa Habmonanucs aucharus (cM. pasjaen 4.8) u acriupanus. HecMotps Ha
TO, YTO NPHUYMHHAS CBS3b C Pa3BHTHEM acCHHPAUMOHHON IHEBMOHMHM HE YCTAHOBJIEHA, IIPH
IIPUMCHECHUH KBETHAIIMHA CcIeAyeT cODII0AaTh OCTOPOKHOCTE Y IAIIMEHTOB, OTHOCAIIUXCS K IPYIIIIe
PHCKa pa3sBUTHUS acIIUPAMOHHON [THEBMOHHMH.

3a1op ¥ KHIeyHas HEIPOXOAUMOCTE

3anop sBagercss (aKTOPOM PUCKA BO3HUKHOBEHHS KHIIECYHOH HEIPOXOAUMOCTH. 3a(hMKCHPOBAHEI
TaKue mododnsie 3G(eKTH KBeTHAIMHA, KaK 3aI0p U KHUIIEYHAas HElIPOXOMMOCTh (CM. pasjel 4.8),
BKJIIOYAS CMEPTEIBLHBIE CIyY4ad Y NAIMEHTOB € BBICOKUM PHCKOM KHIIEYHOH HEIPOXOJUMOCTH,
00yCJIOBJICHHBIC COIYTCTBYIOIIEH Tepamueil ApPYrHMH [pernapaTtaMd H/HWIH HEBO3MOXHOCTHIO
COOOMATE O CHMITOMAX 3amopa. [lanueHTsl ¢ KHIIEYHOW HENpPOXOIUMOCTHIO/MIIEYCOM JIOJKHEI
HaXO/IUTHCA ITOJ] MPUCTAILHEIM HAOIIOICHHEM U NOJTyYaTh MEAUIMHCKYIO TOMOIILb.

Benosnas Tpombosmboius (BTD)

Crygan BTD nabmoanuces npu npuMEHEHHH aHTHIICHXOTHYECKHUX JICKAPCTBEHHBIX IpernapaToB. B
CBSI3H C TEM, YTO NAIIMEHTEI, [T0JIyYaIOIHe aHTUIICHXOTHKH, YaCTO HMEIOT NPHoOpeTeHHbIe (PaKTOPhI
pucka BTD, ux cnenyer BBIABIATH JIO M BO BpeMs JICUCHHS KBETHAIIMHOM M IIPHHUMATH
Ipo(UIaKTHYCCKUE MEPEIL.

[Tanxpeatur
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[TankpearuT HaOmoAaics Kak B KIMHAYECKMX HMCCJICAOBaHUAX, Tak WM B TCYCHHC
[OCTMAapKETHHIOBOTO Tepioa. HecMOTpst Ha To, YTO B MOCTMAPKETHHIOBOM IIEPHOJIE HE BO BEEX
cirydasx ObUIM BbIABJIEHBI (AKTOPHI PHCKA, Y MHOTHMX NAIMEHTOB MMEIHCH (aKTophl, Ha (oHe
KOTOPBIX MOJKET Pa3BUThCA NAHKPEATHT: IOBLILEHHE YPOBHS TPHIIHICPHUIOB (cM. pasjen 4.4),
JKeTYHbIE KAMHH M YIIOTPEOJICHHE aJIKOTOJIs.
Jononuuresnbuas uHbopMaIus
JlaHHbIE O IPUMEHEHUH KBETHAIMHA B KOMOMHAIMH C JMBAIIIPOCKCOM MM JIATHEM IIPH OCTPBIX
MaHHaKaJILHBIX S1M30/aX CPEJHEeH M TSHKEJIOW CTeNeHW OTPaHWYCHBI; OJHAKO KOMOMHMpOBaHHAs
Tepanus Xopouio nepenocunack (cM. pasjenst 4.8 u 5.1). JlanHble nmokaszauy aJyIATHBHEINA 3QdeKT
Ha 3-H Hejene.
HenpaBuisHoe MCII0JIB30BAHKE U 3II0YIIOTpeOICHHE
Coobmanocs 0 ciydasx 3JI0ymoTpeOJIeHHsT ¥ HEMPAaBHILHOTO IIPUMEHEHHWS KBETHAIMHA.
HeobxoauMo cobimojath 0CTOPOXKHOCTh NPU HazHaueHHH KbhIOMMHEKca JIMIaM ¢ alKkoroJbHOH H
HAPKOTHYECKOH 3aBHCUMOCTBIO MITH CITydJasiMH 3710yIIOTpeOIeHNS JIeKapCTBEHHBIMH NIPEIapaTaMH.
Jlexapcmeennuiil npenapam cooepicum 1aKkmo3sy
[TanMentaM ¢ peaKo BeTpedaromieiics HaclIeJCTBEHHOH HENEepeHOCHMOCTLIO IajlaKTO3bl, IOJIHOM
HEJI0CTATOYHOCTBIO JIAKTA3bl MJIM TJIFOKO30-TaJIaKTO3HOH MaybabcopOumel He ciefyeT NpUHUMATh
3TOT IIperapar.
Jlekapcmeennulit npenapam codepaicum Hampuil
Kslonuueke comepxut Menee 1 MMoitb (23 Mr) HaTpus Ha TabIeTKY, TO €CTh M0 CYTH HE COJCPKHT
HATpHS.

4.5. BsaumopeiicTBHe ¢ JIPYIrHMH JIEKADCTBEHHBIMH IMpenapaTaMd M JIpyrue BH/bI
B3aHUMO/ICHCTBHA

Y4uThIBas OCHOBHOE MICHCTBHE KBETHAIIMHA Ha IEHTPAIBHYIO HEPBHYIO CHCTEMY, CIEIYET C
OCTOPOXKHOCTBIO IPUMEHATH KBIONHMHEKC B COYETAHHM C APYTHMH JICKAPCTBCHHBIMU CpPE/ICTBAMHU,
BO3JICHCTBYIONIMMHU Ha LEHTPAILHYIO HEPBHYIO CUCTEMY, @ TAKXKE IIPH YIIOTpeOIeHHH aIKOTrOJId.
KBertnanun ciielyeT ¢ OCTOPOXKHOCTBHIO NPHMEHSThH B KOMOHMHAIMK C CEPOTOHHHEPTHYECKUMH
JIEKapCTBEHHBIMH CPEJCTBAMH, TakMMHM Kak HHruoutopsl MAO, celeKTHBHBIE HHIHOHTODEI
obparnoro 3axpata cepoToHuHa (CHMO3C), unrmburopsl oOpaTHOro 3axBara CEpPOTOHHMHA H
Hopaapenaymna (CMO3CH) iy TpUIHMKIHYECKHE aHTH/IEITPECCAHTBI, TOCKOJILKY MOBBIIIACTCS PHCK
pPa3BUTHS CEPOTOHHHOBOTO CHHJIPOMA, TIOTCHIMAILHO OIIACHOTO JUIS JKH3HH COCTOSHHS
(cM. pa3nen 4.4).

Cruenyer cobmonarh OCTOPOXXHOCTb IIPH JICYCHHH MAIMEHTOB, COBMECTHO IIOJIYYAIOIIUX JPYIHe
IpEnaparsl, UMEIOIINE aHTUXOIHHEPriudecKoe (MyckapuHeprudeckoe) aeiicteue (cM. paszen 4.4).
Usodepmenr nuroxpoma P450 (CYP) 3A4 smiiseTcs OCHOBHBIM H30()EPMEHTOM, OTBEYAIOIIUM 32
MeTaboIM3M KBETHAIIMHA, OCYHIECTRISIONIHIiCS Yepe3 cucTeMy murtoxpoma P450. B uccneosanuu
B3aMMOJICHCTBHS C y4acTHEM 3JI0pPOBBIX JIOOPOBOJIBIIEB OJHOBPEMEHHBIH IpUEM KBETHAIMHA (B
J03e 25 Mr) ¢ KketokoHasosnoM, uHruOuropoM CYP3A4, npusojguia Kk 5—8-KpaTHOMY YBETHYCHHIO
AUC xBetnmanuna. B ¢Bs3u ¢ 5TMM OIHOBpEMEHHOE IIPUMEHEHHE KBETHAIIMHA C HHTHOMTOpAMH
CYP3A4 nporusonokasano. Takike He peKOMeHIyeTcs IIPUHUMATh KBETHAIIMH ¢ rpednpyToBBIM
COKOM.

B uccnenoBanuu ¢ MHOTOKpaTHLEIM IIPHEMOM KBETHAIIMHA Y NAIMEHTOB HAIIPABICHHOM Ha OLEHKY
(papmakoxkMHETHKH KBeTHAllMHA, IPUHAMAEMOIO JO ¥ BO BpeMs JieyeHHs KapbamaselnuHOM
(M3BECTHBIM HHJIYKTOPOM IEYCHOYHEIX (DEPMEHTOB), O/HOBpPEMEHHBIN INpHeM KapOamazemuHa
3HAYMTEILHO YBEIMYMBAJI KIMpPEHC KBeTHanuHa. JlaHHOe yBeJMYEeHME KIMpEeHCa CHHXKAIO
cucTeMHOe Bo3JiciicTBue kBeTnanuna (u3mepennoe no AUC) B cpexnem 0 13% ot Bo3eHCTBUS
KBETHAIIMHOM IIPM MOHOTEpAIMH; XOTS y HEKOTOPHIX NAallMeHTOB Habimonancst Oosiee CHIBHBIA
s dexr. BenepcTrrue 3TOr0 B3auMoICHCTBHS MOTYT HaOIoaThest 00Jiee HU3KUE KOHIICHTPAlluH B
I1a3Me, YTO MOXKET MOBIHATH Ha 3 ()EeKTHBHOCTH Tepallui KBETHAITHHOM.
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CoBMECTHOE Ha3HAYCHHE KBETHANMHA ¢ (PEHUTOMHOM — APYTHM HHAYKTOPOM MHKPOCOMATHHOMN
CHCTEMBI TIE€UEHH, COIPOBOXKIAIOCH ele 6oJiee BEIpaKeHHBIM (IpuMepHO Ha 450%) moBbIIICHAEM
KIUpeHca KperuamuHa. [HasHayeHwe KBeTHAanMHA Ial[MEHTaM, IIOJYYalOUIMM HHIYKTOPBI
IICYCHOYHBIX (JEPMEHTOB, BO3MOXKHO JIMIIL B TOM ClIydac, €CIH OXHJaeMas 110J1b3a OT TEparHH
KBETHAIIMHOM IIPEBOCXOJUT DHCK, CBSA3aHHBIA C OTMCHOM MHIYKTOpa NEYEHOYHBIX (PEPMEHTOB.
W3menenne JI0361  NpenaparoB-WHAYKTOPOB MHKPOCOMAJIbHBIX (DEPMEHTOB JIO/DKHO OBITh
nocreneHusM. [Ipu HeoOxoMMOCTH, BO3MOXKHO HX 3aMEILEHHE [TpenapaTaMy, He HHAYIHPYIOIIAMH
MHKpPOCOMAJIbHEIE (DePMEHTEI, HAIIPUMED, IIperiapaTaMy BaJIBIIPOEBOI KHCIOTHI (CM. pasziel 4.4).
dapMaKOKMHETHKA KBETHAIMHA CYHNIECTBEHHO HE H3MEHSETCS IPH OJHOBPEMEHHOM Ha3HAYCHUH
anTujenpeccaita uMunpamuna (uarudurop CYP2D6) win diyoxceruna (uuruburop CYP3A4
u CYP2D6).
dapMaKkOKMHETHKA KBETHAIIMHA CYIIECTBEHHO HE M3MEHSETCS [IPH OJJHOBPEMEHHOM Ha3HAYCHHH C
AHTUIICUXOTUYCCKUMH JICKApPCTBEHHBIMH CpEJICTBAMHM — DPUCIEPHAOHOM MM TaONepHI0JIOM.
OnHOBpeMEHHBIH IpHEM KBETHAMHA W THOPHAA3HMHA TPHBOIMI K MOBBILCHHIO KIHMpEHCca
KBETHaNHHa npuMepHo Ha 70%.
(apMaKOKMHETHKA KBETHAIIMHA HE U3MEHSIETCS IIPH OJHOBPEMEHHOM IIPHMEHEHHH 1IUMETH/IUHA.
QapMakOKHHETHKA IIPENapaToB JIATUS HE M3MEHSETCSs IPH OJHOBPEMEHHOM Ha3HaYCHUH
KBCTHAITMHA.
B 6-nenenpHOM paHIOMH3MPOBAHHOM HCCIIEJOBAaHMM KOMOMHAIMM JIMTHS W KBETHAallMHA C
MPOJIOHTHPOBAHHBIM ~ BBICBOOOXKIEHHEM B CpaBHGHMM ¢ KoMOMHanueidl KBeTHamuHA C
IPOJIOHTHPOBAHHEIM BBICBODOM/IeHHEM M Imane®o y B3pOCIBIX IIAIMEHTOB C OCTPOH MaHHEH
SKCTpanupaMu/Hble moboynsie 3¢ (GexTsl (B 0COOEHHOCTH TPEMOp), COHIMBOCTH M YBEIHYCHHE
Macchl Tejla HaOIIIoalIICh Yallle B IPYIIe, IJie JIUTHH IPHHAMAICS COBMECTHO C KBETHAIIHHOM, 110
CPaBHECHHMIO ¢ TPYIIION KBeTHANMHA M Iu1anedo (cM. pasjen 5.1).
(apMakOKMHETHKA BaJIbIIPOATa HATPHs M KBETHAIIMHA HE W3MEHHJIACH B KIMHUYECKH 3HAYHMOH
CTEIEHH NPH HMX OJHOBPEMECHHOM IIPUMEHCHHH. PETpOCIEKTHBHOE KIMHHYECKOE HCCIIE/I0BAHUE
JICTEH M I10JIPOCTKOB, MOJY4YaBIIMX BaJlbIpoaT, KBETHANMH WM o0a mpenapara, BHIABHIO Oolee
BLICOKYIO 4YacTOTYy JICHKOIGHHM W HEHTpOIEHHH B TIpynne KOMOWHMPOBAHHOH Tepamuu IO
CPaBHEHHIO C I'PYIIIAMHA MOHOTEPAIIHH.
CrenuaybHBIX HCCIICIOBAHMM B3aMMOJICHCTBAS YacTO HCIOJIB3YEMBIX CEpPACYHO-COCY/IHCTHIX
IIpenaparoB ¢ KBETHAIIMHOM HE IIPOBOJMIIOCE.
Crniexryer cobumio/1ath OCTOPOXKHOCTD IIPH OJHOBPEMEHHOM IIPHUMEHEHHH KBETHAITHHA U IIPENapaTos,
CIIOCOOHBIX BRI3BATh HAPYIIECHHE 3JIEKTPOJIMTHOTO Oaanca U yiuinHenune uatepsaia QT.
Coobmanock 0 JI0KHONONOKUTEIBHEIX pe3yibTaTax ananuza MDA Ha MeTa/IOH U TPUIHKIINYECKIEe
AHTHJICIIPECCAHTRI Y MTAIlHEHTOB, IPUHHAMABINHUX KBeTHanuH. [1o 3Toit npuunte 1abopaTopHbIe TECTHI
HEOOXO0/IMMO TTO/ITBEPIKAATE TTOIXOASIMMH XPOMATOrpaguuecKUMU METOIAMH.

4.6. @epTHIBLNOCTD, HePEeMEHHOCTD U JIAKTAIUA

bepemeHHOCTD

Ilepeutit mpumecmp

OnyOiMkoBanHbBIC HCCIICAOBAHUS IPUMCHEHHS KBETHANMHA ¥ GEPEMEHHBIX MKEHIHUH (Pe3y/IbTaThl
qutst 300 -1000 ciryyaer GepeMeHHOCTH), BKIIIOYAs OT/Ie/ILHEIE COODNIEHHS 1 00IIMe HAOIIOICH S, HE
IOJTBEPXK/IAIOT YBCIIMUEHHUS PHCKA IIOPOKOB Pa3BUTHUSA, CBSI3aHHBIX ¢ IIPUMEHEHHEM Mpernapara. Tem
HC MeHee, Ha OCHOBAHHHM HMMEIOIIMXCS JIaHHBIX HE MOKET OBIThH CJIeilaH OJIHO3HAYHBIA BHIBOJ O
IPUMCHEHHH IIpernapata B mnepuoji OepemenHoctH. MccienoBaHusi Ha JKHBOTHBIX BBISBHIIN
PENPOJIYKTHBHYIO TOKCHYHOCTE (cM. pasjien 5.3). Takum oOpa3oM, KBeTHAIIMH MOXKHO IIPUMEHSTH BO
BpeMs OEpPeMEHHOCTH B CITydasix, €CJIM 0XKH1aeMas I10Jb3a /I MATePH IPEBBIIAET BO3MOXKHBIHA PHCK
VIS TII0J.

Tpemuiit mpumecmp

HoBopox/ieHHble, MaTepd KOTOPBIX BO BpeMs TPETHErO TpUMeCTpa OEpeMEHHOCTH NPUMEHSIIH
AHTHUIICUXOTHYCCKHE CcpeJcTBa (BKJIOYas KBETHANMH) TIOJBEPIKEHBI PUCKY BO3HUKHOBEHHS
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TpoMBOIHUTONIEHH S, - AHEMHS, CHIKCHHE YHCIIa
Heuactrie 13 ow |
TpOMOOIIMTOB °, HEUTPOIIEHHUS
Pejikue Arpanynonuros?®

Hapywienus co cmoponsl UMMYHHOU CUCTEMbL

HeyacTo

['umepuyBCTBUTENIBHOCTE (BKITIOUAs

QUICPTHYECKAE KOJKHBIC PEaKIHH )

OdeHb peko

AnaduaKTHyecKas peaxius’

Hapywenust co cmoponvl 2HOOKPUNHOU CUCTNEMBL

15

Yacto ['MIepnponakTHHEMHS °, CHIDKEHHE OOIIero
T4%*, cumxenue cBobommoro T4, cmmxenue
ob6iero T3%*, moeermenne TTT24

HeyacTo Cumxenne csoboanoro T3, runorupeos?!

Ouenp peko

HeanexBaTHas CCKpCIHsA aHTHANYPETHYECKOI'O
ropMoHa

Hapywenus memabonusma u numarus

Oyenr gacTo

[IoBBINICHHE  YpPOBHEH  TPUIIMIEPHIOB B
ceiBopoTke kpoBu'**', moBBINEHME ypOBHS
obmero  XojecTepuHa  (IPEMMYIIECTBEHHO

JITIHII-xonectepuna)!'’, cmmxenme JIIIBII-

xonecrepuna' ’, npubaska seca®’

Yacro [loBBILICHHBIN AamNIleTHT, IIOBBILIEHHE YPOBHSA
IJIIOKO36I B KPOBHM JI0 THIIEPTIIMKEMHYECKHX
snavennii®’

Heuacro Tunonarpuemus'’,  caxapueiii _ juaber',
yXyIIIeHuEe TEUEHHUS CYILECTBYIOIIETO
caxapHoro auabera

Penko Merabosiueckuit cunpom>’

Ilcuxuveckue HapyueHus
HeoOprunple  CHOBHJEGHHS M KOIIMapbl

YacTo CYMIIMJIATBHBIE MBICIH M CYHIHJAIBHOE
noseenue?’

ComuaMOyIM3M U CBA3AHHBIC ¢ HUM DEaKIIHH,

Penxo Takpue KaK pasroBOpEI BO CHE M HapylleHHe

IIUTaHWA, CBA3aHHOC CO CHOM

Hapywenus co cmoponsl HepeHOtl cucnmembl

Quenp yacto

T'onosokpyxkenue®!'®, commusocts?!®

60HB, SKCTpallHPaAMHJIHEBIC CUMIITOMBI

g , TOJIOBHAS

1,21

Yacro Huzaptpus
Heuacro Cynoporu!, cunmpoM 6GeCIOKOMHBIX HOT,
4,16

MO3JHAA ~ JUCKHHE3Hs',  o6MOpOK 19
COCTOSIHHE CITyTAaHHOCTH CO3HAHUS

Hapywenus co cmoponsl opeanda 3peHus

Yacro HeueTKocTh 3pHTEIHOTO BOCIPUSTHS

Hapywenus co cmoponst cepoya

Yacto Taxukapnus’, onlyIenne cepauneouenns ™

Heuacro V anuHenue HHTEpBana QT2

GpaMKapIus -
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Kenyoouno-xuuieunvie HapyueHus
Ouenp yacTo | Prota
Obwyue napywenus u peakyuu 6 mecme 66e0eHus
Yacro I PBSI[pa}KHTCJI1>HOCTL3

! Vposuu nponaktuna (nauuerts a0 18 sier): >20 mxr/n (>869,56 mmoss/n) y JHIL MYXKCKOTO 10ja; >26 MKI/1
(>1130,428 nmonn/1) y ULl KEHCKOro rona B Jio0oit MomeHT. Menee 1% nanMeHTOB UMeNIH TIOBBILIEHHE YPOBHSA
nposiakruna >100 mkr/i.

2 Ha OCHOBAHMH CIBUIOB, [IPEBBILAIONINX KIMHHYECKH 3HAYMMbIE IOPOrOBhIE 3HAYEHHs (IIPUBEICHO M3 KPUTEPHER
HauuoHanbHbIX HHCTHTYTOB 3/1paBOOXPaHEHHs) HIIM YBEJIMUEHHH >20 MM PT.CT. /A CHCTOJIHYECKOro Win >10 MM pT.cT.
JUISL JIMACTOJIMYECKOrO apTepHAILHOTO JaBjieHHs B modoe Bpemss B ABYX ocTpblX (3-6 HenenbHbix) mniauedo-
KOHTPOJIMPYEMBIX HCCIIEIOBAHUAX Y AeTel H NOIPOCTKOB.

3 Tlpumeuanue: YacToTa COOTBETCTBYET HaBIIOAAEMON 4aCTOTE Y B3POCIBIX, HO Pa3jipaXHTEIbHOCTL MOKET GbITh
CBSI3aHa C pas3IMYHBIMU KIIMHUYECKUMH IIPOSBICHUAMH Y JIeTel M N0JAPOCTKOB, 110 CPABHEHHUIO CO B3POCIIBIMH.

“Cm. pasjien 5.1.

Coobmenue o 110103peBacMbIX HeKeIATE/ILHBIX PeaKIHUAX

Baxxno coobmarh 0 110/103peBacMBbIX HEXKENNaTeIbHBIX PEaKIUsaX I10c/ie PErHCTpalliy Ipenapara ¢
1e/1bI0 oDecrieueHus HEellpephIBHOTO MOHUTOPHUHTA COOTHOINEHHUS «I10JIb3a-PUCKY JIEKapCTBEHHOIO
nperiapara. MeJMIMHCKHM paboOTHHKAM peKOMEHAyeTcs coodmarh 0 JIOOBIX I0JI03peBaeMBbIX
HC)KEaTeIbHbIX PeakKIlMsIX JIEKapCTBEHHOTO IIpenapara yepe3 HallHOHAJIbHBIE CHCTEMBI COOOLIICHHS
0 HEKeINaTe/ILHBIX PeaKIMIX rocy1apcTB — WieHOB EBpa3uiickoro 3KOHOMHYECKOro coIo3a.
Pecniybnuka benapychk

220037, r. Munck, Tosapuuieckuii niep., 2a

VII «IleHTp DKCIIEPTH3 U HCOIBITAHUI B 3/[PaBOOXPaHEHUN»

Tenedon ornena papmakonanzopa: +375 (17) 242 00 29

take: +375 (17) 242 00 29

On. noura: repl@rceth.by

https://www.rceth.by

4.9. Ilepexosuposka

CHMIITOMBI

B ofmem, oOnapy)KeHHBIC NIpPH3HAKH M CHMOTOMBI OBUIM CIICJACTBHEM YCHJICHHS W3BECTHBIX
dbapmakoorunyeckux 3 (HeKToB KBeTHAIIMHA, T.€., COHIMBOCTH, CEaTUBHOTO (P dekTa, TaxuKap/uy,
THIIOTEH3UH U aHTHXOJHUHEPrudecKuX dhdexros.

Ilepesio3upoBka KBeTHAlMHA MOJMKET BBI3bIBATH y/uIMHeHHe wuHTepBana QT, cynopory,
SIUJICIITHYECKHI cTaTyc, padJIoOMHONIN3, YTHETEHHE JIbIXaHHA, 3aJepXKy MOYH, CIIYTaHHOCTH
CO3HAHMS, JICJIMPHiT /UK BO30YXK/IeHHE, KOMA U CMEPTh. Y NAIlUEHTOB ¢ UMCIOIMIMMHUCS TSKEIBIMU
CEepJIEYHO-COCY/IMCTBIMU  3a00JIeBaHUSMH  PHUCK pa3BUTUSL 3(P(EKTOB NEPEAO3UPOBKH MOKET
IMOBBIIATBCS (CM. pasen 4.4).

Jleuenmne

Crnenuduyucckuil anTHI0T KBETHANMHA OTCYTCTBYET. [Ipu TsKeIoi MHTOKCHKAIMK CIIEeNyeT Beerja
YVUMTBIBATH BO3MOXKHOCTH OJTHOBPEMEHHOIO IIpHEMa IAIIMEHTOM HECKOJIBKUX JIEKapCTBEHHBIX
npenapatoB. B 3THX cllyyasx peKOMEHJyeTcs MHTCHCHBHAs TepalHs, B TOM 4ucie obecredeHue
IIPOXOIMMOCTH JIBIXAaTeIbHBIX IyTei Iaiuenrta, obecreyeHHe JJOCTATOYHOM OKCHICHAIMH U
BCHTHJISIIAH, @ TAKXKE MOHHTOPHHT U IOJJIEPKKA CEPICIHO-COCYUCTON CHCTEMBL.

B smareparype MMEIOTCs IaHHBIE, YTO NAIHEHTaM C JICJIMPHEM H BO30YX/ICHHEM, a TAKXKe SIBHBIM
AHTHXOJMHEPIHYCCKUM CHHPOMOM MOXHO Ha3Ha4aTh GU30CTUIMHUH B J103€ 1-2 MI' IPH ITOCTOSIHHOM
koutpone DKI'. Ojmako 3T0oT crocol He peKOMEHIyeTcsl B Ka4eCcTBE CTaHIapTHOHM Tepanmuu H3-3a
IOTEHIMAILHOr0  OTpUIATeIbHOTO dddekra (u3ocTHrMHHA HA CEPACYHYIO IIPOBOIMMOCTE.
OU30CTHIMHH MOJKHO HCIIOJIB30BaTh B ciydasx orcyTcTBHs Ha DKI' kakux-mubo OTKIOHEHHH oT
HopMmel. He wucnonp3yiite GU30CTUIMHH IIpY HapyIIEHHH CEPIAEYHOrO pHUTMA, OJOKaibl HIIH
pacmupenun komiiekca QRS.
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KBcTHanuH  (4%), He IpeBbINAl YacToTy, HallojaeMyio Y IIaIHEHTOB, . HOAYYaBLIMX
puctiepuoH (10%). .

JleTH H IOJpOCTKH

Knunuueckan sgpgpexmusnocmes :

OddexTuBHOCTE H  0E30IIaCHOCTE KBETHAIIMHA MCCIEIOBAIMCE B 3-HEJAENBHOM IuIanebo-
KOHTPOJIUPYEMOM KIMHUYECKOM HCClIeloBaHHH jedeHrs MaHuu (1=284 mnamuenra m3 CIIA B
Bospacre or 10 jgo 17 ner). Oxono 45% nanueHTOB MMeENM JIONOJIHUTEIBHEI auarnos CJIBT
(cupnpom JedunMTa KOHIGHTPAIlMM BHHMAHUS C THIOEPAKTHBHOCTHEIO). Kpome Ttoro, 6wuto
IPOBE/ICHO  O-HeIeNbHOE ILTAle0O-KOHTPOIUPYeMOe KIMHHYECKOE HCCIICAOBAHME JICYeHHS
mu3zodhpennn (222 namuenta B Bo3pacre 13-17 ner), u3z 00oux HcciaemoBaHHi OBIIIM MCKIIIOYEHEI
MAlMEHTH] ¢ M3BECTHBIM OTCYTCTBHEM OTBETa HA JICYCHHE KBETHAIHHOM. JIeyeHHe KBETHAIIMHOM
Opulo mavaro ¢ Jjgo3bl 50 Mr/jiens, a Ha BTOPOH JieHb J03a moBhImanack 10 100 mr/cyTkn c
IocIeIyIomMM ¢ nobliueHueM 1o 100 mr/cyrku 3a 2-3 npuema B JCHE JIO JIOCTHIKEHHS 1[€JIEBBIX
no3 (manus 400-600 mr/cyrkn, musodpenns 400-800 mr/cyTin).

B kimHuYeCKOM HCCIIEJOBAHUA MAHUH Pa3sHUIA B CPEAHEM 3HAYCHHH HAMMEHBIIMX KBAJIPaTOB II0
CPaBHEHMIO C MCXOAHBIM ypoBHeM oOmiero Oamia mkansl YMRS (akTHBHOE BEIICCTBO MHHYC
nnanedo) cocrapsano 5,21 g xsernmanuna 400 mr/cyrku u 6,56 s kBertnamuna 600 Mr/cyTku.
Yactora orBeta (ynyumenue YMRS > 50%) cocrasuia 64% s kxsernanuna 400 Mr / nens, 58%
nnst 600 mr / tens u 37% B rpymie miamnebo.

B KIMHHMYECKOM HCCIICOBAHMH IMIHM30(PEHUM pa3sHUIA B CPEOHEM 3HAYCHHHM HAUMEHBIINX
KBa/[PATOB 110 CPABHEHMIO € MCXO/IHBIM COCTOSIHUEM 110 00IIeMy KouuecTBY OayuioB mkansl PANSS
(axTHBHOE BemlecTBO MHHYC Iutarebo) cocraBuno 8,16 jius kseruanuna 400 mr/cytkn u 9,29 s
kBetuanuua 800 mr/cyrku. Hu nuskas (400 mr), Hu Beicokas (800 Mr) 103a KBETHAIIMHA HE UMEIH
IIPEUMYIIECTB, 110 CPABHEHHIO C IU1anedo, B OTHOMIEHHH IIPOICHTA ITAlMCHTOB, PEarupyolHX Ha
Tepanuo (4to onpesensanock kak > 30%-Hoe CHMIKEHHE OT MCXOJHOrO ypOBHS B 00meM Oae
PANSS). Kak npu MaHuM, TAK H Ipd IIH30(QpEHHM, IpH Oojlee BBICOKHX J03aX Mperapara
Ha0.110/1a710CHh MEHBIIIEE KOJIHYECTBO OONLHBIX, pearupyroniux Ha JeueHHe.

B TpeTbeM KpaTKOCPOYHOM  ILIale0O-KOHTPOJIUPYEMOM  HCCIEJOBaHMH  3PQEKTHBHOCTE
MOHOTEPAIMH KBETHAITMHOM C IIPOJIOHTHPOBAHHBIM BBICBOOOK/IEHHEM Y eTeil U oIpocTKOB (0T 10
Jio 17 ner) ¢ OunossipHoi genpeccuer He Opl1a yCTaHOBIEHA.

OtcyrcTByloT JaHHble 1O 3(GEKTUBHOCTH IOJACPKHUBAIONICH Tepanud WIH NPOPHIAKTHKE B
JIAaHHOH BO3pacTHOM IpyIIIIE.

Knunuyeckas bezonacnocms

B kparkoBpeMeHHBIX Iane0O-KOHTPOIMPYEMBIX KIMHHYECKHX HCCICIOBAHMSIX, IPHBEICHHBIX
BBIIIE, YACTOTAa DKCTPAIMPaMUIHBIX CHMIITOMOB B T'PYIIIE, IOJyYaBIICH aKTHBHOE JICUCHHE H B
rpymme mnanebo, cocrapusuia 12,9% u 5,3% B uccnenoBanmm mm3odpenun, 3,6% u 1,1% B
MCCIIEI0BAHMY MaHHMH IIpH OUIIOJIAPHBIX paccTpoiicTBax U 1,1% u 0% B Ucclie/IOBaHUM JENPECCHH
py OMIOIAPHBIX paccTpoiicTBax. YacTora yBeJIHYeHHs Macchl Tena >7% 0T HCXOQHOM Macchl Tella
B IpYIIE, IOJIyYaBIICH aKTHBHOE JICUCHHE M B rpynne 1ianebo, cocraBasaaa 17% u 2,5% B
MCCIIC/IOBAaHUY MHM30(PEHUN W MaHUM TpPH OHMIIONSPHBIX paccTpoiictBax u 13,7% u 6,8% B
MCCIIC/IOBAHMHE  JICUPECCHH 1IpH OMIOJISAPHBIX paccTpolcTBax. YacToTa CyHUMpa B IpyIIeE,
HOJIy4aBIlIeH aKTHBHOE JICYCHHE W B rpynme anedo, coctapmuia 1,4% u 1,3% B uccinegoBanuy
muzoppenuu, 1,0% u 0%% B vcene0BaHHH MaHUK OpH OMIOIAPHBIX paccTpoiictBax u 1,1% u 0%
B HCCJIEJIOBAHMM JICIIPECCHH IIPH OUIIOJAPHBIX paccTpoiicTBax. B nmpouieHHOM HccieioBanuy B (haze
JanbHedero HaOMIONEHHs 3a NalMeHTaMH C OWUIONSPHOM aenpeccued coolINazock 0 ABYX
JIOTOJIHMTENBHBIX CIydasX CyHIIHA ABYX MAIllMeHTOB, OJWH M3 KOTOPBIX NOJyYall KBETHAITHH.,
Honzocpounas besonacrnocmeo

Kparkocpounsie knuouyeckue ucneitanus (380 manmeHTOB) OBUIH HPOTOIDKEHBI OTKPBITHIMH
UCCIIC/OBAHUAMH  JUIMTEIBHOCTEIO 26 Heneds ¢ BapuHaOelnbHBIMH  JI03aMH  KBETHAIIMHA
or 400 mr/cyrkn o 800 mr/cyrkm, B pe3yibTare KOTOPBIX OBLTH IIOJIYYEHBI JIOTOJHUTEIBHBIC
NanHeie 10 OesonacHocTH. Y Jierell M IDOAPOCTKOB HaOJIOAANOCH IOBBINIEHHE apTepPHaIBHOTO
napiaenus. lloBLIICHHBIA anmeTHT, JKCTpalHpaMHUIHBIC CHMITOMBI M IOBBIICHHE YPOBHS
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IPOJIAKTHHA B CHIBOPOTKE 4Yalle OTMCYAIUChL Y JIETCH H HOILpOG'I‘KOB,“iEM y B3pocnblx (CM
pazneins 4.4 u 4.8). Lo ;

IIpy KOppuUrHpoOBaHUU K HOPMAILHOMY POCTY B T€HYEHHE JUTHTEIBHOIO BpemeHH yBequeHHe MacChl
Tea, Mo KpaitHe# mepe, B 0,5 OT CTaHAapTHOrO OTKJIOHEHHWs HHAeKca Macchl Tena (BMI), mo
CPaBHEHHIO C MCXOJHBIM COCTOSIHHEM, PACCMATPHUBAIIOCH KAK KIWHHYECKH 3HAYHMOE H3MEHCHHE.
VY 18,3% mnauuenrosn, INOJIyYaBIIMX KBCTHAIIMH B TedyeHHe 26 HeeNlb, M3MEHEHUs MAcChl Tend
COOTBETCTROBAIIM JIAHHOMY KPHTEPHIO.

5.2. ®apmMakoKHHETHYCCKHE CBOFiCTBA

Abcopbims
KpeTnanun Xopomo BcacklBacTCss M MHTCHCHBHO MeTabONHM3HPYETCS MPH MEPOPATBLHOM IpHUEME.

IlppemM mnumM HE OKa3bIBa€T 3HAYMTEIBHOTO BIMSHUS Ha OHOMOCTYIIHOCTL KBETHAIIMHA.
Maxkcumanbnbie MOJISAPHEIE KOHIIEHTPAIIHH aKTMBHOIO MeTabo/InTa HOPKBETHAIIMHA B PABHOBECHOM
COCTOAHMH COCTaBIOT 35% 0T HaOJrO1aeMbIX KOHLIEHTpalus s KBeTHanuHa, PapMakoOKMHETHKA
KBETHAIIMHA U HOPKBETHAIIMHA HOCUT JTHHCHHBIN XapakTep B TEpalleBTHYECKOM JHAMA30HE J103.
Pacnipesenenue

Keernanun npuMepno Ha 83% cBsi3bIBaercs ¢ OeJIKaMH IU1a3MBI KPOBH.

Buorpatchopmarust

KBeTnanun akTHBHO MeTa0OJM3MPYETCsl NEUeHBI0; IOCIe BBEICHUS, MEYCHHOIO Pa/IMOaKTHBHBIM
M30TOIIOM, KBETHAIIMHA Ha JIOJII0 MCXOHOTO IIpenapaTa IIPUX0IUI0och MeHee 5% OT HEM3MEHEHHOT0
CBSI3aHHOI'O C ITpelapaToM MaTepuaia B Moue M Kane. MccnenoBanus in vitro yCTaHOBHIIM, UTO
CYP3A4 gBisercss nmepBUYHBIM (GepMCHTOM, KOTOPBIH OTBeYaeT 3a MeTadoaM3M KBETHAIIHMHA,
onocpeioBanunii uroxpomom P450. Hopksernanun obpasyeTcsa B IEPBYIO OYepe/Ib U BBIBOHTCS
nocpejcTBom CYP3A4.

[Tpumephno 73% pa/IMOaKTHBHOCTH BBIBOIHIIOCH ¢ MOYOM # 21% ¢ KaioM.

In vitro 6pul0 00HapYeHO, YTO KBETHAIMH H PsI ero MeraboiauToB (BKIIOYAsh HOPKBETHAIIHH)
SIRJISIIOTCS Cl1abBIMP MHIHOMTOpaMH aKTHBHOCTH IUTOXpoMa uenoseka P450 1A2, 2C9, 2C19, 2D6
u 3A4. Murubuposanue CYP in vitro OBUIO OTMEYEHO JHING IPH KOHIEHTPAIHAX, KOTOPEIE
B 5-50 pa3 npesplaiy KOHIEHTPAIUH Y YeJIOBEKa IPH Ha3HAYEHUH [Ipernapara B JO30BOM JIHAIIa30He
or 300 mo 800 mr/nenb. OcHOBBIBasChH Ha pe3yiabTaTax in Vitro, HE CIEAyeT OXKHIAaTh, YTO
OJIHOBPEMEHHOE IIpHMEHEHWE KBETHAllMHA C JPYTHMH IIperapataMy NPUBEIET K KIHHHYECKH
BRIpOKEHHOMY HMHIHOMpoBaHuIO nUTOXpoM P450-omocpenoBanHoro meraboimsMa Opyrux
JIeKapCTBEHHBIX IIpernapaToB. B HccienoBaHMsX, NPOBEACHHBIX HA JKHBOTHBIX, I[IOK43aHO, YTO
KBCTHAIIMH MOYKCT HHAYIUPOBaTEL (epMeHThI IuToxpoma P450. OHako, 110 JaHHBIM HCCIE0BAHUS
cHenu(pHUYECKOro B3aUMOIEHCTBIS Y TIAIIHEHTOB C ICHX030M II0CIIE BBEJICHHS KBETHAIIMHA He OBLIO0
OTMEYEHO YBCIMYCHUS aKTUBHOCTH IUTOXpoMa P450.

DJIMMUHAIASE

Ilepuos monyBbIBe/IeHHsT KBETHANIMHA U HOPKBETHAIIMHA COCTaBIIseT NpHOIM3uTeNbHO 7 U 12 yacos
cooTBeTcTBeHHO.  KBeTHmanmuH  mozaBepraercs — akTHBHOMY — MeTabONM3My, [pH  3TOM
Mmenee 5% KBeTHAIIMHA ¥ aKTUBHOT0 MeTaboIuTa HOPKBETHAIIMHA BHIBOJIUTCS B HEH3MEHHOM BHIIE.
Oco0ple rpynIs! HTarueHToR

llon

Kunerrka KBeTHAIIMHA HE OTJIMYACTCH Y MY>KUYHH U XKEHIIVH.

Jluya noscunozo 6o3pacma

Cpeanuit KIMpeHe KBeTHANMHA Y MOXHIIBIX JHI IpuMepHo Ha 30%-50% muke, 4eM y B3pOCIIBIX B
Bo3pacte 18-65 ner.

lHoueunasn nedocmamodnocmeo

[Ipu TspKenod 110YeYHOM HEJOCTATOYHOCTH (KIMpeHe KpearunuHa menee 30 mu/mun Ha 1,73 M%)
Cpe/IHUil KJIMpEHC KBETHAIlMHA CHUMKEH NpHUMEpHO Ha 25%, ONHAKO MHIMBHIYaILHBIC 3HAYCHHS
BapHUPYIOTCS B paMKaxX JUana3oHa, XapaKTepHOro JUIS 3/I0POBBIX JIHIL,

[leuenounas nedocmamoyHocmy
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