COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 20.12.2023 N= 26713

OBILAS XAPAKTEPUCTHKA JIEKAPCTBEHIFOPO TIPEITAPATA 1004

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Ksernanun KanoH, 25 mr, TabieTKH, MOKPHITHIC IICHOYHON 000I0YKOH.
Ksernanun Kanon, 100 mMr, TaGiIeTKH, TOKPHITHIE TUICHOYHOH 000JIOYKOA.
Kseruanun Kanon, 200 mr, TaOIeTKH, MOKPHITHIE INIEHOYHOW 000I0YKOM.

Kseruanun Kanon, 300 mr, TaOIeTKH, MOKPHITHIE INIEHOYHOW 000TIOYKOM.

2. KAUECTBEHHBINW 1 KOJIMYECTBEHHBIA COCTAB
JelicTByrolee BENIECTBO: KBETHAIIMH.

Ksetnanuu Kanon, 25 mr, Ta0JIeTKH, HOKPBITHIE INIEHOYHOU 000JI0UYKOM.

Kakmas TabieTka COIEp)KMT 25 MI KBETHAallMHA B BHIE KBeTHAnuHa (ymapara (KBeTHAIHHA
reMudymapara).

Ksernanuu Kanon, 100 Mr, Ta0JIETKH, ITOKPBITHIE IUNIECHOYHON 000JIOYKOH.

Kaxnas tabnerka conmepxut 100 Mr kBernanuHa B BHJIE KBeTHAanmuHa (pymapara (KBETHAIMHA
reMudymapara).

Ksernanuu Kanon, 200 mr, Ta0aeTKH, HOKPBITHIE INIEHOYHON 000JIOYKOM.

Kaxnas tabnmerka comepkut 200 Mr KBeTHanuHa B BHJIE KBeTHAanmMHa (pymapara (KBETHAIHHA

reMugymapara).

Ksernanuu Kanon, 300 Mr, Ta0aeTKH, TOKPBITHIE INIEHOYHON 000JIOYKOM.

Kaxnas tabnerka conepxut 300 Mr kBeTHanuHa B BHJIE KBeTHAanmMHa ¢ymapara (KBeTHAlMHA
reMugymapara).

BcrmomorarenbHbie BElIecTBa, HATMYHAE KOTOPHIX HAJ0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: riuuepos (rmuepus) (cM. pasaen 4.4.).

ITomHpIit MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPUBCACH B pa3JiciIiC 6.1.

3. JEKAPCTBEHHASI ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOIH 000I0UKOM.
TaOneTku Kpyrible IBOSKOBBIMYKIbIE, MOKPHITHIE IJICHOYHOH OOOJOYKOH CHHEro IBeTa C

nepyiaMyTpoBbIM OsieckoM. Ha momepednoM paspese — sapo moutu 6esioro mpera.

4. KINMHNYECKHUE JAHHBIE
41. Tloka3aHusi K IPUMEHEHHIO
[Ipenapar KBetnanun KaHOH moka3zaH K MPUMEHEHUIO y B3pOCIBIX B Bo3pacte OT 18 ser mis

JICUCHUA:
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e mmmM30QpEHUH,

e MaHMAaKaJIbHBIX 3MHU30/I0B B CTPYKTYpe OUIIOJIIPHOIO pacCTPOMCTBa;
e JICIIPECCHUBHBIX AIHU30J0B OT CPEIHEW 10 BBIPAKEHHOM CTEIIEHU TSAKECTH B CTPYKType
OUIIOJIIPHOTO PAacCCTPOMCTBA.
[Tpenapat He noka3aH Juis NPOPUIAKTUKYA MAHUAKAIBHBIX M JEIPECCUBHBIX 3MHU30/0B.
4.2.  PekuM 103MPOBAHMA U CIIOCOO MPUMEHEHHUs

PexxuM 103upoBaHus

Jleuenue wuzoppenuu

[Ipenapar KBernanua Kanon HazHauaeTcs 2 pa3a B CyTKH.

Cyrounast 103a 115l MEPBBIX 4-X CYTOK Tepamuu cocrapisier: 1-e cytku — 50 wmr, 2-e cyTKu —
100 mr, 3-u cytku — 200 mr, 4-e cytku — 300 mr.

Haunnas ¢ 4-x cyToK, 1032 T0JKHA O0UpaThes 10 3P PpexTuBHOM, 00pI4HO B mpeaenax ot 300
110 450 mr/cyTku. B 3aBucMMOCTH OT KIIMHUYECKOT0 3¢ (heKTa U MHANBUYAIbHON NEPEHOCUMOCTH
HAIMEeHTOM, /1032 MOXKET BapbupOBaTh B mpeaenax ot 150 go 750 mr/cyTku.

MakcumanbHasi peKOMEH0BaHHas CyTOYHas Jj03a cocTaBisieT 750 mr.

Jleuenue manuakanvbHbix INU30008 6 CMPYKMype OUNOJIAAPHO20 PACCmMpOUCmea

[Tpenapar Keernanun KaHoH pekoMeHayeTcss B KaueCTBE MOHOTEpANUU WIM B KOMOWHAIUU C
npenapaTamu, 00J1a1a0IMMI HOPMOTUMHUYECKUM JEHCTBUEM.

[Tpenapat KBetnanun Kanon Ha3Hauaetcs 2 paza B CyTKHU.

CyrtouHas 103a A1 NepBbIX 4-X CYTOK Tepanuu coctaiser: 1-e cytku — 100 mr, 2-e cyTku —
200 mr, 3-u cytku — 300 mr, 4-e cytku — 400 mr. B nanbHeleM K 6-My JTHIO Tepaniy CyTOYHast
J103a mperapaTa MOXeT ObITh yBenuueHa a0 800 mr. YBenuueHue CyTOYHOM J03bI HE JOJDKHO
npeBbimare 200 Mr B cyTku. B 3aBUCHMOCTH OT KIMHUYECKOTO 3(dekTa, MHANBUTYATbHON
NEPEHOCUMOCTH, 1032 MOKET BapbupoBaTbcsa B mpenenax oT 200 no 800 mr/cyrku. OObIYHO
saddextuBHas no3a cocraiseT oT 400 qo 800 mr/cyTku.

MakcumanibHas peKOMEHI0BaHHasl cyTouHas A03a coctapisieT 800 mr.

Jleuenue denpeccugnvlx anu30006 6 CMpyKmMype OUNOJNAPHO20 PACCmMpPOUCmEa

[Tpenapat Ksetnanun Kanon HasHayaercs 1 pa3 B CyTKM Ha HOYb.

Cyrounas no3a [ HEpBbIX 4-X CYyTOK Tepamuu cocTasiseT: 1-e cyTku — 50 mr, 2-e CyTKu —
100 mr, 3-u cytku — 200 mr, 4-e cytku — 300 mr. Pexomennyemas no3a cocrasisieT 300 Mr/cyTKu.
MakcumanbHas peKOMEHA0BaHHas CyTo4YHas A03a cocrasisgeT 600 mr.

AnTHenpeccHBHBIN 3(p(eKT kBeTHanuHa ObLT MOATBEPKACH PU MPUMEHEHUH B CYTOUHON J103€
300 mr u 600 wmr. Ilpm kparkocpouHoil Tepanmuu 3((PEeKTHBHOCTH KBETHANUHA B 033X

300 mr/cytku u 600 mMr/cyTku ObUTa COMTOCTAaBUMOM.



COOTBETCTBYET : OMY OTUETY
ot 20.12.2023

023 N2 26719

(NOCNEOQCBATENEHOCTE 0004)

Oco0nie T'pYHOIIbI TAaMEHTOB

Tlayuenmwl noswcunoeo 6o3pacma

VY manmueHTOB MOKUIIOTO BO3pacTa HadalbHAasl 103 IpermapaTta cocTaBisier 25 mr/cytku. J[o3y

clenyeT yBEIUYMBaTh €KeIHEBHO Ha 25-50 mr go moctmxkeHus 3(HPEKTUBHON 103bI, KOTOpAas,

BEpOATHO, Oy/IeT MEHBIIIE, YEM Y MOJIOJIBIX MTAIIHCHTOB.

Tayuenmoi ¢ Hapywenuem QyHKyuu nouex

Koppekuust 10361 HEe TpeOyeTcs.

Tlayuenmwi ¢ Hapywenuem ynKyuu neveru

[Ipenapar Keernanndn KaHoH MHTeHCHMBHO MeTabonu3upyercs B medeHu. [losTtomy ciemyer

coOroaTh OCTOPOXKHOCTh TIPH MPUMCHCHHWH TIperapara y IMaldeHTOB ¢ MEYCHOYHON

HEJOCTAaTOYHOCTHI0, OCOOCHHO B Hadalle Tepamud. PeKOMEHIyeTcss HauWHATh TEPAIHIO C J03bI

25 MI/CyTKU M YBEIHUMBATH 03y €xkeIHeBHO Ha 25—50 Mr 10 qoctrxkeHus 3 PEeKTUBHOM TO3BI.
eTn

bezonacHoCTh 1 3¢ ()eKTUBHOCTH KBETHAIIMHA Y JIeTel B Bo3pacTe oT 0 10 18 et He yCTaHOBIICHBI.

[TpenapaT npoTuBoOIIOKa3aH y AeTel B Bo3pacte 10 18 ner.

Cnoco6 IIPUMCHCHUA

Bnytps.

HeszaBucumo ot mpuema nuniy.

4.3. IIpoTHUBONMOKA3aHMSA

- ['unepuyBCTBUTENFHOCTS K KBETHAIMHY HIIH K JIFOOOMY M3 BCIIOMOTATEIBHBIX BEIIECTB,
NEePEYUCIICHHBIX B pa3zene 6.1.;

- OpnHoBpeMEHHOE NpPHMEHEHHWE C MHruoutropamu nutoxpoma P450, Takumu Kak
IPOTHBOIPUOKOBBIE IIPENapaThl TPYIIIbI a30J10B, 3PUTPOMHULIMH, KJIAPUTPOMULIMH U HE(a30/I0H, a
TaKXe ¢ MHTHOUTOpaMM poTeasbl BUpyca MMMyHoeduuuta yenoeka (BUY) (cMm. pasnen 4.5.).
- [lepuon rpyaHoro BckapmianBanus (cM. pasaen 4.6.).

- Hetckuii Bo3pact 10 18 et (3¢ pexTHBHOCTD U 6€30MaCHOCTH HE YCTAHOBJICHBI).

4.4. OcoOble yka3aHUsl M MepPbI NPEA0CTOPOKHOCTH NPH MPUMEHEHN U

C 0CTOPO’KHOCTBLIO

VY ManueHToB ¢ KapIUOBACKYJISAPHBIMU M 1IepeOPOBACKYIIPHBIMU 3a00JICBAHUSIMH WITH JIPYTHMH
COCTOSTHUSIMH, TPEApacIojiaralolliMi K apTepuaibHOW THUIIOTCH3WH, TOXUJIOW BO3pacT,
MEYCHOYHAs HEIOCTATOYHOCTh, CYJOPOKHBIE TPUTIATKNA B aHAMHE3€, PUCK Pa3BUTHS UHCYIbTA U
acCIMpPallMOHHON THEBMOHHH.

Cyuyuod/cyuyudanvHovle MblCIU UTU KIUHUYECKOE YXYOUleHUE

Jlenipeccust pu OHMITOJIIPHOM PACCTPOMCTBE CBs3aHA C MOBBIIICHHBIM PHCKOM BO3HUKHOBECHUS
CYHUIIUJANBHBIX MBICICH, CAMOTIOBPEXKACHUS W CyUIUAa (COOBITUH, CBS3aHHBIX C CYUITUIOM).
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JIO0 YIIYYIIEHUS] COCTOSIHHSI MMAIMEHTAa C HaJalla JICYCHUS MOXET MPOUTHU HECKOJIbKO HEeAeNb WU
0OJIbIIIe, MAMEHTHI JOJHKHBI HAXOMUTHLCS IO MPUCTATBHBIM MEAWIIMHCKAM HAOIIOICHUEM [0
HacTyruieHus: ynydmeHus. [lo maHHbIM OOHIEIPUHATOrO0 KJIMHUYECKOIO OIbITa, PUCK CYyHIIH[A
MOJKET TOBBICUTHCS Ha PaHHUX CTAIUAX HACTyIUIeHUs pemuccud. CreayeT mnpemaynpexaaTh
MAIUEHTOB (0COOEHHO OTHOCSIIUXCS K TPYIINE MOBBIIIICHHOTO PUCKA CYUITN/IA) U MX TIOTIeYUTEINeH
0 HEOOXOTUMOCTH KOHTPOJS KJIMHUYECKOTO YXYALICHUS, CYHIHUJATBHOTO TOBEICHUS WU
MBbICTIEH, HEOOBIYHOTO U3MEHEHHUsI B MOBEICHUU U HEOOXOIMMOCTH HEMEIJIEHHO O0paTUThCs K
Bpauy B Clly4yae UX MOSBICHHUS.

[To ngaHHBIM KJIMHUYECKUX HCCIICOBAHWA Yy TAIMCHTOB C JCMPECCHEH MpH OHIOISIPHOM
pPacCTpOMCTBE PHUCK Pa3BUTHS COOBITHH, CBA3aHHBIX C CyuIuaoM, coctaBmi 3,0 % (7/233) s
kBetranuaa u 0 % (0/120) mis mamne6o y marueHToB B Bo3pacte 18-24 roxaa; 1,8 % (19/1616)
quist kBetranuna u 1,8 % (11/622) nns nnane6o COOTBETCTBEHHO y MAllMEHTOB cTapiie 25 JieT.
Jlpyrue TCHXWYECKUE PAcCTPOWCTBA, JUIS TEpAIMH KOTOPHIX HA3HAYaeTCs KBETHUAIWH, TAKXKE
CBSI3aHBI C TIOBBIIICHHBIM PUCKOM COOBITHH, CBS3aHHBIX C CymmuaoM. Kpome Toro, Takue
COCTOSTHUSI MOTYT OBITh KOMOPOUJHBIMU C JICTIPECCUBHBIM JMH30/I0M. TakuM 00pazoM, Mepsl
MPEIOCTOPOKHOCTH, MPUMEHSEMbIE NpPU TEepanud NAIMEHTOB C JICIIPECCUBHBIM AIHU30/I0M,
JIOJKHBI IPHHUMATHCS U TIPU JICUCHUH MMAIIMEHTOB C IPYTHUMH IICUXUYECKHUMH PACCTPOUCTBAMHU.
[Ipm pe3koM TpeKpaieHUd TEparmui KBETHANTMHOM CJIEAyeT TNPUHAMATh BO BHUMaHUE
MOTEHIUATBHBIA PUCK PA3BUTHS COOBITHIA, CBA3AHHBIX C CYUIIUIOM.

[TarueHTHl € CYMIUAATBHBIMH COOBITUSIMH B aHaMHe3€, a TakKe NalMeHThl, OTUYETIMBO
BBICKA3bIBAIONINE CYWIIUIAIBHBIE MBICTH TIepe] HadajloM TEeparuH, OTHOCATCS K TpYIIe
MOBBIINICHHOTO PHCKA CYHIUJIATBHBIX HAMEPEHUH W CYHMIIMIAIBHBIX TIONMBITOK W JOJKHBI
TIIATEIbHO HAOMI0AaThCS B mporiecce jedyenus. [Iposenennniii FDA (YmpasieHre o KOHTPOJIO
3a THIIEBBIMU TPOAYKTaMH U JNeKapcTBeHHBbIMU cpenctBamu, CIIIA) meraananu3 miane6o-
KOHTPOJIMPYEMBIX HWCCIICJIOBAaHWH aHTHACIPECCAHTOB, OOOOIIAONIMIA JaHHBIE MPUMEPHO
4400 nereit m momgpocTtkoB M 7700 B3pOCHBIX MAIMEHTOB € MCUXHYECKHMMH PACCTPOMCTBAMH,
BBISIBUJI TIOBBIMIEHHBIM PHUCK CYUIUAANBHOTO TOBEACHUS Ha (OHE aHTHUIENPECCAaHTOB IO
CpPaBHEHMIO C Ianebo y JeTei, MOAPOCTKOB U B3POCHBIX MAlMEHTOB B BO3pacTe a0 25 Jer.
JlaHHBI MeTaaHAJIM3 HE BKIIOYAET HCCIICIOBAHUS, TJI€¢ WCIOJb30BAJICS KBCTHAITHH
(cm. pazmen 5.1.).

[To maHHBIM KPAaTKOCPOYHBIX IMIAIe00-KOHTPOIUPYEMBIX UCCIETOBAHUI MO BCEM MOKA3aHHIM U
BO BCEX BO3PACTHBIX I'PYMIAaxX 4acToTa COOBITUH, CBSI3aHHBIX C CYHIIMAOM, coctaBmia 0,8 % kak

1u1s kBetranuHa (76/9327), Tak u quis tuiane6o (37/4845).
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cyunugom, coctaBui 1,4 % (3/212) nns keernanuna u 1,6 % (1/62) nist miane6o y maiueHToB B
Bo3pacte 18-24 roma; 0,8 % (13/1663) nmns kBermarnmuna u 1,1 % (5/463) s mmanebo y
naiueHToB crapuie 25 netr; 1,4 % (2/147) nns xBermanuna u 1,3 % (1/75) nnsa mnaneb6o y
MaIMEHTOB B Bo3pacte 110 18 mer.

VY nmanyeHToB ¢ MaHHEW NP OUITOJIIPHOM PACCTPOICTBE PUCK Pa3BUTHSI COOBITHI, CBI3aHHBIX C
cyunugaom, coctaBun 0 % (0/60) mns xBernanuua u 0 % (0/58) mist mnanebo y HanyeHToB B
Bo3pacte 18-24 roxa; 1,2 % (6/496) nnsa kBetnanuna u 1,2 % (6/503) nns mianebo y maiueHToB
ctapuie 25 net; 1,0 % (2/193) nns ketranuna u 0 % (0/90) nuist mutane6o y maiMeHToB B BO3pacTe
1o 18 ner.

Connugocmuw

Bo BpeMms Tepanuu KBeTHATMHOM MOKET OTMEYAThCSl COHJIMBOCTD U CBSI3aHHBIE C HEH CUMIITOMBI,
Hanpumep, cenanus (cMm. pasaen 4.8.). B KIMHHUECKUX UCCIIEJOBAHUSIX C yYAaCTHEM MAllUEHTOB C
JIETIPECCUeH B CTPYKTYpE OUITOJISIPHOTO PAaCCTPOIMCTBA, COHIIMBOCTh, KaK MPABHIIO, Pa3BUBAJIACH B
TE€YEHHE NEPBbIX TpeX AHEH Tepanuu. BelpakeHHOCTH 3TON HexenarenbHoU peakuuu (HP), B
OCHOBHOM, Obljla HE3HAUUTEIbHON WM yMepeHHOW. [Ipu pa3BUTHH BBIPA)KEHHOW COHIIMBOCTH
MaUeHTaM ¢ JeNpeccueil B CTPyKType OUIOISIPHOTO pacCTpOiiCTBa MOTYT OTpeboBaThes Oomee
4acThIe BU3UTHI K Bpayy B TCUCHHUE 2-X HEJIETh ¢ MOMEHTA BOSHHUKHOBEHHSI COHJIMBOCTH WM JO
YMEHBIIICHUST BBIPAKEHHOCTH CHMIITOMOB. B HEKOTOPBIX CIlydasx MOXET MOTpeOOBaThCS
MpeKpaleHNe Teparnii KBETHATTIHOM.

Tlayuenmsi ¢ cepoeyHo-cocyoucmuimu 3a001e8aHUAMU

Crnenyer coOnroaTh OCTOPOKHOCTh TPH HA3HAYCHWW KBETHAIMHA TAIMEHTaM C CepJeYHO-
COCYIUCTBIMU H  1epeOpPOBACKYISIPHBIMH  3a00JI€BaHUSIMH, U JAPYTMMH  COCTOSTHUSIMU,
MpeipacloiaralouMMi K apTepranbHoil runoteH3nu. Ha ¢one Tepanuu KBeTHATMHOM MOKET
BO3HUKATh OPTOCTaTHYECKas TUMOTEH3Hs, OCOOEHHO BO BpeMs TUTPOBAaHHUS [103bI B Hayale
teparmun. OpTocTaTHYecKasi TUIIOTSH3HS U CBSI3aHHOE C HEH TOJIOBOKPY)KEHHE MOTYT ITOBBIMIATH
PHUCK CIIy9aifHOM TpaBMBI (T1aJIeHUs), OCOOCHHO y TAIlMEHTOB MOXKWIOro Bo3pacTa. [larmentam
cienyer coONoJaTh OCTOPOKHOCTH 10 T€X IOp, MOKAa OHM HE aJanTHPYIOTCS K JaHHBIM
noteHnuaibHeiM HP. [Ipy BOSHUKHOBEHUH OPTOCTATUYECKON TUITOTEH3UH MOKET MOTPeOOBaTHCS
CHW)KCHHE JI03BI WIIH 00Jiee MEICHHOE €€ TUTPOBAHME.

Cunopom annos 6o cHe

VY mnanueHToB, MPUHUMABIIMX KBETHANWH, OBLT OTMEYEH CHHJIPOM amHod Bo cHe. Cremyer
coOI0AaTh OCTOPOKHOCTH MPY HA3HAYSHUH KBETHANTMHA MAIIMEHTaM, MOMyYaloIiM MIpenapaThl,

OKa3bIBAIOIIME YrHETAIoIIee ACHCTBHE Ha HeHTpanbHylo HepBHyo cucrtemy (I[HC), a Taxke
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Cyoopooicrble npucmynul

He BBIsIBIIEHO pa3nuuuii B 4acTOTE Pa3BUTHA CYIOPOT y MAlMEHTOB, MPUHUMABIINX KBETHAITUH
win 1iane6o. OnHaKko, Kak U MpU Tepanuu APYTUMU aHTUIICUXOTUYECKHUMH JI€KapCTBEHHBIMU
CpeACTBaMH, PEKOMEHIYETCsl COOJII0aTh OCTOPOKHOCTD IMPH JICYEHUH MAlMEHTOB C HAIMYHEM
CyJIOPOXKHBIX MPUCTYNOB B aHaMHe3€e (CM. pa3zen 4.8.).

Oxempanupamuouvie cumnmomot (11C)

OTMedeHo yBelnueHHe 4acTOThl BO3HUKHOBEHUS DIIC y manueHToB ¢ Aenpeccueil B CTpyKType
OMMOJISPHOTO paccTpONCTBA MPHU NPHEME KBETHANMHA IO MOBOAY JEHPECCUBHBIX 3IU30/0B 110
CpaBHEHHIO C marebo (cM. pazaen 4.8.).

Ha ¢one mnpuema KBeTHanMHa MOXET BO3HUKATh aKaTU3MUsS, KOTOpas XapaKTepu3yeTcs
HENPUSTHBIM YYBCTBOM JIBUTATEIBHOTO OECIOKONHCTBA M TMOTPEOHOCTHIO JABUTaThCs, U
IPOSIBIIIETCS. HECIIOCOOHOCTBIO TAalMeHTa CHICTh WM CTOSATh 0Oe3 JBwkeHus. llpum
BO3HMKHOBEHUH MOTOOHBIX CHMIITOMOB HE CIIEAYET YBEINIUBATH /103y KBETHAIMHA.

Ilo30mns5 ouckunesus

B cnydae pa3BuTHs CUMOTOMOB MO3/IHEH TUCKUHE3UU PEKOMEHAYETCS CHU3UTH /103y Ipernapara
WIM TOCTENEHHO ero OTMEeHUTh (cM. pasgen 4.8.). CuMITOMBI MO3JHENH JAMCKUHE3UU MOTYT
YCUJIMBATHCS WIM AK€ BOZHUKATh [10CJIE IPEKPALEHUS pueMa Mpenapara.

3nokauecmsennviii Hetiporenmuyeckuil cunopom (3HC)

Ha ¢one npuema aHTUNCHMXOTMYECKHUX IIpenapaToB, B TOM 4YHCJE, KBETHAllMHA, MOXKET
pasBuBatbest 3HC (cMm. pasznen 4.8). KnuHudeckue mposBlIeHUs CUHAPOMA BKIIIOYAIOT B ce0s
THIEPTEPMHIO, W3MEHEHHBI MEHTAJIBHBIA CTAaTyC, MBIIICYHYIO PHUTHIAHOCTH, JTaOMIBHOCTH
BEreTaTMBHOM HEPBHOM CHCTEMBI, YBEIMYEHHME aKTUBHOCTH KpeaTtuHpochokuHazsl (KDK) B
ia3Me KpoBH. B Takux ciyyasx HEOOXOIUMO OTMEHUTh IpPHEM KBETHAllMHA U IMPOBECTU
COOTBETCTBYIOIIIEE JICUEHUE.

Tsoicenas neliimponenusi U azpanyioyumos

B KkpaTkoCpouHBIX IUIANE00-KOHTPOIUPYEMBIX KIMHUYECKUX HCCIEAO0BAaHUIX MOHOTEpalu
KBETHAIIMHOM HEYACTO OTMEYAJIUCh CIy4au TSDKEJIOW HeWTponmeHHH (KOJIMYECTBO HEUTpoduion
<0,5 x 10%1) 6e3 nadexmm. CoobIIaNOCh O PA3BUTHH arpaHyJIONNTO3a (TSKEII0i HeHTpoNeHNH,
ACCOIIMMPOBAHHOW ¢ WH(MEKIUSAMH) Yy TAIHMEHTOB, TONYyYaBIIMX KBETHAlIMH B paMKax
KJIMHUYECKHX HCCIIE0BaHUH (peiKo), a TaKkKe MPH NOCTPErUCTPALIMOHHOM MPUMEHEHUH (B TOM
YHCIIe C JEeTATbHBIM UCX0/0M). BONBIIMHCTBO 3TUX ClTyyaeB TSHKEIONH HEUTPONEHUH BO3HUKAJIO
yepe3 HECKOJIbKO MeCALEeB IOcie Hayala Tepanuu KBeThanuHoM. He ObUIo  BBISBICHO

110303aBUCUMOTO Y dekra. JIelkoneHus u/mim HEUTPONIEHUsT pa3peliaTiuch MOCe MPEeKPaIeHUs
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ABJIAIOTCS MPEALIECTBYIONIEE MOHMKEHHOE KOJIMYECTBO JIEMKOLMTOB M CIy4yau JIEKapCTBEHHO-
WHyLIMPOBAHHON HEUTPOIICHUH B aHAMHE3E.

Pa3BuTHe arpanynonuTo3a OTMEYald U y MalUeHTOB 0e3 ¢akrtopoB pucka. Heobxommmo
YUUTBHIBaTh BO3MOKHOCTH Pa3BUTHUSI HEUTPOIIEHUH y MAIIMEHTOB ¢ MH(EKIuel, 0cCOOEHHO B cllydae
OTCYTCTBHUSI OYEBHJHBIX IMPEIPACHONAralonux (aKkTOpPOB, WM Y MALUEHTOB C HEOOBICHUMOMN
JUXOPAJKOM; JlaHHBIE Cllydad JIOJDKHbI BECTUCh B COOTBETCTBUM C KIMHUYECKUMU
PEKOMEHIallUSIMHU.

YV mHanMeHToB ¢ KoamdecTBoM HeiftpodminoB < 1,0 x 10%1 mpueM KBeTHammHa clemyeT
npekpatuth. llanueHTa HeoOXOAMMO HAOMIONATh ISl BBIABICHHUS BO3MOMKHBIX CHMIITTOMOB
MHGEKIMH U KOHTPOIUPOBATH KOIMUECTBO HEHTPO(IIOB (10 mpeBbImeHus yposas 1,5 x 10%/m).
Bzaumoodeticmeue ¢ Opyeumu nexapcmeenHviMu cpeocmeamu (cm. makaice pazoen 4.5.)
[IpumeHeHre KBeTHANWHA B KOMOMHAIIMM C MOIIHBIMH HMHIYKTOPAaMH MHKPOCOMAJIbHBIX
(GEepMEHTOB TICUYCHU, TAaKUMHU Kak KapOama3enuH W (PCHHTOWH, CIIOCOOCTBYET CHH)KCHHIO
KOHIICHTPAllMM KBETHAIMHA B ITJIa3M€ KPOBH M MOXKET yMEHbIIaTh 3(pPEeKTHBHOCTH Tepanuu
npenaparoM Keernanun KaHoH.

Haznauenne mnpemapata Ksernanun KaHOH mamueHTaMm, MOJIYYalOMIMM — HHIYKTOPBI
MHUKpPOCOMAJIbHBIX (PEPMEHTOB NEUYEHH, BOZMOXKHO JIMILb B TOM CIIy4ae, €CJIM OXKHUAaeMas 1oJjb3a
OT Tepamuu MpernapaToM IPEBOCXOJUT PHUCK, CBA3aHHBIM C OTMEHON IpenapaTa-uHIyKTopa
MHUKPOCOMANIbHBIX  ()epPMEHTOB  Me4yeHu. VI3MeHeHue J03bl  MpenapaToB-MHIYKTOPOB
MHUKPOCOMANIbHBIX ()EPMEHTOB MEUeHH JOJDKHO ObITh mnocTeneHHbIM. Ilpu HeobOxommmocTu
BO3MOXXKHO MX 3aMellleHue IpenaparaMy, HE MHIYLHUPYIOIIMMU MHUKpPOCOMAalbHbIE (DEpMEHTHI
Ne4YeHy (HanpuMmep, penapaTsl BalbIPOEBOU KUCIOTHI).

T'unepenukemus

Ha ¢one npuema kBeTHanuHa BO3MOXHO Pa3BUTHE TMIIEPIIIMKEMUN WIM 000CTPEHUS CaXxapHOTro
nuabera (B psje clydyaeB — C pa3BUTHUEM KETOAlU103a UM KOMBI, B TOM YHCJIE, C JIETaIbHBIM
HCXOJIOM), Yy TallMEHTOB C caxapHbIM AuabeToM B aHamHe3e. PexomeHnyercs HabitolieHuE 3a
NAUEHTaMH, MOJIYYaroIIMMH KBETHAIIMH U IPYrUe HEUPOJIENTUKH, IS BBISBIECHUS BO3MOXKHBIX
CUMIITOMOB T'MIIEPIIIMKEMHUH, TAKUX KaK OJINYpHs (YBEIMUEHUE KOJIMYECTBA BBIJEIAEMOI MOUN),
nonuauncust (maToJIOTMYecKd YyCUJICHHasl akja), nojudarus (NMOBBIIIECHHBIN aleTuT) U
cnabocth. Takke pEeKOMEHIyeTcs HaONIo/IeHHe 3a MallMeHTaMU C CaxapHbIM IuabeToM U
nalyveHTaMu ¢ (GakTOpaMu pUCKa Pa3BUTHUS CaxapHOro jauabera /sl BBISIBICHUS BO3MOXKHOTO
YXYJIEHUs] KOHTPOJIS TIUKeMuH (cM. pasnen 4.8.). Crneayer peryaspHo KOHTPOJIUPOBATh MAcCy

TCia.
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Konyenmpayus nunuoos

Ha ¢one mpuema kBeTHanmuHa BO3MOXHO IOBBIIICHHWE KOHIEHTparmu Tpuriaunepunos (TI),
xonecrepuna (XC) u nunonporennoB Huskoi miotHoctu (JIIIHIIT), a Takxke cHuxkeHue
KOHIICHTpAIlUX JTUIONPOTeUA0B Bhicoko mmoTHocTy (JITIBIT) B mma3me kpoBu (cM. pazaen 4.8.).
Memabonuueckue napyuienus

VYBenuueHne Macchl Teja, MOBBIIEHNE KOHLIEHTPALMHU TJIIOKO3bl U JMIKUJIOB B IJIa3M€ KPOBU Y
HEKOTOPBIX IMAMEHTOB MOTYT MIPUBECTH K YXYIICHUIO META00IMYecKoro npoduis, 4ro Tpedyer
COOTBETCTBYIOILIETO HAOIIOICHUS.

Yonunenue unmepsana QT

He BBIsSIBJICHO B3aMMOCBSI3H MEXy IPUEMOM KBETHAIMHA ¥ CTOWKUM MOBBIIIEHHEM a0COIIOTHON
BenmunHbl nHTepBasia QT. OnHako yanmmHenue nHTepBasia QT oTMeuanock mpu mepeao3upoBKe
npemnapata (cM. pazzaen 4.9.). Ciaenyet co6r0aaTh OCTOPOKHOCTD MPY Ha3HAYECHUHM KBETHAIIMHA,
KaK M JPYIHMX aHTUICUXOTUYECKHUX [PErnapaToB, MALHUEHTaM C CEpACHYHO-COCYIUCTHIMU
3a00JICBaHUSIMH W paHee OTMeUaBIIUMCS yanuHeHueM uHTepBana QT. Taxxke HE0oO0X0auMO
coOiroaaTh OCTOPOXKHOCTh IPU HA3HAYEHUM KBETHAMHA OJHOBPEMEHHO C Ipenaparamy,
yanuHsomuMu uaTepBai QTc, ApyruMu HeWpoIenTHKAMU, 0COOCHHO Y JIUII TIOKUIIOT0 BO3pacTa,
y MalMeHTOB C CUHJIPOMOM BPOKJIEHHOTO y/UTMHEeHUs uHTepBasia QT, XpoHUUYeCcKoil cepredHon
HEJOCTAaTOYHOCThIO, THUMNEpTpodueld MHOKapja, THUIOKAIMEMHEH WIM TUIIOMarHueMuen
(cm. paznen 4.5.).

Kapouomuonamus u muoxapoum

B xone KMMHWUYECKHX HCCIEIOBAaHUN M MOCTPETUCTPAIIMOHHOTO MPUMEHEHHUs ObUIM OTMEYEHBI
ClIy4yau pa3BUTUS KapJIHOMHUONATHU M MHOKAapJWTa, OJHAKO TMPUYMHHAS CBSI3b C IMPHUEMOM
KBETHANMHA HEe ycTaHoBieHa. CieayeT OLIEHUTH Lel1eco00pa3HOCTh Tepaluu KBETUAIIUHOM Y
MAalKEHTOB € MOJ03PEHUEM Ha KapIMOMUONIATHIO UM MUOKAPAMT.

Tsorcenvle koorcnvie HP

[Ipn mpumeHEeHHWH KBETHANMHA COOOIIATIOCh O Pa3BUTHUU TSDKEIBIX KOXHBIX HP, Bkitouas
cuapoMm  CrtuBeHca-/[KOHCOHA,  TOKCHYECKMH  ANUAEPMAIBHBIA  HEKPOJIW3,  OCTPBIA
reHepaT30BaHHBIA IK3aHTEMATO3HBIA MYyCTYyIle3, MHOTO(QOPMHYIO DPUTEMY U JIEKAPCTBEHHYIO
peakiuio ¢ 303uHOduIHeH U cucTeMHbIME cumnToMamu (DRESS-cuHapom), KOTOpBIE SBISIOTCS
MOTEHIIMAIBHO  YIPOXKAIOIMIMMH JKU3HU HEKEIATCIIbHBIMA JIGKAPCTBEHHBIMH  PEAKITUSIMH.
Tsoxensle koxHbIE HP OOBIUHO TPOSBIAIOTCS OJHUM WM HECKOJBKUMHU W3 CIEAYIOIINX
CUMITOMOB: OOIIMPHASsT KOXKHAsl ChIMb, KOTOPas MOXKET OBbITh 3YIAIICH HIH COMPOBOXKIATHCS
MOSIBJICHUEM  MYCTYN, OSKCQOIMATHBHBIA JepMaTUT, JUXopaaka, JuMdaneHomatus U
MOTEHIMANbHAs 203uHOMGUINS Wik HelTpodumus. [Ipr BOSHUKHOBEHUH TSXKENBIX KOKHBIX HP

MpUEM KBETHAIHMHA CJIEeIyeT MPEKPaTUTb.
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OCmpble peaxkyuu, CceA3aHHble C OMMEHOU npendpama

[Ipu pe3koii oTMEHE KBETHAINlMHA MOTYT HaOMIOJAThCs CIEAYIOIINE OCTPhIe peakiuu (CUHIPOM
«OTMEHBI»). TOIIHOTa, pPBOTA, OCECCOHHUIIA, TOJIOBHAS 0OJb, TOJOBOKPYXKEHHE U
pazzipaxuTenbHOCTh. [loaTOMy OTMEHY mpenapata peKOMEHIYEeTCsl MPOBOAMTH IOCTENEHHO B
TE€YEHUE, KAK MUHUMYM, OJJTHOM WJIK IBYX HEJIETIb.

Henpasunvroe npumenenue u 310ynompebnenue npenapamom

Beutr oTMEYEHBI CiTydan HEeMpaBUILHOTO MPUMEHEHUS U 3710ynoTpebneHus npemapatom. Crieayer
coOrI0AaTh OCTOPOYKHOCTD MPH HA3HAUEHUHU KBETHAIMHA MAllMeHTaM IpU HAIUYUU B aHAMHE3e
37I0YNOTPEOICHHUS aJIKOT0JIEM UITU JIEKAPCTBEHHBIMHU ITpernapaTamH.

Tlayuenmui nodxxcunozo 6o3pacma c oemenyuet

[Ipenapar KBetnanun KaHOH HE moOKa3zaH JJisl JIEUEHUS TICUXO030B, CBA3AHHBIX C JIEMEHLHEH.
HekoTtoppie aTunuuHbie HEHPONENTUKH B PaHAOMUZHPOBAHHBIX IJ1Ale00-KOHTPOIUPYEMBIX
WCCIIEIOBAHMSIX MPUMEPHO B 3 pasza YBEIWYMBAIM PHUCK PA3BUTHUS ILEpEOPOBACKYISAPHBIX
OCJIOKHEHUHW y TMAlUEHTOB C JAeMEHIUel. MexaHu3M JTaHHOTO YBEJIMYEHMsI pUCKa HE HU3Yy4eH.
AHAJOTUYHBIN PUCK YBEIHYCHUS YaCTOTHI IIEpeOPOBACKYIISIPHBIX OCJIOKHCHHI HE MOXKET OBITh
UCKIIFOUEH JUIsl JIPYrUX AHTUIICUXOTHMYECKUX JIEKAPCTBEHHBIX CPEACTB WIM JPYrHMX IpyIIl
nauueHToB. [Ipenapar KBernanun KanoH 1015kKeH NPUMEHSTHCS C OCTOPOKHOCTBIO Y TALIMEHTOB
C PHCKOM pPa3BUTHUS UHCYIIbTA.

AHanmu3 TpPUMEHEHUS aTUIMUYHBIX HEWPOJIEITUKOB I JICYEHUs TICUXO030B, CBSA3AaHHBIX C
JIEMEHLHUEN y MalMEHTOB MOKUIIOTO BO3PACTA, BHISIBUII ITOBBIIICHHE YPOBHS CMEPTHOCTH B TPYIIIE
MAIMEHTOB, MOTYYaBIIUX MpenapaThl YTON TPYIILI, IO CPaBHEHHUIO ¢ rpynmnoi mianedo. Kpome
TOTO, 1Ba 10-HEMETbHBIX MJIAIE00-KOHTPOIIMPYEMBIX UCCIEAOBAHUS KBETHATIMHA Y aHATOTHIHOM
rpynnbl nanueHtoB (N=710; cpennuii Bo3pact: 83 roma; Bo3pacTHOW auana3oH: 56-99 ner)
MOKAa3aJIi, YTO YPOBEHb CMEPTHOCTU B IPYIINE NAMEHTOB, IPUHUMABIINX KBETUAIIUH, COCTABUII
55 %, u 3,2 % B rpynne mnare6o. [IpuyuHBl JTETaNbHBIX HCXOJ0B, OTMEUYEHHBIX Yy ATHX
MalMEeHTOB, COOTBETCTBOBAIN OXHUIAACMBIM IS JaHHOW MOmyisiiuu. He BBISBICHO MPUYMHHO-
CJICICTBEHHOW CBSI3M MEXIY JICYCHHEM KBETHAMMHOM W PHUCKOM IMOBBIIMICHHS CMEPTHOCTH Y
MAalMEeHTOB MOXUJIOT0 BO3pacTa ¢ AEMEHIUEH.

Aumuxonunepauyeckue (MyckapuHonooooHvle) 3¢hghexmoi

HopkBeTnanwH, akTHUBHBI MeTaOONMUT KBETHANMHA, O00JIAaeT CPOACTBOM (OT yMEpPEHHOMH
CTEMEH!U J0 BBIPAKEHHOW) K HECKOJBKUM IMOATHIIAM MYCKapUHOBBIX perentopoB. C ATUM
cBs3anbl HP, oO0ycnoBlieHHbIE AHTHXOIWHEPTUYECKHM JEHCTBHEM KBETHUIIANMHA TPU €ro
NPUMEHEHUH B PEKOMEHJOBAaHHBIX [I03aX WJIM B COYETAaHUU C JAPYTMMH IIpernapaTaMu,
OKa3bIBAIOUIMMH aHTHXONMHeprudeckue »¢¢ekTbl, a Takke Hpu mepeno3upoBke. Crenyer

CO6J'IIO,I[3TI) OCTOPOXHOCTE IpHU IMNMPUMCHCHHUHN KBCTHAIIMHA COBMCCTHO C JICKAPCTBCHHBIMU
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co0iroaaTh OCTOPOKHOCTD IPU HA3HAUYEHUU KBETHUAIIMHA NAIMEHTaM C 3aJepKKOH MOYHU WIU C
3a/ICPKKOM MOYM B aHaMHE3€, KIIMHUYECKU 3HAaYUMOW THIIepIUIa3ued MPEACTATEIIbHON KEJE3Hl,
KHUIIEYHOM  HENPOXOJAMMOCTBIO WM  POJCTBEHHBIMH  COCTOSIHUSMH,  IOBBILIEHHBIM
BHYTPHIJIa3HBIM JaBJICHHEM WJIHM 3aKPBITOYTOJBHOM IIIaykoMoi (cM. pasaensi 4.5.,4.8.,4.9.,5.1.).
Hapywenus co cmoponuvl neuenu

B cnyuae pasBurtus xentyxu npuem npenaparta Ksernanun KaHoH crienyer npekpaTuThb.
Jucehacusn

Hucdarus (cm. pazgen 4.8.) u acnupaius HAOIIOAATUCH NPU Tepanuu KBeTuanuHoM. [IpuunnHo-
CJIEICTBEHHAs CBSI3b BO3HUMKHOBEHUS ACNUPALMIOHHON IMHEBMOHHMM C IPUEMOM KBETHAIIMHA HE
ycraHoBnieHa. OpHako, ciemayeT coONIolaTh OCTOPOKHOCTh NpW HAa3HAYCHHWH TIpernapara
KBernanun KaHoH nanueHTam ¢ pucKkoM BOBHUKHOBEHHUSI ACIMPALIMOHHON MTHEBMOHUMU.
Benosnas mpombosmbonus

Ha ¢one npuema HeponenTHKOB OTMEUEHBI CIIydan BOSHUKHOBEHUS BEHO3HON TPOMOOIMOOITHH.
[TockonbKy y MalMeHToB, MPUHUMAIONINX HEHPOJENTUKH, YaCTO BCTPEYArOTCS (PaKTOpbI pucKa
BEHO3HOM TpPOMOOSIMOOIHH, 0 Hauaia U BO BpeMsl Teparnuy aHTUIICUXOTUYECKUMHU MpenapaTamu,
B TOM 4YHCJIE, KBETHAITUHOM, CJEIyeT OLEHUTh (HaKTOPhl PUCKA M MPUHATH NPOPHUIAKTUYECKUE
MEpBI.

3anop u nenpoxooumocms KuuleuHUKa

3amop sBisercs (HaKTOpOM pHCKa HEMPOXOAMMOCTH KuileuHuka. Ha ¢oHe mnpumeHeHUsS
KBETHANMHA OTMEYalld Pa3BUTHE 3aropa U HEMPOXOJMMOCTH KuIleuHuKa (cM. pazgen 4.8.),
BKJIIOYAsl CITy4yau C JIETAIbHBIM UCXO0JIOM Y AIIUEHTOB TPYIIIIbI BHICOKOI'O pUCKa HEMPOXOAUMOCTH
KHILIEYHHUKA, B TOM YHCJIE TIOTy4YarolINX MHOKECTBEHHbIE COITYTCTBYIOLINE Mpenaparhbl, KOTOpbIe
CHI)KAIOT MOTOPUKY KUIIEYHUKA, JaXKe TPU OTCYTCTBHH KAI00 HA 3arop.

lanxpeamum

Bo Bpemsi KIMHHYECKUX UCCIEAOBAHUN U MOCTPETUCTPALIMIOHHOTO IPUMEHEHHUS ObLITH OTMEUYEHBI
CIIy4au pa3BUTHs AaHKPEATUTa, OJTHAKO IPUUYMHHAS CBSI3b C IPUEMOM IIpernapara He yCTaHOBIICHA.
B mocTperucTpalluOHHBIX COOOMICHMSIX YKa3aHO, YTO Yy MHOTHX IMAllMeHTOB MPHUCYTCTBOBAIU
dakTopbl pUCKAa pPa3BUTUS TMAHKpeaTWTa, TaKUe KaK TMOBbIIIeHHe KOHIeHTparuu T
(cM. monpaszaen «KoHueHTpalus TMIUA0BY), X0JIeIUTHA3 U YIOTpeOIeHHe allKoroJsl.
Hononnumenvnas ungopmayus

JlanHple 00 OJHOBPEMEHHOM MPUMEHEHUHM KBETHANMHA C AWBAIBIIPOATOM WU JIUTHEM TpU
OCTPBIX MAaHUAKAJIbHBIX JIMU30[aX JErKOM WIM CpEeIHEeW CTENeHU TKECTH OrPaHUYEHBI.
OTMeueHBI X0poIas IEPEeHOCUMOCTh 3TOM KOMOWHUPOBAHHOM Tepanvu U aaIuTUBHBIA d(dexT

Ha 3-i1 HeJese Tepanuu.
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BcnoMorarenbpHEIC BEIISCTBA

[Ipenapar Ksetnanun Kanon conepxut raunepon (rmiepun) menee 10 Mr Ha 03y, OYTH HE
COJICPKHT, HO MOXET BBI3BIBATh F'OJIOBHYIO 00JIb, PACCTPOMCTBO JKEIyAKa U AHapero (IIOHOC).

eTu
[Tpenapat KBetnanun KaHoH He 1oka3aH Juisl IpUMEHEHUs y J€Tel U MOAPOCTKOB B BO3pacTe A0
18 sieT B CcBSI3U C HEOCTATOUHOCTHIO JIAaHHBIX 110 IPUMEHEHUIO B 3TOM Bo3pacTHOM rpymme. 1o
pe3ysipTaTaM KIMHUYECKUX MCCIEA0BaHUN KBeTHannHa HekoTopsle HP (moBwimenue ammerura,
HOBBIIIEHNE KOHLEHTPAIMM MPOJAKTHHA B CHIBOPOTKE KPOBH, PBOTA, HACMOPK M OOMODPOKH) Y
JieTell ¥ MOAPOCTKOB HaOt0oJau ¢ 0OoJIbIeH YacTOTOM, YeM Yy B3pOcCiIbIX nanueHToB. Hekoropsle
HP (sxctpanupamuanbie cumntombl (DIIC)) y nereit U MOJPOCTKOB MOTYT MMETh pa3HbIC
MOCJIEACTBHSI 10 CPAaBHEHUIO CO B3pPOCIBIMU IallUEHTAaMHU. TaKkKe OTMEYEHO IOBBIIIEHUE
apTepUaNbHOTO JaBJICHUs, HE HAOIOAaBIIeecs y B3pOCIbIX NAllMEHTOB. Y JAeTeil U MOAPOCTKOB
TaKXe HaOJI0Janu U3MEeHEeH!e (PYHKIMY IIUTOBUIHON HKeJIe3Bbl.
BnusiHue Ha pocT, 110JI0BO€ CO3pEBaHNUE, YMCTBEHHOE Pa3BUTUE U NOBEIECHUYECKUE PEaKLUU IpU
JUTMTEILHOM IIpUMeHeHnu (Oosee 26 Helelb) KBETHANMHA HE U3y4alloCh.
B nnane60-KoHTpONIUpYyEeMBbIX UCCIIEJOBAHUAX Y I€TeH U MOAPOCTKOB ¢ mM30(peHueit 1 Manuei
B CTPYKTYpe OUIOJISIPHOro paccTpoiicTBa yactoTa pazsutus JI1C Oblia Bbllle NpU IPUMEHEHUU
KBETHAIMHA 110 CPABHEHUIO C IJ1a1edo.
45. B3aumopeiicTBHe ¢ APYIrMMH JIeKAPCTBEHHbIMH IIpeniaparaMu M Jpyrue BH/bI
B3aMMO/JEHCTBHUA
Crenyet co01101aTh OCTOPOKHOCTB TPH KOMOMHUPOBAHHOM MPUMEHEHUH npernapara Ksetnanux
KanoHn ¢ npyrumu npenaparamu, Bo3aerctBytomumu Ha [THC, a Takxke ¢ ankorosem.
Cnenyer coOnrofaTb OCTOPOXXHOCTh Y MAIMEHTOB, MPUHUMAIOIIUX JPYTU€ aHTarOHUCTHI
XOJIMHEPIHYECKUX (MYCKapHHOBBIX) PELIENITOPOB (CM. pasien 4.4.).
N3odepment cucremsl uroxpoma P450 3A4 sBiseTcst OCHOBHBIM H30()€pPMEHTOM, OTBEUYAIOIINM
3a MeTaboIM3M KBETHAIMHA, OCYIIECTBIAIOMUICS yepe3 cucteMmy ruroxpoma P450. YV 310poBbix
JIOOPOBOJIBIIEB OJTHOBPEMEHHOE NMPHUMEHEHHE KBETHANWHA (B J103€ 25 MI) C KETOKOHA30JIOM,
unruouropom mzopepmenta CYP3A4, npuBonmio K YBEJIWYECHUIO IUIOMIATU TOJ KPHUBOM
«koHueHTpanus-spems» (AUC) kBetnanuna B 5-8 pa3. [losToMy olHOBpeMeHHOE MTPUMEHEHHE
KBeTHANMHA 1 HHTHONTOpOB M3opepmenTa CYP3A4 (kerokonason, naruoutopsl BUY-niporeas,
SPUTPOMMIIMH, KJIAPUTPOMULIUH U Jp.) MIPOTUBOIOKA3aHO. Takxke He peKOMEHI0BaHO TPUHUMATh
KBETHAIHMH BMECTE C TPEUI(hPYTOBBIM COKOM.
B dapmakokrHEeTHYECKOM HCCIEIOBAHUN MHOTOKpPaTHOE MPUMEHEHNE KBETHANMHA B Pa3JIMYHOM
JIO3UPOBKE 10 WJIM OJHOBPEMEHHO C NMPHUEMOM KapOamasenuHa MPUBOJWIO K 3HAYUTEILHOMY

IMOBBIIICHHUIO KIIMPE€HCA KBETHAIIMHA W, COOTBETCTBCHHO, YMCHBUICHUIO AUC, B Cp€aAHEM, Ha
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camwkenne AUC Obuto emie Oosiee BhIpakeHHBIM. Takoe B3aMMOJCHCTBHE COMPOBOXKIACTCS
CHIDKEHHEM KOHIICHTPALMU KBETHANMHA B IJIa3ME U MOXKET CHUXKATh APPEKTUBHOCTH TEPATUU
KBETHAITHOM.

OnHOBpeMEHHOE  TPUMEHEHHWE KBETHANlMHA ¢  (DEHUTOMHOM, JPYrHM  HMHIYKTOPOM
MHUKPOCOMAIIBHBIX (DEPMEHTOB MEYSHH, COIPOBOXKIAIOCH eIlle 00JIee BBIPAKECHHBIM (IPUMEPHO Ha
450 %) moBBIIGHWEM KJIMpPEHCAa KBeTHAnuHA. [IpUMEHeHHe KBETHANWHA ITallMCHTaMHU,
HOJTYYaIOIUMH HWHAYKTOPBl MHKPOCOMAIBHBIX (EPMEHTOB IEYCHH, BO3MOXKHO JIMIIL B TOM
cllydyae, €CIIM OKHJaeMasl IMoJib3a OT TE€PAalUH KBETHAIIMHOM INPEBOCXOJHUT PHCK, CBS3aHHBIHN C
OTMEHOW TMpernapaTa-uHAYKTOpa MHKPOCOMAIIBHBIX (EpMEHTOB INieueHH. V3MeHeHHne 03bI
IpenapaToB-HHAYKTOPOB MHUKPOCOMATBHBIX (DEPMEHTOB IMEYEHHU JIOJDKHO OBITh MOCTENEHHBIM.
[Ipy HE0OXOIMMOCTH, BO3MOXKHO HX 3aMeIIeHHE [penaparam, HE HHIYLHPYIOIIUMH
MHKpPOCOMaJbHbIE (epMEeHTHl NeueHH (HampuMep, IpernapaTaMy BaJbIIPOSBOM KHCIOTHI).
KBernanuH He BBI3BIBAT WHAYKIMH MHUKPOCOMAJbHBIX (DEPMEHTOB IEUCHH, YYAaCTBYIOIIUX B
MeTabonm3me QpeHa3oHa.

dapMaKkOKMHETHKA KBETHAIMHA CYIIECTBEHHO HE N3MEHUIAch IPH OJHOBPEMEHHOM ITPHUMEHEHUH
aHTHJeNpeccanTa umunpamuHa (uHruOutop wu3odpepmenta CYP2D6) wunu  QuyokcernHa
(uarudurop uzodepmento CYP3A4 u CYP2D6).

dapMakOKMHETHKA KBETHAITUHA CYIIECTBEHHO HE H3MEHSIETCS IIPH OJTHOBPEMEHHOM MTPUMEHEHHUN
C AHTHUICUXOTHYECKUMH JIEKApPCTBEHHBIMH CPEJICTBAMU PUCHEPUAOHOM HIIM TaJIONEPHI0JIOM.
OpHaKo 0IHOBPEMEHHBIH IpreM KBeTHAMHA U THOPUAAa31HA TPUBO/IUII K MOBBILICHUIO KIMPEHCa
KBeTHanuHa npuMmepHo Ha 70 %.

dapMakOKMHETHKA KBETHAITMHA CYIIECTBEHHO HE H3MEHSIETCS TP OJTHOBPEMEHHOM MTPUMEHEHHUN
UMETU/IHA.

[Tpu otHOKpaTHOM IpueMe 2 MT Jiopasenama Ha (hoHe ITpueMa KBeTHanuHa B 103e 250 mr 2 pasa
B CYTKH KJIIMPEHC JopaszenaMa cHIkaercss npuMmepHo Ha 20 %.

dapMakOKWHETHKA TMPENapaToB JIMTUS HE HW3MEHSETCS TPH OJHOBPEMEHHOM IPHMEHEHHH
KBETHAIHHA.

He oTrmeueHO KIMHUYECKH 3HAUMMBIX U3MEHEHUH (PapMaKOKMHETHKU BaJbIIPOEBON KUCIOTHI U
KBETHAIMHA TP COBMECTHOM IIPHUMEHEHHH BaJIbIIPOATa CEMUHATPHS M KBETHAIIHHA.
DapMaKOKHHETHYECKAE HWCCIIEAOBAaHUS TI0 W3YYCHUIO B3aMMOJCHCTBHS KBETHANMHA C
npenapaTamu, IpUMEHSIEeMbIMU IIPU CEPIEUHO-COCYTUCTHIX 3a00I€BaHUAX, HE POBOAMUIIHCE.
Crnenyer co0OmogaTh OCTOPOKHOCTh NP KOMOMHHPOBAHHOM IPUMEHEHHWM KBETHAlMHA H

[IpenapaToB, CIOCOOHBIX BbI3BAaTh HAPYLIECHHUE AIEKTPOIUTHOTO OanaHca U yAJTUHEHUE HHTEpBalia

QTe.
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COOTEBETCTEYET .
ot 20.12.20

023 N2 26719

(rnoc B HOC TR 0004
VY nanueHToB, IPUHUMABIINX KBETHAIIWH, OBLIT OTMe‘Iell-;Ll' noﬁngﬁo@%mﬁ]—ﬁezvnﬁtﬁmm

OMY OTUETY

CKPUHUHI-TECTOB Ha BBISIBIICHUE METAJ0HA U TPULMUKIMYECKUX AHTHUIEIPECCAHTOB METOJIOM
uMMyHO(epMeHTHOrO aHanu3a. s MOATBEPKACHUS PE3yabTaTOB CKPUHHHIA PEKOMEHIYETCs
IPOBE/IEHUE XPOMATOrpahUUECKOro UCCIeI0BaHHUS.

4.6. DepTWIBLHOCTH, 0ePEMEHHOCTDb U JAKTALMS

bepemenHoCTh

BbesonacHocth M 3 (EKTUBHOCTh KBETHANIMHA Yy OEpPEMEHHBIX JKCHIIWH HE YCTAHOBJICHBI.
[TosToMy, BO BpeMsi O€peMEHHOCTH KBETHAIIMH MOXXHO NPUMEHSATh TOJIBKO B TOM Cllydyae, eCiu
O’KHJaemMasl 1oJb3a ISl )KEHIIUHBI OIPaBbIBACT IOTEHIUAIbHBIA PUCK UL IUIOJA.

[Ipy npUMEHEHUH AHTUIICUXOTHYECKHX IpPErnaparoB, B TOM YHUCJIE KBETHUAIIMHA, B TPEThEM
TpUMecTpe OEpEeMEHHOCTH y HOBOPOXKIIEHHBIX IMOSBIISACTCS pUcK pa3Butus HP pasHoil crenenu
BBIPQ)KEHHOCTH M AnIUTENbHOCTH, BkIodas OIIC w/mnm cuHapom «orMeHbl». Coobmanoch o
BO30Y)XJI€HUM, TUNEPTOHUHU, TMIIOTOHUM, TPEMOpE, COHJIMBOCTH, PECIUPATOPHOM JUCTpEcC-
CHHJIPOME WJIM HApyIICHHUSX KOPMJICHHS. B CBSI3M € 3TUM cClieqyeT THIaTeIbHO HAaOM0IaTh 3a
COCTOSTHUEM HOBOPOXK/ICHHBIX.

JlakTanuys

Ony6iuKoBaHbl cOOOIIEHU 00 SKCKPELMM KBETHAIIMHA C TPYJHBIM MOJIOKOM, OJIHAKO CTEIEeHb
OKCKpelUU He ycTaHoBJeHa. JKeHImMHaM HeoOXOIUMO PEKOMEHJ0BaTh H30eraTb IPyIHOTO
KOPMJIEHUS BO BpeMs TpHeMa KBETHAIIHHA.

4.7. BJusiHMe HA CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAaMH M PadoTaTh C
MeXaHHU3MaMH

Bcenencrue BoszaeiictBust Ha [THC kBeTmanuH MOXKET BIIHMATH HA CKOPOCTb MCHUXOMOTOPHBIX
peakuuii ¥ BBI3BIBATH COHJIMBOCTH. [103TOMY B mepuoj jeueHus ManueHTaM He PEeKOMEHIyeTcs
paboTaTh ¢ MEXaHM3MaMH, TPEOYIOLIMMHU MOBBIIIEHHON KOHIEHTpAIlUY BHUMaHUs, B TOM YHCIIE,
HE PEKOMEHJyeTCsl YNpaBieHHWE TPAHCIOPTHBIMU CpPEICTBaMHU, TMOKAa He OyAeT yCTaHOBJEHa
WHAUBHUAYalIbHAs IEPEHOCUMOCTD TEPAIUU.

4.8. HexenatelbHble peaKIuu

Pesrome nmpoduiist OesonacHoCTH

HaubGonee yacteie HP kBermanuua (>10 %) — cOHNMBOCTB, TOJOBOKPYXEHUE, CYyXOCTh BO PTY,
CHUHIPOM «OTMEHBI», MOBBIIIEHUE KOHIEHTpauuu TI', MOBBIIEHHME KOHIEHTpAIMH OOIIEro
xoJyiectepuHa (TJaBHBIM 00pazom, xonectepuna JITTHIT), cHmkeHre KOHIIEHTPAINK X0JIeCTepUHA
JITIBII, yBenuueHue Macchl Teja, CHIKEHUE KOHIeHTpauuu remornoouna u II1C.

Tabauunoe pe3loMe HeXKelaTeIbHbIX peaKIIni

Yacrora Bo3HukHOBeHHss HP onpenensnace ciemyromum o0pa3oM B COOTBETCTBUH C

knaccudukanueir Becemupnoit Opranmszanuu 3apaBooXpaHeHus: o4eHb 4acto (> 1/10), gacto
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(> 1/100, 1O < 1/10), HEwacTo (> 1/1000, HO <

-
L

OTEETCTEYET 3KCTNEPTHOMY OTYETY

ot 20.12.2023 N2 26719

1/100), Bt (A AB000: Ho 171606 “Sders

L

penko (< 1/10000), gacrtora Heus3BecTHa (HA OCHOBAaHUM HMECIOIIUXCS JIAHHBIX OIICHHUTH

HEBO3MOkHO). HP, cBs3aHHBIE C IPUMEHEHNEM KBETHAIMHA, CIPYIIIMPOBAHBI B COOTBETCTBUU C

MOPSIKOM U T10 KJaccaM MopaxEHHOro oprana uin cucreM opranos (COK).

Kiaacc cucreMbl opraHos

HexenareabHas peaxknus

Hapywenus co cmopoHul Kpogu u tumgamuueckou cucmembl

qacTo

JefiKoneHus 2

qaCcToTa HCM3BCCTHA

HelTponeHus’

Hapywenus co cmoponvl umMmynHou cucmembl

HEYaCTO

peakiuu runnepayBCTBUTCIIBHOCTU

OYECHb PEIKO

aHaQHIAKTUYECKHE PEaKIIHI

Hapywenusa memabonuzma u numanus

OYCHb PpCAKO

caxapHbId nuaber>0

Hapywenus co cmoponul nepenoii cucmemvl

O4YCHb 4aCToO

1417 2,17

TOJIOBOKPY>KEHUE , cormBocTs>Y’, ronosuas 60ip, DIICHS

4acTo IU3apTpus, HEOObIUHbIE U KOIIMAapHbIE CHOBHJICHUS, TTOBBILICHHUE
anmeTuTa
HEYacTo CYNIOPOTH?, CHHIPOM «OECTIOKOMHBIX HOTY, TTO3IHSAS IUCKHHE3NS "
14,17
00MOpOK ™', CIIyTaHHOCTh CO3HAHUS
penko COMHaMOYJIM3M U CBSI3aHHBIE C HUM SIBJICHHS

Hapywenus co cmoponwl opeana 3penus

qacTo

HCYCTKOCTDb 3pCHUA

Hapywenus co cmoponul cepoya

qacTo

taxukapausa?, cepaneduenme’®

HCYaCTO

6pazu/11<ap;[1/1;126

qaCTOTa HCM3BCCTHA

KapAuOMHUOIIaTUSA 1 MUOKAPpAUT

Hapywenus co cmoponwl cocyoos

qacTo

opToCTaTUvCCKad I I/Il'IOTCH3I/I${1’4’17

Hapywenus co cmopoHul ObixamenvHoul cucmemsl, 0peanos 2pyOHOU KIemKU U cpe0oCmenus

qacTo

ompimka’®

HCYaCTO

PUHUT

Kenyoouno-kuueunvle HapyuieHus

OYCHBb 4acCTO

CyXOCTb BO PTY

14



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 20.12.2023 N2 26719
9acTo 3arop, AUCICIICHL, DBOTaeril'I":'_iE'JI: BATEMBHUC TS G004)
HEYacTo nucdarns®
penKo KUIIEYHAs: HENPOXOAMMOCTh/HIIEYC
Hapywenust co cmoponsl neuenu u x#enuedble00suux nymei
penxo Kenryxad
OYEHb PEIKO remaTur (c KenTyXol umm 6e3 xentyxu)®
Hapywenust co cmoponvl Kodicu u NOOKONCHBIX MKAHE
OYEHb PEIKO aHrnoHeBpoTHYecKHil oTek®, curapom Cruenca-/[xoncoHa’
YacTOTa HEM3BECTHA TOKCHYECKUH DIUAEPMAIbHBIA HEKPOJIN3, JIEKAPCTBEHHAs PEaKIys

¢ so3uHOGuIMei u cucreMabiMu cumnromamu (DRESS-cunapom),
OCTPBI  TIEHEPAIN30BAaHHBIM  DK3aHTEMATO3HBIM  IIyCTYJE3,

MHOro()OpMHasi 3puTeMa, KOKHbIM BaCKYIUT

HapymeHu}z CO CNOPOHbL Mbll/l/leltHOL?, CKeNlemHou U COeOUHUMENIbHOU MKAHU

OYEHb PEIKO pabaomMuonu3

Hapywenus co cmoponul nouexk u Mouesbigo0sauyux nymei

HEYaCTO 3aJICPKKa MOYH

bepemennocmo, nocnepoooswiii nepuoo u nepuHamanvhsvlie COCMOAHUS

qaCTOTa HCM3BCCTHA CUHAPOM «KOTMCHBI» Yy HOBO]Z)O)KZ[CHHI:IX28

Hapywenus co cmopoHvl penpoO0yKmusHoU cucmembvl U MOJIOYHbIX JHcele3

penko [IpHUAINN3M, FaJIaKTOpeEst

Obwue napywenus u peakyuu 8 mecme 68e0eHUs.

OYEHb YaCTO CHHIPOM «OTMeHBI»" 0

qacTo HC3HAYUTCIBHO BbIPAKCHHAA ACTCHU, nepn(pepnquKHe OTCKHU,

pPasapaKUTCIbHOCTD, JIMXOpaJdKa

penKo 3710Ka4eCTBEHHBIH HEHPONENTHIECKUH CHHAPOM ., THIIOTepMHUsT

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

1—~1,11

O4YCHBb 4acCTO IOBBIIICHHUEC KOHI_IGHTpaL[I/Iﬁ T , O6IJ.I€FO XC (I‘J'IaBHBIM

)1,12

obpazom, xomectrepuna JIITHIT)"*“, cHmKkeHHWe KOHIEHTpAIUU

xomectepuna JITIBIIY8, ypemmuenwe maccel Tema®, cHmkenme

KOHIICHTpAalunu FCMOFHO6I/IH323

4acTo TOBBIIEHHE AKTUBHOCTH ajaHMHaMUHOTpaHc(epasbl (AJIT)?,

IIOBBIIIICHUE AKTHUBHOCTH ramMmmMa-riIyTaMHuJITPaHCICIITUAA3bI

(I'TT)?, cHmkeHue KonmuecTBa HeiTpodmnos??, moBBIICHNE

KOJIMYCCTBA 303I/IHO(1)I/IJIOB24, FI/IHepFHI/IKeMI/IHl’7, IIOBBIIIICHHUEC
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 20.12.2023 N2 26719

KOHLCHTPALMA TPONAKTHHA" B 'CHIBOPOTKE. KPOBI'C,~ CHIDKCHHE

KOHIIGHTpaIMu ol0mero u cBobogHoro TupokcuHa (T4)%,
CHIDKEHHE KOHIIGHTpAIuu OOIIero TpUHOATUPOHMHA (T3)20,

TIOBBIIICHNE KOHIIEHTPAIIMH THPEoTporHoro ropmona (TTT)?°

HECYaCcTO TpOM60L[I/ITOHeHI/15114, IIOBBIIIICHUEC AKTUBHOCTHU

acmapraramuHoTpancdepassl  (ACT)®, yaiuHenue uHTepBana

QT1'13, CHMKEHUE KOHIIEHTPAIIUH CBOOOTHOTO T320

penKo noBbImenne akTuBHocTH KOK™, arpanynomuTos?’

1. Cm. paznen 4.4.

2. COHIMBOCTH OOBIYHO BO3HUKAET B TEUCHHUE MEPBBIX 2 HEICIb MOCTIC Hayayla TePaIvy U, KaK MPaBuiIo,
paspemaeTcsi Ha (hOHE MPOIOIDKAIOIIETOCS TPHeMa KBeTHAITHA.

3. BozmoxHO OeccMIITOMHOE TOBBILICHUE (> 3 pa3a OT BepXHEH rpaHUIBl HOPMBI TIPU OTIPEIEIICHUN
B mo6oe Bpems1) akTuBHOCTH ACT, AJIT u I'T'T B chIBOpOTKE KPOBH, KaK MpaBUIIO, 00OpaTUMOE Ha
(hoHE POJOIIKAOIIETrOCs TTPHUEMa KBETHAITHHA.

4. Kax 1 apyrre aHTUICUXOTHIECKHE TPenapaTsl ¢ 0.1-aAPEHOOIOKAPYIONUM IeHCTBIEM, KBETHAITNH
YacTO BBEI3BIBAET OPTOCTATUYECKYIO THUIOTEH3HIO, KOTOpas COIPOBOXKIAETCS TOJOBOKPYKECHHEM,
TaXUKapAUCH, B HEKOTOPBIX CIIydasx - 00OMOPOKOM, 0COOCHHO B Hayasie Tepanuu (cM. pasnen 4.4.).

5. OTMedeHbI 0O4eHb pellkue CIrydan 000CTPEHHSI CaXxapHOro AuadeTa.

6. Onenka gactotel nanHoi HP mpoBommiace Ha OCHOBaHWHM PE3yNbTATOB MOCTPETHUCTPAIMOHHOTO
HAOJIIOICHYS.

7. IloBbIIIeHre KOHIIEHTPAITUH TIIOKO3bI B TUTa3Me KPOBU HaTomIak > 126 mr/mt (= 7,0 MMOITE/T) wiu
KOHIIEHTPAIINH TIIFOKO3BI B TUTa3Me KpPOBH Tocie rpueMa mummu > 200 mr/mr (> 11,1 Mmons/im) XoTs
OBI IPU OJTHOKPATHOM OTIPEICIICHUH.,

8. bounee Bricokast yacToTa qucharuy Ha (hoOHE KBETHAIIMHA MO0 CPABHEHHMIO C TIanebo Obuia oTMeUueHa
TOJIBKO Y TIAI[UEHTORB C JICHPECCUEH B CTPYKTYpE OUIIOISAPHOIO PacCTPOMCTBA.

9. IloBsilieHHE UCXOIHOM Macchl Teia Ha 7 % u Gosiee. B OCHOBHOM, BO3HMKAET B Hayaje TeParuu y
B3POCIIBIX.

10. Ilpu u3ydyeHnn CUHAPOMA «OTMEHBI» B KPaTKOCPOYHBIX IUIAIIc00-KOHTPOIMPYEMbIX KIMHHUECKUX
MCCJICIOBAHUSAX KBETHAIMHA B PEXHUME MOHOTEPAIMU ObLIA OTMEYCHBI CICAYIOIINE CHMIITOMBI:
0OCeCCOHHMIIA, TOIIHOTA, I'OJIOBHAs 00JIb, JMapesi, PBOTa, TOJIOBOKPY)KEHUE U Pa3ApaKUTEIbHOCTb.
YacroTa cuHApOMa «OTMEHBD» CYIIECTBEHHO CHWXKallach depe3 1 Hemenro mocie mpeKparieHus
rpreMa Tperapara.

11. IloBbimenue konnentpanuu TI' > 200 mr/mn (> 2,258 mMMoub/n) y manueHToB > 18 et wnm
> 150 mr/an (= 1,694 mmonb/n) y nauneHToB < 18 51eT, X0Ts Obl IPH OIHOKPATHOM OTIPEICIICHHH.
12. TloBbimenue koHmnenTpanuu odmero XC > 240 mr/mt (> 6,2064 MMoIb/1T) y ManueHToB > 18 et

wm > 200 mr/mn (> 5,172 Mmoinb/n) y manueHTtoB < 18 Jsier, XOTs OBl HpPU OJXHOKPATHOM

OIMPCACIICHUU.
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COOTBETCTBYET ZKCTNEPTHC

ot 20.12.2023 N° 267

(MOCNEOOBATENLHOCT 0004)

13. Cm. manee 1o TEKCTY.

14. Cumxenue konudectsa TpoMoormToB < 100 x 10%1, Xx0Ts GBI IPU OJHOKPATHOM ONPEEIICHUH.

15. be3 cBs3u €O 370KaYECTBEHHBIM HEHPONCNTHYECKHM CHUHAPOMOM. [10 JaHHBIM KIMHHYECKHX
HCCIIEIOBaHUN.

16. [loBblIeHNEe KOHIEHTpAaMH MPOJAaKTHHa Yy nandeHtoB > 18 ser: > 20 wmkr/a
(> 869,56 mmoib/1) y Myskuns; > 30 Mkr/i (> 1304,34 nMoIib/T) y KEHIIUH.

17. MoXeT NpUBOAUTH K MAJCHHUIO.

18. Cumxenune xonueHtpauuu xojiectepuna JIIIBII < 40 mr/an (< 1,03 mMMonb/n) y MyX4uH U
< 50 mr/on (< 1,29 MMOnb/7) y )KEHIIKH.

19. Nannpie HP dvacto oTtMmeuanu Ha QoHE TaxXUKapIHWH, TOJOBOKPYKEHHS, OPTOCTATHYECKOMN
TUIIOTEH3UH W/UIK COIMTYyTCTBYIOIIEH TATOJIOT NN CEPACYHO-COCYAUCTOM WIIN JBIXaTEIbHONW CUCTEMBI.

20. Ha ocHOBaHMHU NMOTEHIMAIBHO KIMHUYECKU 3HAYMMBIX OTKJIOHEHHH OT HOPMAaJIbHOIO UCXOJHOI'O
YPOBHS, OTMEUCHHBIX BO BCEX KJIIMHMYECKHX HCCIEHOBAaHMAX. VI3MEHEHUS! KOHLEHTpAaUUuu OOIIero
T4, ceobonuoro T4, obmiero T3, ceoboaHoro T3 g0 3nauenuit < 80 % OT HIDKHEH rPaHUIIBI HOPMBI
(Mow/im) Tipu ompeaeneHuH B oOoe Bpems. M3menenne konnentpamwu 111 > 5 MMEn/n mpu
OTIpeIeTICHUH B JTF000€ BpeMsl.

21. Ha ocHOBaHMHM MOBBIIIEHHON YacTOThl BOSHUKHOBEHHUS PBOTHI Y MALUEHTOB MOXHUJIOIO BO3pacTra
(> 65 ner).

22. B KpaTKOCPOYHBIX KJIMHHUYECKUX HCCIEIOBAHUSAX MOHOTEPANMU KBETHAITMHOM Y MAIlMEHTOB C
KOJIMYECTBOM HEWTPODMIIOB 10 Havana Teparmuu > 1,5 x 10%n cinydyan HeHTponeHun (KOJIUYECTBO
ueiirpoduion < 1,5 x 10%1) ormeuenst y 1,9 % nanueHToB B rpynne KBeTHanuHa npotus 1,5 % B
rpynmne mwiane6o. CHuwkenne Konmuectsa Hentpopmnos > 0,5, o < 1,0 x 10%n ormewanock ¢
yacroroir 0,2% B rpymnmne kBeTHanuHa W 1Uiane6o. CHIKEHHE KOJMYEeCTBA HEUTPOQHIOB
< 0,5 x 1091 x0T GBI P OJHOKPATHOM ompejeneHuy otMedeHo y 0,21 % HalueHToB B IpyIIIe
kBeTuanuHa npotus 0 % B rpymnme miane6o.

23. CHmKeHre KOHIIeHTpauu reMornoouna < 13 v/mn y Mmy>xdrH u < 12 1/171 y )KeHIIWH, X0Ts Obl IpU
OJIHOKPATHOM OIpeIeIieHnH oT™Medasioch y 11 % manueHToB Ha poHE IprueMa KBeTHAIIMHA BO BCEX
KJIMHAYECKUX HCCIIEIOBaHUAX, BKIIOYAs MJIMTENbHYIO Tepamuio. B KpaTkocpouHbIX Iuiane0o-
KOHTPOJIMPYEMBIX MCCICAOBAHUAX CHIKECHHE KOHLEHTPAMK reMorioonna < 13 r/m1 y MyX4uH U
<12 r/nn y >KeHIIUH, XOTs OBl IPH OJHOKPATHOM ONPEACICHUH, OTMEUaIoch Y 8,3 % MmanueHToB B
rpyImiie KBeTHANMHA 10 CPaBHEHUIO ¢ 6,2 % B rpymnme miamneoo.

24. Ha ocHOBaHMM NOTEHLUMAIBFHO KIMHUYECKH 3HAYMMBIX OTKJIOHEHHH OT MCXOJHO HOPMAaJILHOTO
YPOBHS, OTMEUYEHHBIX BO BCEX KIMHMYECKHX HccienoBaHusaX. [loBblieHHe KOJIMYECTBa
>03uHO(MIOB > 1 x 10%1 npu onpenenennu B 1060€ BpeMs.

25. Ha ocHOBaHMM NOTEHLUMAIFHO KIMHUYECKH 3HAYMMBIX OTKJIOHEHHH OT MCXOJHO HOPMAaJILHOTO
YPOBHS, OTMEUYEHHBIX BO BCEX KIMHMYECKHX HccienoBaHUsIX. CHIKEHUE KOJINYECTBA JICHKOLNUTOB

< 3 x 10%n npu onpenencHuy B 11000€ BpeMs.
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COOTBETCTBYET : OMY OTUETY
ot 20.12.2023 N= 26713

26. MoseT pa3BUTLCS B MOMEHT HITH BCKOPE TTOEIIE Haqaﬁgl{gﬁaﬁ%éﬁﬂ}s&kﬂﬁgg Ot R peit

u/unm ooMopokoM. HacToTa ycTaHOBIICHa HA OCHOBaHUM COOOLICHUH O Pa3BUTUH OpaAMKapauu U
cBs3aHHBIX HP BO Bcex KIMHMYECKUX HCCIICAOBAHUAX KBECTHAIIMHA.

27. Ha ocuoBanuun OLCHKM YaCTOThl Y MAlIMCHTOB, NPUHUMABIINX YYAaCTHUC BO BCCX KIIMHHUYCCKHUX
WCCIIEIOBAHUSX KBETHAIMHA, y KOTOPHIX OTMedanach Tshkenas Hedrpomenms (< 0,5 x 10%m) B
COYCTaHHUU C HH(bCKHHHMH.

28. Cwm. pasnen 4.6.

Y anunenne untepBana QT, skenyaodkoBasi apuTMUsi, BHE3aIHasi CMEPTh, OCTAaHOBKA CepAlla U
JByHAIpaBJIeHHAs KEeIYI0UKoBas Taxukapaus cuutatorcs HP, npucymumu Heiiponentukam.
Yacrora OIIC B KpaTKOCPOYHBIX KIMHUYECKUX HCCIEIOBAHUSX Y B3POCIBIX MAalMEHTOB C
mm30(peHneit 1 MaHuel B CTPYKType OHMITONIIPHOTO PACCTPOMCTBA ObUIA COTOCTaBUMA B TPYIIIE
KBETHAIMHA W TuTane0o (mamueHTthl ¢ mu3oppenueii: 7,8 % B rpynme kBernanuHa u 8,0 % B
rpynne miane6o; MaHUH B CTPYKType OunoisipHoro paccrpoictsa: 11,2 % B rpymme kBeTHanuHa
u 11,4 % B rpynme miane6o).

Yactora DIIC B KpaTKOCPOUYHBIX KIMHMYECKHUX MCCIEIOBAHUSAX Y B3POCIbIX IAlUEHTOB C
JIETPeCcCUell B CTPYKType OUITOJIIPHOTO PACCTPOICTBA B TPYIINIE KBETHANIMHA cocTaBmia 8,9 %, B
rpynne miane6o - 3,8 %. [Ipu stom yactora oTaensHbix cuMnToMoB DIIC (Takux Kak akaTusus,
HKCTpAanMpaMHUIHbIe  PAacCTpOMCTBA, TpPEeMOp, OUCKUHE3Ms, JUCTOHMS, OECIOKOWUCTBO,
HEIPOU3BOJIbHBIE COKPAILIEHHUS MBIIIIILL, ICHXOMOTOPHOE BO30Y:K/IEHUE U MBIIIIEYHAs! PUTHIHOCTD ),
KaK MpaBuiio, Obula HU3KOM U He mpeBbliana 4 % B Kaxa10H U3 TPy Tepanuu. B 1onrocpounsix
KJIMHUYECKHX MCCIEeIOBAHUAX KBETHANMHA MpPU IIHU30(PEHUU U OUIIOJIIIPHOM DPACCTPONCTBE Y
B3pocibIxX nanueHToB yactota JI1C Obu1a cormocTaBuMa B rpynmax KBeTHANKHa U 11aneoo.

Ha ¢one tepanuu kBeTHAMHOM MOKET OTMEYAThCS 10303aBUCUMOE CHUKEHHE KOHIIEHTPALUU
TOPMOHOB IIUTOBUJIHOW ese3bl. HacToTa MOTEHUHAIbHO KIMHUYECKH 3HAUYMMBIX HW3MEHEHUMN
KOHIEHTPALlM¥ TOPMOHOB IIIUTOBUHOM 5KEJIE3bI B KPATKOCPOYHBIX KIIMHUYECKHUX MCCIIEJOBAHMSIX
s obmero T4 cocraBuna 3,4 % B rpynne kBetuanuuHa u 0,6 % B rpynne ruiane6o; s
ceoboaroro T4 — 0,7 % B rpynme kBetuanuaa npotus 0,1 % B rpyme miamne6o; as odmero T3
— 0,54 % B rpynme kBetuanuHa npotus 0,0 % B rpynme miane6o; st ceodoaroro T3 — 0,2 % B
rpynne kBetranuHa npotus 0,0 % B rpynne mnane6o. U3menenne konnentpauu TTI otMeueHo
¢ yvactotoi 3,2 % B rpymme kBetmanuHa u 2,7 % B rpynmne miaane6o. B KpaTkocpodHbIX
KIIMHUYECKUX HCCIIEJOBAaHUAX MOHOTEpAlMM YacTOTa NOTEHLUUAIbHO KIMHUYECKH 3HAYMMBIX
n3meHenui kounentparuu 13 u TTI cocraBuna 0,0 % B rpymne kBeTnanuHa u miare6o; mis T4
u TTDL cocraBmia 0,1 % B rpymme kBetwanmaa npotuB 0,0 % B rpynme turame6o. JlanHbIe
U3MEHEHHUs, KaK IIpaBWIO, HE CBS3aHbl C KIMHUYECKH BBIPAKEHHBIM THIIOTHPEO30M.
MaxkcumanbHOe CHIKEHHE 00111ero U cBoO6oHoro T4 3aperucTpupoBaHo Ha 6-i Hezene Tepanuu

KBETHAIIMHOM, oe3 ,Z['cU'IBHCfIHIGI‘O CHMXXCHUA KOHIICHTpAW T'OPMOHOB IIPpH JJIINTCIIbBHOM JICUCHUH.
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HCXOJIHOMY YPOBHIO IIOCJIE IIPEKPALLECHUS] TEPAIIUU KBETUAIIMHOM, HE3aBUCUMO OT JUIMTEIIBHOCTH
neuenust. Konnenrpauusi TupokcuHcBszbiBatoniero rinodynuna (TCI) npu onpepenenun y
8 MAIMEHTOB OCTAaBAJIACh HEU3MEHHOM.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo01IaTh 0 mo103peBacMbIX HEXKENIATEIbHBIX PEAKIUAX MOCIIE PErHCTPpaIiy Ipernapara ¢
[ENbI0  O0CCIeUeHUs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIICHHUS «IOJb3a — PHUCK»
JIEKapCTBEHHOT'O IMpernapara. MeIuIuHCKUM pa0OTHHUKAM PEKOMEHIYeTCs COOOLIaTh O JIH0OBIX
M0JI03PEBAEMbIX HEXKENAaTeIbHBIX PEaKlUAX JIEKApCTBEHHOrO IMpernapaTa yepe3 HallMOHaJIbHbIC
CUCTEMBl COOOILEHUS O HEXKEJIaTeJIbHbIX pPEAaKIUsAX TOCylapcTB — 4jIeHOB EBpasuiickoro
YKOHOMHYECKOTO COI03a.

Poccuiickas ®@eoepayus

OenepanbHas ciryx0a o Haazopy B chepe 3apaBooxpanenus (PoczapaBuanazop)

109012, r. Mocksa, CnaBsiHCKasI IUIOMIAIb, 1. 4, cTp. 1.

Ten.: +7 (800) 500-90-03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Caiir B UH(POPMALIMOHHO-TENICKOMMYHUKAIIMOHHOM ceTu «HTepHeT:
https://ww.roszdravnadzor.gov.ru

4.9. Tlepemno3mpoBKka

CuMITOMBI

Coo01m1anocsk o 1eTanbHOM HCX0/1e Tpu nipreMe 13,6 T KBeTHaNMHa Y MalleHTa, Y9aCTBOBABIIETO
B KIIMHUYCCKOM HUCCIICAOBAHNH, a4 TAKKE O JICTAJIBHOM UCXOAC IMOCJIC ITpUcMa 6 I KBETHAIINHA npu
MOCTPETUCTPALIMOHHOM HW3Yy4YEHHMHM Ipernapara. B To e BpeMsa, omucaH ciydad IpueMa
KBETHAIMHA B 03¢, peBbiiaromei 30 1, 6e3 IeTaTbHOr0 UCXOa.

Hmerotcst cooOiieHus 0 KpailHe peKUX CIIydasx Mepeo3MpOBKU KBETHATIMHA, TPUBOJUBIINX K
yBenumueHuto QTc nHTEepBaia, cMEpPTH MM KOME.

Y MAanUEHTOB C TSAXKEJIBIMU CEPACUHO-COCYIUCTBIMHA 3a00/I€eBaHUSIMA B aHAMHE3E PHUCK pa3sBUTUA
HP npu nepeno3upoBke MOXKET yBeTHUUBaThCs (CM. pazzen 4.4.).

CUMNTOMBI, OTMEUEHHBIE TPH TEPEAO3UPOBKE, B OCHOBHOM, OBUIH CIEICTBUEM YCUIICHUS
N3BCCTHBIX q)apMaKOJ'IOFI/I‘IeCKI/IX E)Cb(beKTOB KBETHAIIMHA, TaKHNX KaK COHJIMBOCTb M CC€Iallui,
TaxXuKapana, CHUKCHHUEC apTCPHUAJIIBHOTO AaBJICHUA U AaHTUXOJIMHEPIrUICCKHUE S(i)(l)eKTI)I.

Jleuenue

Crneunduyueckux aHTUIOTOB K KBETHANMHY HET. B cimydasx Tspkenold WHTOKCHKAIUHU CIEAyeT
MOMHHUTb O BO3MOXKHOCTU TEpPEAO3HUPOBKA HECKOJIbKUMHU JIEKAPCTBEHHBIMU IpenapaTaMu.

PexkoMeHnayeTcsi mpoBOIUTH MEPOTIPUATHS, HAIIPABJIEHHbIE HA MOAAEpKaHUe QYHKIUU TbIXaHHUS
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U CEepACUYHO-COCYTUCTON CHCTEMBI, OOeCIcucHUE anei@gfﬂc%%;&?&ﬁfﬂhﬁl ':1:/1': Ee_'Hll"FIIJ'II;IiLIII/II/I

Ony0rKkoBaHBI cOOOICHMSI 0 paszpenieHnn Tsokenbix HP co croponsr [ITHC, B TOM umcie KOMBI,
JIETMpUs U SIBHOTO AHTUXOJMHEPTHYECKOTO CHHJAPOMA, IIOCJIE€ BHYTPUBEHHOI'O BBEICHUS
¢duzocTurmuHa (B 103¢ 1-2 Mr) moj| moCcTOSIHHBIM KOHTPOJIeM 3jiekTpokapauorpammbl (DKT).

B cnyuae BO3HHMKHOBEHMsI pedpakTepHON apTepUaIbHOW TUIOTEH3UH NpPU MEepeO3HpPOBKE
KBETHAIMHA JICYCHUE CIICIYEeT OCYIIECTRBIISITh ITyTEM BHYTPUBEHHOTO BBEIICHUS KUAKOCTU H/UITN
CUMIIATOMHUMETHUYECKHX TIpernapaToB (He clieAyeT Ha3HavyaTh SnuHepUH U JopaMHuH, TOCKOIBKY
CTUMYJISIUS [-aIpeHOPELIENITOPOB MOXKET BBI3BaTh yCUJICHHE THUIIOTEH3UM Ha (oHE OJIOKaIbl
0-aJJPEHOPELIETITOPOB KBETUATTUHOM).

[TpoMbiBaHme sxemyaka (IOciie WHTYOAIuu, €ClIM IMalueHT 03 CO3HaHWSA) W MPUMCHCHUC
AKTUBHPOBAHHOTO YIJII ¥ CIAOUTEIBHBIX CPEICTB MOXET CIIOCOOCTBOBATH BBIBEICHHIO
HeabcopOMPOBAHHOTO KBETHANTMHA, OHAKO 3((EKTUBHOCTh TUX MEp HE U3ydeHa.

[TpucranbHOE MEIUIMHCKOE HAOINIOJIEHUE TOJKHO MPOAOIDKATHCS 0 YIYUIICHHS] COCTOSHUS

namucHTAa.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoguHaAMH4YeCKHe CBOWCTBA

®dapMakoTepareBTHYECKasl TPYIIA: IICUXOTPOITHBIC CPEJICTBA; AHTUIICUXOTHYECKHE CPEJNICTBA,
JTNA3eITUHBI, OKCA3eMTUHBI, THA3ETTUHBI U OKCETIHHEI.

Kox ATX: NO5SAHO4

MexaHN3M JIeUCTBUS

KBeruanuHs sBiiseTcss aTUIIMYHBIM aHTUIICUXOTHYECKUM MpernaparoM. KBeTuanuH u ero akTUBHBIN
MeTabonmuT N-ae3anKuiIKBeTHANNH (HOPKBETHAMH) B3aUMOJIEHCTBYIOT C IIMPOKHM CIEKTPOM
HEUTPOTPaHCMUTTEPHBIX PELENTOPOB TOJIOBHOTO MO3ra. KBeTHanuH 1 HOpKBETHAINH IPOSBISIOT
BbICOKOE cpoJIcTBO K SHT2-cepoToHMHOBEIM perienitopaM u D1- 1 D2-nodaMuHOBBIM penienTopam
TOJIOBHOT'O MO3ra. AHTaroHW3M K YKa3aHHBIM pELEeNTopaM B COYETaHHHM C 0Oojiee BBICOKOM
cesIeKTUBHOCThI0 K SHT2-cepoTOHMHOBBIM perientopaM, yeM K D2-1odaMuHOBBIM perientopam,
00ycIaBIMBaeT OCHOBHbIE KIIMHUYECKUE aHTUIICMXOTUYECKHE CBOMCTBA KBETHANIMHA M HU3KYIO
4acTOTy pa3BUTUA HKcTpanupamuaHbix HP. KBeTmanuH M HOpKBETHMAaNnMH HE HPOSBISAIOT
3aMETHOT0 CPOJCTBA K OE€H30/1Ma3eIIMHOBBIM pELeNTOpaM, HO 001aJal0T BEICOKUM CPOACTBOM K
TUCTAMMHOBBIM U 0l1-aJ[pEHOPELIENNTOpaM M yMEPEHHBIM CpPOJCTBOM 110 OTHOUICHHIO K
az-aipeHopenentopam. Kpome Toro, KBeTuanuH He o0siafaeT Wi o0siafaeT HU3KUM CPOJICTBOM
K MYCKapMHOBBIM pELENTOpaM, B TO BpeMs KaK HOPKBETHAIIMH INPOSBISIET YMEPEHHOE WIIHU
BBICOKOE CpPOJCTBO K HECKOJBKMM IOATHIIAM MYCKapHHOBBIX PELENTOPOB, YTO OOBACHSET

AHTUXOJIMHEPTHUecKue (MyckapuHonoo0HbIe) 3¢ dekTrl npenaparta. KBernanua He oOiamaer
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CEPOTOHMHOBOMY pELENTOPY, B TO BpeMs Kak N-Ie3aIKUIKBETHANIUH MPOSBISIET BBICOKOE
cpoAcTBO K 0obouMm. MHTHOMpoBaHWE MEPEHOCUYHKA HOpPAJIpCHATNMHA M YaCTUYHBIA aroHU3M B
oTHomleHUH SHT1A-CEepOTOHMHOBBIX pPELENTOPOB, MNPOsBiIsieMble N-I€3aNKUIKBETHATUHOM,
MoryT oOycllaBIUBaTh aHTUJEIIPECCUBHOE JEHCTBHE Mpenaparta. Y AeiabHbIN BKJIaa MeTabonuTta
N-me3anKuiKBeTHANHA B (PapMaKOJIOTHUECKYI0 aKTUBHOCTh KBETHAIIMHA HE YCTAHOBJICH.

dapmakoaguHUMHYecKue dYPHEKTHI

KBeTnanuH nposiBiisieT akTHBHOCTh B HCITBITAHUSX Ha AaHTUIICUXOTHYECKYIO JCSTEIbHOCTD, TAKYIO
KaK yCJIOBHO-peduiekTopHOe H30eranue. Takke OJOKUpYeT ACHCTBHE aroHUCTOB AohamMuHa,
OLICHUBACMOE HJIM B IOBEICHUCCKUX, WJIM B 3JICKTPOPHU3UOIOTMYCCKUX HCCICAOBAHUSIX, U
MOBBIIIACT KOHIEHTPAMU MeTaboimTa nodaMuHa, HEHPOXHMMHUYECKOTO TOKa3aTesst OJIOKAIbI
D2-penentopoB. PezynbraTel n3ydenust JIIC B TOKIMHHYECKAX UCCIICOBAHUSIX MOKA3aIH, YTO
KBETHAIMH OTJIMYACTCS OT CTaHJAPTHBIX AHTUIICMXOTUYECKHUX CPEICTB M UMEET aTUITUYHBINA
npopwib. KBeTHanuH He BbBI3bIBACT IOBBINIICHHON YYBCTBUTEIBHOCTH JTO(AaMHUHOBBIX
D2-penienTopoB mpu JIUTEILHOM NMpUMeHeHHH. KBeTHanuH BBI3bIBACT CIa0yIO KaTAJICTICHIO B
no3ax, 3hdexTuBHO OMOKUpyrONMX Do-pernientopel. KBeTnanuH u30upaTeIbHO JIEHCTBYET Ha
JUMOUYECKYIO CHCTEMY, BBI3bIBasl JCTOJIPH3AIMOHHYIO OJIOKaay ME30JIMMOUYECKUX, HO HE
HUTPOCTPUATHBIX JTO0haMUHEPTHUYEeCKHX HeHpoHOB. [Ipym KpaTkoM U JUIMTEIHHOM BBEJIECHUU
KBETHAITMH 00J1a]]a)T MUHAMAJTLHOW CIIOCOOHOCTBIO BBI3BIBATH JUCTOHHUIO Y 00€3bsH-KAITYIIHHOB,
CCHCUOMITN3NPOBAHHBIX TAJIOTICPUIOJIOM MJIH HE TTOJyJaBITUX MEIUKAMEHTO3HOTO JICUCHUSI.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

KBernanuu »¢¢exkTUBEeH B OTHOIIEHUWM KaK MO3UTUBHBIX, TaK U HETaTUBHBIX CHMIITOMOB
30 PEHNN.

KBernanun 3¢ dekTuBeH B kauecTBe MOHOTEpANMH NPU MaHUAKAIbHBIX dMU30aX OT YMEPEHHOMI
JI0 BBIPQ)KCHHOM CTENEHU TSKECTH. J[aHHBIE O [UIMTEIBHOM IPUMEHEHUM KBETHANMHA IS
NpOoGMIAKTUKN TOCIEAYIOINX MaHHAKAJIbHBIX M JETPECCUBHBIX SMH30[I0B OTCYTCTBYIOT.
JlanHbple MO NPUMEHEHHUIO KBETHAllMHA B KOMOWHAIUMU C BajJbIpPOaTOM CEMHHATPHUS WU
npenapaTamMy JIMTUS NP MaHHAKaJIbHBIX 3MH307aX OT YMEPEHHOW 10 BBIPA)KEHHOH CTENEeHH
TSOKECTH OTpPaHMYEHbl, OJHAKO, JaHHas KOMOWHUpPOBaHHAs Tepamus, B LEJIOM, XOPOILIO
nepeHocunack. Kpome Toro, kBeruanus B 03¢ 300 Mr u 600 Mr >pQexkTuBeH y MalnueHToB ¢
OounonspHbIM paccTpoiictBoM | u |l THIA OT yMepeHHOM 10 BhIpa’kKeHHOM creneHu Tsbkectu. [pu
3ToM 3¢ (HEeKTUBHOCTh KBeTHanuHa rnpu npueme B 1o3e 300 mr u 600 Mr B CyTKH COIOCTaBUMA.
KBernanus 3¢ ¢exTUBEH y MalueHToB ¢ mu30ppeHnei 1 MaHuel Ipu npueme npemnapara 2 pasa

B CYTKH, HECMOTpPSI Ha TO, YTO Iepuoj moiyBbiBereHus (T12) KBeTHanMHa COCTaBISET OKOJIO
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npuemMa Ipernapara.

[Ipu mpueme KBeTHAaNMHA C TUTPOBAHHMEM J03bI MpH MM30(ppeHnu yactota pazsutus IIIC u
COITYTCTBYIOILIETO IPUMEHEHHUSI M-XOJIMHOOJIOKATOPOB ObLiIa COMOCTaBUMA C TAKOBOM IIPU IIpUeMe
miane6o. [Ipy Ha3HayeHWM KBeTHAmMHA B (PUKCHUPOBAHHBIX J03ax OT 75 mo 750 wmr/cytku
namueHTam ¢ mmsogppenueit, yacrora Bo3HukHoBeHUs! JI1C 11 HEOOXOMMOCTD COMYTCTBYIOILETO
NPUMEHEHHS M-XOJIUHOOIOKATOPOB HE YBEIHMUNBAIHCE.

[Tpu npuMeHeHun KBeTHarnrHa B 103ax A0 800 MI/CyTKH s JI€UYeHUs MaHUAKAJIbHBIX SIHU30/10B
OT YMEPEHHOM! 10 BBIPRXKEHHOM CTENEHH TSKECTH KaK B BUJIE MOHOTEpAIHH, TaK U B KOMOWHAIIUU
C TmpenaparaMd JIMTHS WM BajJbIpoaToM ceMuHaTpus, uacrora pas3Butus OIIC wu
COITYTCTBYIOIIETO MTPUMEHEHHS M-XOJIMHOOJIOKATOPOB OblJIa COTTOCTaBUMA C TAKOBOM IIPU MPHEME
iane0o.

52. ®apMakoKHHeTHYeCKHE CBOMCTBA

AOGcopouus

KBeTuanuH Xopo1110 BCachlBAE€TCS U3 KENyI0UHO-KUIIEUHOT0 TpakTa. [Ipuem nuum cyecTBeHHO
HE BJIMAET Ha OMOJIOCTYITHOCTh KBeTHANMHA. PaBHOBECHAss MOIIIpHAs KOHILIEHTPAILHsI aKTUBHOTO
MeTabonuta N-1e3alKUIKBETHANIMHA COCTaBIsAET 35 % OT TaKOBOW KBETHAIHHA.

Pacnpenenenne

[Tpubmmzurensro 83 % KBeTHANIMHA CBSI3BIBACTCS ¢ OCIKAMHU TITa3MBbl.

BI/IOTDaHC(bODMaHI/IH

HUccnenoBanus in Vitro mokasanu, uyro uzodepmert CYP3A4 sBisieTcst KIF0UYEBbIM H30(epMEHTOM
MeTaboivM3mMa  KBETHANlMHA,  OIMOCPEIOBAHHOTO  cHCTeMoi  muToxpoma  P450. N-
JIe3JIKHIIKBETHAITMH 00pa3yeTcsi U BHIBOAUTCS ¢ yuactueM m3opepmenta CYP3A4.

KBetnanus n HeKoTOpble ero MeTabonuThl (BKIt04as N-ae3alKkuiIKBeTHANNH) 00J1a1at0T ci1aboi
UHTUOMPYIOLIEeH aKTUBHOCTBIO 110 OTHOILIEHHIO K M30(epMeHTaM cucTeMbl utoxpoma P450 1A2,
2C9, 2C19, 2D6 u 3A4, HO TONBKO HpU KOHLEHTpauuu, B 5-50 pa3 mnpeBblIaOmEn
KOHIIGHTpaIlid, HaOJoJaeMble TpH  OOBIYHO  HCMOJB3yeMoll  »hQexkTuBHOW  1103€
300-800 mr/cyrku. OcHOBBIBAsICh Ha pe3ysibTaTaxX MCCICIOBAaHUH IN VItro, He clenyer 0XKuIaTh,
4TO OJHOBPEMEHHOE Ha3HaueHHe KBETHAINIMHA C JPYTUMHU MpernapaTaMu IpUBEAET K KIMHUYECKU
BBIDQ)KEHHOMY  MHTHOMpPOBaHWIO  MeTaboimm3Ma  JpYyruX  JIEKApCTBEHHBIX  CPEACTB,
OMOCPEOBAHHOTO cucTeMOi ruToxpoma P450.

DJIMMHUHALNS

T12 kBernanuHa ¥ N-I€3aKUIKBETHAlMHA COCTaBIsIET OKOJIO 7 4acoB M 12 4yacoB

COOTBETCTBCHHO.
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[Tpubmm3uTensHO 73 % KBETHATTMHA BEIBOJIUTCS HOqKaMM'éi'H)é;'tr: 'é;_ %QHII/HI Ri‘:‘le:”ll'll/lq"d.ll'[I/IH

AKTUBHO META0OJIM3UPYETCs B IIEYCHH, MeHEe 5 % KBEeTHAIMHA HE MOJIBEpraeTcs MeTabon3My u
BBIBOJIUTCS. B HEM3MEHEHHOM BHJE NOYKaMM WIHM 4yepe3 KulleuyHuk. B cpennem menee 5 %
MOJISIPHOM 71036l (ppakiuu CBOOOAHOrO KBeTHManmMHa U N-AE3aJKWIKBETHAIIMHA IIa3MBbl
BBIBOJMTCS IIOYKAMH.

JInHeHHOCTh (HEINMHEHHOCTD)

PapMaKOKMHETHKA KBETHAIIMHA UMEET JIMHENHBIM XapakTep.
Oco0ble rpynnbl NalueHTOB

Ilon

Pasznuunii papMakOKMHETHYECKUX MTOKa3aTeNell y My>KUMH U )KCHIIHH HE HAOJI0JaeTCsl.
Tayuenmur nodicunoco eospacma

Cpennuii KIMpEeHC KBETHUAINMHA y MAlMEHTOB Mokuioro Bo3pacta Ha 30-50 % meHblle, 4em y
MalMeHTOB B Bo3pacte oT 18 10 65 mer.

Tloueunas nedocmamounocmo

Cpennuii MIa3MeHHBIA KIIMPSHC KBETHAIMHA CHUXKACTCS MPUOIU3UTEIHHO Ha 25 % y ManueHToB
C TOYEeYHOM HEJAOCTATOYHOCTHIO TSKENIOM cTenmeHW (KIMPEeHC KpeaTWHHWHA MEHee
30 mu/mun/1,73M? TIOmMAM TMOBEPXHOCTH Tela), HO WHAMBHAYalbHBIE MOKA3aTelH KIMpPEHCa
HaxXOoJATCsI B TIpeJieiaX 3HAUCHHH, BBISBICHHBIX Y 3JI0POBBIX JOOPOBOJIBIIEB.

lleuenounas nedocmamoynocmo

VY nanmeHToB ¢ MEYEHOYHOW HENOCTaTOYHOCTHIO (KOMIIEHCUPOBAHHBIM aIKOTOJBHBIN IHUPPO3)
CpeIHUH TIa3MEHHBIM KIMPEHC KBETHANMHA CHUXEH MpuOmm3uTenbHo Ha 25 %. [lockonmbky
KBETHANIMH WHTEHCUBHO METAa0OJM3UPYyeTCs B TI€YCHH, Y TAIMEHTOB C T[EYEHOYHOU
HEJIOCTATOYHOCTHIO BO3MOKHO TIOBBIIICHUE TIJIA3MEHHOW KOHIICHTPAIIMM KBETHANHMHA, YTO

TpeOyeT KOPPEKTUPOBKHU J03bI.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. TIlepeyeHb BcioMOraTeJIbHBIX BElIECTB

S npo tabieTku

['mnponosa (ruapoxcunponuinesirono3a Kiynen LF)
Kanpus ruapodocdara nuruapat

Kanbuus creapar

Kpaxmai KyKypy3HbIi pexenaTHHU3UPOBAHHBIN
Marnus creapat

KapOoxcumerunkpaxman HaTpus

[emtrono3a mukpokpuctanyeckas (tum 101)
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(NOCNELOBATENBHOCT 0004

O0oJ104Ka IUIEHOYHAS

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Axsallomum® D romy6oii B ToM duce:

['unpomennosa (ruIpOKCUIIPONUIMETHIILIEIIIIOII03A)

['munepos (rimepuH)

[lem1r05103a MUKpOKpUCTAJUTMYECKAS]

Tanbk

Kpacurens kanaypun cepeOpsiHblii O61eck

Kpacurenb nHAUTOKapMUH

6.2. HecoBmecTHMOCTH

He npumennmo.

6.3. Cpok roaHoctu (CpoK XpaHeHHSs )

4 rona.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh Ipu TeMnepaType He Boimre 25 °C.

6.5. XapaxTtep u cojep:kaHue NePBUYHON YIIAKOBKH

ITo 10 wm 30 Tabnerok (mo3upoBku 25 mMr u 100 mr), mo 10 wim 15 Tabierok (mo3upoku 200 Mr
1 300 Mr) B KOHTYpHYIO SIYEHKOBYIO YIIAKOBKY U3 IUIEHKH MOJUBUHMIXJIOPUIHONW U (OJIBIU
QITFOMUHHMEBOW I1€YaTHOM JIJAKUPOBAHHOM.

[To 60 TabnmeTrox B OaHKy MOJHMMEPHYIO JJI JIEKAPCTBEHHBIX CPEICTB W3 TOJUITHIICHA WU
noauaTUIIeHTepedTanaTa. Kpbliika U3 Moau3TUIICHA WU OJIUIPOIIIICHA.

I[To 3, 6 KOHTYPHBIX STYEHKOBBIX YMakoBOK MO 10 TabneTok miu no 2,4 KOHTYPHBIX SYEHKOBBIX
yIakoBKHU 1o 15 TabneTok, nin no 1, 2 KOHTYpHBIX STYEWKOBBIX yNakoBKH 10 30 TalleToK, Hiu
no |1 6GaHKe MOTMMEPHOH sl ICKAPCTBEHHBIX CPEICTB BMECTE C MHCTPYKIIMEH 10 IPUMEHEHUIO B
Nayky U3 KapToHa.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH NPH YHMYTOXKEHMH HMCHOJIb30BAHHOIO
JIEKAPpCTBEHHOr0  Tpenapara MWJIUM  OTXO0J0B, MOJYYEeHHbIX TOCJe NpPUMeHeHUs
JIEKApCTBEHHOI0 NMpenapara, i Ipyrue MaHUMYJIsIHH C MPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Poccuiickas ®@enepanns

3A0 «KaHoHdapma MpogaKIiH»

141100, MockoBckast 0011, r.0. lI[énkoBo, T. LI{énkoBo, yn. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

DnekTponHas moyra: safety@canonpharma.ru
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 20.12.2023 N= 26713

7.1. llpencraBuTeib AepKaTessi perucTPalMOHHOIO &EL‘)%%EM&TEHEHG CTb 0004

[Iperen3un HOTDC6I/ITGJICI71 HalpasJIATH 110 aAPECyY.

Poccniickas @enepanus

3A0 «KanoHpapma mpoIaKImH

141100, MockoBckas 00u1., T.0. [1[&1koBo, r. [I]énkoBo, yiu. 3apeunas, a. 105.

Ten.: + 7 (495) 797-99-54, + 7 (800) 700-59-99 (6ecrutatHas ropsiuas iuHus 24 yaca)

OnekrponHas noura: safety@canonpharma.ru

8. HOMEP PETUCTPALIUOHHOI'O YIOCTOBEPEHUS

JITT-Ne(004186)-(PT-RU)

9. IJATA NEPBUYHOMN PEIMCTPAIIMMA (IIOATBEPXKJIEHWUS PETMCTPAIIUMU,
INEPEPETUCTPALIUN)

Jara nepBoii peructpanun: 27 nexadbps 2023.

10. AATA IEPECMOTPA TEKCTA
OOmast xapakTepucTUKa JiekapcTBeHHoro mpenapara Ksermanun KaHoH joctynmHa Ha

MH(POPMALMOHHOM moprane EBpa3suiickoro 5KOHOMHYECKOIO COK3a B HH()OPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT https://eec.eaeunion.org/.
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