COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 10.07.2025 N= 17163

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

V Jlanuselii JieKapCTBEHHBIM mpenapar MOJJISKUT JIOMOJHUTEIbHOMY MOHHUTOPUHTY. ITO
MO3BOJIUT OBICTPO BBISIBUTH HOBYIO HH(pOpManuio 1o Oe3omacHocTd. Mbl oOpaimiaemcs K
pabOTHUKAM CHUCTEMBI 3[pPaBOOXpAHEHHs] C MPOChOOIl cOO0OIIaTh O JIFOOBIX IMOA03PEBAEMBIX
HEXKeNaTeNIbHBIX peaknusx. [Topsaok cOOOIIeHNs O HEeKEeNaTeIbHBIX PEAKIUIX MPEICTABICH B

paznene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
[Tomnumaiia, 1 Mr, KancyJbl
[Tomnumaiin, 2 mMr, KarcyJisl
[Tomnumaiin, 3 Mr, KancyJibl

[Tomnumaiin, 4 Mr, KancyJibl

2. KAUECTBEHHbBIA U KOJTMYECTBEHHBIN COCTAB
JleiicTByto11ee BEIIECTBO: TOMATHAOMUI.

IHommumaiin, 1 Mr, Kancyabl

Kaxxnas xancyna cogepkut 1 Mr nomaaujoMua.

ITommmaiin, 2 Mr, KarcyJsl

Kaxxgas xarncymna cogepKuT 2 MI moMaluJOMU/IA.

IMommumaiin, 3 Mr, Kancyabl

Kaxxnas xancymna cogepKuT 3 MI moMajIuJJOMU/IA.

[Momimmmaiin, 4 Mr, Kancyibl

Kaxxnas kancyna conepKuT 4 Mr noMaJiuIoMua.

BcnomorarenbHble BElIECTBA, HAJTMYKME KOTOPBIX HAJO YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOIO
npenapara: kpacurenb azopyoun (E122), kpacutenp conHeunslid 3akaT kentwiid (E110)
(cm. paznen 4.4).

ITomHpIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BEIICCTB IMIPUBEACH B pa3ICiIc 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancynbr.

TBepablie nmpoaoarosarbie Kancyinbsl. Kopmyc skenroro upera. Kpeliieuka oT CMHEro J0 TEMHO-
cuHero 1Bera. ColepKUMOE Karlcyl — CMeCh TMOpOIIKa W/WIM TpaHyd >KEITOro IIBeTa.

JlonyckaeTcst Hamu4Ke OeNbIX BKpaIlIeHHH.
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ConepKUMoe KarcyJibl MOKET OBITH YaCTUYHO HUJIU HOJ‘IHEICTHR;] Fvi%l‘oli'he];n%ﬂ—l:y THOTHEH S TErKO

pa3pyLIarOTCs MPU HAIABIMBAHUU.

4. KIMHUYECKUE JAHHBIE

4.1.loka3anus K NpUMEHEHUI0

[Tpenapat [Tomnumaiin B KOMOMHAIIMK C JEKCAMETA30HOM IMOKa3aH K MPUMEHEHHUIO Y B3POCIbIX
JUISL JICYCHUS PELUIUBUPYIONIEH U pedpakTepHOil MHOKECTBEHHOW MHUEIOMBI, MOJYyYUBIINX HE
MEHEE JBYX MPEAIIECTBYIOIUX KYypCOB JICYCHHs, BKJIIOYABIIMX KakK JICHAIUIOMHJ, TaK U
60opTe3oMH0, U y KOTOPBIX OTMEUYAJIOCh MPOrpecCUpoBaHue 3a00jeBaHUs Ha (OHE IMOCIEIHEro
JICYCHMUS.

4.2. PexxuM 103MpPOBaHMS U CIIOCO0 MPUMEHEHHUs!

JleueHnue npemnaparoM HEOOXOIMMO HAYMHATH U MPOBOAUTH TOJBKO IO HaONIOJEHUEM Bpadya,
MMEIOLIETO OIBIT B JICYEHUN MHOKECTBEHHOU MUEIIOMBI.

PexxuM J103upoBaHus

Pexomennyemas HavanbpHas /1032 HOMAIUAOMUIA COCTaBisieT 4 MI BHYTpb | pa3 B zieHb ¢ 1 1o

21 neHb NOBTOPHBIX 28-THEBHBIX IIUKJIOB.

Pexomennyemas nosa aexcamerasona cocrasisier 40 mr BHyTph 1 pa3 B neHb B 1, 8, 15 u 22
JIIEHDb KAKIOr0 28-IHEBHOTO IIUKIIA.

Pexxum no3upoBaHUSI COXpAHSETCS WM HU3MEHSETCS B 3aBUCUMOCTH OT KIWHUYECKHX U
1ab0paTOpHbIX JaHHBIX. JleueHue ciaenyeT MpoJoJkaTh 10 MPOrPEecCUpOBaHUs 3a00JIeBaHUs
WJIM Pa3BUTHS HETIPUEMIIEMON TOKCUYHOCTH.

Hzmenenue 003vl nOMATUOOMUOA UNU NPEPLIBAHUE TIeYeHUS]

NHcTpykinM 1O TPEpBIBAaHUIO JICYCHHS WM W3MEHEHHUIO JI03bl MOMAUIOMHA B CBSI3H C
HEXeJIaTeIbHBIMU PEaKIMsIMU TIPEICTABIICHBI B TA0JIUIIE HIKE.

Ta6n1/1ua 1. I/IHCT]I)YKI_II/IH IO UIBMCHCHUIO JO3bI TIOMAJIMAOMH A

Tokcn4HoCTH HN3menenne 10361
Heiitponenusi*
AKH** < 0,5 x 10°1 wm | [IpepsaTh IeyeHHe NOMATHAOMHIOM, HE JOKMIAACH
(bebpunbHas HEUTPONEHMs | OKOHYaHUs LMKIIA. EsxeHenenbHo BRIMONIHATE OAK™ #%*,

(remnepatypa > 38,5°C wu
AKH** < 1 x 10°/m)

AKH  BoccranoBuiock 70 | Bo300OHOBUTE JieueHHE MOMaTUAOMHIOM B J103€ 3 MI B
3HaueHuit > 1 x 10%/1 JICHB.

Hdns  xaxnporo mociuenyromero | [IpepBats JiedueHne moManauaoMUI0M.

camkenns < 0,5 x 10%/x
AKH  BoccranoBuiock 70 | Bo300OHOBUTE JleyeHHE MOMaIMIOMHUIOM B J03€ Ha 1 Mr
3Hayenuii > 1 x 10%/n HIDKE IPEabLIyIIEN.
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TpoMOouuTONIEHMSI IIpepBath

KonmdaectBo TpoMOOIIITOB OKOHUYaHUS nuKiIa. ExxeHenenbHo BRITOIHATE O AK***,
<25x 10°/n

KonnuecTBo TpoMOOIUTOB | BO30OHOBUTH JI€UeHUE TOMAIMIAOMHUAOM B J03€¢ 3 MT B
BOCCTaHOBMJIOCH JI0 3HAYEHHU I JICHb.

>50x 10°/n

s kakmoro mocieayromero | I[IpepBath JieueHne MOMaIuI0OMHUIOM.
cHmxkenus < 25 x 10°/1

Komnuuectso TpoMOOLIUTOB | BO30OHOBUTE JICUeHHE MOMAIUIOMHAOM B J03€¢ Ha 1 Mr
BOCCTaHOBUJIOCH J10 3HAYECHU U HIKE MPEIbIAYIICH.

>50x 10°/n

Chbllib PaccMmoTpeTh TmpepblBaHHE WM TPEKpalICHUE JICUCHUS
ChIIb 2—3 CTEIEHH TIKECTHU OMAJIUJOMHUIOM.

Coinib 4 crenenun Tspkectu uiu | [Ipekpatuthb JedeHre NOMATUIOMUAOM (cM. pazzaen 4.4).
OyJule3Hble HapylleHHus (B TOM
qyucie AHIMOHEBPOTUYECKHUN
OTEK, aHauIaKTHYECKas
peakmusi, 3KC(oIMaTUBHBIC WIN
OyJie3Hble  BBICBIIAHUA WM
MOJI03pEHHE Ha CHHJIPOM
Crusenca-/xxoncona  (CCJ),
TOKCHUYECKUH  3IHJAECpPMaIbHBIN
HEKpPOJIU3 (T2H) WIN
JEKapCTBEHHYIO  pPEaKkIuio ¢
703UHO(UINEH U CHCTEMHBIMU

cumnromamu (DRESS))

IIpouee [IpepBaTh JiedeHHE TOMAIUIAOMHUIOM, HE JIOKHUAAICH
Hpyrue HE)KEIIaTeIbHBIC | OKOHYaHUS IUKIa. BO300OHOBUTH JICUYCHHE B CIICAYIOIIEM
SIBJICHHSI > 3 CTEMCHU TSDKECTH, | IIUKJIC B J103€ HAa OJWH YPOBEHBb HIDKE MPEIbIAYIICH 03I
00yCIIOBJICHHBIC npueMoM | (TIpU  YCJIOBHHM Pa3pelicHUS] WM CHIDKCHHS TSKECTH
MTOMaTHI0MH/1a HEXENaTeIbHOTO SIBJCHUSA 0 < 2 CTENEHU TSKECTH IO

BO300HOBJICHUS JICUECHUS).

*[Ipu HEUTPONICHNH BPay JIOJDKEH PACCMOTPETh BO3MOKHOCTD IIPUMEHEHHMSI PerapaToB (pakTopa pocTa;
** AKH — aOCcoIOTHOE KOJIMIECTBO HEUTPO(DHIIOB;

***OAK — 00mmuit aHanm3 KpoBH.

Jliis Hayasia HOBOTO IMKJIA JICYEHUS TIOMATUAOMHJIOM KOJIMYECTBO HEUTPO(DUIOB TOIKHO OBITH
> 1 x 10°/n1, a komuecTBO TpoMGOIUTOB > 50 X 10%/71.

[Ipy ogHOBpeMEHHOM IpHeMe CUIIBbHBIX MHIuOuTOpoB u3opepmenta CYP1A2 (mampumep,
nurpodQIIoKcaIuia, HOKCaIuHa, (JIyBOKCaMUHA) 103y MOMATHJI0OMU/Ia HEOOXOAMMO CHU3UTh Ha
50 %.

Ta6m/1ua 2. I/IHCprKHI/Iﬂ 1O UIBMCHCHHUIO JO3bI ACKCAMCTAa30Ha

ToxkcHYHOCTDL N3meHenne 10361 JeKCaMeTa30HA

Hucnencust 1-2 crenenu [TonnepxuBaTh 103y W NPUMEHATh
OJI0KaTOpPHI rucTamMyuHa (H2) WIH
aHaJoruyHble cpeacTBa. CHU3UTH 703y Ha
OJTMH YPOBEHb npu COXpaHEHHUHU
CHUMIITOMOB.
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Jucnencus > 3 creneHu

[pepBath—— neuyeHUE — O OCHa0ACHUS
CUMIITOMOB. Jo6aBUTH OJ10KaTOPHI
ructamuia  (Hz) wimm  aHamorudnsie
CpEeICTBa M CHU3HTH J103y HA OJMH YPOBEHb
1P BO30OHOBJICHHUH JICUCHUSI.

Ortek > 3 creneHu

[IpuMeHsTh JUYPETUKH 110 HEOOXOAUMOCTH
Y CHU3UTH JI03Y HA OJIUH YPOBEHb.

CrnyTaHHOCTh ~ CO3HAHUS U W3MEHEHUs
HACTPOCHHUS > 2 CTETEeHU

IIpepBate  ne4eHHMe 10  paspeuicHUs
cuMnToMoB. [Ipu BO30OHOBIEHUHU JIEUEHUS
CHU3UTH 103y HA OJIUH YPOBEHb.

Meieunast c1aboCTh > 2 CTENEHU

IIpepBaTp 1n€4eHHME, IIOKAa IIOKa3aTelb
MBIIIEYHOH caaboctH He craHeT < 1
crenieHn. llpu BO30OHOBIICHUU JICUCHHS
CHHU3HTH JI03Y Ha OJIUH YPOBEHb.

['uneproukemus > 3 creneHu

CHU3UTH 703y Ha OIWH  YPOBEHb.
IIpuMEHATh MHCYJIMH ~ WIH N€pOpaJIbHbIC
TUITONTMKEMHYECKHE CpeacTBa 1o
HEOO0XOIUMOCTH.

OcTpblil MaHKpEaTUT

IIpexpaTuTh JeUYECHHE TEKCAMETA30HOM.

[pyrue HexxenaTelbHbIE peakuu > 3 CTeneHH,
00yCJIOBJIEHHBIE JEKCAMETa30HOM

[IpepBaTh jeUeHHE IEKCaMETa30HOM, IOKa
TSDKECTh  HEXKEJATeIbHOM  PEeakluh He
craner < 2 crenedd. Bo300HOBHUTH
JICYCHUE, CHI3UB JI03y Ha OJIUH YPOBCHb.

Tab6nuna 3. CHmXeHue 4036l JeKcaMeTa30Ha

YpoBeHb 103bI ITanuenTs! B BO3pacre < 75 jer IManuentsl > 75 aer
(nau 1, 8, 15 1 22 NOBTOPHBIX (nau 1, 8, 15 1 22 NOBTOPHBIX
28-1HEeBHBIX IIUKJIOB) 28-1HEeBHBIX HMKJIOB)
HauvanrHas goza 40 Mr 20 Mr
YpoBeHsb 1036l -1 20 mr 12 mr
YpoBeHb 1035l -2 10 mr 8 mr

JleyeHue nexcaMeTa3oOHOM CJIeaAyeT OTMCHUTL IPU HCIICPCHOCHMOCTU HO3bI 10 mr (HaI_II/IeHTLI

<75 ner) unu § mr (MaLUEHTHI > 75 JeT).

Ecnu Tokcuueckue siBIeHUsi coxpaHsitorcsa Oonee 14 mHel, M03y JeKcaMeTa3oHa CleayeT

CHHU3UTH Ha OJWH YPOBCHD.

IIponyck do3vl

Ecnu manmeHT 3a0bL1 IPUHATH TOMAJIMAOMUJ B KaKOU-THO00 JACHb, TO Ha CJ'ICL[YIOH_II/Iﬁ JCHb OH

AOJIKCH IIPUHSATH 06BI‘IHYIO 403y B COOTBCTCTBHHU C HA3HAUCHUCM. ITaumeHT He IOJDKEH

HU3MCHATH 03y Iperiaparta JJId BOCIIOJTHCHHUA HpOHYHIeHHOI\/'I HAaKaHYHC J103BbI.

Oco0ble TPVIIILI TAIKEHTOB

Hauuenmbl NnOJHCUI020 80o3pacma

H3MeHeHue 1036l HOMAIMIOMUIA HE Tpe6yeTc;1.

Jns maneHToB B Bo3pacTe > 75 JeT HadallbHas J03a JeKkcaMmeTa3oHa coctapisieT 20 mr 1 pa3 B

neub B 1, 8, 15 u 22 geHn Kaxkaoro 28-THEBHOTO MUKJIA JICUCHHS.
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Iayuenmul ¢ Hapywenuem ynKyuu neveHu

Y OTYETY

[TarueHTOB, Yy KOTOPBIX 3HAYEHHUS OOIIEro CHIBOPOTOYHOrO OWIMPYOMHA MPEBBIIIATN
> 1,5 x BI'H (BepxHsis rpaHulla HOPMbI), HE BKJIIOYAJIM B KIMHUYECKHE MCCIIEI0BaHUS.
Hapymienne ¢yHkuuii neyeHu He OKa3bIBaeT CYIIECTBEHHOTO BJIMSHHUS Ha (papMaKOKMHETUKY
nomanuaoMuaa (cM. pasaen 5.2). He tpebyercss u3MeHEeHUsI HAYAIbHOM J103bI MOMAJIUIOMUIA Y
MALMEHTOB C MEYEHOYHOM HENOCTATOYHOCTHIO, omnpeaeneHHorn no Yaiina-IIsro. Tem He MeHee,
MAIMEHTOB C HapylmieHueM QYHKIMA T[eY4eHH HeoOXOIuMO TIIATeIbHO HAOI0NaTh s
CBOCBPEMEHHOTO BBISIBJICHUSI HEXenarenbHbIX peakuuil. [lpm HeoOxomumoctu cremyer
YMEHBIIUTD JJ03Y WK MIPEepBaTh MPUEM TOMAIIUIOMHU/IA.
Tayuenmoi ¢ HapyweHuem hyHKyuu novex
He tpebyercs n3aMeHeHUs 1035l MOMATUAOMHUIA Y TTAIUEHTOB C IOYEYHON HETOCTATOYHOCThIO. B
JTHU TeMO/IMajIn3a MOMaIlJI0MUJ CIeAyeT IPUHUMATD M1OCIIE BBITIOTHEHHS MIPOLIETYPHI.

eTH
bezonacHocTh 1 3 dekTuBHOCTE TipemapaTa [TomnmMmaiin y aereii B Bozpacte 10 ot 0 go 18 ser
Ha JIAHHBI MOMEHT HE YCTaHOBJICHBI. MIMeronuecst Ha CeroHSAIIHAN JICHb TaHHbIC TPUBEICHBI B
paznenax 4.8, 5.1, 5.2, onHaKO HEBO3MOKHO JIaTh PEKOMEHIAINH 10 PEeXKUMY JO3HUPOBAHUS.

Cnoco6 IIPUMCHCHUA

s npuema BHYTpb.
TBepasle karcynsl npenapara Ilomimmaiin ciexyer NpUHAMATh BHYTPb KaXKIbIA I€Hb B OJJHO U
TO ke BpeMmsa. Kamcynbl Henb3s OTKpbIBaTh, pas3jlaMblBaTh MWJIH pa3keBblBaTh. Karcyssl
npenapara [lomimMmaiig cienyeT nporiareiBaTh LEIUKOM, 3allUBasi BOAOW, BHE 3aBUCMOCTH OT
npueMa MuIIx.
Mepwi npedocmopodicHocmu, npuHumaemvie neped npUMeHeHuemM npenapama uiu pabome ¢ HUM
WNudopmanus no pabore ¢ MUTOTOKCHYECKUMH TpenapaTaMu IpuBeeHa B paszene 6.6.
4.3.IIpoTuBonoKka3zanus
— T'unep4yyBCTBUTENBHOCTP K MOMAIMIOMHUAY WIM K JHOOOMY U3 BCIOMOTaTEIbHBIX
BEIIECTB, IEPEUNCIICHHBIX B pa3zzene 6.1
— bepemennocts (cM. paznen 4.6)
— JIns KeHIIMH: COXpaHEHHBIN JE€TOPOIHBIM NOTEHIMAI, 32 UCKJIFOYEHUEM CIIy4aeB, KOraa
cOOJIIOICHBI BCE HEOOXOAMMBIE YCIOBHSI MPOTrpamMMbl MIPEIOXPaHEHUsI OT OEpEeMEHHOCTH
(cm. paznensl 4.4 u 4.6)
— JIng My>X4MH: HEBO3MOXHOCTb WJIM HECIOCOOHOCTh COOJIOAATh HEOOXOTUMBIE MEPHI

KOHTpauenuuu (cMm. pazzaen 4.4)
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4.4. Oco0Oble yKa3aHUs U MepPbI PeT0CTOPOKHOCTH nbﬂ%ﬂﬁ&{éﬁ'ﬂ EMEHOCTE 00

Jleuenne npenapatom I[lomimmaiin HEOOXOOUMO HAYMHATH M MPOBOAMTH MO HAOIIOAEHUEM
OIIBITHOI'O I€MaTOoJIOra WK XUMUOTEPAIIEBTA.

IIporpamMma npeioXpaHeHUs OT 6eDeMCHHOCTI/I

HeykocHurenbHoe coOmojieHHe Bcex TpeOOBaHUN  MporpaMMbl  MPEAOXPAHEHUS  OT
OEepeMEHHOCTH JIOJDKHO PACHpPOCTPAHATHCSA Ha BCEX MALMEHTOB, €CIHM JJOCTOBEPHO HE JOKAa3aHO
OTCYTCTBHUE Y HUX JIETOPOAHOTO IMOTECHIIUAIIA.

s srcenuun 6e3 0emopooHo2o nomeHyuaia

JKeHImHa-NAaMEHT WK JKEHIMHA, CeKCYalbHbIM MapTHEP MYKUYHMHBI-NIAI[UEHTA, HE CUUTAOTCA
CHOCOOHBIMH K JIETOPOXKIECHUIO TIPH HAJTMYUH XOTS ObI OTHOTO U3 MEPEYUCICHHBIX (PaKTOPOB:

e Bo3pacT = 50 JeT U ATUTETBHOCTh €CTECTBEHHOM aMeHoper > 1 roja (aMeHopest BCIEICTBUE
IPOTUBOOITYXOJIEBOW TE€pANUU WK B IEPUOJ IPYIHOTO BCKApMIIMBAHUS HE UCKIIIOYACT HAJIM4ue
JIETOPO/IHOTO MTOTEHIMAJIA);

*  paHHsSA HEIOCTATOYHOCTH SMYHUKOB, IIOATBEPKIACHHAS BPAaYOM-THHEKOJIOTOM;

*  JBYCTOPOHHSS CaJbITMHIOO(OPIKTOMHS WIIH TUCTEPIKTOMUS B aHAMHESE;

* renotun XY, cunapom TepHepa, aHATOMUUYECKHUI ePEKT MaTKH.

Koncynemuposanue

[Tprem momanuaoMuaa y KEHIIHMH ¢ COXPAaHEHHBIM AETOPOIHBIM IOTEHIIMAIOM POTHBOIIOKA3aH
B CITy4ae, €CJId HEBEPHO OJTHO U3 CJICAYIOUINX YTBEPKIACHUI:

Kenmmua nomkua:

*  IIOHHUMAaTh BO3MOKHOCTh T€PATOT€HHOI'O AEHCTBHS MOMATINIOMH/IA HA TUIOJ;

* TIOHMMAaTh HEOOXOJWMOCTh TIOCTOSHHOTO HCIIONB30BaHHUS AI(PQPEKTHBHBIX  METOJIOB
KOHTpAIICTIIIUHN B TeUCHHE KaK MUHUMYM 4 He/elb 10 Hadalla JICYSHHS, BO BPEMs JICUCHHSI B KaK
MHUHUMYM 4 HeJeNlb TI0CIe OKOHYAHUS JISYEHUs] TOMAIUIOMUIOM;

*  JaXe B CiIy4yae aMeHOpeH cOoOJ0aTh Bee npaBuiia 3(ppeKTUBHOM KOHTpalenuy;

*  OBITH CITOCOOHOM K COOIOAEHHIO BCeX MPaBMII A3PPEKTUBHON KOHTpALEIINH;

*  3HAaTh M MIOHUMATh BO3MOXKHBIE TIOCIIE/ICTBHS B CIy4Yae HACTYIUICHHsS] OEpeMEHHOCTH Ha (oHE
npremMa NOMaJIMJOMUIA, a TaKKe He0OOXOAMMOCTh CPOYHOT0 OOpAIeHUs 32 KOHCYIbTaluel npu
MOJI03PEHUH Ha HACTYIHUBIIIYIO OEPEMEHHOCTH;

*  TIOHMMAaTh HEOOXOJMMOCTh HEOTJIOKHOTO Havaja MprueMa IMOMaHJIOMHIA TTOCTE TTOTyIeHUs
OTPHIIATENBHBIX PE3yJIbTATOB TeCTa Ha OEPEeMEHHOCTH;

*  0CO3HaBaTh HEOOXOAMMOCTb NPOBEICHUS TECTa HA OEPEMEHHOCTh U BBIMOJIHATH €0 KaXKIble
4 Heneny 3a UCKITIOYEHUEM KEHIIUH C IOATBEPKICHHON XUPYPrUUeCKON CTepHIIn3alueii;

*  TOATBEPAMTH, YTO IOHUMAET PHCK M HEOOXOIUMBIE MEPBI MPEIOCTOPOKHOCTH, CBSI3aHHBIE C

MIPUEMOM TIOMATTAIOMU/IA.
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*  COOTBETCTBYET BceM ycioBusM IIporpammbl mpemynpexaeHuss OepeMEeHHOCTH, BKIIOYas
aJICKBaTHBIA YPOBEHb IOHUMAHUS €€ TPeOOBaHU;

*  COIJIaCHA C BBIIIEIEPEUYNCICHHBIMU YCIOBUAMM.

IIpumenenue y mysscuun

Jlannpile  u3ydeHUs  (PApMAKOKMHETUKHM  TOMAIMAOMHUAA Yy  MYXKYHH-JOOPOBOJIBIICB
CBHUJICTEILCTBYIOT O TOM, 4YTO IOMAJIMAOMHUJ MOKET COACPKATHCA B CEMEHHOM JKUIKOCTU
IalMEHTa BO BpeMs JIedeHMs. B kadecTBe Mepbl IPeJOCTOPOKHOCTH U IIPUHUMAsl BO BHUMaHUE
0c00BbIe IpyMIIbl MALUEHTOB C MOTEHIUAIbHO YBEIMUCHHBIM BPEMEHEM BbIBEICHUS, HAlIpPUMED, C
IIEYCHOYHON HEIOCTAaTOYHOCTBIO, BCE MYXXKYMHBI, NPUHUMAIOLIUE ITOMAIUIAOMUI, OJIKHBI
coOroaaTh CIeyIOUIUE YCIOBUS:

My:KYMHA 10JDKEH:

* IIOHMMaTb BO3MOJKHBIM PUCK TE€PATOI€HHOI'O JNEHCTBUS NOMAIUAOMUJA NPU CEKCyaJbHOM
KOHTakTe ¢ OepeMeHHOW  JKEHIIMHOW WM JKEHIIMHOW C COXPAaHEHHBIM JIETOPOJIHBIM
IIOTEHIUAJIOM;

* IOHUMaTh HEOOXOAMMOCTb HCIIOJIb30BAaHUS MPE3EPBATUBOB IPH CEKCYaJIbHOM KOHTAKTE C
OepeMEeHHONM MKEHUIMHON MM >KEHIIMHOM C COXPAaHEHHBIM JETOPOJHBIM IOTEHLUAIOM, He
WCIIOJIB3YIOIEH HaJEKHBIE METO/Ibl KOHTPALICTIIIMY, B IIEPUOJ JICUECHHUs], IIEPEPHIBA B JICUCHUH U
B TeYeHWE 7 JHEH TOcie NMPUOCTAHOBKM W/WIIM 3aBEpIICHUS JICYCHHS. JTa PEKOMEHIAIUs
OTHOCUTCSI M K MY)KUMHAM IIOCJI€ Ba3dKTOMHUHU, KOTOpBIE TAaKK€ JOJDKHBI HCIOJb30BaTh
Ipe3epBaTUB IPH CEKCYaJbHOM KOHTAaKTe€ C OEpeMEeHHOHM J>KEHIIMHONW WM >KEHIIMHOW C
COXPAHEHHBIM JIETOPOJAHBIM NMOTEHIMAIOM, IMOCKOJBKY U B OTCYTCTBMM CIIEPMATO30MAOB €r0
CEMEHHas KUJIKOCTb MOXKET COAEPKATh IOMAJIUIOMMI;

* IIOHMMaTh, YTO, €CIM €ro napTHepiia 3abepeMeHela BO BpeMs €ro JieYeHUs
MOMAJIMIOMHUIOM WIM B TCUYEHHE 7 JHEH IOCIE INPEKpaILEeHUs Tepanuu MOMaJIUIOMUIOM, OH
JOJDKEH Cpas3y ke MpOMH(POPMHUPOBATH 00 TOM CBOEro JIEYalllero Bpaya, a €ro mapTHepIle
peKoMeHAyeTCsl 00paTUTHCS K Bpauy-TepaTosory JUisl 00Cae0BaHNs U KOHCYJIbTallUH.

IIpasuna konmpayenyuu

JKeHImMHBI C COXpPaHEHHBIM JIETOPOJHBIM IOTEHLIMAJIOM JOJDKHBI MCIIOJIB30BAaTh OJUH W3
BbICOKOA()(DEKTUBHBIX METOJIOB KOHTpALENIMM B TE€UEHHE KaK MHUHMMYM 4 Heledb 0 Hayaja
JICYECHUS], BO BPEMsI JICUCHHS U B TCUEHHE KaK MUHUMYM 4 HEAENb MOCJIE OKOHYAHUS JICUYEHUS
MOMAJIMJIOMHUJIOM JaXe B Cllydae IepepbiBa B Je4CHUHU. VICKIIIOUEHHE COCTABIISIOT MALlUEHTKH,
KOTOpbIE HA MPOTSYKEHUN JUIUTEIbHOIO BPEMEHHU TIOJHOCTBIO BO3JAEPKUBAIOTCA OT CEKCYaJIbHBIX

OTHOLICHUH, YTO MOATBEpXKAaeTcs exemecsiuHo. Ecnu nmanueHTke He mono0paH 3¢ (GeKTUBHBIN
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KOHTpaluClnuuu U Hadajia €ro NpuMCHCHUS.

K npumepam BbIcOKO3()()EKTUBHBIX METOIOB KOHTPAIICTIIUU OTHOCST:

*  TOJKOXXHBIC TOPMOHAJILHBIC UMIUIAHTHL;

*  BHYTPHUMATOYHBIC CHCTEMBI, BEIICIISIFOIINE JIECBOHOPTECTPEI;

e Jemno-mpenaparbl MEAPOKCUIIPOTeCTEPOHA AIeTaTa;

*  TEepeBsA3KY MaTOYHBIX TPYO;

* CCKCyaJbHbIC OTHOIICHUS C TIAPTHEPOM, TIEPEHECHIMM Ba33KTOMHIO; Ba3dKTOMHUS
MOJTBEPKIACTCS JIBYMsI OTPHUIIATEIIEHBIMU aHAJTU3aMH CEMEHHOM JKUIKOCTH,

*  MPOTreCTepOH-COAEpIKAIIUE TAOIETKH, HHTUOMPYIOIIHE OBYJISAIUIO (HAIpUMeEp, Ie30TeCTpen).
[Ipuem KOMOWHUPOBAHHBIX MEPOPATBHBIX KOHTPAIENITUBOB HE PEKOMEHIOBAH OOJHHBIM
MHOXECTBEHHOW MHEJIOMOM B CBSI3U C TIOBBIIICHHBIM PHUCKOM TPOMOOIMOOIMYECKIX
OCJIOKHCHUH Ha (pOoHE JieUeHUsS MOMAIUIAOMHUJIOM M JeKcameTa3oHoMm (cM. pasmen 4.5). Ecmu
ManucHTKa MCIIOJIb3YCT KOM6I/IHI/IpOBaHHI)I€ NepopajlbHbIC KOHTpAUCHTUBLI, €€ CICAYCT
NepeBCCT Ha OAWH U3 Bq)(beKTI/IBHI)IX MCTOJOB KOHTpPAUCIIIHUKU, NICPCUYHUCICHHBIX BbILIC.
[ToBbIIICHHBIA PUCK Pa3BUTHA TPOMOOIMOOJMHM COXpaHSETCS B Te4eHHe 4—6 HeIenb Tocie
MpeKpalieHusl MprueMa KOMOWHHUPOBAHHBIX TMPOTHBO3aYaTOYHBIX CpeAcTB. DP(HEeKTUBHOCTh
TOPMOHAJIBHBIX NPOTUBO3a4YaTOYHBIX ITPCIIApaTOB MOXKET 6I>ITI) CHMIXCHA IIpU OAHOBPEMCHHOM
Ha3HAUYCHHH JIeKcameTa3zoHa (cM. pasnen 4.5).

[TogxoxHBIE TOPMOHAJIBHBIE MMIUIAHTBI WM BHYTPHUMATOYHBIC CHCTEMBI, BBIICIISIOIINE
JIEBOHOPTECTPE, CBSI3aHbI C MOBHIIICHHBIM PUCKOM MH(EKIIMOHHBIX OCIOKHEHUH B MOMEHT HX
YCTaHOBKH u C HEPCTYJIAPHBIMU BJIaraJIMIIITHbIMHU KPOBOTCUYCHUSAMMU. HaIII/ICHTKaM C
HEUTpONEHUEH, HCHOIB3YIOUIMM 3TH CIOCOOBI KOHTpALENUUHU, CIeAyeT NPOPUIAKTUYECKU
Ha3Ha4YaTh aHTUOMOTHUKHU.

Hcnonp3oBaHne BHYTPUMATOYHBIX CHCTEM, BBIICISIONIMX MeAb, KaK TpPaBUIO, HE
PEKOMCHAYCTCA B CBA3M C BBICOKUM PUCKOM PA3BUTHUA I/IH(beKIII/IOHHI)IX OCJIO)KHEHUH B MOMEHT
VMMILIAHTAlMN U MOBBIIIEHHOW KPOBOIIOTEPH BO BPEMsI MEHCTPYaLUH, KOTOPAsk MOKET YCUIUTh
BBIPAXEHHOCTh HEUTPONIEHUH WM TPOMOOIIMTONICHHH.

TecThl Ha 6CD6MCHHOCTB

B coorBercTBMM C TPUHATOW NPAKTHKOM, TECThl Ha OEPEeMEHHOCTb C MUHUMAJIbHOMN
YyBCTBUTEIBHOCTRIO 25 MME/MI AOMKHBI TPOBOAWTHCS TOJ KOHTPOJIEM Bpada BCEMU
JKEHILIMHAMHU C COXPAHEHHBIM JETOPOAHBIM MOTEHIMAJIOM, BKIIFOYAs T€X, KOTOPHIE MOJHOCTHIO U
JUTUTENIEHO BO3AEPKUBAIOTCS OT CEKCYaJIbHBIX OTHOLIEHHUA.

CormacHO peKoOMeHJAIusIM, TPOBEICHHE TecTa Ha OepeMEeHHOCTh, Ha3HAYCHWE M BhIIaYa

npemnapara AOJDKHBI IMPOBOAHUTHECA B OJWH W TOT XC JOCHB. >KeHHH/IHa C COXpaHCHHbBIM
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Ha3HA4YCHMS JICUCHUS.
Jlo nauana neuernus

[Tocne Toro kak HalMeHTKa HMCIOJIb30Basa 3(P(PEKTUBHBIM METOA KOHTpAlENUuu B TedeHue 4
win Oosiee Henlelb, TECT BBINOIHAETCS MOJ KOHTPOJIEM JIEHallero Bpaya B JI€Hb Ha3HAYEHUS
NOMaNUAOMUJA WIM 3a 3 JHA OO BU3UTA K JiedalleMy Bpauy. TecT IOJKEH NOATBEPIUTH
OTCYTCTBHUE Y MALIMEHTKH OEPEMEHHOCTH HAa MOMEHT Hauasa mpruemMa MoMaauJI0MH/Ia.

Bo epems u nocne nevenus

Tect Ha GepeMEHHOCTb 0] HAOJIIOJEHUEM Bpada CleAyeT MOBTOPITh KaK MUHUMYM Kaxkible 4
HEZENu, BKJIKOYAas KaK MHUHMMYM 4 HEJENu I0CJI€ OKOHYAHUS JIEYEHHS, 3a HCKIIOUEHUEM
JKEHIIUH C IOATBEPKICHHOM XUPYpPrU4eCcKOM crepuiusanueil. TecTbl BBINOJHAKTCA B JEHb
BU3MTA WIM B TEUEHHE 3 THEU NIepe]] BUBUTOM K JIeHalleMy Bpady.

JIOIIOJTHUTENILHEIE MEPBI MPEIOCTOPOKHOCTH

HaIII/IeHTI)I HC JIOJDKHBI IIepcaaBaTb IMpcrapar ApYyruM JIUIaM. Ilo oxoHYaHMU JICUCHHUS
HCHCII0JIb30BaHHEIN npemnapat pCKOMCHAYCTCA BO3BPATUThL B MCAUIIMHCKOC YUPCIKICHUC.
HaI_II/IeHTaM HC pa3peuacTcAa OBITh JOHOpaMH KpOBHU, CCMCHH UJIU CIICPMBbI Ha ITPOTAKCHHUU BCETO
BpPCMCHH JICUCHUA (BKJIIO‘I&H IICPCPLIBLI B J'Ie‘leHI/II/I) U B TeueHue 7 I[Heﬁ IIOCJIC 3aBCPLICHUA
npueMa noMaJinJoM1a.

O6yqa}0mne MarepHajbl, OTpaHMYCHHA B HA3HAYCHHUH W BbIJa4Y€C ITpCIriaparTa

UroObl mOMOYb NAalMeHTaM HU30eXaTh BO3JCHCTBHS MOMAIMIOMHIA HA IUIOA, JIepXaTelb
PETUCTPAIIMOHHOTO YJOCTOBEPEHHUsI TMPEIOCTaBUT MEIUIMHCKOMY IepCOoHaly oOydJarolue
MaTrepualibl MO MepaM MPEeIOCTOPOKHOCTH B OTHOIICHUM BEPOSITHOM TEPaTOr€HHOCTH
MOMAIMIOMHU/IA, CIOcO0aM KOHTPALICTIIIMK TEepe]] HauajJoM Tepanmud U PYKOBOJCTBO IO
MIPOBEJICHUIO HEOOXOJUMBIX TECTOB Ha OepeMeHHOCTh. Bpad nomkeH nHGOpMUPOBAThH MallUeHTa
0 BO3MOXXHOM TEPATOT€HHOM PHUCKE MOMAIUIAOMHULA U CTPOTHX Mepax IO NPEAYNPEKICHUIO
OepeMeHHOCTH B COOTBeTCTBUM ¢ [Iporpammoii mpenoxpaHeHuss OT OEpEeMEHHOCTH, U
obecrieunTh MareHTa oOydvaromiei OpoIIopol, KapTOUYKOW MalMeHTa W/WIW SKBUBAJIEHTHBIM
MHCTPYMEHTOM B COOTBETCTBMM C HAUMOHAJIIBHOW CHUCTEMOM KapTOYEK MAlMEHTOB.
KonTtponupyemass cuctema pacnpeneneHusi BKIIOYAET HCIOIb30BAHME KapTOYEK MAalMEHTOB
W/WTM DKBUBAJICHTHOTO MHCTPYMEHTA JJIS KOHTPOJISI Ha3HAYCHWW W/WIM BBIIAYM TIperapara.
[IpoBenenne Tecrta Ha OepeMEHHOCTh, HAa3HAYCHHE W BBIJA4Yy IMpenapara pPEeKOMEHIYEeTCs
MPOBOJAUTH B OJHUH J€Hb. Bblaya momManugomMuJa >KEHIIMHAM C COXPAHEHHBIM JIE€TOPOJIHBIM
MOTEHLMAJIIOM JOJDKHA MPOUCXOAUTH HE T03KE 7 THEW NOCIE Ha3HAYEHUS TEPANUU U MOJIyYEHUS

OTpULATCIIBHOTO PE3YyJIbTaTa TECTA HA 6epeMeHHOCTL, BBITIOJTHEHHOT'O IO/ Ha6J'IIO)IeHI/IeM Bpaya.
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MIPOU3BOUTHCS HE Oosiee ueM Ha 4 Helleu JICYCHUS B COOTBETCTBUU C MOKA3aHUSIMH U CXEMaMH
npuMeHeHus (cM. paszzien 4.2), BCeM OCTaIbHBIM KaTErOpHUsAM MMAlUeHTOB — He OoJiee uyeM Ha 12
HEZIeb.

I"'emMaToOJIOTHYSCKHE OCIIOKHCHUS

Y TNanMeHToB C PEIUIMBHPYIOIICH/PE3UCTCHTHON MHOXECTBCHHOW MHEIIOMOW B TpYIIe
HE)KENIAaTEeNIbHbIX SIBICHUH 3 Wi 4 CTENEeHU TSHKECTH HauboJiee YacTo PEerucTpupyercs
HEUTpOIleHHs; CIEQyIolIMe II0 YacToTe — aHeMHMs W TPOMOOLUTONEHHA. Y TalHUeHTOB
HEOO0XOJMMO MOHUTOPHPOBATH HEKENATEJIbHbIE TI'€MAaTOJIOIMYECKHE pPEAKIHMHU, OCOOCHHO
Heltporienuto.  [laneHTsl  JODKHBI  OBITH  MPOMH(POPMHPOBAHBI O  HEOOXOAMMOCTHU
CBOEBPEMEHHO COOOLIaTh O TOBBIMICHHH TEeMIIEpaTypsl. Bpaunm momkHB HaOMOIATh 32
NAMEHTAMU B OTHOIIEHMHM CHUMITOMOB IIOBBIIIEHHON KPOBOTOYMBOCTH, BKJIKOYas HOCOBBIE
KPOBOTEUEHHsI, OCOOCHHO IPH COIMYTCTBYIOIEH TEpaluu IMpernaparaMy, HOBBILAIOIIMMU PUCK
KpoBoTeueHui (cM. pasnen 4.8). [lonHbll aHamu3 KpoBHM HEOOXOAMMO BBIIOJIHUTH 1O Hayaja
JICUYEHUs1, 3aTEM €KEHEEIbHO B TEUEHHUE INEPBBIX 8 Hezelnb, aainee — 1 pa3 B mecsan. Moxer
noTpe0oBaThCsl  WM3MEHEHHME J103bl momanuaomuzaa (cMm. pasgen  4.2), TNpUMEHEHue
KpOBE3aMeHUTeNeH n/nim npenapaTos (akropa pocra.

TpoM0O03MOOJINYECKHE OCIIOKHEHUS

VY ManMeHTOB MPH JICUCHUU MMOMAIHIOMHJIOM B KOMOHWHAIIMU C JCKCAMETa30HOM Pa3BHBAIINCH
BEHO3HBIE TPOMOOIMOOJIMYECKHE HapylleHus (B OCHOBHOM TpoM0O3 TIyOOKUX BEH U
TpoMOo3MOonus erouHoil aprepuu — TDJIA) u aprepuanbHble TPOMOOTUYECKHE HApYIIEHUS
(uH@apkT MHOKapAa M MHCYJIbT). [lanneHTsl ¢ HannuueMm (aKTOpoOB pUCKa TpoMO03MOouH,
BKJTIOUAs TIPEIICCTBYIONINE TPOMOO3BI, IOJDKHBI HAXOAUTHCS O] TIIATSIIBHBIM HAOTIOICHUEM.
HeoOxoqumo mpeanpuHATH BCE BO3MOXKHBIE MeEpbl ISl MUHUMHU3ALUUU (PAKTOPOB pHCKA
(Hampumep, KypeHue, TUIepTeH3Us, TunepaunuaeMus). [laiienTs! U Bpaun JOMKHBI CIEIUTh 3a
MpU3HAKaMU ¥ CUMIITOMaMU TpoMOodMOomid. [TanmeHToB HEOOX0AMMO MPEAYIIPEAUTh, YTO UM
clenyeT OOpaTHTHCS 3a METUITMHCKOW ITOMOINBI0 TIPH TOSBICHHH TaKWX CHMIITOMOB, Kak
OJIbIIIIKa, O0NH B TPYAH, OTEKHU pyK U HOT. [Ipu OTCYyTCTBUM MPOTHBONOKA3aHUN PEKOMEHIYETCS
JIeYeHUE aHTUKOATryJIsHTaMU (TaKMMH Kak alleTUJICAIMIUIIOBAs KUCIO0Ta, BapdapuH, renapuH
VT KJIOTIHJIOTPEIT), 0OCOOCHHO Y TIAI[EHTOB C JIONOJHUTEIIEHBIME (paKTOpaMH prucKa TpoMOo3a.

Pemenre o mpoBefcHUH MPOPHIAKTHUSCKAX MEPOTPUATHH TMPUHUMASTCS TOCIE TINATEITBHON
OIICHKH (paKTOPOB PUCKA y KAXKIOTO MAlMEeHTa. B KIMHUYECKHX HUCCIICOBAHUSIX MAI[MEHTHI
npoQUIaKTUIECKU MOJTyYau AIETUIICATHIIHIIOBYIO KHUCTIOTY R0 TIPYTYIO
MIPOTUBOTPOMOOTHIECKYIO TEpaIuIo. [Tpumenenune SPUTPOITOITHIECKUX CPEICTB

COTIPOBOXIACTCS PUCKOM TPOMOOTHYECKHX OCIOKHEHUM, BKITFOYasi TPOMO0IMOOTHH.

10



COOTBETCTBYET 3
oT 1||'|

CrnepnoBarenbHO, SPUTPONOITUYECKUE Tpenaparbl, a Ta&&g:'ﬂgg Ecpggtgkeﬁ ;<C-)’1TO‘DI)'Ié :IV-I6FVT

MOBBIIIIATH PUCK TPOMOOIMOOIINH, TOJKHBI IPUMEHSATHCS ¢ OCTOPOKHOCTBIO.

3abosieBaHus IIUTOBUIHON KEIE3HI

CooOmanioc 0 cnyuasx runotupeosa. Ilepen Havamom seyeHUs HEOOXOJUMO TMPOBOJIUTH
KOHTPOJIb COMYTCTBYIOIIMX 3a00JICBaHUM, CIIOCOOHBIX BIIMATH HA (PYHKIMIO IIWTOBUIHOMN
xKene3bl. PekoMeHiyeTcsi mpoBOAUTh OLEHKY (DYHKIMH LIMTOBUIHOW KeNe3bl Mepel] HadaaoM
JICYCHHSI U PETYIISIPHBIA KOHTPOJIb (DYHKIMH IIIUTOBHUTHOMN JKeJIe3bl BO BPEMs JICUCHHS.

[lepudepuueckast HelpoIaTus

[TaiuentoB ¢ mnepudepruyeckord HeWpomaTHedl > 2 CTENEHW TsDKECTH HE BKIIOYAIU B
KJIIMHUYECKHE HCClIeIoBaHus noManuaomuaa. [Ipu pemieHun Bompoca O Ha3HAYCHHH JICUEHUS
MOMAJIMIOMHUJIOM TaKUM IMalUEHTaM HY>KHO MPOSBISATH OCTOPOKHOCTbD.

Bripa)xeHHEIC HAPYIIICHUS (bVHKHI/II/I cepana

[TaneHTOB ¢ BBIpQXKEHHBIMU HapylleHUsAMH (QyHKIUM cepaua (3acToifHas —cepieuHas
HenocratouHocTh (Kimace I mm IV mo NYHA); uadapkt Mmuokapaa B TeueHue 12 mecsies 10
Hauaya MCCIIEOBAHNUS; HECTAOMIIbHAS WM IIJIOXO KOHTPOJIIMpPYyeMas CTEHOKAapAHs) HE BKIIIOYAIN
B KIMHUYECKHE HcCclefoBaHMs mnomanuaomuaa. OclokHEHMsT B BUIE  CEpAECYHOM
HE/I0CTaTOYHOCTH, BKJIIOYAs 3aCTOMHYIO CEpACYHYI0 HEJIOCTaTOYHOCTh M OTEK JIErKHX
(cM. pazzmen 4.8), orMeyalid, B OCHOBHOM, y MAaIMEHTOB C YK€ CYLIECTBYIOLIEH CepeuHOI
HEJI0OCTaTOYHOCThIO WM (hakTopaMu pHcka 3aboneBanuil cepaua. Ilpum pemenunm Bompoca o
HA3HAUYEHUM JICYCHUS MOMAJIMJIOMHUIOM TAaKUM MAIMEHTaM HYXHO IpPOSBIATH OCTOPOXKHOCTD,
BKJII0Yasl PETYJISIPHBIE OCMOTPHI JJIS BBISIBJICHUSI CUMIITOMOB CEpA€YHON HEJOCTaTOYHOCTH.

CHHIPOM JU3HCA OIYXOJIH

HaunbGonpmmii puck cuHApoMa Ju3nca OIMyXOJiIH UMEETCsl Y MallMeHTOB C OOJBIION OMyX0JIeBOU
Harpy3koil Ha MOMEHT Hayaja JjeueHHs. 32 3TUMHU MallueHTaMU JIOJDKHO ObITh OpraHU30BaHO
TIIAaTeIbHOE HAOII0ACHNE C IPUMEHEHUEM COOTBETCTBYIOIIUX NPOPHIAKTHUECKUX MED.

IlepBU4HBIE OOYXOJM APYIOM JOKAIU3AIUNA

OOpa3zoBaHre MEPBUYHBIX 3JIOKAYECTBEHHBIX OMYyXOJIeH Apyrod JIOKadu3aluu, TaKUX Kak
HEMEJIAHOLIUTAPHBIM paK KO>KH, 3apETUCTPUPOBAHO y MALMEHTOB, MOJIyYaBIIUX MOMAJIAJOMMUI
(cM. pa3zgen 4.8). Bpau nomkeH TimaTesnbHO 00CIe0BaTh MALMEHTOB 10 U BO BPEMs JICUEHHUS C
MOMOIUIbIO CTaHJAPTHBIX METOJOB CKPUHUHIAa HOBOOOpa30BaHUIl ISl BBISBICHHS MEPBUYHOMN
OITYXOJIM JIpYToi JOKaJIM3alluy U MPU HEOOXOJUMOCTH Ha3HAYUTh COOTBETCTBYIOIIIEE JICUEHHE.

Annepruyeckrue peakiuy 1 TSHKEIIbIE KOKHBIE PEAKIIUN

Ha (I)OHC MNPpUMCHCHUS TTOMaJIMJIOMHIA ObLIH 3apCTUCTPUPOBAHBI aHFI/IOHCBpOTI/I‘{CCKHﬁ OTCK,
aHa(i)I/IJ'IaKTI/IIIeCKaSI pC€aKkmuda M TAKEIbIC KOXHBIC PCEAKHM, BKIKOYass CHUHIPOM CruBeHca-

Hxoncona (CCJl), Tokcuueckuii snuaepManbabii Hekpoan3 (TOH) u nexapcTBeHHYIO peaKIuio
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OBITh TPOMH(POPMUPOBAHBI O MPU3HAKAX M CHMITOMAX 3TUX PEAKIUU M TPEIyNpPEkICHBI O
HEOOXOAMMOCTH HEMEJICHHO OOpaTUThCA 3a MEAMIIMHCKOW TOMOIIBI0 TIPU MOSBICHUU
NONOOHBIX CUMITOMOB. JleueHWe MOMAIMIOMHIIOM CIIEAYeT MPEKpPaTUTh MPU Pa3BUTUU
sKkcoJMaTUBHOW wiau OysuiesHo cbimu wim npu noxospenun Ha CCJl, TOH m DRESS.
Jleyenne He JOMKHO BO3OOHOBIATHCS TMOCHE pa3pelCHUs BBIINICYKa3aHHBIX PEAKIIMM.
[TaniueHTOB C CepbE3HBIMU AJUIEPIUYECKUMU PEAKIUSAMU Ha TAIUJIOMUJ WIH JICHAIUJIOMUI B
aHaMHe3€ He BKIIIOYAIH B KIIMHUYECKUE UCCIIEOBAHUS TOMAINI0OMUIA. Takue MalirueHThl MOTYT
MMETh MOBBIIIEHHBIA PUCK PA3BUTHSI PEAKIMI TMIIEPUYBCTBUTEIBHOCTH U HE JIOJDKHBI TIOJTy4YaTh
nomanuaoMul. Ciaeayer pacCMOTPETh BO3MOXKHOCTb MPEPHIBAHUS WM MPEKPAICHUs JICUSHUS
NOMAJIMJAOMHUJIOM B Cilydae KOXHOWM cbiu 2-3 creneHu Tsokectd. llpu  pa3BuTuun
AQHTMOHEBPOTUYECKOTO OTEKa MOMAaIUAOMUJ IOJKEH ObITh OTMEHEH.

I'oJ10BOKpYKEHHUE U CIYTAHHOCTH CO3HAHMUS

Hmerorcss cooOIeHHsI 0 BOBHUKHOBEHUU TOJIOBOKPYKEHUW M CITyTAaHHOCTH CO3HAHUS Ha (oHE
nomanuaomMuaa. [lammenTam ciemyer wu30eraTh CHUTyalMid, KOTJA TOJIOBOKPYXCHHE U
CIyTaHHOCTh CO3HAHUSI MOTYT TMPEACTaBIATH NpodleMy, U HE NPUHUMATh JApYyrue
JICKapCTBEHHBIE CPENICTBA, KOTOpble MOTYT BBI3BIBATH TaKHe JK€ HapylleHus, 0e3
MPEABAPUTEIIBHON MEIUIMHCKOW KOHCYJIbTAllUH.

Huarepctuimanbuoe 3a0onesanue nerkux (M3J1)

N3JI u gpyrue cxonaHble SBICHHS, BKIIOYas Clydyad [HEBMOHHUTA, Habmoganuch Ha (oHe
JedYeHuss ToManuAoMuioM. llarieHTaM ¢ OCTPBIMH CHMIOTOMaMH WM HEOOBSICHHUMBIM
YXYIIIEHUEM JIETOYHOW CHUMITOMATHKUA CJEAyeT MPOBECTH TIHIATEIbHOE OOCIeAOBaHUE st
nckmouenus M3JI. B xome »Toro oOcieqoBaHUs JIEYEHUE IIOMAIMIOMHUIOM IOJDKHO OBITH
MPUOCTAHOBIIEHO, a IPU MOATBEPkAeHUM Auarno3a M3J1 Ha3HaueHa COOTBETCTBYIOLIAs TEpaNus.
JleueHue MOMaIMAOMHUIOM MOKET OBITH BO300OHOBJIEHO TOJLKO IIOCIE TINATEILHOW OIIEHKH
IIOJIB3BI M PUCKA.

3abosieBaHus TIEYEHH

BblpakeHHOE€  TMOBBIIEHME AKTMBHOCTH  allaHMHaMUHOTpaHcdepa3bl W KOHIEHTpaluu
OunupyOuMHA OTMeuYad Yy TMalUeHTOB, NPUHUMABUIMX NoMaiuaoMua (cM. pasgen 4.8).
3aperucTpupOBaHbl TAK)KE CIydad TenaTuTa, KOTOpbIE IPUBEIN K IPEKPALICHUIO JICYEHUS
MOMaNTUAOMUJOM. PeryssipHblil KOHTPOJIb (PYHKIMH MEYEHH PEKOMEHYeTCS B TEUEHHUE MEePBBIX
6 Mecs1EeB TEpaNuy NOMATUAOMUIOM, a B IIOCIIEIYIOIIEM — 10 KIMHUYECKUM ITOKa3aHMSIM.
Unghexyuu

CooOmranioch 0 peakux ciayyasx peakTuBauuu Bupyca remaruta B (HB) y mauuenrtos, panee

MH(QUIUPOBAHHBIX BUPYCOM remaTuta B, Nmpu jeuyeHUH MNOMaJIWJOMHUJIOM B KOMOMHAIMH C
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JIEKCaMETa30HOM. B HECKOJIbKUX clydasx oTME4ajioch h%&ﬁ%%%‘é‘}%%ﬁlé;h%:m&&:ﬁpoﬁ

IIEYCHOYHON HEJOCTaTOYHOCTH, B PE3yJbTaTe Yero MoMaaugoMuja Obul oTMeHeH. Jlo Hadana
JICYCHHSI TIOMAIMJOMUOM HEOOXOAMMO BBIIIOJHUTH TECT HAa HAIMYME M aKTHMBHOCTH BHpYcCa
renatuta B. J[n9 DanuMeHTOB C IMOJNOXKUTENbHBIM TECTOM Ha Haluuyve BHUpyca remaruta B
pPEKOMEH/1yeTCs KOHCYJbTAllMsl Bpaya, MMEIOLIEro OINbIT JICYEHHUs IalUeHTOB C BHUPYCHBIM
rematutoM B. Cnenyer coOmonaTh OCTOPOKHOCTh IPH  COYETAaHHOM  NPHUMEHEHHH
NOMaJIUAOMHUJA U JEeKCaMETa30Ha Yy NalleHTOB, IIEPEHECIINX BUPYCHBIN renatut B, Bkirouas
HAMEHTOB C MOJOXHUTEIbHBIM TeCTOM Ha aHTH-HBc aHTureH, HO OoTpHLATENBHBIM TECTOM Ha
HBs anTuren. 3a Takumu NanueHTaMd HEOOXOJMMO YCTaHOBUTH TIIATEIbHOE HAOJIOJCHUE B
TE€YEHHE BCEr0 Kypca TEepamuu JUIsi CBOEBPEMEHHOIO BBISBICHMSI CHUMIITOMOB U IPU3HAKOB
AKTUBHOTO 3a00JIeBaHUs, BHI3BAHHOT'O BUPYCOM renarura B.

IIporpeccupyromas MVJ'IBTI/Id)OKaJIBHaH HeﬁKOSHHGd)aHOHaTI/ISI

Coo0m1anocs 0 ciayyasx pa3BUTUS MPOrpeccupyroeid MynbTu(QOKaIbHOM NeiikodHIIedanonaTuu
(IIMJI) y manueHToB, MPUHUMABIINX TOMATUIOMHU/I, BKIIOUYAsl CIy4al C JICTAIbHBIM HCXOJOM.
Cornacao cooOuienusiM, [IMJI pazBuBaiace B mepuoj OT HECKOJIBKUX MECSIEB /10 HECKOIBKUX
JIeT TocJie Haydaja JIeYeHUs MoMalugoMuaoM. B ocHoBHOM coobmanock o ciayyasx [IMIJI y
MAalMEHTOB, MOJYYaBLIMX COIMYTCTBYIOLIEE JICUCHHE JEKCAMETa30HOM HWJIM PaHee MPOLISAIINX
XMMHOTEPANUIO JPYTMM HMMYHOIEIPECCUBHBIM NpenapaToM. BpauaMm creayer peryiasipHO
MPOBOAWTh MEIUIMHCKUH OcMOTp manueHToB. [Ipu cocraBieHnn nuddepeHnaIbHOTO
JIMarHo3a y NaiueHTOB ¢ HOBBIMM WJIM MPOTPECCUPYIOIIMMHU HEBPOJIOIMYECKUMU CUMIITOMaMH,
NpU3HAKaMHd KOTHUTHUBHBIX W TOBEACHUYECKUX HApyIIeHWH HEoOXOJUMO  YUHUTHIBATh
BO3MOXKHOCTh pasButus [IMJI. IlanmeHToB cnexyer mpexynpeiuTtb O TOM, YTO MM CTOUT
COOOIIUTH CBOMM OJU3KUM M JIUIAM, YXQKHBAIOIIUM 32 HUMH, O JICUCHHUH, MOCKOJIBKY OHU
MOT'YT 3aMETUTh CUMIITOMBI, O KOTOPBIX ITAIL[UEHT HE 3HAET.

Huarnoctuka [IMJI pmomkHa BKIIOYATh HEBpoOJOTHYEecKoe oOcCIenoBaHUE, MPOBEACHUE
MarHUTHOPE30HAHCHOM TOMOTpa(uu TOJIOBHOTO MO3ra W aHAJM3a CIIMHHOMO3TOBOM KUIKOCTH
Ha Hanmmuue JIHK Bupyca /xona Kannunrema (Bupyca JC) MeTOAOM MOJIMMEPA3HOMN LETTHON
peakiuu (ITL[P). B xauectBe anbrepHatuBsl [ILIP-uccrnegoBanuio MokeT OBITH MPOBEACHA
O6uoncus ToJIOBHOrO Mo3ra ais ompeaenenus Bupyca JC. OrpunartensHbiif pesynbrar IIL[P-
ucciaenoBanuss Ha Bupyc JC He wuckmouaer pazsutue [IMJI. Heobxommmo obecrieunTsb
JIOTIOJTHATEIFHOE HAOJIOJCHUE 3a TAIMEHTOM W TPOBECTH JOTIOJHUTEIBHBIC HCCIICIOBaHMUS,
€CJIM aTbTePHATUBHBIN TUArHO3 HE MOXKET OBITh YCTAHOBJICH.

IIpy Hanuuum nopo3peHuss Ha passurue [IMJI cienyer npUOCTAaHOBUTH NPUEM OO €€
WCKJTIOYEHHS.

B ciyuae noareepxkaenus [IMJI cnenyeT okoHYaTEIbHO MPEKPATUTH JICYEHUE TOMATTAIOMHUJIOM.
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BcnoMorarebHEIC BEIISCTBA

Copneprxanue kpacurens azopyoun (E122), kpacutens conneunslii 3akar xentsiii (E110):
MoskeT BbI3BaTh aJIEPTUUECKUE PEAKLIUU.

4.5.B3auMojaeiictTBHe ¢ [JPYrUMHM JIEKAPCTBEHHBIMHM TMpenaparaMM #W Jpyrue BH/bI
B3aHNMOJAEeHCTBUSA

Bausnaue noMajJauaoMuaa Ha APYruc JCKapCTBCHHLIC ITPCIIapaThl

CuuTaercs, 4T0 MOMAIUAOMHU] HE BBI3BIBACT KIMHUYECKH 3HAYMMBIX (DapMAKOKUHETHYCCKHX
JICKapCTBEHHBIX B3aWMOJCHMCTBUI, CBSI3aHHBIX C YTHETEHHEM WM HHIYKIUEH u30(epMEeHTOB
nuroxpoma P450, unu akTUBanuend WM YyrHETEHUEM TPAHCIOPTHBIX CUCTEM, IIPU COBMECTHOM
NPUMEHEHUN ¢ cyOcTpaTtamMu 3TuUX (EPMEHTOB WU TpaHCIOpTepamMu. BO3MOXHOCTh TaKHX
JICKapCTBEHHBIX B3aMMOJACHCTBHIA, BKJIIOYAsl BIUSHUE MOMATUIAOMHUIA Ha (PapMaKOKHMHETUKY
KOMOMHHPOBAHHBIX MEPOPATbHBIX KOHTPALICTITUBOB, KIMHUYECKH HE OLIEHMBANAach (CM. pasjien
4.4).

Briusaue APYIuXx JICKAPCTBCHHBIX IIPCIIAPATOB HA TOMAJIMJIOMM T

[Momamuoomuya wactuuno Metabomusupyercs uzodepmentamu CYP1A2 u CYP3A4/5 u
sBisieTcs cyocTpaTom A P-rimkonporernna. KomOMHUpOBaHHOE MPUMEHEHUE TOMATTUI0OMUIA C
cwibHbIM uHruoburopom usopepmenrta CYP3A4/5 u P-gp KeTOKOHAa30JI0M WM C CHJIBHBIM
unaykropom m3opepmenta CYP3A4/5 kapbamazennHOM KIMHUYECKH 3HAYMMO HE BIUSUIO Ha
neiicteue nomanuaomuga. CoBMECTHOE NPUMEHEHHE CHIIBHOTO HHTHOWTOpa H30(epMeHTa
CYPIA2 (¢nyBokcaMuHa B TPUCYTCTBMM KETOKOHA30Jla YBEIMYMBAJIO  BO3JeicTBHE
nomanuaomMuaa B cpeagHeM Ha 107 % mpu 90 % AU [91 % — 124 %] B cpaBHEeHHH C
KOMOMHaIMeH MOMalIuJIOMHMIKETOKOHAa30J. B japyrom wuccienoBaHuM BIMSHHMS WHTHOUTOpa
nzopepmenta CYP1A2 Ha uzmeHeHus: MeTa0osin3Ma MPU COYETAHHOM IIPUMEHEHUN HHTHOUTOpa
uzopepmenta CYPIA2 ¢ayBokcamMuHa U MOMAIMAOMUIA CPEAHSS SKCIO3ULUS TOMAIUAOMU/IA
yBenuumiiach Ha 125 % [90 % AU 98 % — 157 %] B cpaBHEHUU ¢ IPUMEHEHUEM TOMATMIOMUAA
B MoHoTepanuu. Ecnu cunbHbli  uHruoutop usopepmenta CYPIA2  (mampumep,
nUIpogIOKCcallMH, HOKCAUUH M (IIyBOKCAMHH) MPHUMEHSIIOT COBMECTHO C IOMAJIMJIOMHJIOM,
HE00X0/IMMO YMEHBUINTH /103y nomanuaomuia Ha 50 %.

[lexcameTasoH

Komb6unupoBaHHast Tepanusi HOMaqTuAOMHUIOM B IOBTOPHBIX J103aX 10 4 MI' U JIEKCaMETa30HOM B
no3ax 20-40 wmr (cnaOblii-yMepeHHbI HMHIYyKTOp HeKoTopbix (epmentoB CYP, Bkitouas
uzopepmenT CYP3A) y mnamMeHTOB C MHOXECTBEHHOM MHEIOMON HE CONPOBOXKJIAIACh
HapymieHHeM (apMakOKMHETHKM MNOMaIMJIOMHUAA IO CPaBHEHUIO C  MOHOTepamnuei

NOMaJIMJOMHUIOM.
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ot 10.07 2025

Bnusinue pexcamerasoHa Ha BapdapuH He 3quHo,':mgé:fgﬁgl:ﬁ%l%&%ﬁlﬁ%;&Tﬁaa{:%mo

MOHHUTOPHPOBATH KOHLIEHTPAIMIO BaphaprHa Ha (POHE KOMOMHUPOBAHHOM TEPATTHH.
4.6. PepTUIBLHOCTb, 0€PEMEHHOCTD M JIAKTAIUA

JKeHIITUHEI ¢ IETOPOIHBIM ITOTSHITUAIIOM (KOHTD&H@HHI/IH Y MYKYMH U )KGHIHI/IH)

KeHmuHBI ¢ cCOXpaHEHHBIM JETOPOIHBIM MOTEHIIMAIOM JOJDKHBI MCIONIB30BaTh 3(()EeKTHUBHBIN
METOJ KOHTpanenuuu. Eciu 6epeMeHHOCTh HACTYIMIIA BO BpeMsl JICYCHUS TOMAITUAOMUIOM, TO
MpHeM TIpernapara JOJDKEH OBITh MPEKpaIleH, a )KCHIUHA JO0/DKHA ObITh HAmpaBieHa K Bpady-
Teparoyiory ais o0cienoBaHUs M KOHCYyNbTaluu. Eciau GepeMeHHOCTh HACTYNUIIA Y KEHIIUHBL,
napTHEp KOTOPOM MOJydyaeT MOMAaTUuAOMUJ, OHA JIOJDKHA OBITh HAINpaBJIEHA K Bpady-TEPaTOJIOTy
JUIsi 00cTieioBaHusl U KOHCYJbTanuu. [loManumomua oOHApYKUBAETCS B CEMEHHOM KUIKOCTU
YyenoBeka. B kadecTBe Mephl MPEIOCTOPOKHOCTH BCE MAIMEHTHI MYKCKOTO TIOJa JIOJIKHBI
MCIIOJIb30BATh MPE3EPBATUBBI B TEUCHHUE BCETO Kypca JICUEHUs, B IEPEePhIBAX MEXKY JICUCHUEM U
B TEUEHHUE 7 JHEH Mocliie MpeKpalleHus JIeYeHHs, eclid UX MapTHepina OepeMeHHa WM UMEeeT
COXPAaHEHHBIH JIETOPOIHBIN TOTEHIIUAT U HE UCIIOJIb3YeT KaKOH-TH00 METO | KOHTPAIETIITUH (CM.
paznensl 4.3 u 4.4).

bepemeHHOCTD

[TomanugomMug Moxer oOJanaTe TepaTOreHHbIM  jaelictBueM y sonaed. [Ipemapar
MPOTUBONOKA3aH BO BpeMsi OCPEeMEHHOCTH W y JKCHIIUH C COXPAaHEHHBIM JIETOPOJIHBIM
MOTCHIIMAJIOM, 33 HCKIIOYCHHEM CIydyaeB IPUMCHECHHS C COOJIOJICHHEM BCEX YCIOBHUI
MIPEIOXPAHCHUS OT OEpEMEHHOCTH (CM. pa3feisl 4.3 u 4.4).

JlakTanus

He ycTaHOBIEHO, BBICTSETCS JIH TIOMATHIOMUJI C TPYIHBIM MOJIOKOM 4esioBeka. [Tomanmmmomut
OOHapy»XUBAJICS B MOJIOKE KpBIC, KOTOPHIM BBOIMJIM TIperapar. YUYUTHIBash BO3MOXHOCTH
HEXKeNaTeNIbHOTO JeHCTBHS TOMaIHA0MHIa Ha HOBOPOKIEHHBIX, HEOOXOAMMO MPEKPATUTH OO0
TpyAHOE BCKapMIJIMBaHHE, MO0 MPUEM TIperapara, IpuHIMas BO BHUMaHHE BaKHOCTh TPYJAHOTO
BCKApMITMBAHWSI M JICUCHUS JJIT MATEPH.

DdepTUabHOCTD

VY KMBOTHBIX IMOMAJIUIOMMJ oOOJajaeT HEeOJaronpusATHBIM BIUSHUEM Ha (EpTUIbHOCTh U
TepaToreHHbIM >pdexToM. [TomanuaoMua mpoHHKAeT uyepe3 IUIALEHTY W OOHapyXMBaeTcsl B
KpPOBH 1101 (COTIIaCHO JIaHHBIM, TIOJTYYCHHBIM Ha KpOJIHKax) (cM. pa3aen 5.3).

4.7.Biusinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMU CpeACTBAMHM MU padoTaTth ¢
MeXaHHU3MaMH

[Tpenapat [Tomnumaiin 061agaeT He3HAUUTENBHBIM WIIM YMEPEHHBIM BIMSHUEM Ha CIOCOOHOCTh
YVOPaBIsATh TPAHCIOPTHBIMH CpPEACTBAMHM MM MexaHu3mamu. Hekoropble HexenareabHbIe

p€aknuun Impermapara HOMJ’IHM&ffI}I, TaKHME KaK YTOMIIIEMOCTH, 3aTOPMOXKCHHOCTb, CIIYTAHHOCTDb
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CO3HaHMsA M TOJIOBOKPYKEHHE, MOTYT OTPUUQIEILHO Bttt e RibedbRoct s TVTIDaBJTeIHI/IH

aBTOMOOWJIEM U BBINIOJHEHHWE MOTEHIMAIBFHO ONACHBIX BHJOB JIEATEIBHOCTH, TPEOYIOLIHX
NOBBIIIEHHONW KOHLIEHTPAIlMM BHUMAHHS M OBICTPOTHI IICHXOMOTOPHBIX peakuuid. Ilpu
HOSIBJICHUH TaKMX HEXEJAaTeNbHBIX SBJICHUI CIeoyeT BO3AEP)KaThbCs OT BBIOIHEHHS IaHHBIX
BUJIOB JICSITEIbHOCTH.

4.8. HexxenarejibHbIEe peaKnuu

Pesrome npoduiist 6e3onacHocT

Bo Bpems KITMHUYECKUX HCCIeI0BaHUI Hanboee YaCThIMU HEXeNNaTeIbHBIMU PEaKUsIMU ObLITN
HapyLICHHUs] CO CTOPOHBI KPOBU U JuMpaTudyeckor cuctembl: anemus (45,7 %), HedTporneHus
(45,3 %) u Tpombonmronenus (27 %); cpenu oOUIMX HAPYIICHUH U peakluii B MECTE BBEICHUS
npeobnananu yromisieMocts (28,3 %), moBeimenue temnepatypsl (21 %) u nepudepuueckue
oreku (13 %); cpean undexuii U nmapasutapHbix 3aboneBanuii — mHeBMoHus (10,7 %). Kax
He)KenaTellbHas peakius nepudepudeckas Heiipornatus 3aperucrpupoBana y 12,3 % manueHros,
a BEHO3HbIe ’MOonuueckue W TpomoOoTHueckue Hapymenus (BOTH) — y 3,3 % nammenTos.
Hamnbosee vacThIMU HEXENATENbHBIMUA pEaKIUAMUA 3 Wid 4 cTeneHd ObUIM HapyLICHUs CO
CTOPOHBI KPOBU U JUM(PATHUECKON CUCTEMBI, BKIItouasi HeuTporenuto (41,7 %), anemuro (27 %)
u TpoMbOouuronenuto (20,7 %); cpenu nndexuii 1 nHBa3zud — nueBMoHUS (9 %); cpean obmux
paccTpoiCTB M HapyIIEHUI B MECTE BBEACHUS Mpenapara — yromiasieMocTs (4,7 %), oBbIIEHHE
temrneparypbl (3 %) u mnepudepuueckue oteku (1,3 %). Hambomee wactoit cepbe3HOU
HEeKeNaTeNIbHOM peakuued okazamace nHeBMoHHs (9,3 %). U3 jApyrux cepbe3HbIX
HEeKeNaTeNbHBIX peaklnii 3aperucTpupoBanbl GpedpunbHas HeiiTponenus (4,0 %), HelTponeHus
(2,0 %), tpombomnuronenus (1,7 %) m BOTH (1,7 %). HexenatenpHble peakiuu yarie
BO3HHUKAJIM BO BPeMs MEPBBIX JIBYX ITUKJIOB JICYCHUST TOMATHJOMHUIOM.

Tabanunoe pPE3IOME HEXKENaTeIbHBIX PEAKIINI

B pannomusupoBanHoM uccieaoBanuu CC-4047-MM-003 302 nauueHTa ¢ peuuIMBUPYIOLIEN U
pedpakTepHOit MHOKECTBEHHON MHUEIOMOMN MOJIyJasid rmoMaiuaoMus 1mo 4 mr 1 pa3 B JieHb ¢ 1
mo 21 neHb MOBTOPHBIX 28-THEBHBIX IMKJIOB B KOMOWHAIIMU C €XKCHENETbHOW HU3KON 1030
JIeKCaMeTa30Ha.

Hexenatenbubie peakiuu (HP), Bo3HuKaBmIMe y TAlMEHTOB MpU JIEYEHUH KOMOUHAIMEH
MOMAIMIOMHUIA M JeKCaMeTa30Ha, MpEACTaBICHb HWXKE B TaOnuie 4 B COOTBETCTBHH C
Kiaccuukanuei mopaxeHuit opranoB u cucrem opranoB MedDRA ¢ yderom wactots! Bcex HP
u yactotel HP 3 unu 4 crenenu TsHkecTH.

[IpuBenena yactora pa3BUTHS HEXEJATEIbHBIX PEAKLMI B TPYyNIE JICUEHUs TOMATUAOMHIOM B
KOMOUWHaIMHU ¢ aekcamerazoHoM B uccienoBannu CC-4047-MM-003 (n = 302). HexxenatenbHbie

pPC€akiuu MnepeUUCICHbI HUXKE B COOTBETCTBUU C KHaCCH(l)HKaHHefI IO OCHOBHBIM CUCTEMaM H
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knaccudukanuein BcemupHoit opranmzanuu 3apaBooxpanenus (BO3): odyenp wacto (> 1/10);

gacto (> 1/100, < 1/10); meuacto (> 1/1000 u < 1/100); penko (= 1/10000 u < 1/1000); oueHb

peako (< 1/10000); wacrora Heus3BecTHa (HE MOXKET OBITh YCTAHOBJICHa Ha OCHOBaHUU

UMEIOIIHNXCS TAHHBIX).

Tabnuna 4. HexenatenbHble peakldd, 3aperUCTPUPOBAHHBIC B KIMHHYECKOM HCCIICIOBAHUU

MM-003 y manueHToB Ha (OHE Tepanuy MOMATHIOMUIOM H JEKCAMETa30HOM

CucreMHO-OpraHHbII

HexenareabHble peaknumn

HexenareabHble peaknuu

H08000pa308aHUs (BKIOYASL
KUCMbl U NOJIUNDL)

KJace (cymMMapHo0), 4acToTa 3—4 creneHu TAKECTH,
4acToTa

Hugpexyuu u unsasuu Ouenwv uwacmo: Yacmo:
nHeBMOHMS  (OakTepualibHas, | HEUTPONIEHUYECKH  Cercuc,
BHUpYyCHas u rpuOKoBasi| MHEBMOHUS  (OaKTepHaIbHas,
uHpeKus, BKJIIOYAsi | BUPYCHAS u rpubKoBas
ONMOPTYHUCTHYECKUE nHpexus, BKJIFOYAsI
uHpeKImn) ONMOPTYHUCTHYECKHE
Yacmo: uH(peKIun),
HEUTPONEHUYECKU  Ccercuc,| OpPOHXOMHEBMOHUS, MHPEKIIUN
OpOHXOIHEBMOHHUS, OPOHXMUT,| ABIXaTEIbHBIX nyTeH,
uH(peKIuu JBIXaTEeNbHBIX | UH(EKINH BEPXHUX
nyTeld, WHPEKIUN BEPXHHX | JbIXATCIbHBIX MyTEH
JIBIXaTEeJIbHBIX nyreu, | Heuacmo:
Ha30(apUHTUT, OpOHXWUT, OTIOSICHIBAIOIIIMIA
ONOSICHIBAKOIIMI JIMILIAN JIMIIan

Jlobpoxauecmeennvie, Heuacmo: Heuacmo:

3710KAYecmeeHHbvle U 0a3aIbHO-KJIETOYHAS 0a3aIbHO-KJIETOYHAS

Heymo4HeHHble KapIuHOMa KOXH, | KapImHOMa KOXH,

IIJIOCKOKJICTOYHAsT KaplnuHOMa
KOXH

IJIOCKOKJICTOYHAs KapHoHHOMA
KOXH

Hapywenus co cmoponul

Ouenv yacmo:

Ouenv yacmo:

Kpo8uU u tumgamudeckol | HEUTPOIICHUS, HEUTPOIICHUS,
cucmemul TPOMOOILIUTOTICHHSI, TPOMOOIIUTONICHH S, aHEMUS
JeHKONeHUsI, aHEMUs Yacmo:
Yacmo: bebpriibHas HEUTPONEHMS,
bebOpriibHast HEUTPOTIEHUS JICHKOTICHUS
Hapywenus memabonuzma u | Ouensv uacmo: Yacmo:
NUMAaHuUs CHU)KCHHE armeTHuTa THIepKaTueMus,
Yacmo: TUIIOHATPUEMHUS
TUIepKaTueMus, Heuacmo:
TUTIOHATPUEMHUS CHI)KCHHE allleTuTa
Hcuxuuecxkue napywenua | Yacmo: Yacmo:

CIIYTaAaHHOCTb CO3HAHUA

CIIYTAaHHOCTb CO3HAHUIA

Hapywenus co cmoponvr | Yacmo: Yacmo:
HEPBHOU CUCEMbL 3aTOPMO>KEHHOCTb, 3aTOPMOKEHHOCTh
nepudepuyeckass ceHcopHasi| Heuacmo:
HelponaTus, nepudepuyeckas  CeHCOpHas
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CucreMHO-OpraHHbII

e
TR, ]

HemenaTeJILH-ue_peaxmm_

y
JULLE ]

OEATENBAOC TS

KJj1ace (cymMmMapHO), 4acToTa 3—4 creneHu TAKECTH,
4acToTa
TOJIOBOKPY>KEHHE, TPEMOP Helpomnarus,

rOJIOBOKPY’KEHHUE, TPEMOP

Hapywenus co cmoponvr | Yacmo: Yacmo:
opeaua cuyxa u 1adupuHma | BEpTUTO BEPTUTO
Hapywenus co cmoponvr | Yacmo: Heuacmo:

cocy008

TpoMO03 TITyOOKHX BEH

TpoM0O03 TITyOOKHX BEH

Hapywenus co cmopoHul
ObIXAMENbHOU CUCTEMDL,
0p2ano06 2pyOHOU K1emKu U
cpedocmenust

Quens uacmo:

OJIbIIIIKA, KallleNb

Yacmo:

TpOoMOOAIMOONIUS ~ JIETOYHOM
apTepuu

Yacmo:
OJIBIIIIKA
Hevacmo:

TPOMOOIMOOITHS JIETOYHOMN

apTepuu, Kallelb

Kenyoouno-kuweunvie
HapyuieHus

Ouenwv yacmo:

Japesi, TOUTHOTA, 3a1op
Yacmo:

pBOTA, >KEITYJIOYHO-KHUIIIEUYHOE
KPOBOTEUCHHE

Yacmo:

Japesi, ppoTa, 3arop
Heuacmo:

TOIITHOTA, JKEITyJOYHO-

KHUIICYHOC KPOBOTCUCHHC

Hapywenus co cmoponvr | Heuacmo: Heuacmo:
neyenu U Hcenuesbl8o0AWUX | TANEPOMITUPYOUHEMHUS runepOnIMpyOnHEMUs
nymetu
Hapywenus co cmoponvr | Yacmo: Yacmo:
KOJICU U NOOKOICHBIX MKAHel | ChINlb, KOXKHBIN 3y]1 CBIIb
Hapywenus co cmoponvt | Ouens yacmo: Yacmo:
MbluleyHoll, ckelemuol 4 | 00JIb B KOCTAX, MEIIICYHbBIE| 00Jb B KOCTAX
COeOUHUMENbHOU MKAHU | CTIa3MBbl Heuacmo:

MBIIIICYHBIC CIIa3MBbI

Hapywenus co cmoponul
No4eK U MOUeBblBOOAUIUX
nymeti

Yacmo:
MoyeyHasi HEJO0CTaTOYHOCTD,
3aIepyKKa MOYU

Yacmo:

MoYyeyHast HeJOCTAaTOYHOCTD
Heuacmo:

3a/1epKKa MOUH

Hapywenus co cmoponut
PEnpPOOYKMUBHOU cucmemvl U
MOJIOUHbIX Jicene3

Yacmo:
0o B 00J1aCTH MAJIOTO Tas3a

Yacmo:
0o B 00J1aCTH MAJIOTO Tasa

Obwue napyuwienus u
peakyuu 6 mecme 86e0eHus

Ouenb yacmo:

YTOMJISIEMOCTh,  TOBBIIICHUE
TEMIIEPATYPHI,
nepudeprudeckie OTeKu

Jlabopamopmuvie u
UHCMPYMEHMANbHbLE OAHHbLE

Yacmo:
HEUTPOIICHUS,  JICUKONEHUS,
TPOMOOIIUTOTICHHSI,

IIOBBIINICHUE aKTUBHOCTHU

ATaHMHAMUHOTpaHchepassl

Yacmo:

YTOMIISIEMOCTb,  TOBBIIICHHE
TeMITepaTyphl,
nepudepudeckue OTeKu
Yacmo:

HEUTpPOIEeHUS, JICUKOTICHUS,
TPOMOOIIUTOTICHHSI,
TTOBBIIIICHHUE aKTUBHOCTH

aJlaHMHAMUHOTpaHCcepasbl
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KIMHHUYECCKHUX HUCIIbITAHUAX, B Ta6J'II/IHe HHUXKC IIPEACTABIICHBI OJAaHHBIC I10 HEXCIATCIbHBIM

pPCaKkuusM, BbIABJICHHBIM B TCUCHUC TOCTPETUCTPALTMOHHOT'O Ha6JHOI[eHI/I$I.

Tabnmuna 5. HexenarenbHble peakiuu, 3aperUCTPUPOBAHHBIC Y MAIIMEHTOB Ha (hoHE Tepanmuu

noMajinaoMHuaoM B HOCTpeI‘I/ICTpaI_II/IOHHBIf/i nepuon

CucTeMHO-OpPraHHbII
KJ1ace

HeskenareabHble peakunuu
(cymMapHo), 4yacToTa

HexenarenbHble peakuuu
3—4 cTeneHN TAKECTH,
4acToTa

Hngpexyuu u unsazuu

Yacmoma Heuzgecmua:

Yacmoma Heuzsecmua:

Yacmoma neusgecmua:
aHapUIAKTHYECKAsl peaKus

peakTuBanus BHUpyCa| peakTUBalusl BUpyca renaTura
rernaruta B B

Hapywenus co cmoponvr | Yacmo: Yacmo:

Kposu u aumgpamuyeckoli | NAHIUTOTICHUS MaHIUTOICHUS

cucmemol
Hapywenus co cmoponvr | Yacmo: Heuacmo:
UMMYHHOU CUCTEeMbl QHTMOHEBPOTUYECKUI  OTEK,| aHTMOHEBPOTUUYECKUI OTEK,

KparuBHUIA KparvBHHIIA

Yacmoma neusgecmua:
aHauIaKTHYECKasi peaKIus

DHOOKpUHHbLE HAPYULEHUs

Heuacmo:

CUHAPOM JIM3KCa OITYXOJIH

TMIIOTHPEO03
Hapywenus memabonuzma u | Yacmo: Yacmo:
nUMaHus TUIEPYPUKEMUS TUIIEPYPUKEMUS
Heuacmo: Heuacmo:

CUHAPOM JIM3KCa OITYXOJH

Hapywenus co cmoponwi

Yacmo:

Heuacmo:

UHpapKT MHOKapa

HEpPBHOLL cucmembl BHYTpUYEPEITHOE UHCYJIBT, BHYTpUYEPEITHOE
KpOBOTEUYEHHE KPOBOTEUYECHHE
Heuacmo:
UHCYJIBT
Hapywenus co cmoponvr | Yacmo: Yacmo:
cepoya ceplieyHass HEAOCTaTOYHOCTh,| CEpAECUHas HEOCTATOYHOCTD,
¢ubpuiauug  npencepaui, | GuOPHILIALMS NpeacepaAnii

Heuacmo:
nH(papKT MHOKapaa

nymeu

Hapywenus co cmoponvr | Yacmo: Heuacmo:
ObIXAMeNbHOU CUCmeMbl, | HOCOBOE KpOBOTEUYEHHE, | KPOBOTEUECHHUE,
0p2eaHos 2pyOHOl KlemKu 1 | IHTePCTULIHATBLHOE MHTEPCTULIUAIBHOE
cpedocmenust 3a00J1eBaHUE JIETKUX 3a00J1€BaHUE JETKUX
Hapywenus co cmoponvr | Heuacmo:
neyeHU U JHcenuesblgo0AWUX | TeaTUT

Hapywenus co cmoponul
KOJCU U NOOKONCHBIX MKAHEll

Yacmoma neuzeecmua:
JIEKapCTBEHHAs PEAKIUS C
s03uHODUINEH 1
CUCTEMHBIMH  CHUMIITOMaMH,
TOKCHYECKHUH HIepMaIbHbII
HEKPOJIU3, CAHAPOM

Yacmoma neuzsecmnua:
JIEKapCTBEHHASI PEAKIIUS C
203UHOUINEN U CHCTEMHBIMU
CHMIITOMaMH, TOKCUYCCKUH
SMUICPMATbHBIN HEKPOIIU3,
cunapom CtuBeHca-/[)KoHCcOHa
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CucTeMHO-OpraHHbII He:xkenarean
KJ1ace (cyMMapHoO), 4acToTa 3—4 cTeneHM TAKECTH,
4acToTa

CruBenca-/l>xoHcoHa

Jlabopamophvie u Yacmo: Heuacmo:
UHCMPYMeHmalbHble OaHHble | TIOBBIINIEHNE  KOHIIGHTPAIUH | TIOBBIIIEHWE KOHIICHTPAIIUU
MOYEBOI KHCIOTHI B IIJa3ME| MOYEBOM KHCIIOTHI B IIJIa3Me
KPOBH KPOBH
Omnucanyre OTACIbHBIX HeXKEIATEAbHbIX PEaKITUN

Tepamozenrnocmo

[TomanuaoMuJ CTPYKTYPHO CXOJEH C TaJIMJIOMHJIOM, U3BECTHBIM TEPATOI€HOM JIJISl YEJIOBEKa,
KOTOPBI BBI3BIBACT TSDKEIBIC, YIPOXKAIONIME >XHU3HU BPOXKICHHBIE nedeKThl. OOHapyXeHO
TEpaTOreHHOE JEHCTBHE MOMalUAOMHAa B IEPHOJ OCHOBHOIO OpraHoreHe3a IIpU €ro
IPUMEHEHHUHU Y KPBIC U KPOJIMKOB (cM. paszensl 4.6, 5.3). Ilpu npueme nomanuiomMuia BO Bpems
OEpEeMEHHOCTH Yy JIFOACH BEPOSTHO MPOSBIICHUE €T0 TEPATOTCHHOTO IEUCTBUS (CM. pasnen 4.4).
Hetimponenus u mpomboyumonenus

Heiirponienus Oblia 3apeructpupoBana y 45,3 % nanueHToB, MOJyYarolUX MOMAJIMIOMM] B
COUYETaHMHM C JeKcaMeTa30HOM B HU3KOM no3e (Pom + LD-Dex). Helitponienus 3 unu 4 crenenu
TsOKeCTH BO3HHMKana y 41,7 % mnanueHToB, MpU 3TOM HEUTPONEHUs penko Oblia Cephbe3HOU
(2,0 % mnanueHToB), HE NPUBOAWIA K IPEKPAILCHUIO JIeYeHUs, Obula MPUYMHOM NepepbiBa B
nedeHun y 21,0 % nmanueHToB U MPUYMHON CHUKEHUS 10361y 7,7 % MalueHToB.

®ebpunbHas Hertponenus (PH) Obuta otmedena y 6,7 % nanuentoB Ha pone Pom + LD-Dex.
Bce mpossnenus 6sum 3 1 4 crenenu tsokectd. @H npusHana cepbesnoit y 4,0 % nmanueHTos,
ObUTa IPUYMHOM NepephiBa B JiedeHuu y 3,7 % MalueHToB, NPUUMHON CHIXKEeHHS 10361 — Y 1,3 %
nanueHToB. Hu y olHOro nmanueHTa JieyeHue MOJIHOCTBIO HE NPEKPAIaioch.

TpombouuTonenus 6bl1a 3apeructpuposana y 27,0 % nauuentos, noiay4yasmux Pom + LD-Dex.
TpombouuTonenus 3 wunu 4 creneHu Tsokect Obiia y 20,7 % DanueHToB, NpU 3TOM
TPOMOOIIMTONEHUSI paclieHeHa Kak cepbe3Hasd y 1,7 % ManueHToB, cTajla NPUYMHON CHUKEHHUS
1036l y 6,3 %, nepepsiBa B geueHun y 8 % u npekpamenus jedenus y 0,7 % manueHTos.
Unghexyuu

WNndexkunn okazanuch Hambosee YacThIM HEreMaTOJIOTMYEeCKUM MPOSIBICHUEM TOKCUYHOCTH:
OHM 3apeructpupoBanbl y 55,0 % mnanuentoB npu jedeHun Pom + LD-Dex. IlpumepnHo
MOJIOBMHA 3TUX MH(peKuuit Obu1a 3 nim 4 crenenu Tsokectd. Hanbosee 4acThIMU OCTIOKHEHUSIMU
ObUIM MMHEBMOHHUS U MHEKIUHN BEpXHUX AbIxaTenbHbIX myTeit (y 10,7 % u 9,3 % mauueHTos,

cooTBeTCTBeHHO). B 24,3 % cnydaeB mHbeknun ObUTH cepbe3HBIMH W Y 2,7 % TaIMEeHTOB
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y 2,0 % nanueHToB, npepriBanus JeueHus y 14,3 % u cuukenus 1o3b1 y 1,3 % nauueHTos.
TpombosMbOIUUECKUE HAPYUEHUSL
Benosubie smbonuueckue wuian tpomOoTnueckue Hapyuenus (BOTH) BeisBiensr y 3.3 %
MAalMEHTOB, Nnoiay4daBmux Pom + LD-Dex. Otu HapyuieHus 3 uinu 4 CTENeHH TAKECTH OTMEYEHBI
y 1,3 % mnauuentoB. Y 1,7 % mnamuentoB BOTH npusnanel cepbesubiMu. BOTH He
COITPOBOKIAIUCH JICTAJIHLHBIM HCXO0JI0M M HE TPEOOBAIN MPEKPAIICHHS JICUCHHS.
[TpodunakTuyeckoe NpUMEHEHHE AllETUIICATUIIUIOBON KUCIOTHI (MU JPYTUX aHTHUKOAryJIIHTOB
y MAalMEeHTOB C BBICOKUM PUCKOM) ObUIO 00si3aTeidbHBbIM. [Ipu OTCYTCTBHH MPOTHBOIIOKA3aHUN
PEKOMEHI0BAJIOCH TAKXKE JICUEHNE aHTUKOAryJITHTaMU.
Iepughepuueckasn netiponamus
[Tepudepuyeckas HeliponaTHs, B OCHOBHOM | WM 2 CTENEHU TSXKECTH, oTMedanach y 12,3 %
nanyeHToB npu Jieduenuu Pom + LD-Dex. Peakium 3 unm 4 CTENEHU TSKECTH
3apeructpupoBanbl 'y 1,0 % mnanuentoB. Cepbe3HbIX nepudepuueckux Helponatuii He
Pa3BUBAJIOCH, a JIEYEHUE B ATOM CBsI3M ObLIO TpekpaiieHo y 0,3 % maueHToB.
Menuana Bpemenu 10 MaHudecrauuu nepudepudeckoid HeHponaTuu cocTaBisuia 2,1 Hemenu
npu konebanusx ot 0,1 mo 48,3 Henenb.
Menauana BpeMeHH 10 pa3pelieHns 3TOTro OCJI0KHEHUS cocTaBisiia 22,4 Heleu.
Kposomeuenus
CooOmanioch 0 cinydasx KpOBOTEUEHMI Ha (POHE JeUeHUs MOMATUIOMHUIOM, OCOOEHHO Yy
MAIMEHTOB C Hamu4ueM (PaKTOpOB pHUCKA, TaKMX KaK COMYTCTBYIOIIMN MPHEM IpernapaTos,
YBEJIMYUBAIOLIUX PHUCK KPOBOTEUEHMH. DNU30/bl KPOBOTEUEHHUI BKIIOYANIM B ce0si HOCOBBIE,
BHYTPHUYEPEITHBIE U JKEITyI0YHO-KUIIIEYHBIE KPOBOTCUECHHSI.
Annepauueckue peakyuu u msoicesble KOJHCHble peaKyuu
AHTHMOHEBPOTUYECKUN OTEK, aHaUIAKTUYeCcKass peaklus U TsOKENble KOXXKHBIE pPeaKIIHH,
Bimroyass CCJIl, TOH um DRESS cunapomsl Obutk 3apeructpupoBaHbl Ha (oHe mpuema
noManuaoMua. [lanueHTsl ¢ TAXKENoW KOKHOM peaknueld B aHaMHE3€, CBSI3AHHOW C JICYEHUEM
JICHATUIOMUIOM UJTH TaTHJAOMUAOM, HE JTOJKHBI OTy4aTh MOMaIuaAoOMuA (cM. pasaen 4.4).

eTH
HP, 3aperucrpupoBaHHble y JneTeil M mnoapocTkoB (B Bo3pacte oT 4 1o 18 jer) c¢
PEUAUBUPYIOMIUMH WA TPOrPECCUPYIOLIMMH OIMYXOJSMU TOJIOBHOTO MO3Ta, COOTBETCTBOBAIIN
U3BECTHOMY MPOIIII0 OE30MaCHOCTH MOMAIHIOMUIA Y B3POCIIBIX MAMEHTOB (cM. pa3zen 5.1).

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

BaxHo coo01maTs 0 M0J03peBacMbIX HEXENATEeNbHbIX PEAKIUAX MOCIEe PEruCcTpalluu Ipenapara

C ICIBIO obecreueHus HCIIPEPLIBHOI'O MOHUTOPHHIA COOTHOLICHUA «II0JIb3a — PHUCK»
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JIEKapCTBEHHOT'0 Tnpenapara. MeauimHCKuM pa 60THHK&'IH%G-K1|1:VI‘Q%€1TC§%H6TLL‘&1 b g:JI'E)BHX

MO/I03PEBACMBIX HEXKEJIATENbHBIX PEAKIUAX JICKAPCTBEHHOTO Mpernapara 4yepe3 HalluOHAJIbHbIC
CUCTEMBI COOOIIEHUSI O HEXKENaTeNbHBIX PEaKIMsIX TOCyIapCcTB — WICHOB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccuiickas @enepanus

®denepanibHas ciryx0a 1Mo Ha30py B cdepe 3apaBooxpanenus (Poc3apaBaanazop)

Anpec: 109012, r. Mocksa, CiiaBsiHCKast Iiomaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru

Pecny6nuka benapych

PVII «lleHTp sKCHIEpTU3 U UCIIBITAHUI B 3IpaBOOXPAHCHUL)

Anpec: 220037, r. Munck, nep. ToBapuiieckuii, 2a

Temedon: +375 17 231 85 14

®axkc: +375 17 252 53 58

DnekTpoHHas nodra: repl@rceth.by

Caiit: www.rceth.by

Pecnybnuka Kazaxcran

PecnyOnmkaHckoe ToCylIapCTBEHHOE TMpEANpUATHE Ha TpaBe XO3AWCTBEHHOTO BEICHUS
«HaunonanbHblil LleHTp 3KCHepTH3bl JIEKAPCTBEHHBIX CPEICTB M MEAUMLUMUHCKHUX W3JCIIHI
Komutera MequimHckoro u apmareBTruueckoro koutposs M3 PK

Anpec: 010000, r. Acrana, yn. Mmanosa, 13

Tenedon: +7 7172 78 98 28

OnexTpoHHas noyra: farm@dari.kz

Caiit: www.ndda.kz

PecniyOnuka Apmenus

AO3T «HayuHbIil LHEHTp 3KCIEPTU3bI JEKAPCTB U MEIULMHCKUX TEXHOJOTHMH WM. aKaJeMHKa
3. 'abpuensHa»

Anpec: 0051, r. Epesan, nip. Komuraca 49/5

Tenedon: +374 60 83 00 73

CaiiT: www.pharm.am

Keipresckas PecriyOmirka

JlemapTaMeHT JIE€KapCTBEHHBIX CPEACTB M MEAUIMHCKUX W3Jenuil Tpu  MMUHHCTEpCTBE
3npaBooxpaneHus Keiproizckoii PecrryOmmku

Anpec: 720044, r. bumikexk, yn. 3-a Jlunus, 25
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Tenedon: 0800-800-26-26, + 996-312-21-92-88 (MOCNEAOBATENLHOCTL 0002)

OnextponHas noyra: dlomt@pharm.kg

Caiit: www.pharm.kg

4.9.lepeno3npoBka

CHMIITOMBI

[TomanumaoMul B BBICOKHX OJHOKPATHBIX J03aX 710 50 MI' y 370pOBBIX JOOPOBOJIBIIEB U B J103aX
10 Mr mpu HNOBTOPHBIX €XKEAHEBHBIX MPHEMaxX y MAlMEHTOB C MHOXECTBEHHON MHUEJIOMON HE
BBI3BIBAJI CEPHE3HBIX HEXKENATEIBHBIX PEaKIHii, 00yCIOBICHHBIX MEPEI03UPOBKOM.

Jleuenue

B uccnenoBanusax 6p110 OTMEUEHO, YTO TOMATUAOMU]] YAAIAETCS IPU TEMOUAIN3E.

B cnyuae nepeno3upoBKy peKOMEHyeTCs MOAIEPKUBAIOIAs TEpaIIns.

5. DPAPMAKOJOT'MYECKHE CBOMCTBA

5.1. ®DapmakoauHAMHYECKHE CBOCTBA

q)apMaKOTepaHGBTI/I‘IGCKaﬂ rpymnma: MMMYHOACIIPECCAHTLI; APYTUC KMMYHOOCTIPECCCAHTHI.
Kon ATX: LO4AX06

MexaHu3M ASHCTBU, (baDMaKOHI/IHaMI/ILIeCKI/Ie Bd)d)eKTBI

[Tomanuoomua  obnagaeT  mOpsAMOW  AHTMMHEIOMHOM  TYMOPOLMAHOM  aKTHBHOCTBIO,
JEMOHCTPUPYET HMMYHOMOJYJIMPYIOIIEE JEUCTBHE U YTHETAET CTPOMAJbHBIE KIIETKH,
MOJJIEP’KUBAIOLIME POCT OMyXOJIEBBIX KJIETOK MUeNoMBbl. [lomannaomur n30upareabHO yrHETaeT
nposndepaluio M BBI3BIBAET AaloNTO3 IeMaTONO3TUYECKUX KIETOK omyxonud. Kpome Toro,
NOMAJIMJOMHUJ] yTHeTaeT npoiaudepanuo JIMHUH KIETOK MHOYKECTBEHHOM  MMEJIOMBI,
YCTOMYMBBIX K JICHAIUIOMHAY, U 00JaaeT CUHEPTU3MOM C JIEKCAMETa30HOM IO CIIOCOOHOCTH
BBI3BIBATH AIIONTO3 KAaK YyBCTBUTEIBHBIX, TAK M YCTOWYMBBIX K JICHAIWJAOMHIY JIMHUN
OILyXOJIEBBIX KJIETOK. [IoManuaoMu1 yCUIMBAET KIIETOYHBIA UIMMYHHTET € y4acTHUeM T-KIETOK U
IOPUPOJHBIX KUJJIEPOB M yTHETaeT 00pa3oBaHME MPOBOCHAIUTENBHBIX IIUTOKHMHOB (HampuMep,
dakTtopa Hekpo3a omyxonu-a, TNF-a, u uaTepneiikuna-6, I1L-6) mononuramu. [Tomanmmomun
TaK)K€ TOPMO3UT aHTHOTeHe3, OJOKUPYS MUTPALMIO U aAr€3UI0 KJIETOK SHAOTENHS.

[TomManuaoMuy CBSA3BIBAETCS HETOCPEACTBEHHO C OENKOM LepeOIOHOM, BXOJSIIUM B COCTaB
komriekca E3 yOukBUTHHIMIa3bl, KOTOpbIM BkiItoyaeT Oenok-1 (DDBI1), cBsa3biBarommiics ¢

MOBpEXIeHHOU ne3okcupudonykienHoBor kucioroi (JHK), xkymmun 4 (CUL4) u perymnstop
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KOMILIEKCA.
Pa3HoOOpasue BIUSHUI MOMAIUIOMH/IA HA KJICTKH MOXXHO OTYacTH OOBSCHUTH jaeilicTBueM E3-
yOUKBUTUHIINTA3, OMTOCPEAYIOIINX MOTNYOUKBUTHHUPOBAHUE PA3INYHBIX CyOCTPATHBIX OEJIKOB.
B npucyrcTBuM momanuaoMuza B YCIOBUAX in vitro cyoctpatHble Oenku Aiolos u Ikaros
MOJBEPraroTCs YOMKBUTUHUPOBAHHIO M TIOCIEAYIOUIEMY Pa3NI0KEHHIO, YTO MPUBOAMT K MPSMBIM
UTOTOKCUYECKHMM W MMMYHOMOIYJTUpYyIomuM 3¢dexkram. B ycrnoBusix in vivo moManugoMun
CHU)KaeT ypoBeHb Oenka Ikaros y manueHTOB ¢ peuuauBUPYIOLICH MHOKECTBEHHON MHEIOMOH,
pedpaKkTepHOIl K JICHATHIOMHTY .

eTH
B pamkax mpocToro oTKphITOro uccienoBanus (azbl 1 ¢ yBelInYeHHEM J103bl, IPOBEICHHOTO B
OJIHOM TpyIITe NaleHTOB, MaKCUMAaJIbHas NIEPeHOCUMas 1032 U/UJIN peKoMeHayemas 103a (asbl
2 MOMaNTUAOMUA Yy JeTell U MOAPOCTKOB OblIa ONpejeeHa Ha YPOBHe 2,6 Mr/M%/ieHb mpu
epopasbHOM NpuMeHeHHH ¢ 1 1o 21 1eHb HOBTOPHOIO 28-AHEBHOIO LIUKJIA.
D¢ dexTuBHOCTH HE OBLTA MPOJIEMOHCTPUPOBAHA B MHOTOIICHTPOBOM OTKPBITOM HCCJIEIOBAHUN
da3pl 2, MpPOBEACHHOM B MapaJJICNIbHBIX TPYIIax C ydacTHeM 52 JeTeil M MOJIPOCTKOB,
MOJy4yaBIIUX TMOMaIHIOMHA, B Bo3pacte oT 4 g0 18 ner ¢ peuuauBHpyOIIEd HIU
MPOTPECCUPYIONICH TJIIMOMOW BBICOKOW CTENCHHM 3JIOKAYECTBEHHOCTH, MEIYyJUI00JIaCTOMOMH,
sneHauMomMor  wim  auddy3HOM rmoMoi  cTtBosia  rojioBHoro wmo3ra  (AT'CI'M) ¢
MPEUMYIIIECTBEHHBIM PACIOIOKEHHUEM B IIEHTPATbHONH HEPBHOM CHCTEME.
B wuccnegoBanuu ¢aszpl 2 y J[ByX TAIIEHTOB B TPYMIeE TIUOMBI BBICOKOW CTENEHU
3nokadecTBeHHOCTH (N = 19) ObUT TOCTUTHYT OTBET, OMPEICICHHBIN MPOTOKOJIOM; OJIUH U3 ITHX
NAIUEHTOB JJOCTUT YaCTUYHOI'O OTBETA, a JPYrOi MaUEHT JTOCTUT JOJITOCPOYHOM CTaOUIN3aluu
3a00J€eBaHMs, YTO TMPHUBEIO K OOBEKTUBHOMY OTBETYy M JOJTOCPOYHOW CTAOMIM3AIMU
3aboneBanus Ha ypoBHe 10,5 % (95 % [AU: 1,3, 33,1). Oqun namuedT B rpyIie 3MeHIUMOMBI
(N = 9) poctur ponrocpoyHol crabuimszanuu 3a0o0jieBaHUs, B pe3yjibTaTe KOTOPOM
O0OBEKTUBHBII OTBET U J0JITOCpOUHas cTabunu3anuu 3aboneBanus cocrabuiu 11,1 % (95 % AU:
0,3, 48,2). Hu y ognoro u3 oneHuBaembix nanuentoB vy B rpymnmne JI'CI'M (N =9), uu B rpymnme
menyiobnactomsl (N = 9) He HaOIIOAANOCh MOATBEP)KICHHOTO OOBEKTHMBHOIO OTBETA HIIU
JOJTOCPOYHON cTabuin3anuu 3aboneBanus. Hu oqHa u3 4 napayuienbHBIX TPy, OLIEHUBAEMBIX
B 3TOM HUCCle0BaHuH (a3bl 2, HE JOCTUTIIA IEPBUYHON KOHEYHOU TOUKM OOBEKTHUBHOI'O OTBETA
WIN JOJTOCPOYHOM cTabuinn3anuu 3a60oneBaHusl.
OO6umii npoduns 0e30MacHOCTH MOMAIMIOMHIA y JAeTedl M IMOAPOCTKOB COOTBETCTBOBAI
U3BECTHOMY  npodumo  Oe30MmacHOCTH  NOMaJIMAOMHUAA Yy  B3POCIBIX  HAI[MEHTOB.

q)apMaKOKHHeTquCKHe napaMeTpbl OUCHUBAJINCHE B MHTCTPUPOBAHHOM q)apMaKOKI/IHeTI/I‘IeCKOM
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aHanm3e mccaenoBanmit dasel 1 u dassl 2, B|pamkax’ Q(IJ%OI;L%]E' ﬁ:nggljﬂjfE'}'roTﬂfévLﬂchne

3HAUUTENBHBIX OTIUYHUNA OT MapaMeTPOB, KOTOPHIE HAOIIONATINCH y B3POCIBIX MAIEHTOB (CM.
paznen 5.2).

5.2. DapmMakoOKUHeTHYECKHE CBOIICTBA

AOGcopOuus

[Tocne onHOKpaTHOro mMpueMa BHYTPbh BEIMYMHA BCACBIBAHUSI MMOMAJIUIOMHIA COCTABIISIET HE
MeHee 73 % u ero MakcuMalibHasi KOHLEHTpalus B mia3mMe KpoBU (Cmax) AOCTUTAETCS yepe3 2—3
yaca. CucreMHoe BoznelicTBre nmoManuaomuaa (mo mokasaremto AUC, muomaas 1o KpuBOU
«KOHIIGHTpAIUs-BpEMs») BO3pacTaeT IOYTH JIMHEHHO U NpOonopuuoHaiIbHO fo03e. [lpu
MHOTOKpPaTHOM JIO3UPOBAaHUU CTENIEHb HAKOIUIEHUS NomanujoMuna cocrasisger 27-31 % mo
AUC.

[Tpu coBMECTHOM MpHEME C BHICOKOKATIOPUHHOM MUIIEH CO 3HAUUTETbHBIM COJEP>KaHUEM KUPOB
CKOPOCTh BCAChIBaHHS MOMAaTUAOMHUIA 3aMeuisercs, cpenHee 3HaueHUE Cmax CHIDKAETCS
npuMepHO Ha 27 %, HO 0o0Iee BcachIBaHWE MPAKTUYCCKU HE M3MEHSETCS, CPEIHSS BEIMYUHA
AUC ymenbmaercst Ha 8 %. [loaTromy nmomManuaoMu MOKHO MPUHUMATh BHE 3aBUCUMOCTH OT
npreMa MuIIx.

Pacupenenenue

Cpennmii  kaxymuiics o0OwveM pacnpenencaus (Vd/F) nomaimmomuna Tpu  paBHOBECHOM
KOHIIEHTpaIlMK HaxoauTes B npenenax 62—138 n. [locne npuMmeHeHUs: mOMaInI0MuU/Ia B TEUEHUE
4 nmHelt o 2 Mr B JIeHb OH OOHAPY>KMBAETCS B CEMEHHOM KHUAKOCTH 30POBBIX JOOPOBOJIBILIEB B
KOHIIEHTpaluu npuMepHo 67 % OT ypOBHs B IJIa3Me KPOBH, KOTOPBIN JOCTUraeTcs yepes 4 yaca
(mpumepHoe Tmax) ToOcHe TmpueMa mipenapara. In  Vvitro CBsA3bIBAHUE DHAHTHOMEPOB
NoMaluAOMHUa ¢ OesIKaMH TUIa3Mbl KPOBHU YEJIOBEKA HaXoAUTCA B mpenenax ot 12 % no 44 % u
HE 3aBUCHUT OT KOHLIEHTpAIUU.

BI/IOTDaHC(bODMaHI/IH

VY 3710p0oBBIX JOOPOBOJIBIIEB [TOCIIE OJHOKPATHOTO npuema BHYTpb [14C]-nomanuaomuaa (2 mr)
OCHOBHBIM KOMIIOHEHTOM B KpoBH Obul mnomMamupomuja (mpumepHo 70 % oT ypoBHS
panuoakTUBHOCTU Mia3mbl). KonmudectBo MerabonutoB He mpeBbimano 10 % oTHOCUTETbHO
HCXOJIHOTO COEJMHEHUS WU OOIEro YpOBHS paAHOaKTUBHOCTH ILIa3Mbl.

['unpokcunupoBaHue ¢ MOCIEAYIOLIEH TIIOKYPOHU3AUEN UITH THIPOIU30M SBIISETCS OCHOBHBIM
MeTabONIMYECKUM IyTeM JUISl JIKCKPETHPYEeMOM paJuOakTUBHOCTU. [n vitro u30(pepMeHTHI
cucrembl nurtoxpoma P450, CYPIA2 u CYP3A4 oxasanuck TIJIaBHBIMH (DepMEHTaMH,
Y4acTBYIOUIMMM B THIPOKCWIMPOBAHWM IOMAJINAOMHIA. MeHblllee 3HAUEHUE UMENU
uzopepmentsl CYP2C19 u CYP2D6. Ilomamunomuna siBasiercss Takxke cyOctparom P-

riukonporenna (P-gp) in vitro. KomOuHMpOBaHHOE TPUMEHEHHE MOMATUIOMHIA C CHIBHBIM
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uaruouTopom m3odpepmenta CYP3A4/5 u P-g KeToxdgég(;nl%ﬁ“cT%H&l\'A -Erﬂﬂlx/IIC'I‘(beOM

uzodpepmenta CYP3A4/5 kapOama3ennHOM HE OKa3bIBAJIO KIMHUYECKH 3HAYMMOTO 3¢ ¢deKkTa Ha
IKCMO3UIMI0 nomMauaoMuaa. CoOBMECTHOE MPUMEHEHHE CHUIIBHOTO MHTHOWTOpa M30(epMeHTa
CYPIA2 dayBokcamMyuHa B IMPHUCYTCTBHHM KETOKOHA30J1a YBEIUYHBAIO CPEIHIOK IKCIIO3HITHIO
nomanuaomuaa Ha 107 % mpu 90 % noseputensHoM untepBaie (JU) [91 % — 124 %] B
CpaBHEHHH C KOMOMHAIWEH MOMaluJI0MHJI-KETOKOHa30d. B npyrom ucciepoBaHUM BIMSHHUSA
unruouropa nzopepmenta CYP1A2 na uamMeHenus Metaboau3Ma Mpu COYETAHHOM IPUMEHEHU U
uaruouTopa uzopepmenra CYP1A2 dayBokcamMuHa M MOMaIMAOMHIIA CPEAHSS DKCIIO3HITUS
nomanuaoMuaa ysenuumiack Ha 125 % npu 90 % nosepurensHom untepsaie (JN) [98 % —
157 %] B cpaBHEHHH C NPUMEHEHHEM IOMAIWJOMMJA B MOHOTepanuu. Eciu coOBMECTHO C
NOMAJIMJIOMUJIOM TpHUMEHSeTCd CUIbHBIM uHruourop uzodpepmenta CYP1A2 (mampumep,
U poIOKCAIMH, SHOKCAIIMH U (IIyBOKCAMHH), 103y MOMATUIOMUA HEOOXOIMMO YMEHBIIUTh
Ha 50 %. [IpuMeHeHre moManIuIOMUIa y KypUIIbIIUKOB, YIOTPEOISIONMX Tabak co CBOMCTBAMU
uHaykropa uszopepmenta CYP1A2, He oka3piBal KIMHHYECKH 3HAYMMOTO OHddeKrra Ha
HKCIIO3ULUIO TOMAIUAOMU/IA 110 CPABHEHHUIO C HEKYPALIUMU HallMeHTaMU.

Ha ocHoBaHMM NaHHBIX in Vitro MOMaTUAOMUI HE UHAYLUUPYET W HE yrHETaeT M30(epMEHTHI
cuctembl 1uTOoXpoma P450, He HHrUOUpyeT apyrue u3ydyeHHbIe TPAHCIOPTEPHI JIEKAPCTBEHHBIX
BeulecTB. [Ipy KOMOMHMpOBaHMM NOMAIMIOMHAA € cyOcTparaMy TakMX IyTeW KIMHUYECKU
3HauYMMBbI€ JIEKaPCTBEHHbIE B3aUMO/IEHCTBUS MaJIOBEPOSITHHI.

DJIMMUHALNS

CpenHuii meproJl NOJyBbIBEACHUS MOMAIUIOMUAA U3 IUIa3Mbl KPOBU COCTABISIET 9,5 4acoB y
3JI0POBBIX JOOPOBOJIBIIEB M 7,5 4acoB y MAIMEHTOB C MHOXXECTBEHHOW muenoMmoi. CpemHuit
o6mwuii kiupenc (CL/F) npenapara cocrapisieT npuoiau3utenbHo 7—10 /4.

VY 3710p0oBBIX TOOPOBOJBIIEB MOCIIE OJHOKPATHOTO npuema BHYTpb [14C]-nomanuaomuna (2 mr)
npumepHo 73 % u 15 % pannoakTHUBHOM J103bI BBIBOJMJIOCH Y€pe3 MOYKU M KHIleuHuK. [Ipu
3TOoM 0K0JI0 2 % 1 8 % 1103bI TOMATHJAOMHU/IA C YTIIEPOJHON METKOM BBIBOJMIIOCH YEPE3 MOYKHU U
KHUIIIEYHUK B HEU3MEHEHHOM BHJIE.

[TomanuaoMus B 3HAYUTEIBHOM CTENEHM MMOJIBEpraercs OMoTpaHcpopMaLuu, U oOpasyroumecs
METabONMUTHl BBIBOJSATCS MPEUMYIIECTBEHHO Yepe3 TMOYKH. [pH OCHOBHBIX MeTaboNuTa,
oOpa3oBaBIIMecs B pe3yJbTaTe TUAPOIM3a WIM TUAPOKCUIMPOBAHUS C MOCHEAYIOLIEi
TIIOKYPOHH3AIIMEH, COCTABIISIOT, COOTBETCTBEHHO, 23 %, 17 % u 12 % ot obmiero coaepxaHus
MeTabOoIUTOB B MOYE.

KomnyectBo merabonuToB, o00Opa3oBaBIIMXCS C YywyactheM Iurtoxpoma P450, cocraBuio

npumepHo 43 % oT ypoBHs oOuieil pagnoakTuBHOCTH, a HEe-CYP 3aBUCHUMBIX THIPOIUTHYECKUX
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MeTabonutoB — 25 %. B HensMeneHHoMm Buie BBIBO,I[I/I"{"EL[I:Iﬁ)ﬁ%%ﬂ;ﬁ{gﬁﬁgg:ﬂé:b/gl ::J:'%épes

NOYKH U 8 % — uepe3 KULIEUHUK).

IToyeyHas HETOCTATOYHOCTD

AHanu3 JaHHBIX TMOMYJALUOHHONW (PapMaKOKMHETHKH IOKa3zal, 4To (apMaKOKHMHETHYECKUE
napaMeTpbl [OMAIMJOMHJA CYIIECTBEHHO HE MEHAIOTCS Yy TMAalHUeHTOB C TOYEHHOH
HEJ0CTaTOYHOCThIO (ompeneneHHol no kimpeHcy kpeatuHuHa (KK) wim pacuerHoil ckopoctu
kiy6oukoBoii ¢unbrparuu, (pCK®D)) B cpaBHEHUU C MAMEHTAMHU C COXpaHEHHOU (hyHKIIUEH
nouek (KK > 60 mn/mun).

Cpenansisi HopManu30BaHHAsA dKcno3ulusa noMmanuaomuaa (onpeaenennas no AUC) y manueHToB
C MOYEYHOU HEIOCTATOYHOCTHIO cpenHeil creneHu TsxkectH (pCKD ot > 30 go < 45 mn/mun/
1,73 Mz) cocraBmia 98,2 % [90 % AU 77,4 % — 120,6 %] oT aHaNOTMYHOTO MOKAa3aTeys y
NAlMEHTOB C HOpManbHON ¢yHKIMed mouek. CpenHss HOPMAIM30BaHHAsS AKCIO3UIUSL
nomanugoMuaa (ompenenenHas no AUC) y mMalnuMeHTOB € MOYEYHOM HEIOCTaTOYHOCTHIO
Txenoit crenenn Tskectd (KK < 30 mwm pCK® < 30 mun/mun/1,73 M%) cocraBuna 100,2 %
[90 % AN 79,7 % — 127,0 %] oT aHAJIOrMYHOrO TOKAa3aTesis y MAaIMeHTOB C HOPMAaJIbHOMU
bynkueit mouek. CpeqHsis HOpMaTU30BaHHAS AKCIIO3UIUS MMOMANUIOMH A (ompeaeneHHas Mo
AUC) y naimeHToB ¢ Mo4YeYHON HEeJJOCTATOYHOCTBIO TSDKETIOW CTENEHU TSHKECTH, HYKIAIOIINXCS
B remojuamuse (KK < 30 mur/mun), yBenwmumnack Ha 35,8 % [90 % AU 7,5 % — 70,0 %] B
CpPaBHCHHMHM C aHAJOTHMYHBIM TIOKa3aTelieM y TAIHEHTOB C HOPMAJBbHOH (YHKIUEH TOYEeK.
Cpennuie u3MeHEHUs SKCIO3UIINY TTOMAIUAOMUAA B KaXKI0H IPyIIe MalueHTOB ¢ HAPYIIEHUEM
GYHKIIUH TOYEeK He TOCTUTIIM BETUYUHBI, TPEOYIOIIeH N3MEHEHUS TO3BI.

IIeueHOUHAS HEAOCTATOYHOCTD

N3menenus nmapameTpoB (apMaKOKHHETHKH y TAIUEHTOB C MEUYEHOYHOM HEJ0CTaTOYHOCTHIO
(ompenenennoit mo Yainn-Ilpl0o) B CpaBHEHHH CO 3J0POBBIMH JOOPOBOJIBIIAMH  OBLIH
YMEpEeHHbIMH. Y TMAalHUEeHTOB C TIEYEHOYHON HEIOCTaTOYHOCTHIO JIETKOW CTENMEHU TSHKECTH
CpemHsisi AKCIO3UIMS MoMaiuaoMuia yenuuuBaigack Ha 51 % [90 % AU 9 % — 110 %] B
CpPaBHEHUHU CO 3JIOPOBBIMU JTOOPOBOJIBIIAMHU. Y TAIMEHTOB C MEYEHOYHOW HEIOCTATOYHOCTHIO
CpeIHEH CTEMEeHU TSKECTH CPEAHSSI SKCIO3UIUS MOMAMIOMH/IA YBEIUYHIACh B CpPEeIHEM Ha
58 % [90 % AN 13 % — 119 %] B cpaBHEHHM CO 3/I0pPOBBIMH J0OpPOBOJIbLIAMH, TOTJa KakK y
MaIMEHTOB C TSOKEJIOW MEeYeHOYHON HelocTaTouyHOCThIo — Ha 72 % [90 % AU 24 % — 138 %)].
CpenHee TMOBBIIIEHWE  OKCHO3WIMKA  TIOMAIWIOMHUIA y  TAIMEHTOB C  TEYEHOYHOU
HEJOCTATOYHOCTHIO B KaXJIOW TPYIMIEe HE MOCTUTAIO BEIMYMHBI, TPeOYIOUIeH H3MEHEHHUS €ro
110361 (cM. paznen 4.2).

[anmeHThl MOXKWJIOT0 BO3pacTa
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AHanu3 JaHHBIX MOMYJIAIUOHHON (hapMaKOKUHETUKU Y é%bsl%%ﬁo%%h‘hgﬁﬁéﬁrm c

MHOKECTBEHHON MHUEIOMOM HE BBISIBHJI 3HAYMMOT0 BIUsHUS Bo3pacTa (19—83 roga) Ha kimpeHc
MOMaJTUAOMUIA TIPU TIEPOPATLHOM TIpueMe. B KIMHUYECKHX HCCIECIOBAHHIX HE TPEeOOBAIOCH
U3MEHEHHS JI03bl y TIAIIMEHTOB B BO3pAcTe > 65 JeT, NOJyYaBIIuX MOMATUAOMHI (CM. pa3zieln
4.2).

JIpyrue 0coOble TPYIIIBI WJIM COCTOSIHUS

AHan3 JaHHBIX TOMYJISIMOHHON (apMaKOKHHETUKHU C UCHOIH30BAHNUEM JIByXKaMEPHOM MOIEIH
MOKa3aJjl, YTO 3/10pPOBbIe CYOBEKTHI U MAllUEHThI C MHOKECTBEHHON MHEIOMON UMENH CpaBHUMbIE
kaxymuiicss kimpeHc (CL/F) m kaxymuiics o0beM pacmnpeneneHus B LEHTPaIbHON KaMmepe
(V2/F). B nepudepuyeckix TKaHAX NOMAIUJOMU TOTJIONMIAJICS MPEUMYIIECTBEHHO OITyXOJISIMHU
¢ KaxymmMmcs mnepudepudeckuMm kaupeHcom  pacmpexaeneHuss (Q/F) wu  xaxkymmmcs
nepudepudyeckum odremom pacnpenenenus (V3/F), coorBeTrcTBeHHO B 3,7 U 8 pa3 BbIlIE, 4eM Y
3JIOPOBBIX CYOBEKTOB.

eTu
[Tocne OIHOKpPaTHOrO MEpPOPaIbHOTO IpHUEMa IMOMAIWIOMMIA JETbMH M TMOJPOCTKAMHU C
PELUAUBHUPYIOIICH UM MPOrPECCUPYIONIeH MEepBUYHOM OMYXOJIbI0 TOJIOBHOTO MO3Ta CpeiHee
3HaYeHUE Tmax COCTABIATIO OT 2 10 4 YacoB IMOCIE BBEAEHUS 03Bl U COOTBETCTBOBAJIO CPEAHEMY
reoMerpuueckomMy 3HaUeHUIO Cmax (CV %) 74,8 (59,4 %), 79,2 (51,7 %) n 104 (18,3 %) Hr/mi
npu ypoBHsX 103 1,9, 2,6 u 3,4 mr/m? coorserctBeHHO. AUC0.24 1 AUC.inf XapaKTepPU30BATUCH
AQHAIOTMYHBIMU TEHACHLIMSIMH, OOLIMI ypOBEHb BO3JACHCTBUS HAXOIWJICS B JHANa3oHE
npubsnusutensHo ot 700 go 800 u-Hr/mMia mpu ABYX Oojiee HU3KHMX /103aX U NMPHOIM3UTEIBHO
1200 u-Hr/Ma npu BBICOKOM A03€. PacueTHbIi neproj noyBbIBEICHUS HAXOWICS B IMalla30He
MPUOJIM3UTENHHO OT 5 710 7 4acoB.
YeTkux TEHICHLNH, CBA3aHHBIX CO CTpaTU(HUKAIMEH 110 BO3PACTy U YHOTPEOJIEHUEM CTEPOUIOB
B MaKCHMaJIbHO JIOIYCTHUMOI1 J103€, HEe OBLIO.
B uenowm cornacuHo ganasiM AUC yBennuuBaniach MOYTH MPONOPIHUOHATIBHO YBEIUYEHUIO O3B
NOMaNUAOMUJA, B TO BpeMs Kak YyBenu4eHHE Cmax OBUIO, Kak TNpPaBUIIO, MEHEE YeM
IPONOPLHUOHATIBHBIM.
dapMaKOKHHETHKA MOMAIIMIOMK/IA TOCTIE MEPOPABHOro IpreMa B 103ax oT 1,9 mMr/m?/nens 1o
3,4 wmr/m*/nensr Obuta ompeneneHa y 70 mamueHToB B BospacTe oT 4 g0 20 mer B
WHTETPUPOBAHHOM aHaJM3e wuccheaoBaHuil (aszbl 1 U ¢as3pl 2 npu peuuIUBUPYIOMUX HITH
IPOrPECCUPYIOLIMX  OMyXOJsAX TOJOBHOIO Mo3ra y Jered. JlaHHblE  3aBUCHUMOCTH
«KOHIICHTpAIUs—BpeMsD» MPUMEHUTEIHHO K KOHIICHTPAIIUU TOMAIUIOMH/IA B CHIBOPOTKE KPOBHU
ONMKCaNU HaJyIekalluM oO0pa3oM Ha OCHOBE OJIHOKAaMEpPHOM MOJENNW C BCachblBAHHEM U

BbIBEJICHUEM MepBoro mnopsaka. [lomanuaomMup MpoOAEMOHCTPUPOBANT  JIMHEMHYIO U
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HE3aBUCAIIYID OT BpeMEHH (apMaKOKHHETHKY, Ké@(‘iﬁaﬂjE%‘ﬁﬁiﬁE%ki X ';'rTf}Mleﬁ'E‘H'Hoﬁ

BapuabenpHOCcThI0. Tunmunsie 3Hauenus CL/F, Vc/F, Ka, nateHTHOrO meproaa momMaiuaoMuIa
cocrapusmu 3,94 n/u, 43,0 n, 1,45 u! u 0454 u coorsercTBeHHO. KOHEuHbI mepuon
MOJTYBBIBEJICHUS TTOMATMIOMHKJIa COCTaBMII 7,33 daca. 3a MCKIIFOYEHHEM ILIONIAIA TOBEPXHOCTH
Tela, HU OJHA W3 TECTUPYEMBIX KOBAapWaHT, BKJIOYas BO3pAcT M II0J, HE BIWsIAa Ha
(hapMaKOKMHETHKY MOMAIUAOMHUIA. XOTS IUIOMAAh MOBEPXHOCTH Tela ObLIa OMpeesieHa Kak
CTAaTHCTUYECKM 3Haummas koBapuaHta nomanuaomuaa CL/F u Vc/F, BnusHue 1uiomaau
MMOBEPXHOCTH TeJa Ha MapaMeTphl BO3JICUCTBHUS HE CUYMTAIOCH KIIMHUYECKH 3HAYMMBIM.

B 1enom, cymecTBeHHOM pa3HUIBI MEXIy (apMaKOKMHETHKOW MOMAIMIOMHUIA Yy JETeH M
B3POCJIBIX MTAITUEHTOB HET.

5.3. laHHble JOKJIUHUYECKOH 0€30MacCHOCTH

[TomanuaoMu HE MPOSBIISI MyTareHHOTO JEUCTBUS U HE BBI3BIBAJI XPOMOCOMHBIX abeppaluii B
muMmponurax nepudepuyeckod  KpoOBHM  4YelloBeKa MM 00pa3oBaHHMSA ~ MHUKpOsAep B
MOJIMXPOMATHYSCKUX IPUTPOIUTAX KOCTHOT'O MO3Ta KphIC B 103ax 10 2000 Mr/Kr/ncHb.
[TomamuaoMu 007amam TEpPaTOTeHHBIM 3(PQPEKTOM KaK y KpPbIC, TaK M Y KPOJHMKOB TIPH

MMPUMCHCHHHU B IICPUOJ OCHOBHOI'O OpraHOrcHe3a.

6. DPAPMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeuenb BcnoMoraTe/ibHbIX BelIECTB

Coiep:KMMO¢E KarcyJbl:

MaunHuTON
Kpaxman npexenaTnHu3npOBaHHBIN
Harpus creapundymapar

0O00JI0YKa KaICyabl:

Kpovrweura:

Turana auoxcun (E171)

Kpacutens azopyoun (E122)

Wuauroxapmus (E132)

Kenatun

Kopnyc:

Turana quokcun (E171)

Kpacutens conmneunsrit 3akar sxentsiii (E110)
Kpacutens xuHOMMHOBBIH )enThiil (E104)

Kenatua

29



COOTBETCTEYET 3Kl
ot 10.07.2025 -
(MOCNEOQCBATENEHOCTE 0002)

6.2. HecoBMecTHUMOCTD

He npumennmo.

6.3. Cpok rogHocTH (CPOK XpaHeHMs)

4 rona.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NPU XPAHEHUH

XpaHuTh I1pu TEMIiepatype He Boiie 25 °C.

6.5. XapakTep u coaep:xkaHue NePBUYHOI YIIAKOBKH

ITo 4, 5, 7, 10 mnm 14 kancyn B KOHTYPHOH SIYEMKOBOHM YITAaKOBKE, COCTOSIICH W3 (OJIbrA
OPUEHTHPOBAaHHBIN  monuamu/amoMuaui/momuBuHmwIxiaopus (OITA/An/TIBX) u  donbru
AJTIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

Ilo 1, 2, 3, 4,5, 6,7, 8 9 um 10 KOHTYpHBIX SUEUKOBBIX YIAKOBOK BMECTE C JIMCTKOM-
BKJIAJIBIIIIEM TTIOMEIIAIOT B MAYKy KaPTOHHYIO.

6.6.0co0Oble  Mepbl  NPEJOCTOPOKHOCTH  NPH  YHUYTOKEHHH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WM OTXO0A0B, TOJYYEHHBIX TOCJe NpPUMEHEeHus
JIEKAPCTBEHHOTI'0 NMpenapara u Apyrue MaHUIYJIAUMHU ¢ PenapaToM

Mepbl IpEeJOCTOPOKHOCTH MPHU YTUIIM3ALUH 1 O6D3.H.I€HI/II/I

Jiist Toro, uToOBI U3BJIEUb KAIlCYIly U3 KOHTYPHO slUeHKOBOI YIIaKOBKH ClIeyeT HaXXaTh TOJIBKO
Ha OJMH KOHEI| KarCyjbl, BBIAABIUBas e€ro uepe3 ¢onsry. He HyXKHO HaXuMaTh B LEHTP
KaICyJibl, TaK KaK 3TO MOYKET IIPUBECTHU K €€ IMOBPEXKICHMUIO.

Kancynel Henb3sl packpblBaTh WK pasziaMbiBaTh. [Ipu nomaganuy nopoumka noMaaiugoMHuaa Ha
KOXXy ee He0OOXOAMMO HEMEJIEHHO MTPOMBITh BOJIOW ¢ MbIIOM. IIpy KOHTaKkTe moMaiuIoMuaa co
CIIM3UCTBIMU 000JIOUKAMH UX CIEAYET TIIATEIbHO MPOMBITH BOJOMH.

MeaunuHckuM pabOTHUKAM U JIMLAM, OCYLIECTBIISIIOIIMM YXOJ 3a MallMeHTOM, HEOOXOIMMO
HaJeBaTh OJHOPA30BbIE MEPUYATKU IIPU OCYLICCTBICHUU MAHUIYJIALUN C KOHTYPHOU A4EUKOBOU
yIaKoBKOM min Karcyiamu. Ilocie 3aBepiieHns MaHUMYJISIIMNA HEOOXOIUMO aKKypaTHO CHATh
nepyaTkd TakUM 00pa3oM, 4TOOBI MPENOTBPATUTH BO3JAECHCTBHE MOMAIUIAOMHUJA Ha KOXY,
IIOMECTUTh WX B IUIOTHO 3aKPBIBAIOIIMANCS TMOJUITWICHOBBIA IIAKET W yTWIM3UPOBAaTh B
COOTBETCTBUM C YCTAaHOBJIIEHHBIMH HAllMOHAIbHBIM 3aKOHOJATEIbCTBOM TPEeOOBAHUSAMHU. 3aTeM
HE0O0XOIMMO TIIATEIFHO BBIMBITH PYKH BOAOH C MBLIOM. JKEHIIMHBI C MOATBEPkKACHHOW WU
npejnoyiiaraeMoil 0EpeMEHHOCTbIO HE JIOJDKHBI OpaTh KOHTYPHYIO SYEMKOBYIO YIAaKOBKY WIIN
KarcCyJbl B pyKH.

Hencnonb30BaHHBIN JIEKapCTBEHHBIN MpenapaTr U 3arpsi3HEHHbIE UM MaTepUallbl TOJKHBI OBITh
YTUJIM3UPOBAaHbl B COOTBETCTBUM C YCTAHOBJIEHHBIMU HAIMOHAIBHBIM 3aKOHOAATEIBCTBOM
TpeOoBaHusiMu. [l0 OKOHYAaHUM JIeYEHMs] HEUCIIOJIb30BAHHBIM MpenapaT peKOMEeHIyeTcs

BO3BpPATUTh B MCIUIINMHCKOC YUPCIKIACHUC.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.07.2025 N2 17163

(MOCNEOOBATENBLHOCTE 0002)

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanus

000 « 3Bapuno @apmay, Poccus

Tenedon: +7 (495) 232-56-55

@axc: +7 (495) 232-56-54

OnexTponHas noyra: info@izvarino-pharma.ru

7.1.llpencraBuTeb JAep:KaTesisi PerucTPAMOHHOT0 YA0CTOBEPEeHUA

[Iperen3zun HOTDC6HTCHCﬁ HampaBJIATH I10 aApCCy.

Poccwuiickas ®@enepanmsi, Keipresckas Pecriybnuka, PeciyOnuka Apmenusi, PecryOnnka
benapycs

000 «M3Bapuno dapmay, Poccus

Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

OnexTponHas noyra: info@izvarino-pharma.ru

Pecny6nuka Kazaxcran

TOO «LEKARSTVENNAYA BEZOPASNOST (JlekapcTBenHas 6e3omacHoCTh)», Kazaxcran
Tenedon: +7 (777) 064 27 02; +7 (499) 504-15-19

OnekrponHas nouta: adversereaction@drugsafety.ru

8. HOMEP PETUCTPAIIMOHHOI'O YOCTOBEPEHUA

9. IATA TIEPBUYHOM PETMCTPAIIMA (MOATBEPXKXIEHUSI PETMCTPAIINMN,
INEPEPETUCTPAIIN)

JlaTa nepBo perucTpanuu:
10. IATA IEPECMOTPA TEKCTA
OOmrast XxapakTepUCTHKa JIEKAPCTBEHHOI'O Iperapara JA0CTyIHA Ha MH()OPMAIMOHHOM IOpTale

EBpaszmiickoro AKOHOMHYECKOTO COr03a B HHGOPMAIMOHHO-KOMMYHUKAITAOHHOW  CETH

«uaTeprer» https://eec.eacunion.org
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