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OBLIASI XAPAKTEPUCTHKA JIEKAPRGTBEHHOEQ TIREIIARATA 0005)

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA
Cepoxsenb, 25 Mr, TabJIETKH, MOKPHITHIC MJIEHOYHONH 000T0UKOM.
Cepoxsenb, 100 Mr, TaGIETKH, TOKPHITHIE TUICHOYHON 000JIOYKOMA.

Cepoxksenb, 200 Mr, TaOIETKH, MOKPBITHIE INICHOYHOU 000T0YKOM.

2. KAYMECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JlelicTBytolIe€ BEMIECTBO: KBETHAIIMH.

CepokBenb, 25 Mr, Ta0JETKH, MOKPBITHIE INIEHOYHOU 000JI0OYKON

Kaxxnas TabneTka, MoKphITas IIIEHOYHON 000J104K0i, cogepxkuT 25,00 Mr KBeTHATTHA OCHOBAHUS (B
BHJIC KBETHANHA (hyMapaTa).

BcromorarenbHbie BelecTBa, HAIMYHE KOTOPBIX HANO YYHUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npemnapara: J1akto3sl MoHoruapar — 19,00 mr (cMm. pazaen 4.4).

Cepoxksenb, 100 mr, Ta0JIETKH, IMTOKPBITHIE INIEHOYHON 000JIOYKOM

Kaxxnas TabneTka, mokpbITas MiIeHOYHOU 0005104K0i, comepxuT 100,00 Mr KkBeTHamHa OCHOBAHHS
(B BUE KBeTHanMHa (hymapara).

BcnomoratenbHble BeUIECTBA, HAMYUE KOTOPBIX HAN0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npemnapara: 1akto3sl MoHoruapar — 20,70 mr (cMm. pasaen 4.4).

Cepoxksenb, 200 mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKOH

Kaxxnas TabneTka, mokpbITas IiIeHOYHOU 0005104K0i, comepxuT 200,00 Mr KBeTHanmMHa OCHOBAHHMS
(B BUIE KBeTHAnMHa (pymapata).

BcnomoratenbHble BElIECTBA, HAMYUE KOTOPBIX HAN0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: JlakTo3sl MoHOTHApaT — 41,40 Mr (cM. pazaen 4.4).

[TonHbIl TepeyeHb BCIIOMOTaTENbHbBIX BEMIECTB MPUBENIECH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, TOKPBITHIE TUICHOYHOM 000JIOUKOM.

CepokBenb, 25 M, Ta0JIETKN, HOKPBITHIE INIEHOYHON 000JI0OYKOH

Kpyriibie JIBOSKOBBIMYKJIbIE TaOJETKA PO30BOTO I[BETA, MOKPBITHIE IUICHOYHOW O000JIOUKOi; ¢
rpaBupoBkoil « SEROQUEL 25» Ha o1HOI1 cTOpOHE.

Cepoxksenb, 100 mMr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKOH
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Kpyriibie BOSKOBBINYKIIbIE TAONETKH IKETFOTO LBEMA, HIOKPHIBIE ATPIEHDYHOH, 000NOHKOM; C

rpaBupoBkoit « SEROQUEL 100» Ha ogHOM cTOpOHE.

Cepoksenb, 200 mr, Ta0JIETKHU, ITOKPLITHIE INIEHOYHOU 000JIOYKOM

Kpyrable OBOSKOBBIMYKIIbIE TaOJETKH O€Oro I[BEeTa, MOKPHIThIE IJIEHOYHOM OO0O0JIOUKON; ¢

rpaBupoBkoil «SEROQUEL 200» Ha oaHOM CTOpOHE.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusl K NPUMEHEHUIO

[Ipenapar CepokBenb MOKa3aH K MPUMEHEHHUIO Y B3pOCIBIX B Bo3pacte oT 18 ner mis:

®  JleueHUS MHU30(PPEHNH;

e  JICUCHUS MAaHMAKAIBHBIX SMTU30/I0B B CTPYKTYpe OUIOISPHOTO PACCTPONCTBRA;

e  JIeYEHUS JCMPECCUBHBIX SMU30J0B OT CPEeIHEH 10 BHIPAKEHHOM CTETIEHU TSXKECTH B CTPYKTYpE
OUTIOJIIPHOTO PACCTPOMCTBRA.

[Ipenapat He mokasaH /i NPOoPUIAKTUKY MaHUAKAJIBHBIX U IETIPECCUBHBIX SMTU300B.

4.2. Pesxum 103MpOBaHus U cIOCO0 NPHMMEHEeHHUS
PexuMbl 103MpoBaHMs, NPEAYCMOTPEHHBIE I Pa3HbIX IOKa3zaHWM, pasnuyatorcsa. IlosTtomy B
00513aTEIbHOM MOPSIKE CIEAYET MPEIOCTABIIATh MalueHTaM HHPOPMALIUIO O PEXUME JO3UPOBAHUS

npernapara npu ux 3a00JIeBaHUH.

PexxuM 03upoBaHus

Jleuenue wuzoppenuu

IIpenapat CepokBenb HazHavaeTcs 2 paza B cyTku. CyTouHas 103a JUIsl IEPBBIX 4-X CYTOK Teparnuu
cocraBiseT: 1-e cytku — 50 mr, 2-e cytku — 100 mr, 3-u cytku — 200 mr, 4-e cytku — 300 wmr.
Hauwunas ¢ 4-x cyToK, 1032 TOJDKHA MOA0UpaThes 10 3P dekTruBHOM, 00baHO B mpeaenax oT 300 mo
450 mr/cyt. B 3aBHCHMOCTH OT KIMHHYECKOTO 3 (deKTa W WHIUBUIYATHHOW IMEPEHOCUMOCTH
NAlMeHTOM J03a MOXeT BapbupoBaTh B mpexenax ot 150 mo 750 mr/cyr. MakcumanbHas

PEKOMEHI0BaHHAs CyTO4YHas f03a cocTasisgeT 750 mr.

Jleuenue MaHuaKanbHbX INU30008 8 CIMPYKMYpe OUNONAPHO20 paACCmMpPOLUCmEd
[Tpemapat CepokBemnb NPUMEHSETCS B KAY€CTBE MOHOTEPAIIMY WM B KOMOMHAIIUY C TIperapaTamu,

OGJ’I&I[&IOH.II/IMI/I HOPMOTUMHWYCCKUM ,Z[GI\/'ICTBI/IGM.
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cocraBiseT: 1-e cytku — 100 mr, 2-e cytku — 200 mr, 3-u cytku — 300 mr, 4-e cytku — 400 mr. B
JanbHeIeM K 6-My THIO Tepalnuy CyTO4YHas J103a mperapara MokeT ObITh yBenudeHa 10 800 mr.
VYBenuueHue CyTOUHOM 103bl HE HOJKHO TpeBbIaTh 200 MI B CyTKH.

B 3aBucumoctH OT KiIMHHMYECKOro 3¢ ¢exTa U HHAUBUAYAIBHOM MEPEHOCHUMOCTH J103a MOXET
BapbupoBath B npenenax ot 200 qo 800 mr/cyt. O6pruHO 3 dexTuBHas no3a coctasuseT oT 400 1o

800 Mr/cyT. MakcumalbHas peKOMEHIOBaHHAas CyTouHast 103a coctapisieT 800 Mmr.

Jleuenue oenpeccusHbix nU30008 0M cpeoHell 00 BbIPANCEHHOU CMeneHy Maxicecmu  CmpyKkmype
OUNONAPHO20 paccmpolicmea

[TpemapaTt CepokBenb Ha3HAYaeTCs OJIMH pa3 B CyTKH HA HOUb. CyTOYHAs 1032 JIsl IEPBBIX 4-X CYTOK
Tepanuu coctaBiseT: 1-e cytku — 50 mr, 2-e cytku — 100 mr, 3-u cyTku — 200 mr, 4-e cytku — 300 mr.
Pexomenayemast no3za cocraBnser 300 mr/cyT. MakcuManbHass peKOMEH/IOBaHHAsl CyTOYHas J03a
npenapaTta Cepoksenb coctasiseT 600 Mmr.

AnTtunenpeccuBHbI 3 dexT npenapara CepokBenb ObUT MOATBEPKACH MIPH MPUMEHEHUH B J103aX
300 u 600 mr/cyT. IIpu kpaTkocpouHoit Tepanuu 3P hekTUBHOCTH npenapaTta Cepoksenb B 103ax 300
1 600 MT/CyT. B KIMHHYECKUX MCCIICIOBAHUAX ObLJIa COMMOCTaBUMOM (CM. pazzen 5.1).

Y HEKOTOPBIX MAIMEHTOB KIMHUYECKUI 3(DPekT MokeT HAOMIOIAThCS MpU MpHUEeMe Tperapara B
cytouHoit no3ze 600 mr.

[Ipemapar CepoxBenb B a03ax, npesbimaromux 300 Mr B CyTKH, JOJDKEH Ha3HAYaThCS BpayaMu,
MMEIOLIUMHU OIIBIT JICUEHUsI OUIOISIPHOTO PacCTPONCTBRA.

B ximMHUYECKUX HCCIeToBaHUAX Obllla TOKa3aHa BO3MOKHOCTh CHIDKEHUS O3Bl JJO MUHUMAIBHON —

200 Mr B CyTKH — IIpY IUI0XOM IEPEHOCUMOCTH Tperapara y OTAEIbHBIX allieHTOB.

Oco0Oble T'PYIITBI TAITUEHTOB

Layuenmul nodxcunozo 6o3pacma

Kak wm gpyrue aHTUNCMXOTHYECKHE cpeAcTBa, npenapar CepoKBeNb CIEAYEeT NPUMEHATH C
OCTOPOXKHOCTBIO y TALMEHTOB IOXKUJIOIO BO3pacTa, OCOOEHHO B Hayaje JedeHus. MoxkeT
notpeboBaTbcsi Oosiee MENJIEHHOE TUTPOBaHME J03bl, a CyTOYHas TepamneBTUYecKas 1033 Yy
MALMEHTOB MTO>KUIIOT0 BO3pacTa HUXKE, UEM Y MOJIO/BIX MAIUEHTOB.

VY manueHToB MOKUIIOro Bo3pacTa HadaimbHas 703a npenapata CepokBeiab COCTaBIsIeT 25 MI/CyT.

o3y cienyer yBennunBaTh €KeAHEBHO HA 25—50 MI ¢ y4eTOM MHIMBUAYAJIBHOW EPEHOCUMOCTH
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¥ KIIMHMYECKOTO OTBETA JI0 NOCTUKEHUS 3D PEKTUBHOM] IO3BL, [KOTODHS /BEPOHEEQ; @y ieT Membie,

4YCM Yy MOJIOABIX MAIIUCHTOB. Cpez[Hee 3HAYCHHUC TNIa3MCHHOT' O KJIIMPCHCA KBCTHAIIMHA Y MMAITUCHTOB
noxkusioro Bo3pacta Ha 30—50 % HIKe 10 CPaBHEHHUIO C MalMeHTaMH 0oJiee MOJIOJOTO BO3pacTa.
OddekTUBHOCT, U 0€30MacCHOCTh MperapaTa y MaIlMeHTOB crapiie 65 JeT ¢ JAenpecCHBHBIMHU

ANU30/1aMHU B CTPYKTYpe OUMOJSPHOTO pacCTPONCTBA HE OLEHUBAIHC.

Ilayuenmsi ¢ Hapywenuem yHKYyuU nouex

Koppexknuust 10361 He TpeOyeTcs.

Iayuenmvi ¢ HapyweHuem hyHKyuu nevyeHu

KBeTtnanuu nHTEHCHBHO MeTabonu3upyeTcs B iedeHu. [1oaToMy cienyer co0ro1aTh OCTOPOKHOCTD
pH puMeHeHuu npenapara CepokBeb y MalUEeHTOB ¢ IEYEHOYHON HEIOCTATOYHOCTHIO, 0COOEHHO
B HavaJyie Tepanuu. PekoMeHyeTcst HaunHaTh Tepanuio mpenaparoM CepoKBenb € 10361 25 MI/CyT. U
YBEIMUYUBATh 103y €XEAHEBHO Ha 25-50 Mr ¢ y4yeToM WHAMBHIyaJbHOM IEPEHOCUMOCTH H

KJIMHAYECKOTO OTBETA JI0 NOCTHKEHUS A (PEKTUBHOM HO3BI.

eTH
bezonacHocth u 3 dexTuBHOCTh Tpenapata CepokBenb y IeTeil B Bo3pacte A0 18 ner Ha MaHHBIH
MOMEHT HE YCTaHOBJIEHHI (CM. pa3aen 4.3). imeromuecst Ha CeroIHSIIHAN IeHb JaHHbIC TPUBEICHbI

B pazaenax 4.4 u 4.8, oAHAKO HEBO3MOKHO J]aTh PEKOMEHJAIIUH 110 PEKUMY JI03UPOBAHUS.

Cnoco0 mpuMeHeHus

BuyTtps. [Ipenapat CepokBesib MOKET MPUMEHATHCS HE3ABUCUMO OT ITPUEMA MHIIIH.

4.3. [IporuBonOKa3aHust

e ['WnepyyBCTBUTENBHOCTh K KBETHANUHY WM K JIIOOOMY M3 BCIIOMOTATEJIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

e CoBMecTHOE NMPUMEHEHHE ¢ UHIHOUTOpaMu 1uToxpoma P450, TakuMu Kak MpOTUBOTPUOKOBBIE
npenaparsl TPYHNBl  A30JI0B, SPUTPOMULMH, KIAPUTPOMUIIMH U HePa3olOH, a TakkKe

uHruouTOpkI npoteazsl BUY (cm. paznen 4.5).
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e Hecmorps Ha TO, 4T0 3QGEKTUBHOCTD 1 Oe30maCHOCTH| HipenapaTa PepoKBeis. yi(ieTern n

MOAPOCTKOB B Bo3pacte 10—17 yeT u3ydainch B KJIMHUYECKUX HCCIEAOBAHUSX, TPUMECHEHUE

npenapata CepoKBeib y NAMEHTOB B BO3pacTe 10 18 neT He mokazaHo.

4.4. OcoOble ykazaHusi U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHU U

C OCTOPOYKHOCTBIO

VY nanueHTOB ¢ KapAHOBACKYJSIPHBIMH U I1epeOpOBACKYJIAPHBIMU 3a00JIEBaHUSMHU WM APYTUMH
COCTOSIHUSIMU, ITPEIpacoaralolliuMu K apTepuaibHON THIIOTEH3UH; [T0KUIION BO3pAcT; HapyIlIeHHE
(GYHKIMU TIEYeHH, CYJJOPOXKHBIE IPUINATKU B aHAMHE3€, PUCK Pa3BUTHsI MHCYJIbTA U aCIUPALIMOHHON

ITHEBMOHUWMH.

CVI/IUI/IH/CVI/IHI/IHa.HBHBIG MBICJIM WJIN KIMHUYCCKOC YXVAIIICHUC

Jlenpeccust mpu OUIONSIPHOM PACCTPOICTBE CBSI3aHA C TOBBIIMIEHHBIM PHUCKOM BO3HMKHOBEHMS
CYULIUJANBHBIX MBICIIEH, CAMOIMOBPEXKIACHUS M cyuluaa (COOBITHIA, CBA3aHHBIX C CYHIHIOM).
JIaHHBIN PUCK COXPAHSETCA 10 MOMEHTA HACTYIUIEHUS BBIPAXKEHHON pemuccun. BBuay Toro, 4To 10
VIIyYIIEHUS] COCTOSIHHSI TTAIUEHTA C HayaJla JICYCHUS] MOXKET IMTPOUTH HECKOIbKO HEJIeNb I OOJIbIIIE,
MAIUEHTHI TOJDKHBI HAXOAUTHCS MO MPUCTATBHBIM MEIUIIMHCKAM HAOMIOACHUEM 10 HACTYIUICHUS
yiyumeHus. [1o JaHHbIM 001ENPUHSITOrO KJIMHUYECKOTO OMBITA, PUCK CYHIIH/1a MOYKET MOBBICUTHCS
Ha paHHMX CTaJAMSIX HACTYyIJIeHUs pemuccuu. CreayeT mpeaynpexaaTh MalueHTOB (0COOEHHO
OTHOCSIIIIUXCSL K TPYIIE MOBBIIMIEHHOTO PUCKA CYUIUAA) M WX IOMNEYUTEeNed 0 HE0OXOIUMOCTH
KOHTPOJS KIMHMYECKOTO YXYAIICHUS, CYUIMAAIbHOTO TOBEJACHHUS WM MBICIEH, HEOOBIYHOTO
M3MEHEHUS B TOBEIEHUM U O HEOOXOJUMOCTH HEMEIJIEHHO OOpaTUThCS K Bpady B cllydae HX
MOSIBJICHUS.

[To nmaHHBIM KIMHUYECKHX WCCIEAOBAHUN, Yy TAIMEHTOB C JENpeccHedl mpu OUIOISIpHOM
paccTpoicTBE PHUCK Pa3BUTHS COOBITHH, CBS3aHHBIX ¢ cyunuaom, coctaBui 3,0 % (7/233) s
kBetranuHa u 0 % (0/120) ms motanebo y manueHToB B Bo3pacte 18-24 ner; 1,8 % (19/1616) nus
kBetranuHa u 1,8 % (11/622) nns nnane6o y naiueHToB crapiie 25 Jier.

Jlpyrue TCUXWYECKHe pacCTPOMCTBa, ISl Tepamuu KOTOPBIX HA3HAYaeTCs KBETHAINUH, TaKXKe
CBSI3aHBI C MOBBIIIEHHBIM PUCKOM COOBITHH, CBSI3aHHBIX C CyHIIIOM. Kpome TOro, Takue COCTOSTHUS
MOTYT OBITh KOMOPOUIHBIMH C JICTIPECCUBHBIM  SMH30J0M. TakuM o00pa3oM, Mepsl
MIPEIOCTOPOKHOCTHU, MPUMEHSIEMbIE TP TEPaAIlUU MalUEHTOB C JEMPECCUBHBIM 3MH30/I0M, JTOJKHBI

MNPUHUMATBCA U ITPU JICUCHUHN IMTAITUCHTOB C APYT'UMHU IICUXUUCCKUMHU paCCTpOfICTBaMH.



COOTBETCTEBYET QKCIHEFPTHOMY QTYHETY
ot 03.09.2024 Ne 18558
[Ipu pe3skoM MpeKpalleHuH Tepanuy KHeTHAHHOM( ) CIeHYer) [ ipHHAMATE) (0., (BEUMAHIE

MOTEHIIUATBHBIA PUCK Pa3BUTHSI COOBITHH, CBSI3aHHBIX C CYHITHIOM.

[TarueHTBl C CYWIUJAIBHBIMU COOBITHSIMH B aHAMHE3€, a TaKXKe TMalUeHThl, OTYETIUBO
BBICKA3bIBAIOIME CYUIUAANBHBIE MBICIM Tepe]] HayaloM Tepanmuu, OTHOCATCA K Tpymre
MOBBIIEHHOTO PUCKA CYULUJAIBHBIX HAMEPEHUN U CYULIUJAIbHBIX MMOMBITOK U JIOJKHBI THIATEIHHO
HaOmomatecss B mpouecce JsieueHus. Ilposenennsnii FDA (AaMuHucTpanueid Mo MNUIIEBBIM
MpPOayKTaM | JieKapcTBeHHBIM cpenctBaM, CIIIA) Meraananmus mianeb0-KOHTPOIUPYEMBIX
HCCIEIOBAaHUIN aHTHICTIPECCAHTOB, 0000maromuil fanHbie mpuMepHo 4400 nereil U MOAPOCTKOB U
7700 B3pOCIBIX MAIMEHTOB C TMCUXWYECKHUMHU PACCTPOMCTBAMH, BBISBHJI TMOBBIIMICHHBIN PHUCK
CYUILIUJATBHOTO TOBEJCHUS Ha (JOHE AHTHIICNIPECCAHTOB IO CPABHEHUIO C IuTanebo y MAeTei,
MOAPOCTKOB M B3POCJBIX IMALMEHTOB B Bo3pacte a0 25 neT. [laHHbI MeTaaHanu3 HE BKIIOYAET
UCCIIETOBaHMSI, I/I€ UCIIOJIb30BAJICS KBETHUAIUH.

[To gaHHBIM KPaTKOCPOYHBIX I1a11€00-KOHTPOIUPYEMBIX UCCIIEIOBAHUM MO BCEM MOKA3aHUSAM U BO
BCEX BO3PACTHBIX TPYIINax 4acToTa COOBITUH, CBA3aHHBIX C cyuruaoM, coctaBmia 0,8 % kak s
kBetranuHa (76/9327), tak u mis mnamebo (37/4845).

B »TuX uccrnenoBaHMsX y MAalMEHTOB C MIM30(QpEHHEH PUCK Pa3BUTHUS COOBITUH, CBSI3aHHBIX C
cyuruaom, coctaBui 1,4 % (3/212) ana xkBernanuHa u 1,6 % (1/62) nns mnane6o y mandeHToB B
Bospacte 18-24 net; 0,8 % (13/1663) mnst kBetnanuua u 1,1 % (5/463) mist mnamne6o y manyueHToB
ctapuie 25 ner; 1,4 % (2/147) nna ksernanuna u 1,3 % (1/75) nns nnane6o y naiueHToB B BO3pacTte
1o 18 ner.

VY manueHToB ¢ MaHUEH MpH OUIIOJIIPHOM PAacCTPOICTBE PUCK Pa3BUTHUSL COOBITHUH, CBA3AHHBIX C
cyunugom, coctaBui 0 % (0/60) nns kBetnanmaa u 0 % (0/58) nns mnanedo y manyueHToB B BO3pacTe
18-24 ner; 1,2 % (6/496) nnsa kBetuanuHa u 1,2 % (6/503) nns nnanedo y manueHToB cTapiie 25 JeT;

1,0 % (2/193) nnsa kBetnanuaa u 0 % (0/90) mst mnamne6o y maneHToB B Bo3pacte 10 18 ner.

CoHIMBOCTH

Bo Bpems Tepanuu npenaparom CepoKBelb MOXKET OTMEUAThCSl COHJIMBOCTh U CBSI3AHHBIE C HEH
CUMITOMBI, Hampumep, cefarus (cMm. pasaen 4.8). B KIMHHUECKUX HCCIEOBAHHIX C y4acTHEM
MAIMEHTOB C JICTIPECCHE B CTPYKType OUIOISPHOTO PacCTPOMCTBA, COHJIMBOCTH, KaK IPABHIIO,
pa3BUBaach B TEUCHUE MEPBBIX TPEX JHEU Tepanvu. BrIpa)keHHOCTH 3TOM HEXeENaTeIbHON PEaKIIHH,
B OCHOBHOM, OblIa HE3HAYUTEIHHOW WM yMepeHHOH. [Ipu pa3BUTHH BBIpaKEHHON COHJIMBOCTH

MalyeHTaM C Jerpeccueil B CTPyKType OHMIIOIAPHOTO pacCcTpoiicTBa MOTYT MOTpeOoBaThCs Oosee

6



ot 03.09.2024 N2 18558
YacThle BU3UTBHI K Bpady B TeueHHEe 2 Helelb ¢ MOMEHIE BUSHURHQBEHYA-COHNBOCTH) AN 10
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YMCHBIICHHUA BBIPAKCHHOCTU CHMIITOMOB. B HCKOTOPLBIX ClIydasaX MOXKET HOTpGGOBaTBC}I

IIpeKpaleHue Tepanuu npenapatom CepoKBeb.

IlammeHTHI ¢ CepACYHO-COCY IUCTHIMH 3a00J1CBaAHUSIMHU

Crnenyer cobOmofaTb OCTOPOXKHOCTh TPH HAa3HAYEHWM KBETHANMHA TMAIMEHTaM C CepIeYHO-
COCYIUCTBIMH M  I1IepeOpOBAaCKYJIIDHBIMH ~ 3a00JI€BaHUSAMH, M  JPYTUMH  COCTOSHHSIMH,
npejpacrnojaralolmMu K TunoTeHsud. Ha ¢oHe Tepanuu KBETHMAIMHOM MOET BO3HUKATh
opTocTaTHyeckas: THIOTEH3Us, OCOOEHHO BO BpeMsl THUTPOBAaHUS [03bl B Hayalle TEpamuH.
OprtocTatuueckass TMIIOTEH3MsI M CBSI3aHHOE C HEW TOJIOBOKPY)KEHHE MOTYT IOBBIIIATH PHUCK
cllyyailHOM TpaBMbI (TMageHMsI), OCOOCHHO y MAIMEHTOB MOXKUJIOro Bo3pacta. [lanuentam ciemyer
cOOIIOAAaTh OCTOPOKHOCTH 10 T€X IOp, MOKAa OHU HE aJaNTHUPYIOTCS K JaHHBIM MOTEHIMAIbHBIM
HEXenaTelbHbIM ~ peakuusMm. [Ipy  BO3HMKHOBEHHMHM OpPTOCTATUYECKOM THUIIOTEH3UMH MOXKET

MOTPeOOBaThCS CHUIKCHHE JI03BI WIIH 00JIee MEIJICHHOE €€ TUTPOBAHHUE.

CHUHIPOM amHO? BO CHE

VY nanueHToB, MPUHUMABIINX KBETHAIWH, OBUT OTMEYCH CHHIPOM aIrtHO? BO cHe. ClieyeT coomoaaTh
OCTOPOKHOCTH NP HA3HAYCHUU KBCTHUAIIMHA MAIIUCHTAM, IMMOJIyYatOoIIUM IpCrapaThl, OKa3bIBAOIINC
yTHEeTaloIIee ACHCTBHIE Ha IICHTPAThHYIO0 HEPBHYIO CUCTEMY, a TAKXKE MAIIMEHTaM ¢ (pakTopamMu prcka
aIrHO? BO CHE (HampuMmep, U30BITOUHAS Macca Tella/0KUPEHUE, MY>KCKOH T0JT) HIIH C alTHOD BO CHE B

aHaMHC3C.

Cynop0oyKHBIE OIPUITAIKH

He BbIsIBI€HO pa3nuuuii B 4aCTOTE Pa3BUTHUS CYIOPOT y MAI[UEHTOB, IPUHUMABIINX KBETUANIUH WIIH
wiane6o. OgHako, Kak M MpU Tepaluu JAPYTUMU aHTHIICUXOTUYECKUMH JIEKapCTBEHHBIMU
CpeICTBaMH, PEKOMEHAYETCS COOJNII0/IaTh OCTOPOXHOCTh TNPU JICUCHUU TMAIMEHTOB C HATUYHEM

CYJIOPOKHBIX MIPUCTYIIOB B aHaMHe3€e (CM. pazjen 4.8).

Okcrpanupamuaable cuMiToMsl (DI1C)

OTmeueHo yBeaMueHue 4acToThl BO3HUKHOBEHMs OIIC y manmueHTOB ¢ nenpeccuel B CTPYKType
OUIIONIIPHOTO PacCTPOMCTBAa MpU NpHEMe KBETHAIMHA I10 IMOBOJY JACMIPECCHUBHBIX ASMH30J0B MO

CpaBHEHUIO ¢ manebo (cM. pazzaen 4.8).



ot 03.09.2024 N2 18558
Ha ¢pone npuema KBeTHAaNMHA MOKET BOSHUKATH aKaTUBHH, KOTOPAS KapAKTEPUBYEIC HelPASIHbIM

COOTBETCTBYET QRCHEFTHOMY QTYETY

YYBCTBOM  IBUI'ATCIBHOI'O OECIOKOWCTBA H HOTpGGHOCTBIO ABUTATBCA, U  IPOABIACTCA
HECIOCOOHOCTBIO nanmueHTa CUACTh HJIM CTOATH oe3 JABMOKXCHUA. HpI/I BO3HHUKHOBCHHNU HO,Z[O6HBIX

CHUMIITOMOB HE€ CJICAYCT YBCIIMUYUBATHL 103y KBCTHAIIMHA.

Tlo3aHsis NTUCKUHE3NA

B ciydae pa3BuTHS CUMIITOMOB IIO3IHEW JUCKUHE3UN PEKOMEHIYETCsS CHU3UTD 03y IIpernapara uin
MTOCTENEHHO €ro OTMEHHTH (cM. pazzaen 4.8). CUMNTOMBI MO3AHEH TUCKMHE3UH MOTYT yCHIIUBATHCS

WM J1a)Ke BO3HUKATh MOCIIE MPEeKpalleHus preMa Ipernapara.

3nokayeCcTBEHHBIH HEHPOIENTUYECKUI CUHADOM

Ha ¢one npuema aHTUNICUXOTHYECKHX MTPENapaToB, B TOM YHUCIIE, KBETHAIIMHA, MOKET Pa3BUBATHCA
3JIOKAQUYeCTBEHHBIA HeWponenTuieckuii cuHapoMm (cMm. paszaen 4.8). KinuHuueckue mTpoOsIBICHHS
CHHApOMAa BKJIIOYAKOT B C66}I TUIICPTCPMHUIO, U3MEHEHHBIM MEHTAJIILHBIN CTaTyC, MbIIICUYHYIO
PUTHUOHOCTD, J'IaGI/IJII:HOCTB BereTaTUBHOU HepBHOﬁ CHUCTCMBI, YBCIIMUCHUC AKTUBHOCTHU
kpeatuHpocokuHaspl. B Takux ciaydasx HEOOXOAMMO OTMEHUTh KBETHAllMH M IPOBECTH

COOTBCTCTBYIOIIICC JICYCHHC.

Tsoxenas HEUTPONIEHUS U arpaHVJIIOIUTO3

B KkpaTKoCcpo4HBIX IIaLE00-KOHTPOIUPYEMBIX KIMHUYECKHUX MCCIEJOBAHUAX MOHOTEpAINU
KBETHAIIMHOM HEYAaCTO OTMEYAJIMCh CIIydau TsDKEJIOM HEHTponeHuH (KOJM4ecTBO HeHTpoduiaon
< 0,5 x 10°/m) 6e3 undexiuu. CoobmAanoch 0 pa3BUTHU arpaHyJIoNUTo3a (TKeIoH HelTponeHuHy,
accOIMMPOBaBIIeHcs ¢ MH(EKUUAMH) Y TAIIMEHTOB, TOJyYaBIINX KBETHANUH B paMKaxX KIMHHYECKUX
UCCclieIoBaHUM (peaKo), a TaKKe MPU MOCTMAaPKETUHIOBOM IIPUMEHEHUH (B TOM YHUCIIE, C JIETAIBHBIM
UCXO/I0M). BONBIIMHCTBO 3THX CiIy4aeB TSDKEIONM HEWTPONEHMHM BO3HMKAIO Yepe3 HECKOJIbKO
MECSIIEB IOC/Ie Hayaja Tepanuu KBeTHanmuHOM. He ObLIO BBISBICHO J0303aBUCHMOTO 3(deKTa.
JleilikonieHUst W/WMIAM HEUTPONEHHUS pa3pellauCh MOCJTe MPEKpaIleHUs Tepanud KBETHAMHOM.
Bo3MoxxHbIMU (pakTOpaMH pHUCKa BO3HUKHOBEHHs HEWUTPONEHUHU SIBISIOTCS MPEALIECTBYIOIIEE
MOHMXEHHOE KOJIMYECTBO JICHKOLMTOB U ClIydyau JIEKapCTBEHHO-UHIYLIUPOBAHHONW HEUTPONIEHUH B
aHaMHe3e.

Pa3BuTtue arpaHysonuTO3a OTMEYAIH U Y MTalMeHTOB 0e3 ¢akTopoB prucka. HeoOXoaumMo yuuTeiBaTh

BO3MOXXHOCThH Pa3BUTHS HEUTPONEHUU Yy MALIUEHTOB ¢ UH(EKIuell, 0COOEHHO B ClIy4ae OTCYTCTBUS



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 03.09.2024 N2 18558
OYEBH/IHBIX MPEIPACIIONArAIIMX (HAKTOPOBY WM Y [[AIMEHIOB] (C FHEQOHACHH MM X OPaIKON;

JAHHBIX MTALIUEHTOB CIEAYET BECTH B COOTBETCTBUHU C KIMHUYECKUMU PEKOMEHIALUSAMHU.
V NalUeHTOB ¢ KOIMYecTBOM HeiTpoduios < 1,0 x 10°/11 mpueM KBeTHANMHA CleyeT IPeKPaTUTh.
[TanmenTa HeoOXonuMO HAOMIOAATh Ul BBIABICHUS BO3MOMKHBIX CHMIITOMOB HH(EKIUH U

KOHTPOIMPOBATh YPOBEHb HEHTPO(HIOB (10 MpeBbIIIeHns ypoBHs 1,5 x 10°/m).

BzauMoeiicTBHE ¢ APYTUMU JI€KAPCTBEHHBIMM CPEICTBAMU

Taxxe cMm. paznen 4.5.

[IpuMeHEeHHE KBETHAITMHA B KOMOMHAIIMY C MOITHBIMU UHAYKTOPAMH MUKPOCOMAIBHBIX (DEpMEHTOB
MEYCHW, TAaKUMHU Kak KapOamaszenuH M (DEHUTOMH, CHOCOOCTBYET CHIDKEHUIO KOHIICHTPAIUH
KBETHAIMHA B TUTA3ME H MOXKET YMEHbIIATh 3PGEKTUBHOCTH Tepanuu npenapatoMm CepoKBeTb.
Hasnauenue mnpemapata CepokBelb NaIlMCHTaM, IOJYYAOIIMM HHIYKTOPHI MHKPOCOMATBHBIX
(EepMEHTOB TEYCHH, BO3MOXHO JIMIIb B TOM CIIy4ae, €CJIM OXHjJaeMas I10Jib3a OT TEpaluu
npemapatoM CepokBeldb MPEBOCXOAUT PHCK, CBSI3aHHBIM C OTMEHON mpernapara-uHAyKTopa
MUKPOCOMAaTbHBIX  (EPMEHTOB  Tie4eHU.  VI3MeHeHuWe  J03bl  MpermapaToB-UHIYKTOPOB
MHUKPOCOMAIBHBIX (DEPMEHTOB TICYEHH JIOJDKHO OBITh TOCTENeHHBIM. [Ipu HEOOXOIMMOCTH,
BO3MOXKHO HX 3aMEIICHUE TIperapaTaMy, He HHIYIIUPYIOIMMH MUKPOCOMAJIbHBIC ()EPMEHTHI IICYCHH

(Hampumep, npenapaTsl BalbIIPOEBONW KHCIOTHI).

I'unepronkemMusa

Ha ¢one nmpuema xBeTHanuHa BO3MOXKHO Pa3BUTUE THUIMEPIIIMKEMUU MU OOOCTPEHUSI CaXapHOTO
nuabera (B psiie caydyaeB — C pa3sBUTHEM KETOANM03a WJIM KOMBI, B TOM YHUCIIE, C JETaIbHBIM
HCXOJIOM) y TAIMEHTOB C CaXapHbIM OuabeToM B aHaMmHe3e. PexomeHayeTcss HaOltoIeHue 3a
ManyeHTaMy, MOTyYarollUMU KBETHANUH U JIPYTUe HEHpPOJICNITUKU, IS BBISIBICHUS BO3MOXKHBIX
CUMITOMOB THIEPIIIMKEMHUH, TAKUX KaK MOJUYpHs (yBEIMUYEHHE KOJIMYECTBA BBIAEISEMON MOYH),
MOJIUUTICHS (TTATOIOTUYECKH YCUIICHHAS Kak/a), onuarus (MOBBIIICHHBIN alleTUT) U C1ad0CTh.
Taxxke pexkoMeHmyeTcss HaONMIOJEHUE 3a MAIMEHTaMHU C CaXapHbIM IUA0ETOM W TAIlMeHTaMU C
(dbakTopaMu prcKa pa3BUTHS caxapHOro AuadeTa JUisl BBISIBICHUSI BO3MOXKHOTO YXYAIIEHUS KOHTPOJIS

rmkeMuu (cM. pazzaen 4.8). Crnemayer peryasipHO KOHTPOJIMPOBATh MAacCy Tea.

ConeprxaHiie JUINI0B

Ha ¢one nmpuema kBeTHManuHa BO3MOJKHO ITOBBIIIICHUE KOHIIEHTPAIMH TPHUTIIMIIEPUIOB, OOIIETO



COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 03.09.2024 N2 18558
XOJIECTEpHHA M XOJIECTEPUHA JIUMONPOTEUIOB HU3KOH [THOTHOCTH ) (JHTHIL) @ (TaKKe ©haKeHue

KOHIIEHTPAIIUU XOJIeCTeprHa TUNOoNpoTen1oB Beicokoit mnotHoctu (JITIBII) (cm. paznmen 4.8).

MertabosinuecKkre HapyIeHus!

VBenuueHne Macchl Teja, MOBBIIIEHHE KOHIICHTPAIMH TIIOKO3bI ¥ JINIHUIOB B KPOBU Y HEKOTOPBIX
NAIllMeHTOB MOTYT TMPHUBECTH K YXYAIICHHIO MeTabonudyeckoro mnpoduis, d9ro Tpedyer

COOTBETCTBYIOIIETO HAOIIOICHUSI.

Ymngenue narepsana QT

He BbIsSIBIEHO B3aMMOCBSI3M MEXIY MPUEMOM KBETHANMHA U CTOWKUM IOBBIIICHHEM a0COTIOTHOM
BenuuuHbl uHTepBaa QT. Oxnako ynnuHeHue uHTepBana QT oTMedasnoch Mpu Nepeao3upOBKE
npenapara (cM. pasnen 4.9). Ciaemyer cobt01aTh OCTOPOKHOCTH TPH HA3HAUYCHUU KBETHAIIMHA, KaK
U IpYTUX aHTUNICUXOTHYECKHX IMPEenapaToB, MAllMEHTaM C CEpACYHO-COCYUCTHIMU 3a00I€BaHUSIMU
U paHee oTMeuaBmuMcs yiumHeHueM wuHTepBana QT. Taxke HeoOxomumMo coOIIOAATH
OCTOPO’XHOCTh TIPM HAa3HAUYEHUW KBETHUANMHA OJHOBPEMEHHO C IMpenaparaMu, Y UTHHSIIOIIMMH
untepas QTc, IpyrumMu HelpoienTUKaMu, OCOOCHHO Yy JIUI] MOXKHUJIOrO BO3pacTa, y MalleHTOB C
CHUHJIPOMOM BPOKJICHHOTO yJIMHEHUS nHTepBasia QT, XxpOHMYECKOM CEPIeUHON HEJOCTATOYHOCTBIO,

runepTpodueit MuoKapa, TUIOKaTMEMHUEH Wik TuIoMaraueMueii (cM. paszaen 4.5).

KapamnomuonaTus 1 MHOKAPIUT

B xoJe KIMHUYECKUX MCCIeJOBAaHUI M OCTMAPKETUHIOBOTO IPUMEHEHUS ObUIM OTMEYEHBI CITy4an
pa3BUTHSA KapAMOMHUONATUHM UM MHMOKApAMTA, OJHAKO NPUYMHHAS CBSA3b C IPUEMOM IIpenapara He
ycraHoBieHa. Crenyer OLEHUTh IEeJIecCO00pa3HOCTh TEPaluM KBETHAIMHOM Yy TMAIMEHTOB C

MOAO3PCHHUEM Ha KapAUOMUOIIATUIO NJIK MHUOKApAUT.

Tskenple KOKHBIC HeXKeJIaTeIbHBIE PeAKIIMU

[Ipy npUMEHEHHWH KBETHANHMHA COOOIMIANIOCh O PAa3BUTHH TSIKEIBIX KOXHBIX HEKEIATEIbHBIX
peakuuii, Bkitodas cuHApoM CTHBeHCa—/[’KOHCOHA, TOKCHYECKHUU HNUAECPMAJIbHBIA HEKPOJIU3,
OCTpPBI  TE€HEpaM30BAaHHBIM  HK3aHTEMATO3HBIA MYCTyJie3, MYJIbTHQOPMHYIO JpUTEMY U
JIEKapCTBEHHYIO PEaKIUio ¢ 303uHOQWIHei W cucteMHbiMU cumntomMamu (DRESS-cunmpom),
KOTOpPBbIE SIBJISIOTCS MOTEHIMAIBHO YTPOKAIOIMIMMH KU3HHU HEXENaTeIbHbIMU JIEKapCTBEHHBIMU

pPCaKuAMU. Tsoxenple KOXKHBIE HE)KelaTelIbHBIE p€akunu OOBLIYHO IMPOABIAOTCA OAHHUM HIIN
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 03.09.2024 N2 18558
HECKOJIKUMH M3 CIIEYIOIIMX CUMIITOMOB: OOMIMPHAs KGTKHES BT, KOTOPas MOIKer: GbLns 3 msmei

WIA  CONPOBOXKAATHCSA  TOSBICHUEM  IYCTyJ, OKC(HOJMATHBHBIM JEPMATUT, JIMXOPAJKa,
nuMQaaeHONaTHs. U BO3MOXKHAs 303uHO(GMINS nin HeUTpoduaus. [Ipn BOSHUKHOBEHUM TSKEIBIX

KOXXHBIX HEXKECIAaTCIIbHBIX peaKuHﬁ IIPUEM KBCTHAIIMHA CIICAYCT NMPEKPATUTD.

OcTphic peakIiy, CBSI3aHHBIC ¢ OTMEHOM IIperapara

IIpu pe3koil OTMEHE KBETHAMHA MOTYT HaOMIONATBhCS CIEAYIOIIME OCTpPhIE peakiuH (CHHAPOM
OTMEHBI) — TOLITHOTA, PBOTA, OECCOHHUIIA, TOJIOBHAs 00JIb, TOJIOBOKPYKEHHUE U Pa3paKUTEIbHOCTD.
[TosToMy OTMEHY Ipenapara peKOMEHIYETCsl MPOBOAUTH MOCTEIIEHHO B TEUYEHHE, KAK MUHUMYM,

OJIHOU WJIM IBYX HENEIIb.

HenpaBuiabHOE IPpUMEHEHHE U 310YIOTPEOICHHE IIpenapaToM

bbuin oTMeueHs! ciyyan HEeNpaBUIILHOTO MPUMEHEHUS U 3710ynoTpediieHus npenaparom. Crienyer
COOTIOATh OCTOPO’KHOCTh MPH HA3HAYCHWM KBETHANIMHA MAIMEHTaM NpU HAMYMHM B aHAMHE3e

370YHOTPEOICHUS aJIKOTOJIEM WIIH JIEKApCTBEHHBIMHU ITpeTapaTaMHu.

Tlo)xuaple HalMEeHTEl ¢ JeMEHIINEN

[Ipenapar CepokBenb HE TOKA3aH JAJis JICUCHUsSI IICUX030B, CBSI3aHHBIX C IEMEHIINEH.

HekoTtopeie aTtunmuyHble HEUPONENTHKHA B PaHIOMU3HPOBAHHBIX IUIANE0O0-KOHTPOIUPYEMBIX
UCCIIEIOBAaHUSAX TPUMEPHO B 3 pa3a YBEIMYMBAIU PHUCK Pa3BUTHS LEepeOpOBaCKYISPHBIX
OCJIO)KHEHUH y MallMeHTOB C JeMeHUued. MeXxaHu3M [aHHOTO YBETUYEHUsS PUCKAa HE H3YYEeH.
AHaJOTUYHBI PUCK YBETUYCHHUS YAaCTOTHI IePEeOPOBACKYISIPHBIX OCIOKHEHUN HE MOXKET OBITh
HCKJIIOYEH ISl APYTUX aHTUIICUXOTUYECKHX JIEKAPCTBEHHBIX CPEJICTB WIIM APYTUX TPYIIIT NAIUEHTOB.
[Ipenapat CepokBesnb JOHKEH UCIOJIB30BATHCS C OCTOPOKHOCTBIO Y MALUEHTOB C PUCKOM Pa3BUTHUS
WHCYJIbTA.

AHalli3 UCMOJIb30BAaHUSL ATUIHMYHBIX HEUPOJIENTUKOB [IJIsi JICUEHMs] TICMXO30B, CBSI3AHHBIX C
JIEMEHIIMEN Y TOKUJIbIX MAIlMEHTOB, BBISIBUJI MOBBILIEHHUE YPOBHSI CMEPTHOCTH B TPYyIIE NAI[MEHTOB,
MOJTYy4YaBIIUX MperapaThl 3TON TPYNIIBI, 0 CPaBHEHHUIO ¢ rpymnmoi mianedo. Kpome Toro, nea 10-
HEENbHBIX IU1a1e00-KOHTPOIUPYEMBIX HCCIEIOBaHUS KBETHANMHA Yy aHAJIOTMYHON TPYIIIBI
nanueHToB (n=710; cpeanuii Bo3pact: 83 roaa; Bo3pacTHOM auana3oH: 56—99 ner) mokasanu, 4To
YPOBEHb CMEPTHOCTH B I'pYIINE MalMEHTOB, IPUHUMABIINX KBETUAINUH, cocTaBuil 5,5 %, u 3,2 % B

rpymrme rmaue6o. HpI/I‘II/IHI)I JICTAJIbHBIX UCXOO0B, OTMCUCHHBIX Y OTUX IMAIIUCHTOB, COOTBETCTBOBAIN
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COOTEBETCTBYET QKCNEFPTHOMY OTHETY
ot 03.09.2024 N2 18558
OKHIAEMBIM JUISL JIAHHOM momnysinud. He |BBISBICH | IPHY AHHOACHACTICTR SHHON © CBASH) (MEK Ty

JICYHCHUECM KBCTHAITMHOM U PUCKOM MOBBIINICHUA CMCPTHOCTH Y IMOXUJIBIX MAITUCHTOB C I[GMGHHHGﬁ.

AxTrxonugepruueckne (MyckapruaononoOHbie) 2dheKThI

HopkBeTtnanus, akTUBHBIM MeTaOOJIUT KBETHANKMHA, 00JIaJaeT CPOJCTBOM (OT yMEPEHHOU CTENeHU
70 BBIPAKEHHOM) K HECKOJIBKHMM IIOATUIIAM MYCKapUHOBBIX peuentopoB. C 3THUM CBsSI3aHBI
HEXXeJaTeNbHble JICKApCTBCHHBIE PEaKIMH, OOYCIOBICHHBIE AHTUXOJIMHEPTUYECKUM JICHCTBHEM
KBETHAlMHA TpPU €ro NPUMEHEHHH B PEKOMEHJOBaHHBIX J03aX WJIM B COYETAHUU C JIPYTHUMH
npernapaTamy, OKa3bIBAIOUIUMHU AaHTUXOJUHEpruueckue >PQeKThl, a TakKe NpU NEepeqo3UPOBKE.
Craenyer cobmoaaTh OCTOPOXKHOCT MIPU MPUMEHEHUU KBETHAITMHA COBMECTHO C JIEKAPCTBEHHBIMU
CpeACTBaMH, OKa3bIBAIOIIMMHU AHTUXOJIMHEPrHUecKue (MyckapuHonoao0HbIe) 3¢ ekt Cremyer
co0II0AaTh OCTOPOKHOCTh MPU HAa3HAUEHUM KBETHANMHA IMAlMEHTaM C 3aJIepP’KKOW MOYM WU C
3aJ€p>)KKOM MOYM B aHaAMHE3€, KIMHMUYECKH 3HAYMMOM THUMEPIUIa3ueil MpelCTaTeIbHOM >KeJe3bl,
KHMILIEYHON HENPOXOJUMOCTBIO WM POJCTBEHHBIMU COCTOSIHUSMH, NOBBIIIEHHBIM BHYTPHUIJIa3HBIM

JABJICHUEM WIJIM Y3KOYTOJIbHOM TIayKoMoil (cM. paszzensl 4.5, 4.8, 4.9 u 5.1).

Hapyiennst co cTOpOHBI IEUYCHU

B cnyuae pa3zButus xentyxu npuem npenapara CepokBellb ClIe1yeT NPEKPaTUTh.

2 II/ICSl!aFI/Iﬂ

Hucdarus (cMm. pazaen 4.8) u acnupanusi HaOMIOJAIUCH TIPH T€PANUU KBETHANMMHOM. [IpuunHHO-
CJICACTBCHHAA CBA3b BO3HUKHOBCHMUS aCHHpaHHOHHOﬁ IMHCBMOHWU C IMPUCMOM KBCTHAIIMHA HC
ycranoBneHa. OIHAKO cleAayeT coOI0aTh OCTOPOXKHOCTh MPU Ha3HAUEHUU IpernapaTa nanueHTam

C PUCKOM BO3HHMKHOBCHHA aCHHpaHHOHHOﬁ ITHCBMOHMHMU.

Benosnas tpoM003MO0IIHs

Ha ¢one npuema HelpoJeNnTUKOB OTMEUEHBI CIy4Yal BO3ZHUKHOBEHMS BEHO3HOW TPOMOOIMOOIIHH.
[TockonbKy y MAalMEHTOB, NMPUHUMAIONIMX HEHPOJIENTHKH, YacTO BCTpEHYaroTCs (aKTOphBI pUCKa
BEHO3HOW TPOMO0IMOOIIMH, 10 Havala U BO BpeMs Teparuy aHTUIICUXOTHIECKUMH ITperapaTaMu, B

TOM YHCJIe, KBETHAITMHOM, CJIEAYEeT OLCHUTh (PaKTOPHI pUCKA U MPUHATH TPOPHIAKTHUIECKUE MEPHI.
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ot 03.09.2024 Ne 18558
3amop ¥ HEMPOXOIUMOCTh KUIIEYHUKA (NOCNENOBATENBHOCTE 0005)

L f]

COOTBETCTBYET QRCHEFTHOMY QTYETY

3amop sBseTCs PaKTOPOM PHCKA HETIPOXOIMMOCTH KullleuHrka. Ha goHe nmpumMeHeHus KBeTHamHA
OTMEYalld Pa3BUTHE 3alOpa U HEMPOXOJUMOCTH KHIIEYHHKA (cM. paszaen 4.8), BKIoYas cliydau C
JIETaJIbHBIM UCXOJIOM y MAallMeHTOB IPYIIBI BHICOKOTO PUCKA HEMPOXOJUMOCTH KHUILEYHHUKA, B TOM
YHCclie TOMyYalolUX MHO)KECTBEHHbIE COMYTCTBYIOIINE MpPEnapaThbl, KOTOPhIE CHUXKAIOT MOTOPUKY

KUIIEYHUKA, JasKe TIPU OTCYTCTBHH kKajlo0 Ha 3arop.

[Tankpeatur

B xone kiMHUYeCKuX HcCae10BaHUN U TOCTMAapKETUHTOBOTO IPUMEHEHUs ObLIIM OTMEUEHBI CITydan
pa3BUTHs TMAHKpEaTUTa, OJHAKO NPUYMHHASI CBSI3b C IPUEMOM IIpenapara He yCTaHOBJIEHa. B
MIOCTMApKETUHTOBBIX COOOIICHUSAX YKa3aHO, YTO y MHOTHX MAlMEHTOB MPUCYTCTBOBAIU (aKTOPHI
pUCKa pa3BUTUSl TNAHKpeaTuTa, TaKWe KaK TIOBBIIIEHHE KOHIEHTPAlUU TPUTIIULEPUIOB (CM.

noapazaen «Coaep:kaHue JUMUI0BY TaHHOTO pas3fiena), XOJISIUTHA3 U YIOTPEOIICHHE alTKOTOJIA.

HOHOJ’IHI/ITGHBHa}I I/IH(bODMaHI/IH

IIaHHI)Ie O COBMCCTHOM INPHUMCHCHHU KBCTHAIIMHA C AJUBAJIBIIPOATOM HIIM JIMTUEM IIPHU OCTPBIX
MaHHUaKaJIbHBIX 3ITN30JaX JIETKOM HJIN CpeHHeﬁ CTCIICHU TAXKCCTU OI'paHUYCHEI. OTMeYeHBI Xxopomas

MEPEHOCUMOCTh 3TOM KOMOMHUPOBAHHOM Tepanuu U aaauTHUBHBIN 3 ekt Ha 3-i Hezene Tepanui.

BcnomorarenpHBIE BEIISCTBA

[Ipemapar conmepxut nakTo3y. [lanmeHTaM ¢ HacleACTBEHHOW HENEPEHOCHMOCTBIO JIAKTO3bI,
HEJIOCTAaTOYHOCTBIO JaKTa3bl U TIIOKO30-TaJIAKTO3HOW HETEPEHOCUMOCTBIO HE CIIEIyeT MPUHUMATh

3TOT Ipemnapar.

Jletn 1 mogpocTtkH (B Bo3pacre oT 10 go 17 mer)

IIpenapat CepokBeib He MOKa3aH AJi1 IPUMEHEHUS y JETEW U MTOJAPOCTKOB B Bo3pacTe A0 18 neT B
CBSI3M C HEJOCTAaTOYHOCTBIO IaHHBIX 110 IPUMEHEHHUIO B 3TON Bo3pacTHoM rpymime. ITo pesynsraram
KJIMHUYECKUX MCCIEJOBAHUN KBETHAllMHA HEKOTOpbIE HEXKeJIaTeNIbHble peakluH (TOBBILICHHUE
anrneTuTa, MOBBIIICHNE KOHIIEHTPALUH IIPOJIAKTUHA B CBIBOPOTKE KPOBH, pPBOTA, HACMOPK 1 OOMOPOK)
y AeTeil ¥ MOAPOCTKOB HAO0JaM ¢ OOJIbIIEH 4acTOTOM, YeM Yy B3pOCIbIX HManueHToB. HekoTopele
HexxenarenbHble peakuuu (OIIC) y mereil U mOAPOCTKOB MOTYT UMETh Pa3HbBIC MOCIEACTBUS IO

CpaBHCHHIO CO B3POCJIbIMH ITalMCHTAMHU. Tax:ke 0OTMEUEHO ITOBEIIICHHIE ApTEPpHUAIBHOIO JaBJICHUS,
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 03.09.2024 N2 18558
He HaOJII0/IABIIEECs Y B3POCIbIX MAMEHTOB. Y JIeTel U [IOAPOCTKOB) FakKe Ha0iroMall dEMeHeHe

(YHKIMHU IATOBUIHOHN JKEJIE3bl.

BrnusiHue Ha pocT, MOJIOBOE CO3PEBaHHE, YMCTBEHHOE PAa3BUTHE M TOBEICHYECKHE PEAKIUU MPH
JUTHTEIIbHOM TTpuMeHeHuu (Oosee 26 HeeNnb) KBETHAIMHA HE N3Y4aioch.

B nnare60-KoHTpoMpyeMBIX HCCIICIOBAHUSX Y ACTEH U MOAPOCTKOB C MU30(peHnei u MaHueH B
CTpYKType OumossipHoro paccrpoiicrBa uacrtora pa3sutus OIIC Oblna BbIlIe TIpU TPUMEHEHUU

KBCTHAIIMHA IO CPAaBHCHUIO C HHaI_I€60.

4.5. B3aumojgeiicTBHe ¢ [APYrMMH JIEKAPCTBEHHbIMH TMpenapaTaMd M JApyrue BHJbI
B3aMMOJeHCTBHS

[TockonmbKy KBETHAIMH OKA3bIBACT BO3JCHCTBHE MPEUMYIIECTBEHHO Ha IEHTPAIbHYIO HEPBHYIO
CUCTEMY, CIEAYyeT COOII0AATh OCTOPOXKHOCTh MPU KOMOMHUPOBAHHOM NMPUMEHEHUH KBETHAIMHA C
IpYTUMH TpernapaTamMH, BO3JEHCTBYIOIIMMH Ha IIEHTPAIbHYIO HEPBHYIO CHUCTEMY, a TaKXke C
AJIKOTOJIEM.

Cnemyer coOmogaTh OCTOPOXKHOCTH TPU COBMECTHOM MPHUMEHEHHHM KBETHANMHA C JPYyTUMU
npenaparamu, o0JaJaroIIMHA aHTUXOJIMHEPTUHISCKUMH (MYyCKapUHOTIOA00HBIMH) 3¢ dexTamu (cM.
paznen 4.4).

Nzodepment nuroxpoma P450 (CYP) 3A4 sBnsieTcss OCHOBHBIM M30()epMEHTOM, OTBEUAIOIIUM 32
MeTa0OJIM3M KBETHAINMHA, OCYIIECTBIAIONIMICS depe3 cucrteMy muroxpoma P450. ¥V 3m0poBbIx
TOOpPOBOJIBIICB COBMECTHOE TIPUMEHEHHE KBeTHanmuHa (B J03€¢ 25 Mr) C KETOKOHA30JI0M,
naruoutTopom uzopepmenra CYP3A4, mpuBoAmIO K YBEIMYCHUIO TUIOMIAAM TIOA KPHUBOM
«xonueHnrpanus-spems» (AUC) kBermanuHa B 5-8 pa3. [loaTomy coOBMECTHOE NpPHMEHEHUE
KBeTHANMHA 1 THruouTopos uzodpepmentra CYP3 A4 npotusonokaszano. [Ipu Tepanuu KBeTHATHHOM
HE PEKOMEHIYETCs YIIOTPEOIATh rpernpyTOBBI COK.

B ¢dapmakoknHeTHYECKOM HCCIIEJOBAHUM MHOTOKpPAaTHOE IpPUMEHEHHEe KBEeTHAalMHA 0 WIH
OJHOBPEMEHHO C TIpUeMOM KapOamaszenuHa (MHIYKTOpa (EpMEHTOB II€UEHH) MPUBOAMWIO K
3HAYUTEIFHOMY TOBBIIICHUIO KJIMpPEHCa KBETHANMHA W, COOTBETCTBEHHO, yMmeHblneHuto AUC, B
cpenHem, Ha 13 %, Mo cpaBHEHHUIO ¢ NMPUEMOM KBeTHamnHa 0e3 kapOamaszenuHa. Y HEKOTOPBIX
nanueHToB cHmxkeHne AUC Obputo eme Oojiee  BBIpaXEHHBIM. Takoe B3aMMOJICHCTBHE
COMPOBOXIAETCS CHIDKEHHWEM KOHIIEHTPAllMM KBETHANMHA B IJI1a3M€ W MOXKET CHHXKATh
s dexTUBHOCTH Tepanuu npenaparom Cepokserb. CoBMecTHOE MpuMeHeHue npenapara CepoKBeb

¢ (EHUTOMHOM, IPYTUM HHIYKTOPOM MUKPOCOMAJIbHBIX ()EPMEHTOB MEYEHH, COMPOBOKIAIOCH €Ille

14



ot 03.09.2024 N2 18558

Oosee BhIpaKEHHBIM (TIpUMEpHO Ha 450 %) [noBblIEHAEM : KIpenca’, Keempanina. [ HpnMerenue

COOTBETCTBYET QRCHEFTHOMY QTYETY

npernapara CepokBeNnb MalMeHTaMH, IOJYYAIOIIMMUA HHAYKTOPHl MHUKPOCOMAIIBHBIX (EPMEHTOB
[IEYEHHU, BO3MOXKHO JIMIIb B TOM CJIy4ae, €CJIM OKHJaemas I0Jib3a OT TEepaluu IpenapaToM
CepokBenb NMPEBOCXOAUT PHUCK, CBA3AHHBIM ¢ OTMEHOW Ipenapara-uHIYKTOpa MHKPOCOMAJIbHBIX
(bepMeHTOB mnedyeHU. V3MeHeHue 03Bl MpenapaToB-MHIYKTOPOB MUKPOCOMAJIbHBIX (EPMEHTOB
MIEYEHU JOJKHO OBITh HOoCcTeNeHHBIM. [Ipy He00X0AMMOCTH, BO3MOXHO UX 3aMEIICHUE TPperapaTamMH,
HE UHIYLUUPYIOIMIMMH MUKPOCOMaJIbHbIE (PEPMEHTHI ITeYeHH (HanpuMep, IpernapaTaMu BaJlbIIPOEBOH
KHUCJIOTHI) (CM. pazzen 4.4).

®apMaKOKMHETHKA KBETHAIMHA CYIECTBEHHO HE M3MEHsUIaCh IIPU OJHOBPEMEHHOM IPUMEHEHHUU
aHTUJCTIPECCAHTOB UMHINpamMuHa (uHruOuTOop wu30odepmenta CYP2D6) wumm  dayokcernna
(uarudutop nzopepmentoB CYP3A4 u CYP2D6).

®apMaKOKMHETHKA KBETHAIMHA CYIIECTBEHHO HE U3MEHSETCS] IPU OJHOBPEMEHHOM IPUMEHEHUH C
AHTUIICUXOTUYECKMMH JIEKAPCTBEHHBIMU CPEACTBAMHU PUCIEPUAOHOM WM rajnonepuaonom. OaHako
OJIHOBPEMEHHBIN npueM npenapara CepokBeab U THOPUAA3UHA IPUBOAMI K MOBBILLIEHUIO KIMPEHCA
KBEeTHanuHa npuMepHo Ha 70 %.

®apMaKOKMHETHKA KBETHAIIMHA CYIIECTBEHHO HE M3MEHSETCS IPU OJHOBPEMEHHOM IPHUMEHEHHU
UMETHIMHA.

ITpu ogHOKpaTHOM IpUEMe 2 MT Jiopa3enama Ha GoHe mpueMa KBeTuanuHa B go3e 250 mr 2 pasa B
CYTKH KJIMPEHC JIopa3ernaMa CHIKaeTcss npuMepHo Ha 20 %.

dapMaKOKMHETHKA IPENapaToB JUTHS HE U3MEHSETCS IIPU OTHOBPEMEHHOM IIPUMEHEHUH ITperapara
CepokBelb.

B 6-HenenpHOM paHIOMU3UPOBAHHOM HCCIIEI0BAHUN COBMECTHOTO IPUMEHEHNUS IIperapara JINTUs 1
npemnapara Cepokseinb [IposioHT O cpaBHEHHIO ¢ IPUMEHEHUEM I11anedo ¢ npenaparoM CepokBelb
[IposioHT y B3pOCIBIX MAIMEHTOB C OCTPHIM MaHHWAKAIBHBIM TMTHU3010M OoJiee Bbicokast yactoTa DI1C
(B 0COOCHHOCTH, TpEeMOpa), COHJIMBOCTH W YBEJIHMYCHUS MacChl Tejla ObLla OTMEYEHa B TPYIIIE
MAIMEeHTOB, MOJYYaBIIUX MpenapaT JUTHA MO CPABHEHMIO C IMOJYyYaBUIMMHU IUTanebo B KayecTBE
nob6asneHus K Tepanuu npernaparom Cepoksenb [IposoHr.

He oTMedeHO KIMHMYECKM 3HAYMMBIX W3MEHEHMHM (apMakOKMHETUKU BajblIpoaTa HATpus M
KBETHAIMHA NP MX COBMECTHOM INPHUMEHEHUH. B peTpoCneKTMBHOM HCCIENOBaHUM Yy JETed U
MOJIPOCTKOB, MOJIyYaBIIMX IpenapaT BaIbIIPOEBOM KUCIIOTHI, KBETHAIIWH WK 00a rpemnapara, Obuia
oTMedeHa OoJiee BBICOKAs 4acTOTa HEHUTPONEHHWU M JICHKONEHUH B Tpylie KOMOMHHPOBAHHOU

Teparnuu 1o CPaBHEHUIO C TPYNIaMU MOHOTEPAIIHH.
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COOTEBETCTBYET QKCNEFPTHOMY OTHETY
ot 03.09.2024 N2 18558
DopmanbHbIC UCCIIE0BAHUS 110 U3YICHUIO B3gUMOICHCTRIA TIPETapara T epakBaib(C Tipeapanamu,

MNPUMCHACMBIMHA NIPU CCPACHHO-COCYAUCTBIX 3a6OJ'IeBaHI/I$IX, HC IMPOBOJAUIIUCK.

Crnenyer coOMOAaTh OCTOPOXHOCTh MPH KOMOWHHUPOBAHHOM NPUMEHCHWM KBETHANKMHA U
MperapaToB, CIOCOOHBIX BBI3BaTh HAPYIICHHWE AJICKTPOJIUTHOTO OanaHca M Y/UIMHEHHE WHTEpBaja
QTc.

KBeTtnanuH He BBI3bIBAJl WHAYKIUH MHKPOCOMAIBHBIX ()EPMEHTOB II€YEHH, Y4YacCTBYIOUIMX B
MeTtabonu3me GpeHazoHa.

VY manueHToB, MPUHUMABIINX KBETHAIIWH, OBUIM OTMEUYEHBI JIOKHOIOJIOKHUTEIbHBIE PE3YJIbTAThI
CKPUHUHT-TECTOB Ha BBISBJICHHE METAJ0HA W TPHUIMKINYCCKAX AHTHIETPECCAHTOB METOIOM
UMMyHO(EepMeHTHOro aHanu3a. /g moATBepKIEHHsS pe3yJbTaTOB CKPHHHMHIA PEKOMEHAyeTCs

MPOBEJICHUE XPOMATOTPaPUIECKOTO UCCIICTOBAHUS.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALUS

bepemeHHOCTD

Ilepeviti mpumecmp

[Ipu ananm3e HEOOIBIIOTO 0ObeMa Oy OTMKOBAHHBIX JAHHBIX O CITydasx O0EpEeMEHHOCTEH Y KEHIIUH,

nony4yaBmux kBetnanuH (T. €. oT 300 no 1000 mcxomoB OGEpEeMEHHOCTH), BKIIOYAs OIMHMCAHUS

OTJIENBbHBIX CIIy4aeB U HEKOTOpble HAOIOATEIbHBIE WCCIECIOBaHMs, HE OBLUIO BBISBICHO
MOBBIIIEHHOTO PUCKA MOPOKOB PAa3BUTHSI, CBA3aHHBIX ¢ Tepanued. OJHAKO HA OCHOBAHHMM BCEX
HMEIOIINXCS JAaHHBIX HENb3s CleNlaTh OJHO3HAYHEIN BEIBOJ. B HccliemoBaHUAX Ha JKMBOTHBIX OBLUIM
MPOJIEMOHCTPUPOBAHBI TPU3HAKU PETPOIYKTUBHON TOKCHUYHOCTH.

bezonacHocTh 1 3QPEKTUBHOCTh KBETHANMHA y OEpPEMEHHBIX JKCHIUH HE YCTaHOBJIEHEI. [1loaTomy
BO BpeMs OEpEMEHHOCTH KBETHAITMH MOXHO IPUMEHSTh, TOJIBKO €CITH OKUAaeMast MoJib3a JIIs
YKEHIITUHBI OMTPaBIbIBACT MOTCHIIMAIBHBIA PUCK TSI TUIOAA.

Tpemuu mpumecmp

[Ipu npuMeHeHnH aHTUTICUXOTUYECKHUX MPENAPaTOB, B TOM YHUCIIE KBETUAIIUHA, B TPETHEM TPUMECTPE
OEpEeMEHHOCTH Y HOBOPOKICHHBIX IMOSBISETCS PUCK PA3BUTHS HEKENATEIBHBIX PEaKIUi pa3sHOU
CTENEHU BBIPAKEHHOCTH U JIIUTEIbHOCTH, BKIo4as DIIC u/unu cuaapom ormeHsl. Coobmianoch o
BO30YXICHUHU, TUIEPTOHYCE, THIOTOHYCE, TPEMOpPE, COHJMBOCTH, PECHUPATOPHOM JHCTPECC-
CHUH/IPOME WJIM HAPYIICHUSX KOPMIICHHS. B CBSI3M C 3TUM clieyeT TIIAaTeIhbHO HaOoIaTh 3a

COCTOSTHUEM HOBOPOKICHHBIX.
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ot 03.09.2024 N2 18558
Jlakranus (NCCNEOOBATENEHOCTE 0005)

COOTBETCTBYET QRCHEFTHOMY QTYETY

JlanHbIe 00 3KCKpEIUH KBETHANMHA C TPYIHBIM MOJIOKOM IpU IpUEME B TEPANeBTHMUYECKHUX /032X,
OCHOBAHHBIE Ha OYCHb OTPAHUYEHHBIX CBEACHHUSAX U3 OMyOIMKOBAHHBIX COOOLICHUN 00 IKCKpEenHn
KBETHAIIMHA C IPYAHBIM MOJIOKOM, IPOTUBOPEYMBBI. BBUY OTCYTCTBHSI Ha[IC)KHBIX JAHHBIX CIECIYET
MPUHATH pelIeHue 100 0 MPEKPALIEHUN TPYJHOI0 BCKapMIIMBAHUS, IMOO O MPEKPALCHUH Tepariu
npenaparoM CepokBellb € Y4YeTOM IOJb3bl T'PYJHOTO BCKAPMIIMBAHUS JUIsl peOCHKAa U TOJB3BI
TepaIuu JUisl )KCHIIUHBI.

DepTUILHOCTD

BnusHue kBeTnanvHa Ha (EpPTUIBHOCTb Y Ye€lIOBEKAa HE OLIEHMBAIOCh. J((EKTHI, CBI3aHHBIE C
MOBBIIICHHBIM YPOBHEM IMPOJAKTHHA, HAOMIOJAINCh Yy KPBIC, XOTSA OHU HE HUMEIOT MPSIMOTO

OTHOIICHUS K YCJIOBCKY.

4.7. BiusiHMe HAa CHNOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMHM CPeACTBAMH M pPadoTaTh C
MeXaHM3MaMH

BcenenctBue npenMyIecTBEHHOTO BO3AEHCTBHS HAa LIEHTPAIbHYI0 HEPBHYIO CHCTEMY KBETHAIMH
MOZKCT BJIMATH Ha CKOPOCTH ICUXOMOTOPHBIX peaKuHﬁ U BBI3BIBATh COHJIMBOCTS. HOE)TOMy B ICpUOa
JICHCHHUA MNpcliapaToM CepOKBGHB MNanuceHTaM HE PCKOMCHAYCTCA pa6OTaTI> C MCXaHU3MaMH,
TpeOYIOIUMH OBBIIIEHHON KOHIIEHTPALlUU BHUMaHMsI, B TOM YUCJIE HE PEKOMEHYEeTCsl yIIpaBJIeHHE
TPAHCHOPTHBIMHM CPEJICTBAMH, TOKAa HE OyJIeT YCTaHOBJIEHA HWHJIMBUAyaJlbHAs MEPEHOCHUMOCTb

Tepanuu.

4.8. HexkesnaTeibHbIE peakmum

Pesrome mpoduiist 6esonacHOCTH

Haubonee gacteie HexenarenbHbIe peakiuu kBetuanuna (> 10 %) — COHIMBOCTD, TOJIOBOKPYIKEHUE,
TOJIOBHAsI 0OJIb, CYyXOCTh BO PTY, CHHIPOM OTMEHBI, MIOBHIIICHNE KOHIICHTPAIIUN TPUTIHUIICPUIIOB B
CHIBOPOTKE KpOBH, TIIOBBIIIEHWE KOHIIEHTpAllMU OOIIEro XojecTeprHa (TJIaBHBIM 00pa3oM,
xonecrepuna JIITHIT), camkenne koHuentpanuu xonectepura JIIIBII, yBenmnuenue maccel Tena,
CHIDKEHHE KOHIIeHTpauuu remornoouna u JI1C.

Pe3roMe HexenaTenbHBIX PEAKIIN

YacToTa HexenaTelbHBIX PeaKIuii IPUBECHA B BUJIC CIICAYIONICH rpafauu: oueHb 4acto (> 1/10);
gacto (> 1/100, vHo < 1/10); Hewacto (> 1/1000, Ho < 1/100); peaxo (= 1/10000, o < 1/1000); oueHb

peaxko (< 1/10000), wyacTtoTa Heu3BecTHa (HAa OCHOBAHMHM HWMEIOIIMXCSA JaHHBIX OICHUTH
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HEBO3MOJKHO).

Ta6auna 1. HeskenatebHble peakiuu MPH Tepanuu KBeTHATTMHOM

COOTE

ICTBYE

(MO0

L

[ AKCHNEFPTHOMY OTYETY

ot 03.09.2024 Ne 18558

NEOOCBATENBEHOCTE 0005)

Maccsl Tenad?

CucremHo- OueHb yacTo Yacro Heuacro Peaxo Ouens pegko | Yacrora
OpraHHbIii HEeN3BeCTHA
KJ1ace
Hapyuienus CHmxeHue Jlelikonenus -8, HeiiTponenus', Arpanyon
CO  CTOPOHBI | KOHIEHTPAUMM | CHHIKEHHUE TPOMOOLUTOIIE uro32
KpOBU u | remornobuna’? | KoIMUECTBA Husl, aHeMusl,
JTuMpaTHIECK HeHTpohuIoB, CHHIKEHHE
olf chCTeMBI MOBBILICHUE KOJIMYECTBA
KOJINYECTBA TpombouTos!?
503un0(puUI0B>’
Hapymenus Peakiun Anadunaktuy
CO  CTOPOHBI TUIEPYyBCTBUTE ecKue
UMMYHHOH BHOCTH (BKJIOUAst peaxun’
CUCTEMBI AJUIEPrUYECKIe
KOJKHBIE PEAKIIHH)
OHIOKpUH T'unepnponaktur | CHukeHue Hapymenue
HbIE eMus'>, CHIKEHHE | KOHLIEHTPALUU CEKpELH
HapyIIeHUs KOHILIEHTPAIUH ceoboanoro T3, aHTHINYPETH
obutero T4, | runotupeos?! YECKOro
CHIKEHNE rOpPMOHa
KOHIIEHTPAIUH
cBobogHoro T4%4,
CHUKEHHE
KOHIIEHTPAIUH
obutero T3,
TIOBBINIEHHE
KOHIIEHTPAINN
TTI?
Hapymenus IloBblIeHHE IloBblIeHHE T'unonatpue Merabomny
MeTaboau3Ma | KOHIEHTpALMK | AIlleTHTa, mus'®, caxapHbii | eckuit
U TTUTaHus TPUTTIMIEPUIIOB | TOBBIICHHE nuaber's3, cunpom>’
B KOHIIEHTPAINN yXy/UIeHne
ceiBopotke! %3, | riroko3ml 10 | TeueHus yxKe
TIOBBINIEHHE YPOBHs HMEIOMIEr0Cs
KOHIEHTPAlUK | TUIEPTIINKE CaxapHOro
o6mero mun®30 nuabera
X0JIECTEPUHA
(T1aBHBIM
obpazom,
X0JIECTEPUHA
HHHH)“‘”,
CHIKEHNE
KOHIIEHTPAINH
XOJECTEPUHA
HHBH”’”,
YBEJIMYECHUE
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CO0

5]

ICTBYE

[ AKCHNEFPTHOMY OTYETY

ot 03.09.2024 No 18558

Memxiriecie HeoGeransie (NOCHREAOBATENEHOCTE 0005)
HapyLICHHUSI KOLIMapHBbIe 13M u
CHOBH/ICHHS, CBSI3aHHBIE C
CyHLHAIbHbBIE HUM
HaMepeHHs u SBIICHHUS,
CYHIUIANBHOE TaKkue  Kak
noseenue?’ peub BO CHE
u
paccrpoiict
BO
HILEBOrO
HOBEICHHS
BO CHE
Hapymenus T'onoBokpyxen | Jusaprpus Cynoporu',
co croponsl | me*!®, CHHIPOM
HEPBHOM COHMBOCTE> 6, GECTIOKOHHBIX
CHCTEMBI roJIoBHast GOJIb, HOT, O3HsS
BIICH?! JIMCKUHE3HUs -,
06Mopok™®1°,
CITYyTaHHOCTh
CO3HAHUSA
Hapymenus Heuerkoctb
CO  CTOPOHBI 3peHust
opraHa
3peHust
Hapymenus Taxuxapaus®*, Vnnenue Kapaunomuona
CO  CTOPOHBI cepauebuenue’ HHTEpBAIA THS u
cepana QTLIZ18, MHOKapIUT
Opanukapaus>®?
Hapyuienus Oprocratuyeckas Benosnas Wncynsr®
CO  CTOPOHBI runorensus 0 TpoM60O3IMO
cocyioB onus’
Hapymenus Onpinika®? PunuT
CO  CTOPOHBI
IBIXaTEILHOU
CHCTEMBI,
OpraHos
TpyaHOM
KIIETKH u
CpeloCTeH S
Kenynouno- Cyxocts Bo pty | 3amnop, Hucharus’ ITankpea
KHUIICYHBIE JIACTIETICHS, Tut!,
HapyIICHHS pBotra? KHUIICYHAs
HENPOXO/H
MOCTB/UIICY
c
Hapymenus IloBblieHHe IloBblIeHHE Kenryxa®,
CO  CTOPOHBI aKTHBHOCTH aKTHBHOCTH renarur
TIeYeHH " QJIAHMHAMMHOTPA | aClapTaTAMUHOTP
JKETYEBBIBOIS Hcdepassl (AJIT) | ancdepassr (ACT)
MX myTeit B CBIBOPOTKE B CBIBOPOTKE
KpOBU®, KpoBu®
IOBBILICHUE
aKTHBHOCTH
ramMma-
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COOTE

ICTBYE

[ QRCHEFPTHOMY QT4E

ot 03.09.2024 No 18558

Y

rayravipaniche (NOLNEQOBATENEHOCTE 0005)
pasel (ITT)?
Hapymenus Amnruonespor | Toxcudeckuil
CO  CTOPOHBI WYECKHI SMHAEPMAIIbH
KOXXHI " oTeK’, BIH HEKPOJIH3,
TTOJIKOYKHBIX CHHZPOM MHorogopmHa
TKaHen CruBeHca— s 9pUTEMa,
JxoHcona’ OCTpBIii
TeHepaIn30Ba
HHBIN
9K3aHTEMaTo3
HBIH
IyCTyJIes,
KO>KHas! CBIIIb
c
303uHO(pHIHE
Wu
CHCTEMHBIMU
CHMITOMaMHU
(DRESS-
CHHJIPOM),
KOXKHBIN
BaCKyJIUT
Hapymenus Pabnommonms
CO  CTOPOHBI
MBIIIEYHOH,
CKEJIETHOM u
COEIMHUTEND
HOM TKaHU
Hapymenus 3anepxKa MOUU
CO  CTOPOHBI
ToYeK "
MOUYEBBIBOIS
UX MyTen
Bepemennoct Cunznpom
b, OTMEHBI y
TIOCJIEPOJIOBO HOBOPOXKICHH
# mepuox u pix3!
TIepUHATAIBH
bIe COCTOSTHHMS
Hapymenus CexkcyanbHast IIpnanusm,
CO  CTOPOHBI auchyHKIus rajgakTopes,
PEIPOIYKTHB HaOyxaHue
HOHI cucTeMsl MOJIOYHBIX
H MOJOYHBIX xKenes,
xKeres HapyIIeHHe
MEHCTpYallb
HOTO IUKJIA
OO6rue CHUMITOMBI Jlerkass acreHus, 3710Ka4eCTB
HapyIIEHUs] ¥ | OTMEHBI nepudepuyeckue €HHBII
peaxuuu B | (aOcTuHEeH OTeKH, HelpoienTu
MecTe um)'? Ppa3IpasKUTEILHOC YEeCKUH
BBEJICHUS Tb, INXOPaJKa cunjpom!,
THIIOTEPMUS
JlaGopaTopHEI IloBblIeHHE
e u aKTUBHOCTH
HHCTPYMEHTA KpeatuHdoc
JbHBIE (dokuHazeI
JTAaHHBIC (K®K) B
kposu'4
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10.

11.

ot 03.09.2024 N2 18558

(NCCNEOOBATENEHOCTE 0005)

COOTBETCTBYET QRCHEFTHOMY QTYETY

Cwm. paznen 4.4.

CoHIHMBOCTH OOBIYHO MOKET BO3HUKATh B TEUCHUE MEPBBIX 2 HEJENb MOCJe Havajaa TEeparuu H,
KaK MpaBUjIo, pa3pemaercs Ha (PoHe MPOI0JDKAIOIIETrocs MpueMa KBeTHanuHa.

VY HEKOTOpPHIX MALUEHTOB, MOJYYaBIINX KBETHANIMH, OTMEYAI0Ch OECCUMITOMHOE MOBBIILICHUE
(>3 pasa or BepxHeW TpaHHUIBI HOPMBI TPHU OINPEACICHUU B JHO0OE BPEMs) AKTUBHOCTH
tpancamunas (ACT, AJIT) unu I'TT B chIBOPOTKE KpPOBH, KaK MpaBMiIO, 0OpaTUMoe Ha (oHe
MIPOJIOJIKAIOIIETOCs ITpreMa KBeTHAIHA.

Kak wu npyrue aHTUNCHMXOTHYECKHE Tpenaparbl € o1-aJpeHOOJIOKUPYIOIIUM JIeHCTBUEM,
KBETHAIMH MOET YacCTO BBI3BIBATh OPTOCTATHYECKYIO THIIOTEH3UIO, KOTOPasi COMPOBOXKIACTCS
TOJIOBOKPYKEHHUEM, TaXWUKapAHeH, B HEKOTOPHIX CIy4asX — OOMOPOKOM, OCOOCHHO B Hadale
Tepanuu NPy TUTPOBAHUHU JTO3HI (CM. paznen 4.4).

YacroTa [JaHHBIX HEXeNaTelbHBIX pPEaKIUil TpuBeleHAa Ha OCHOBAHHUU pE3yJbTAaTOB
MOCTPETUCTPAIIIOHHOTO HAOTIOACHHUS.

KonnenTpanus TIOKO3I B KPOBM  Haromak > 126 mr/mn (= 7,0 MMonb/n)  uim
MOCTIPAHAMAIBHON  KOHIIEHTpauu TMIOKo3bl > 200 mr/mn (> 11,1 mmonb/it)  xoTst OBl
OJTHOKPATHO.

Bonee Bhicokas wacrora aucharuu Ha (poHE KBETHANUHA IO CPAaBHEHHUIO C Iutanebo Oblia
OTMEYECHA TOJHKO B KIIMHUYECKUX HCCIEAOBAHUAX y TAIMEHTOB C JENpeccHuell B CTPYKTYype
OMTIOJIAPHOTO PACCTPOIMCTBRA.

[ToBbllIeHHE UCXOAHOM Macchl Tena > 7 %. B oCHOBHOM, BO3HHMKAET B MEPBbIC HEICIIH TEPATUU
Y B3pPOCIBIX.

[Tpu u3ydeHun CHHIPOMa OTMEHBI B KPATKOCPOUHBIX MIANE00-KOHTPOIUPYEMBIX KIMHHYECKUX
MCCIIEIOBaHMIX KBETHANMHA B PEKUME MOHOTEPANUU ObLTH OTMEUYEHBI CIEAYIOUE CUMITOMBI:
OeccoHHMIIa, TOLTHOTA, TOJIOBHAs 00JIb, AUapesi, pBOTa, TOJIOBOKPYKEHHE U Pa3IpaKUTEIbHOCTb.
YacroTa cHHIpOMa OTMEHBI CYIIECTBEHHO CHIDKalIach uepe3 | HEeento IMocie MpeKpamieHus
npuema npemnapara.

[ToBbIIeHNE KOHIIEHTPAIUK TpUTIUIEpuI0B > 200 mr/m (> 2,258 MMOIIB/J) y TTAIMeHToB > 18
set wik > 150 mr/mn (> 1,694 mmonb/in) y manueHToB < 18 jiet, XoTs Obl OJJHOKPATHO.
[ToBbIIeHNE KOHLIEHTPAIMH 0011ero Xonectepuna > 240 mr/mn (> 6,2064 MMOJIB/11) y TAITUEHTOB
> 18 net wim > 200 mr/mt (> 5,172 mmonw/n) y narueHToB < 18 jiet, XoTs 0b1 oqHOKpaTHO. OueHb

4acTO  HaOJIOJAIoCh  TOBBINICHHE  KOHIEHTparuu  xoinectepuna JIITHIT > 30 mr/mn
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(= 0,769 mmonb/m). CpenHee 3HaYeHWE JaHHOTO MIVEHEHUSA (YEITHK [TIARMEHTOB, QOCTaBUIO

COOTBETCTBYET QRCHEFTHOMY QTYETY

41,7 mr/an (> 1,07 mmons/n).

Cwm. BhIIIIE.

KonuaecTBo Tpom6o1uToB < 100 x 10°/11 X0Ts 651 OHOKPATHO B TO60E BPeMsl.

Ilo nmaHHBIM COOOIIEHUM O HEXKEIATEIbHBIX SBJIEHUSIX HOBBINICHHS akTHBHOCTH KODK, ne
ACCOIMUPOBAHHOTO CO 3JIOKAYECTBEHHBIM HEHPOJENTHYECKUM CHHIPOMOM, B KIMHHYECKUX
UCCIICTOBAHMSIX.

[ToBbIIEHNE KOHIIEHTPAIIMH MPOJAKTHHA y marueHToB > 18 ner: > 20 mkr/a (> 869,56 mmoub/i)
y myxuuH; > 30 mxr/a (> 1304,34 nMo:1b/71) y )KSHIIUH MPU OTIPEISTICHUH B JTIOOOM MOMEHT.
MoeT IpUBOIUTH K MMaJICHUSM.

Cumxenue koHueHtpauuu xojecrepuna JIIIBIT <40 mr/an (1,025 MMONB/T) y MYyXYUH M
<50 mr/mn (1,282 MMOITB/iT) y JKEHIIMH TIPH ONIPECIICHUH B JIFOOOH MOMEHT.

YacroTa nzmenenus nareppaia QTc ot <450 mcek. 10 > 450 mcek. ¢ yaymHenuem > 30 mcek. B
1a11e00-KOHTPOIUPYEMBIX UCCIIEIOBAaHUSAX KBETHANIMHA cpeHee n3MeHeHue nnrepsana QTc no
KIIMHUYECKU 3HAYMMOTO YPOBHS U 4acTOTa 3TOTO M3MEHEHHS B TPYIE KBETHAIMHA U TPYIIIE
mIanedo He pa3IudalIucCh.

N3menenune ot > 132 mmons/n g0 < 132 MMOIB/1 XOTs OBI OJTHOKPATHO.

Cnyuyau cyWIHMIaIbHBIX HAMEPEHUN W CYHUIIMJAIBHOTO MOBEACHHS OBUIM OTMEYCHBI BO BpEMS
Tepanuu KBETHAITMHOM WJIM BCKOPE MOCJE €€ NMpeKpaleHus (cM. pazaen 4.4).

Cwm. paznen 5.1.

CHmwkeHne KoHIleHTpaluu remorioounHa < 13 r/mr (8,07 mmons/n) y myxund u < 12 r/nn (7,45
MMOJIB/J) Y KEHIIWH, XOTs OBl OJHOKPATHO, OTMedanock y 11 % mamuenToB Ha GoHE mpuema
KBETHAIMHA BO BCEX KIIMHUYECKUX UCCIICOBAHUSX, BKITIOUAS [UTUTEIHLHYIO TEPAMUIO B OTKPBITOM
nepuojie. Y 3THX MAaIMEeHTOB CpeHEe MaKCUMAIbHOE CHUKCHHE KOHIICHTPAIlUH TeMOTIIOONHA B
JIF000M MOMEHT HccliemoBaHus cocTtaBmiio —1,50 /.

JlaHHBIE SBICHHS YacTO OTMEYald Ha (hOHE TaXWKApIUH, TOJIOBOKPYKEHHSI, OPTOCTATHUECKOMN
TUTMOTEH3UN W/WIA COIMYTCTBYIOMIEH TMATONOTHH CEPICYHO-COCYAUCTON WU JIbIXaTEIbHON
CHCTEMBI.

Ha ocHOBaHMM MOTEHIIMAIEHO KJIMHUYECKH 3HAUMMBIX OTKJIOHEHUH OT HOPMAJIBHBIX MCXO/HBIX
3HAUEHUH, OTMEYCHHBIX BO BCEX KIMHUYECKHX HUCCIICOBaHMSIX. V3MeHeHUs KOHICHTpaIuu
obmiero T4, ceoboaHoro T4, obmuiero T3, cBoboaHor0 T3 M0 3HaYeHMI < 0,8 OT HIXKHEH TPaHUIIBI

HOPMBI (TTMOJIB/JT) M ToBbIieHne KoHueHTparuu TTT > 5 MMEn/n ipu onpenenennu B mobdoe
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 03.09.2024 N2 18558

BpeEM. (NCCNEOOBATENEHOCTE 0005)

25. Ha oCHOBaHHMH TMOBBIIIEHHOW YacTOThl BO3HUKHOBEHHUS PBOTHI y MOXXKHIBIX TMAIIMEHTOB (B
BO3pacTe > 65 JerT).

26. Ha 0cHOBaHMM M3MEHEHHMs KOIMYECTBA HeHTpohunos oT > 1,5 x 10°/1 oT HCXOAHBIX 3HAYEHHIA
10 <0,5 x 10°/1 B mo6oif MOMEHT BO BpeMs Tepaliy U MAIUEHTOB C TSKENoi HeHTporeHuei
(< 0,5 x 10°/1) n undexIyell BO BceX KIMHMUECKUX MCCIIENOBAHMAX KBETHANMHA (CM. pasjen
4.4).

27. Ha OCHOBaHMM NMOTEHIUAIbHO KJIMHUYECKH 3HAYMMBIX OTKJIOHEHHM OT UCXOJHO HOPMAJIbHBIX
3HAYEHUH, OTMEYEHHBIX BO BCEX KIMHUYECKHX HCCIEeOBaHMUsIX. VI3MeHeHue KoinyecTBa
r03uHO(UIOB > 1 x 10°/11 npu onpeenenuy B 1060 BpeMs.

28. Ha ocHOBaHMM MOTEHIMAIBHO KJIMHUYECKH 3HAYMMBIX OTKJIOHEHHH OT MCXOJHO HOPMAaIbHBIX
3HAYEHUH, OTMEYEHHBIX BO BCEX KIMHUYECKHX HCCIIEOBaHMUsIX. VI3MeHeHue KoinyecTBa
neiikonuTos < 3 x 10°/1 ipu onpeseneHny B 1060e BpeMs.

29. Ha ocHOBaHUU COOOIIEHUI O HEXKENATEIbHBIX SBICHHUIX «META0OIMYECKU CHHAPOMY BO BCEX
KJIIMHUYECKUX UCCIEOBAaHUAX KBETHANMHA.

30. Y HEKOTOpHIX MAIlMEHTOB B KJIMHUYECKUX MCCIIETOBAHMUIX OTMEUAIOCh YXYJIIeHHE Oojiee ueM
OJIHOTO METa0O0JIMYECKOT0 MOKa3aTeNsl, TAKUX Kak Macca Teja, KOHLIEHTPAlHsl TIII0KO3bl B KPOBH
Y TIOKA3aTeNH JUMUIHOTO oOMeHa (cM. pasnen 4.4).

31. Cwm. paznen 4.6.

32. MoxeT pa3BUTbCSI B MOMEHT WM BCKOpE IMOCIE Hayaja TEpalnuud U COMPOBOXKAATHCA
TUNIOTeH3WEeH W/min oOMopokoMm. YacToTa yka3aHa Ha OCHOBAaHHMHM COOOIICHHWH O Pa3BUTHH
OpaauKapIuy U CBSI3aHHBIX HEXKENATEeNbHBIX SBICHUI BO BCEX KIMHUYECKUX HMCCIICIOBAHUSIX
KBETHAIMHA.

33.Ha ocHOBaHuM  pe3yJbTaTOB  OJHOTO  PETPOCHEKTUBHOIO  HEPAHAOMHU3UPOBAHHOIO

SIMMHUACMHUOJIOTHUYCCKOI'O UCCIICJOBaHUA.

Vanunenue untepBana QT, keimygoukoBass apuTMHs, BHE3alHasi CMEPTb, OCTAHOBKA cepAlla U
JByHAIlpaBJI€HHAsl JKEIYJOYKOBas TaXWKapAHus CUMTAKOTCS HEXKEJNATEIbHbIMU  PEaKLMIMHU,
MIPUCYIIUMH HEUPOJIENTHKAM.

Tsokenble KOXKHBIE HEXENAaTeNbHbIE peakuuu, BKIoudas cuHapoMm CruBeHca—/[>koHcoOHa,
TOKCHYECKUH smuaepManbHbiii Hekponus, DRESS-cunnpom Obimu 3apeructpupoBanbl Ha (oOHE

TEpallui KBETUAIIMHOM.
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(NCCNEOOBATENEHOCTE 0005)

[ AKCHNEFPTHOMY OTYETY

vy ,Z[@Tefl " TOAPOCTKOB BO3MOKHBI TC K€ HCIKCIIATCIIbHBIC PCAKIIUU, YTO U Y B3POCJIbIX MAIIUCHTOB

(omucansl BoINIe). B Tabnuiie 2 mpuBeIeHbl HeKENaTeIbHbIC PEAKIIUU, KOTOPhIE BOZHUKAIOT Yallle Y

JIeTed U MOAPOCTKOB B Bo3pacTe 10—17 jieT, yeM y B3pOCibIX MAllMEHTOB, a TAK)KE HEKEJAaTeIIbHbIC

pC€aKnu, KOTOPEIC HE OBUIH BBISBJICHBI Y B3POCJIBIX MTAIIUCHTOB.

YacToTa HexenaTeIbHbIX peakifii MpuBeaeHa B BUE CIEAYIONIECH rpaganuu: odeHsb 4acto (> 1/10);

gacto (> 1/100, Ho < 1/10); HeuacTo (> 1/1000, Ho < 1/100); penko (> 1/10000, vHo < 1/1000); oueHb

penxo (< 1/10000).

Tabanna 2. HexkenaTeibHbIe peaknMy NPH TePANMU KBeTHANMHOM, KOTOPbIe 0TMEYaJINCh Y

JeTed u IMOAPOCTKOB Yallle, Y€eM y B3POCJIbIX, a TAKIKEC HEKEJIATCJIbHbIC PCAKIIMU, KOTOPbIC HE

ObLJIM BBISIBJIEHBI Y B3pPOC/IbIX NTAIIUEHTOB

CHCTeMHO-OPraHHbIN KJIAacC Ou4ensb yacTo Yacro
OH/IOKpUHHBIC HAPYILCHUS [oBbimenue KOHLICHTPALMN
nponakTuHa'
Hapymenust Merabosm3ma u nuTaHust [oBbimenue anmnerura
Hapyuienust co cTOpoHBI HepBHOM cuctembl | DIIC3 O6mopok
Hapymienus co cTopoHsl cocyi0B IToBsieHne apTepUaIbHOTO
NaBJICHUS?
Hapymienuss co CTOpOHBI JAbIXaTENIbHOU Punut
CHUCTEMBI, OpPTaHOB TPYOHOH KICTKH H
CPeNOCTeHHUS
KenyaouHo-KuIIEUHbIE HAPYIIICHUS PBota
OO0mue HapymieHUss W peaklud B MecCTe Pa3pakuTenbHOCTD
BBEJICHHUS

1. TloBbllIeHNE KOHIIEHTPALUH MPOJAKTHHA Y manueHToB <18 met: > 20 Mkr/in (> 869,56 nMoib/i)

y My>X4HH; > 26 MKr/n (= 1130,428 nMonb/n) y *KEHIUH MPH ONPEACTICHUU B JII00O0H MOMEHT.

[ToBbIIeHNE KOHIIEHTpAIMH MTposiakTHHA > 100 MKT/1 oTMedaiock MeHee ueM y 1 % marueHToB.

2. Ha ocHoBaHMM W3MEHEHUII BEINIE KIMHUYECKU

3HAYUMBIX TpaHul] (HA OCHOBaHUU

aganTupoBaHHbIX KputepueB Hammonansnoro Wactutyra 3apaBooxpanenus, NIH) wnm

MOBBIIICHUEC CUCTOJIMYCCKOIO apTCPpUAJIbHOI'O HaBJICHHUA > 20 MM PT. CT. © AUACTOJIMYCCKOIO

apTepHalbHOTO AaBieHus > 10 MM PT. CT. IPU U3MEPEHUH B JII000€ BpeMsl B IBYX KPaTKOCPOUHBIX

(3—6 Henenp) TTae60-KOHTPOIUPYEMBIX UCCIIEIOBAHUSIX Y IETCH U MOAPOCTKOB.
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COOTEBETCTBYET QKCNEFPTHOMY OTHETY
ot 03.09.2024 N2 18558
3. IlpumevaHue: 4acToTa COOTBETCTBYET YACTOTE, HAOMIMAENOH |5 BRPOCTBIN HAAECHT OB, MM OKET

HUMCTH PA3JIMYHBIC KIIMHUYCCKUC TOCICACTBUA Y I[GTGﬁ U TOAPOCTKOB IO CpPaBHCHHUIO CO

B3POCJIBIMU MALIUCHTAMMU.

COO6I.H€HI/IG 0 IMOA03PEBACMBIX HEXKECIATCIbHBIX PCAKIINAX

BaxxHo cooOmiaTh 0 MoJ03peBaEMBbIX HEXKENATENBHBIX PEaKIUAX TOCIe PEerucTpalu mpernapara ¢
[eTbI0 00eCTIeUeHUsI HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIIECHUS «I10JIb3a — PUCK» JIEKAPCTBEHHOTO
npenapara. MeTUIMHCKUM paOOTHUKAM PEKOMEHIYETCS COOOIIaTh O JIFOOBIX T10J103PEBAEMBIX
HEeXKeJlaTeJIbHBIX PeaklMIX JEKapCTBEHHOIO MpernapaTra 4epe3 HallOHAIbHbIE CUCTEMbI COOOIICHHUS
0 HEXeJlaTeIbHBIX PEAKIUIX TOCYJapCTB — WICHOB EBpa3uiickoro 3KOHOMUYECKOTO COI03a.
Poccuiickas ®@edepayus

®denepanpHas cayx0a mo Haa30py B chepe 3apaBooxpanenus (PoczmpaBraanzop)

109012, r. Mocksa, CrnaBsiHCKas mIIOWaap, 1. 4, ctp. 1

Ten.: +7 800 550 99 03

OnexrpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caitr: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMITOMBI

Coo001manock 0 JIeTATbHOM HCX0j1e Tipu Tpreme 13,6 T KBeTHanuHa y malMeHTa, y9acTBOBABIIIETO B
KJIIMHUYECKOM HCCIIEJIOBAaHUM, a TAaK)K€ O JIETAJIBHOM MCXOJIe Mocie MpueMa 6 I' KBeTHaluHa MpH
IIOCTMapKETUHIOBOM HM3Y4YEHUH IIpenapara. B To ke Bpems, ONUCaH CiIy4yall IpUeMa KBETHAIIMHA B
no3e, npesbimaromieit 30 r, 6e3 JeTaaTbHOr0 HCX0/a.

CuUMIITOMBI, OTMEUEHHBIE PU MEPEI03UPOBKE, B OCHOBHOM, OBLIH CJIEJICTBUEM YCUIICHUS U3BECTHBIX
dapmakonornyeckux 3(QQeKToB mpenapara, TaKHMX KaK COHJIMBOCTh U CEAalUs, TaxUKapaus,
CHIDKEHHE apTEepPUaIbHOTO JIABJICHUS M aHTUXOJIMHEPTUYecKre 3P EeKThI.

[lepeno3upoBka MOXKET NPUBOAUTH K yBenuueHuto uutepBana QT, cygoporam, snuienTuyecKoOMy
cTarycy, pablOMHOJIN3y, YTHETCHUIO NbIXaHUs, 3aJep’KKe MOYM, CIIyTaHHOCTU CO3HaAHUS, Opemy
u/un BO30YXKIEHHIO, KOME€ M CMEpTU. Y TMAalMeHTOB C TSKEIbIMH CepJeUYHO-COCYIUCThIMU
3a00JIeBaHUSMU B aHAMHE3€ PUCK PA3BUTHUS HEXKEIATEIbHBIX PEAKIUi MPU MEPET03UPOBKE MOXKET

yBeNMMUUBaThCA (CM. pazzaen 4.4).
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COOTBETCTBYET QRCHEFTHOMY QTYETY

Crenuduueckux aHTUAOTOB KBETHANIMHA HET. B cilydasx TsHKeJIol MHTOKCUKAIIUY CJIelyeT TIOMHHUTh
O BO3MOYKHOCTH TIEPEIO3UPOBKM HECKOJBKUX JICKAPCTBEHHBIX IpenaparoB. PekomeHmyercs
MPOBOAUTh WHTCHCHBHYIO TEpanuio, HANpaBICHHYIO Ha NoJaJepKaHUEe (YHKUWUU [bIXaHUS HU
CepICYHO-COCYIUCTOM CHCTEMBI, OOecleyeHNue aJeKBaTHOW OKCUTCHAllMW W  BEHTWISLHH.
Ony0nuKoBaHbl COOOILICHHUS O Pa3peIICHUH TSDKENBIX HeXeNnaTedbHBIX 3(PQEeKTOB €O CTOPOHBI
LEHTPAJIbHOW HEPBHOM CHCTEMBI, B TOM UYHUCIIC KOMBI, JACIHPUS U SBHOTO aHTUXOJIMHEPIHYECKOTO
CHUH/pOMa, TIOCJ€ BHYTPUBEHHOI'O BBeJEHHS (u3ocTUrMuHa (B n03e 1-2 Mr) moja MOCTOSHHBIM
koHTposieM OKI'. Takoil moaxom HE PEKOMEHJOBAH B KAauyeCTBE CTAHAAPTHOTO JICUCHHS H3-3a
MOTEHIMAJILHOTO HETaTMBHOTO BIUSHHUS (DPU30CTUIMHHA Ha BHYTPHUCEPACYHYIO IPOBOJUMOCTD.
®U30CTUTMUH MOKHO NMPUMEHATH NIpU OTCyTcTBUM OTKiIOHeHUH Ha OKI'. He cinenyer npumMeHsTs
(bU30CTUTMUH MIPU APUTMHUSX, OJI0KaAaxX J000H CTeeHH WK paciupennn komruiekca QRS.

B ciyyae BO3HUKHOBEHHS peQpaKkTepHOM T'MIIOTEH3UU MPU NEPEJO3UPOBKE KBETHANMHA JICYCHHE
CIIEYEeT OCYLIECTBIATH MyTEM BHYTPHUBEHHOTO BBEICHUS KHUIKOCTH W/UIM CUMIIATOMUMETHYECKHIX
npenapatoB (He CcleAyeT Ha3HayaTh SHUHEPpUH W J10paMuH, MOCKOJIBbKY CTUMYJISAIUS [-
aJIpEHOPELENTOPOB MOXKET BbI3BaTh YCUJICHHE TUIIOTEH3UH HA (poHE OJI0KaAbI 0-aJpEeHOPELIETITOPOB
KBETHAITUHOM ).

[TpombIBaHME XeMyaKa B TedeHue | daca mocie nepeo3upoBKy (TIOCiIe UHTYOAIMH, €CIIU MalueHT
0e3 Co3HaHUS) M Ha3HAUCHHE AaKTHUBHPOBAHHOTO YIJIA M CIHAOUTENBHBIX CPEACTB MOXKET
CIOCOOCTBOBATH BBHIBEJICHUIO HEAOCOPOUPOBAHHOTO KBETHAIIMHA, OHAKO 3((HEKTUBHOCTH ATUX MEP
HE U3y4eHa.

[TpucranpHOoe MEIMIMHCKOE HAONIOJEHHE JOJDKHO MPOAOIDKATHCA O YIYULICHUS COCTOSHHSA

ImanmucHTa.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoanHaMHYecKHe CBOICTBA
q)apMaKOTepaHGBTI/I‘IeCKaH rpynma: TMCHUXOJICOTUKH, AHTUIICUXOTUYCCKHUEC CPCACTBA; AMA3CIIHNHBI,

OKCa3€CIIMHbBI, THA3CTIMHbBI 1 OKCCITNHBI.

Kog ATX: NOSAHO4
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COOTBETCTBYET QRCHEFTHOMY QTYETY

KBeTunanun sBisieTcsi aTUMUYHBIM AaHTUIICUXOTUYECKUM IpenapatoM. KBeTuanuH U ero akTUBHBIN
MeTaboIuT N-Ae3aTKUIKBETHANUH (HOPKBETHANMH) B3aUMOICHUCTBYIOT C LIMPOKHUM CIIEKTPOM
HEWPOTPAHCMHUTTEPHBIX PELENTOPOB TOJOBHOro Mosra. KeetmanuH u N-ne3ankuiakBeTHAUH
MPOSIBJISIIOT BBICOKOE cponacTBO K SHT2-ceporoHnHOBBIM perientopaM U Di- u Do-modaMuHOBEIM
pelenTopaM TrojJOBHOTO MO3ra. AHTAaroHM3M K YKa3aHHBIM pelenTopaM B COYETaHUU C Oojee
BBICOKOM ceNeKTHBHOCThIO K SHT2-cepOoTOHMHOBBIM perentopam, 4eM K Dia-1ohaMHHOBBIM
perientopam, 00yciIaBIUBaeT KIMHUYECKNE aHTUIICUXOTHYECKHE cBolcTBa mpenapata CepokBenb 1
HU3KYIO YaCTOTY Pa3BUTH SKCTPANlMPaMHIHBIX HEKeIaTeNbHbIX peakiuii. KBetnanun He obnagaer
CPOACTBOM K TMEPEHOCUYMKY HOpaJpeHalMHa U o0magaeT HU3KUM cpoiacTBoM K SHTia-
CEpPOTOHHHOBBIM PELIENITOPAM, B TO BpeMsl Kak N-Je3alKUIKBETHAINH ITPOSIBIISET BICOKOE CPOICTBO
K o0oum. MHruOupoBaHue mnepeHOoCYMKa HOpaJpeHAIMHAa M YaCTUYHBIA aroHU3M B OTHOLICHHH
SHT1A-CEpOTOHMHOBBIX  PELENTOPOB,  MposBIsAeMble  N-I€3aIKWIKBETHAIMHOM,  MOTYT
o0yciaBnuBaTh aHTUJAENpeccuBHOe neiictBue mnpemnapara CepokBenb. Ksernanua u  N-
Je3aJIKUIIKBETHANIMH 00JIaat0T BEICOKUM CPOJICTBOM K TMCTAMHHOBBIM H Ol1-aJpEHOPEIETITOpaM U
YMEPEHHBIM CpPOACTBOM IO OTHOLIEHUIO K O2-afpeHopeuentopaMm. Kpome Toro, KBeTHanuH He
oOnanaeT uin o0nazaeT HU3KUM CPOJACTBOM K MYCKApMHOBBIM PELENITOpaM, B TO BpeMs Kak N-
JE3aNKWIIKBETUAIIUH TPOSBIISIET YMEPEHHOE WJIM BBICOKOE CPOJCTBO K HECKOJIBKHM IMOATHIIAM
MYCKapMHOBBIX PEIENTOPOB, C KOTOPHIM MOTYT OBITh CBSI3aHBI AHTUXOJIUHEPTUYECKHE

(MmyckapuHOMO100HBIC) 2P (HEKTHI.

dapmakonmHamuyeckue 3P HEKThI

B cranmapTHbIX TecTax KBETHAMMH MPOSBIISIET AHTUIICUXOTUYECKYIO0 aKTUBHOCTD.

VYaenbHblil BKIaa MerabonuTa N-Jae3ajKuiIKBeTHAaNuHA B (apMaKOJIOTUYECKYI0 aKTUBHOCTD
KBETHAIMHA HE YCTAHOBJICH.

Pesynbrarel uzydenus DIIC y )KUBOTHBIX BBISIBUIIHU, YTO KBETHAIIMH BBI3BIBAET CIIA0YI0 KATAJICTICHIO
B Jno03ax, 3(dexTtuBHO Onokupyomux Dr-penientopsl. KBeTHanmuH BBI3BIBAET CEICKTUBHOE
YMEHBIIIEHUE aKTUBHOCTH Me3onumMondeckux Al0-godamMuHepruuecknx HEUPOHOB B CPAaBHEHUH C

A9-HUTPOCTPHATHBIMA HEHPOHAMH, BOBJICUCHHBIMU B MOTOPHYIO (PYHKITHIO.
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COOTBETCTBYET QRCHEFTHOMY QTYETY

[Tpenapat CepokBenb 3((EeKTUBEH B OTHOIIEHUH KaK MO3UTHBHBIX, TAK U HETATUBHBIX CUMIITOMOB
30 peHnu.

[Ipenapar CepoxBenb 3¢G(deKTHBEeH B KaueCTBE MOHOTEpANUU MPU MaHHAKaIbHBIX AMH30/1aX OT
YMEPEHHOH 10 BBIPAKEHHOM CTeneHH TsKecTH. J[aHHbIE O NIUTENbHOM MPUMEHEHHM Ipernapara
CepokBenb Ui NPOPHUIAKTHKU IOCIEAYIOMINX MaHHAKAIBHBIX W JIEIPECCHBHBIX 3IH30/10B
OTCYTCTBYIOT. /laHHbIe 1O mpuMeHeHHuio mnpenapara CepokBellb B KOMOMWHAIIMHM C BaJbIIPOATOM
CEeMHUHATPUS WU NpenapaTaMu JUTHUS P MaHUAKAJIbHBIX 3IM30/aX OT YMEPEHHOH 10 BbIpaKeHHON
CTETeHHU TSHKECTU OTpaHUYEHBbI, OJHAKO JaHHAas KOMOMHHUpOBAaHHAsl Tepamus, B IIEJIOM, XOPOIIO
nepenocminack. Kpome toro, mpemapat Cepoksenb B 103e 300 mr u 600 mr 3ppexTuBeH y O0IbHBIX
¢ bunossipHbIM paccTpoiictBoM | u Il THIa OoT ymMepeHHOM 10 BhIpakeHHON cTerneHu Tshxectu. [lpu
stoM 3(pdexkTuBHOCTh Tpenapara CepokBenb npu npueme B o3¢ 300 mr u 600 Mr B CyTKH
COIOCTaBUMaA.

[Tpenapat CepokBenb 3¢ (EeKTUBEH y MALUMEHTOB C MIM30(ppeHnel 1 MaHUEH Mpy pueMe mpenapara
2 pa3a B CyTKM HECMOTPS Ha TO, UTO IIEPUO/ MOTYBbIBEACHHS KBETHAIIMHA COCTABIISET OKOJIO 7 YacoB.
BosneiictBue kBetnanuna Ha SHT2- u Do-penentopsl npogoinkaercs 10 12 gacoB mociie mpueMa
npernapara.

ITIpu npueme npemnapara CepokBeldb C TUTPOBaHHWEM 103kl Ipu Mmm3o¢ppenun ydactota IDIIC u
COITyTCTBYIOIIETO MPUMEHEHHUSI M-XOJIMHOOJIOKATOPOB ObLIa COMOCTaBMMAa C TAaKOBOM HpPHU MpHEME
mnane6o. [Ipu HasHayeHun npemnapata CepokBenb B PUKCUPOBAHHBIX 103ax OT 75 mo 750 mr/cyT.
ManueHTaM ¢ mu3oppeHnert yacrora BO3HUKHOBEHU DIIC m HEOOXOIUMOCTH COMYTCTBYIOIIETO
MPUMEHEHHSI M-XOJIMHOOIOKATOPOB HE YBETUUYHUBAJIHCh.

[Tpu npumenenun npenapata Cepoksenb B fo3ax A0 800 Mr/cyT. ans JeueHHs MaHHAKaJIbHBIX
SMU30/10B OT YMEPEHHOW 10 BBIPAXCHHOW CTENEHM TSKECTH KaK B BHJAE€ MOHOTEPANUU, TaK U B
KOMOWHAIIMK ¢ TIpenaparamMd JIMTAS WKW BajdblnpoaroM cemuHarpusi, uacrtota OJIIC wu
COITyTCTBYIOIIETO MPUMEHEHHUSI M-XOJIMHOOJIOKATOPOB ObLIa COMOCTaBMMAa C TAaKOBOW IpPU MpHEME

mware0o.

5.2 ®apmakoKkuHeTHYECKHE CBOMCTBA

AOGcopOrms

IIpn mepopaJlbHOM IPUMEHEHHHM KBETHAIIMH XOPOLIO BCACBIBACTCS M3 KEIYJOYHO-KHUIIEYHOTO

TpakTa U aKTUBHO MeTabOIU3UPyETCsl B IEUECHHU.
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Pacnpenenenue

[TpubnusurensrHo 83 % KBeTHANMHA CBSI3BIBACTCS ¢ OETKaMU IJIa3Mbl KPOBH.

Buorpancdopmariis

VYcranosneno, uro CYP3A4 saBmsercs imoueBbIM H30PEPMEHTOM MeETa0OIM3Ma KBETHAIMHA,
orocpeoBaHHOro UToXpomMoM P450. N-ge3ankunkBeTnanua ooOpa3yercs ¢ yuacTiueM n30GepMeHTa
CYP3AA4.

PaBHOBecHast MOJIsIpHAs KOHIEHTpAIUs aKTUBHOTO MeTabonuTa N-/1e3aIKUIKBeTHAlIMHA COCTABIISIET
35 % oT TakOBOM KBETHAIMHA.

KBeTtnanuH u HEKOTOpBIE €ro METa0OJUTHI (BKIOYas N-Je3alKHWIKBETHANNH) 00lIagaroT ciabon
MHTUOMPYIOIIEl aKTUBHOCTBIO 10 OTHOILEHHIO K n30(hepmenTam nutoxpoma P450 1A2, 2C9, 2C19,
2D6 u 3A4, HO TOJBKO MNOpH KOHUEHTpauuu, B 5-50 pa3 mnpeBbIIAIOMICH KOHIEHTPALIWH,
Ha0Ir01aeMbIe PU 00BIYHO HCTIONB3yeMol dhdexTuBHON q03upoBKe 300—800 Mr/cyT.
OcHoOBBIBasiCb Ha pe3yibTaTax in Vitro, He CleNyeT 0XHUAaTh, YTO OJHOBPEMEHHOE HA3HAUYCHUE
KBETHAIMHA C JIPYTHUMH TIperaparaMy MPUBENET K KIMHUYECKU BBIPAKECHHOMY WHTHOWPOBAHUIO
MeTabosi3Ma APYTruX JEKapCTBEHHBIX CPEICTB, ONIOCPEIOBAHHOTO IIUTOXpoMoM P450.
DJIMMUHALNS

[lepuon monyBbIBeACHUSI KBETUANIMHA U N-JI€3aIKUIKBETHANIMHA COCTABIISIET OKOJIO 7 U 12 yacos,
COOTBETCTBEHHO. B cpennem menee 5 % monsgpHON 10361 ppakiuu cBOOOJIHOTO KBeTHANMHA U N-
JIE3JTKMJIKBETHAITMHA TIJIa3Mbl BEIBOASTCS ¢ Mouoi. [IpubnusurensHo 73 % kBeTHanuHa BEIBOAUTCS
c Mouoii u 21 % c dekanusamu. Menee 5 % KBeTHaNMHA HE IOJBEPraeTcsi METaboIM3My U BHIBOJUTCS
B HEM3MEHEHHOM BHJIC TTIOUYKAMHU UJIH C (DeKATHSIMHU.

JInHerHOCTh (HEIUHEHHOCTD)

dapMaKOKMHETHKA KBETHANTMHA U N-Je3aJIKUIIKBETUANMHA JTUHEWHAS.
Oco0ble IpynIIsl IIAIMEHTOB

Ilon

Paznuunii papmMakoKMHETHUECKUX MTOKa3aTeNe y My >KUMH 1 )KEHIIMH He HaOI0aeTcs.
Iayuenmul nodxcunozo eospacma
Cpennuii KIMpEeHC KBETHANMHA y MOXKUIBIX MauueHToB Ha 30-50 % MeHblIe, 4eM y MalueHTOB B

BO3pacTte oT 18 1o 65 ner.
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L ki

Cpenuuil 1a3MeHHBIN KIIMPEHC KBETHANTMHA CHMXKAETCS MPUOIU3UTENIBHO Ha 25 % y MalueHToB ¢
TAKENONH MOYEYHOH HETOCTATOUHOCTHIO (KIMpeHC KpeaTwHuHa Menee 30 mi/mun/1,73 M%), HO
MHIUBUAYaTbHbBIE TOKA3aTEIH KIMPEHCa HaXOATCs B IIpeiesiaX 3HaueHUH, BBISIBJICHHBIX Y 3/I0POBBIX
T0OPOBOJIBIICB.

Ileuenounas nedocmamouHocms

VYV nanueHToB ¢ NMEYEHOYHON HEJAO0CTaTOYHOCTHIO (KOMIEHCHUPOBAHHBIA AJIKOTOJBHBIN IUPPO3)
CpeqHUll IUTa3MEHHBIM KIMPEHC KBETHANMHA CHIDKEH MpuobausuTenbHo Ha 25 %. Ilockonbky
KBETHAllMH HMHTEHCHBHO METa0OJM3UpYyeTcs B I€YEHH, Y TMAalHUEeHTOB C IEeYECHOYHOU
HE/I0CTaTOYHOCTHIO BO3MOKHO TMOBBIIIEHUE TUIA3MEHHONW KOHLIEHTPAIIMM KBETHUAIHMHA, YTO TpeOyeT

KOPPEKTUPOBKH J103bI.

6. PAPMALIEBTUYECKUE CBOMCTBA
6.1. Ilepeyenb BcnoMoOraTeibHbIX BelIECTB

CepokBenb, 25 Mr, Ta0JETKH, IOKPLITHIE INIEHOYHOU 000JI0OYKON

Aopo mabnemku

IToBunou

Kanerus runpodocdara nuruapar
[enmomno3a MEKPOKPUCTAILITNIECKAST
KapOokcumerrniikpaxman HaTpus
JlakT03bI MOHOTHAPAT

Maruus creapar

ITnenounas obonouxa mabremxu
['unpomennosa

Makporoxn 400

Tutana quokcHuyg

Kpacutens xeneza OKCUJI )KENThII

Kpacurens xene3a okcul KpacHBIM

Cepoxksenb, 100 mr, Ta0JIETKHU, ITOKPLITHIE INIEHOYHON 000JIOYKOM

AHopo mabaemxu

IToBunou
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ol bt LI e )

[enmono3a MEKPOKPUCTAIITNIECKAST
KapOokcumernnkpaxmai HaTpus
JlakT03BI MOHOTHAPAT

Maruus creapat

ITnenounas obonouxa mabremxu
I'mnpomeriosa

Makporoxn 400

Turana nuokcug

Kpacurens xene3a okcu xKenThIi

Cepoxksenb, 200 Mr, Ta0JIETKH, ITIOKPBITHIE INIEHOYHON 000JI0OYKOH

Aopo mabnemku

IloBunon

Kanerus runpodocdara nuruapar
[emnron03a MUKPOKpPUCTATUTMYECKAs
KapOokcumerrniikpaxman HaTpHs
JIakT03BI MOHOTHAPAT

Maruus creapar

Ilnenounas obonouxa mabremxu
['unpomernnosa

Maxporoi 400

Turana qTuokcun

6.2. HecoBMecTHUMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUHU

[Tpu temnepatype mmxe 30 °C.

31



COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 03.09.2024 N2 18558

(NCCNEOOBATENEHOCTE 0005)

6.5. Xapakrep u coaep:kaHue NEPBUYHON YIAKOBKH

CepokBenb, 25 Mr, Ta0JETKH, MOKPLITHIE INIEHOYHOU 000JI0OYKON

Cepoxksenb, 100 mMr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKOH

Cepoxksenb, 200 Mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKOH

ITo 10 Tabnerok B Ai/IIBX 6aucrepe, 1o 6 61ucTepoB ¢ MHCTPYKLKEH O IPUMEHEHHUIO B KAPTOHHOU

MMa4YKe C KOHTPOJICM IICPBOT'O BCKPLITHA.

Cepoksenb, 25 mr + 100 mr + 200 mr, TaOJIETKH, TOKPLITHIE INIEHOYHON 000JI0YKON

ITo 10 Tabnerox B An/IIBX Gnucrepe (6 Tabnetok mo 25 mr, 3 Tabnerku no 100 mr u 1 Tabnerka no

200 mr), o 1 6rucTepy B KAPTOHHOM MavyKe C HHCTPYKITMEH M0 MPUMEHEHHIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYTIHBI JUJISl peanu3aiim.

6.6. OcoObIe MepbI NPeIOCTOPOKHOCTH NPH YHHYTOKEHUH HCIOJIB30BAHHOI0 J1eKAPCTBEHHOI 0
npenapara MM 0TX0/10B, MOJy4YeHHBIX I0OcJIe MPUMeHeHUs NMpenapaTa u Ipyrue MaHUMy TN
¢ mpenapaTrom

Het 0co0bIx TpeOoBaHUil K yTHIIN3AIIUH.

7. AEP)KATEJIb PETUCTPALHUOHHOI'O YOCTOBEPEHMUS

I'epmanus / Germany

YEIVTA®APM Apunaiimutrens [MOX / CHEPLAPHARM Arzneimittel GmbH
[urensxod 24, 17489 I'paiidcBanby, ['epmanus / Ziegelhof 24, 17489 Greifswald, Germany

7.1. llpencraBuTeb JAep:KaTesisi PerucTPAIMOHHOT0 YA0CTOBepeHus Ha Tepputopuu Coro3za

IIperen3uu norpedburTesieil HaOPaBIATh 10 AIPECY:

Poccuiickas ®@edepayus
000 «®APMATEUT»
127322, r. Mockaa, yiu. S16moukoBa, 1. 23-2-20
Ten.: +7 (495) 991 91 71

email: farmageit@mail.ru
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8. HOMEP PETHCTPALIMOHHOI'O YAQCTOBEPEHMA [|OBATENLHOCTE 0005)

JITT-Ne(005709)-(PT-RU)

9. TIATA TEPBUYHOM PETHUCTPAIIMM (IIOJATBEPXKJIEHHS PETUCTPALIMN,
IHEPEPET'HCTPAIIUN)

Hara nepBuuHoil peructpanuu: 10 urons 2024 r.

10. TATA IIEPECMOTPA TEKCTA

OO0mast xapakTepuCTUKa JIEKapCTBEHHOTO TpemapaTa CepokBenbh NOCTyMHA Ha WH()OPMAIIMOHHOM
noprasie EBpa3uiickoro SKOHOMHYECKOTO COI03a B HMH(POPMAIMOHHO-KOMMYHUKAIITMOHHOW CETH

«naTepuer» http://eec.eacunion.org
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