COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 05.12.2024 N= 26974

(NMOCNEOOBATENEHOCTE 0006)

OBLIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITPEITAPATA

V JlaHHbI JIeKapCTBEHHBIH Ipenapar MOAJIECKUT JONOJIHUTEIBHOMY MOHUTOPHUHTY. OTO

MO3BOJIMT OBICTPO BBHISIBUTH HOBYIO HHQOpManuio mo Oe3omacHOCTH. Mpl obOpamaemcs K

pabOTHHUKAaM CHCTEMBI 3PaBOOXPAHEHHS C MPOCHOOW COOOIIATh O JIIOOBIX MOJ03PEBAEMBIX

HCXKECIATCIbHBIX PCaKIUAX. HOpHI[OK COO6H_ICHI/IH 0 HCXKCIIATCIIBHBIX PEAKIUAX IMPEACTABIICH B

pazgene 4.8

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

ITonnnosep, 4 Mr, KarcyJbl

2. KAUECTBEHHBII 1 KOJIMUECTBEHHBII COCTAB

JleiicTBytOIIIEE BEIIECTBO: TOMATHAOMU

Kaxknas xancyina cogep uT 4 Mr noMajJInJoMU/a.

BcnomorarensHbIe BCHICCTBA, HAJIMYUC KOTOPBLIX HAAO YYHUTBIBATH B COCTABC JICKAPCTBCHHOI'O

npenapara: Jiaktosa (cm. pazuen 4.4.).

ITonnbri MEPCUCHb BCIIOMOTAaTCIIbHBIX BCIICCTB IIPUBCACH B pa3JicjIiC 6.1.

3. JEKAPCTBEHHASA ®OPMA

Kancynbr

TBepI[BIC JKCJIATUHOBBIC KAaIICYJIbI pa3sMepa 2c¢ HCIIPO3PAYHBIM KOPIIYCOM KOPUYHEBOI'O LBCTA,

HEMpO3pavyHON KpBIIEYKON KpacHoro usera. Coaep:KMMoOe Karcysl — MHOpPOIIOK OT CBETJIO-

KEJITOIrO 0 XKCEJITOI'O IBETA.

4. KIMHUYECKUE JAHHBIE

4.1. IloxazaHusl K IPUMEHEHHUIO

HOM&J’II/II[OMI/II[ IMMOKa3aH K NPUMCHCHHIO Y B3POCIIbIX.

HOM&]’IHI{OMI/II{ B KOM6I/IHaHI/II/I C IOCKCAMETAa3O0HOM IIOKa3aH K IIPHUMCHCHUIO Yy B3POCIIBIX

NAIMEeHTOB C PELUANBHUPYIOLIEH U pepakTepHON MHOXKECTBEHHON MUEIOMOH, MOJYUYUBIIUX HE

MCHCC MOBYX MNPCAHICCTBYIOIIHUX KYPCOB JICHCHHA, BKJIHOYABHIUX KaK JICHAJIUMAOMUA, TaK H

OopTe30MHO, U Y KOTOPBIX OTMEYAIOCh MPOrPecCUpOBaHuUe 3a00JIeBaHus Ha (OHE TOCIIEIHETO

JICYCHHUA.
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4.2. Pesxum 103MpoOBaHus U cNIOCO0 MPUMEHEHUs!
Jleuenne npenapaToM HEOOXOAMMO HAuMHATh U MPOBOAMUTH TOJBKO O] HAOJIOJAEHHEM Bpaua,
MMEIOILETO OIBIT B JICYEHUH MHOKECTBEHHON MHUEJIOMBI.

PexxuM 103upoBaHus

Hauanvnas 0oza

PexoMennyemast HauanpHas 103a MOMaIUIOMUIa COCTaBISIET 4 MI BHYTpb | pa3 B AeHb ¢ 1 mo 21
JIEHb MOBTOPHBIX 28-THEBHBIX IIUKJIOB.

Pexomenayemas no3a nekcamera3zona cocraiset 40 mr BHyTpb 1 pa3 B aeHs B 1, 8, 15 u 22 nenp
Ka)kgoro 28-IHEBHOTO IIUKJIA.

Pexxum no3upoBaHUsS COXpaHSETCS WM HU3MEHSETCS B 3aBUCHUMOCTU OT KIMHUYECKUX H
1a0OpaTOPHBIX TaHHBIX. JIeueHue cienyeT mpooiKaTh A0 MPOTPECCUPOBAHUS 3a00JICBaHUS UITH
Pa3BUTHS HEMPUEMIIEMOWM TOKCUYHOCTH.

Hszmenenue 00361 nomanudomuoa uiu npepuléanue ieqeHus

NHcTpykiuu 1O MpephIBAaHUIO JICYCHHUS WIM HU3MEHEHHUIO 103l TOMAIHUJIOMHUIA B CBSI3H C
HEeXeJIaTeIbHBIMU PEaKIMsIMU TIPEICTABIICHBI B TAOJIUIIE HIKE.

HUnempykuyus no usmeneHuo 0036l ROMAIUOOMUOd

TokcHYHOCTH HN3MmeHeHue 10301

HeiiTtponnenus*

AKH** <0,5 x 10°n wma ¢eOpuibHas | IlpepsaTh JeueHMEe MOMAIMAOMHUIOM, HE

HerTporneHus (temneparypa >38,5°C u JNOKUIAsACh OKOHYAHMS LUKJIA. EskeHenenbHo

AKH <1 x 10%/m) BBITTIONHATE OAK®**

AKH BoccTaHOBMIIOCEH 40 3HAYCHUH Bo0300HOBUTE JI€e4EeHHE IMOMAIUIOMHIOM B

>1 x 10%/n 1103€ 3 MI' B JeHp ¥ ***

J1st Ka)xa0ro nocaeayonero CHUKEHUs [IpepBaTh NeueHrE TOMATUIOMHIOM

<0,5 x 10°/n

AKH BoccTanoBuiock 10 3HaUCHHI B0300HOBUTEL J€YeHHE IIOMAIHMIOMHIOM B

>1 x 10°/n 703e Ha | Mr HIDKe peabIymen™ ** *

TpombonuToneHus

KonudecTBo TpOMOOIIMTOB <25 X 10%/7 [IpepBath jeueHnE MTOMATUIOMHUIOM, HE
JIOKUJAsICh OKOHYaHMA IuKna. ExkeHeneabHO
BBIIOIHATE QAK***
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ToxkcuyHOCTEL

HN3MmeHeHue 103bI

KonnyectBo TpOMOOLIUTOB BOCCTAaHOBUIIOCH

70 3HaueHui >50 x 10%/1

B0300HOBUTE JIeUeHNE TTOMAITHIOMHAIOM B

1103€ 3 MI' B JE€HB ¥ ¥ **

I[J'IH KaxXJI0ro nocjaeaAyromero CHMKCHUA

<25 x 10%/n

HpepBaTb JICUCHHUC ITOMAJIMJOMHAOM

KonudecTBO TpOMOOIIMTOB BOCCTAHOBUIIOCH

710 3HaueHui >50 x 10%/1

B0300HOBUTE JIeueHHE TIOMATUAOMHUIOM B

03¢ Ha | M HUOKE TPeIbLTy e * *

Chblnb

ChIIb 2—3 CTEIIEHN TIKECTH

PaccMoTpeTs nipepbriBaHNe WM PEKPaALLCHHE

JICYCHHUA ITIOMAJIMAOMUJIOM

Cuillb 4 CTENEHH TSHKECTH HIIN 6YHHG3HLIG

HapyLIeHUs (B TOM quclie

AHTMOHEBPOTUYECKHUN OTEK,
aHa(uIaKTHYeCKas peakuus,

3KC(1)OJ'II/IaTI/IBHBIC nin 6YJ'IJ'IG3HLIG

BBICBIIIAHUA WX TMOJO3PCHUC Ha CHHIAPOM
Crusenca-Jlxoncona (CCJl), Toxcuueckuit
snuaepManbHbelid  Hekponausz  (TOH) wumm
JICKAPCTBCHHYIO PEAKIUIO C Y03UHOPWINECH U

cucteMHubiMu cumiitomamu (DRESS))

HperaTI/ITL JICYCHHUC IIOMAJIMAOMHUIOM (CM.

paznen 4.4.)

IIpouee
Hpyrue HexenaTeabHbIE SBICHUS >3
CTETICHH TSKECTH, 00YCIOBICHHBIC IPUEMOM

OMAaJIUIOMHUIA

IIpepBare JjeueHHME NOMaIMIOMHIOM, HE
JOXHJIAsICh OKOHYaHUS IUKIa. B0300HOBUTH
JIeYCHHUE B CIEAYIOUIEM LIUKJIE B 103€ HA OJUH
YpPOBEHb HWXE Npeaplaymend 1o03bsl  (Ipu
YCIIOBUU Pa3pELICHUs WIM CHY)KCHUS TSKECTH
HEXEJIATEIbHOTO  SBJIEHUS 1O <2 CTENEeHU

TSDKECTH JI0 BO30OHOBIICHUS JICUCHUS ).

*IIpu HEUTPONEHNH Bpay JOJKEH PACCMOTPETh BO3MOXHOCTh IPUMEHEHUS IIpenapaToB GpakTopa

pocra;

** AKH — aOCOTI0THOE KOJTMYECTBO HEUTPO(DHIIOB;

***OAK — o0muit aHann3 KpoBH.
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*AkxkJlns obecrieueHHsl YKa3aHHOTO PEeXHMa JO3WPOBAHUSI MPU HEOOXOIWMOCTH TPUMEHEHHS

clieyeT Ha3HayaTh JIEKApCTBEHHBbIE MpernapaThl MOMaJUAOMHUAA APYTUX IMPOU3BOJAUTENCH B

JIEKapCTBEHHOH (popMe «Karcyibl 1 Mr», «KarcyJssl 3 Mr».

Jl1is Havasia HOBOTO IIUKJIA JICYCHHSI TIOMAIUIOMHJIOM KOJMYECTBO HEUTPOPUIOB JOKHO OBITH

>1 x 10%/n, a konmuuecTBO TpOMGOLIUTOB >50 * 10%/1.

[Ipu omHOBpeMEHHOM mpueMe CHIBHBIX WHTHOMTOpOB u3ohepmenta CYP1A2 (mampumep,

nurpodIoKcaHa, YHOKcaIuHa, (JIyBOKCaMUHA) 03y MOMATUI0MHIa HEO0OX0IMMO CHU3UTh HA

50 %.

Hucmpykyus no uzmeHneruro 003bl 0eKCamMema3ona

ToxkcHYHOCTEL

HN3MeHeHHe 103bI IeKCAMETA30HA

Jucnencus 1-2 creneHu

Jucnencus >3 creneHu

[MoxnepxxuBath 1103y W MPUMEHATH OJIOKATOPHI
ructamuna (H2) unu ananoruunsie cpeacTBa.
CHM3UTH 103y Ha OJIMH YPOBEHb MPU COXPAHCHUH
CUMITOMOB.

[IpepBath nedeHue 10 OCHAOICHHUS CHMIITOMOB.
(Hz)

AHAJIOTUYHBIC CpCACTBA W CHHU3WUTH 03y Ha OIWH

Jlo6aBuTh  OJIOKAaTOpbl  THCTaMMHA WIH

yYpOBEHb MpY BO30OHOBJICHHUH JICUECHUS.

OTek >3 cTeneHu

[IpuMeHsATh TUYPETUKH N0 HEOOXOAUMOCTH M CHU3UTH

7103y Ha OJIUH YPOBEHb.

CnyTaHHOCTh

MU3MEHEHUs] HACTPOECHMSI >2 CTENEHU

CO3HaHHA u

[IpepBath nedyenue 10 pa3pelieHrs: CAMIITOMOB.
[Tpu BO30OHOBIIEHUY JICYCHHSI CHU3HUTD 03y HA OJTUH

YPOBCHB.

MpermeyHas ¢i1abocTh >2 CTEIeHn

[TpepBath jeueHME, MOKA MOKA3aTEIb MBIIICYHOM
citaboctu He craHeT <l cTemneHu.
IIpr BO30OHOBICHHM JICUCHHUS CHHU3WUTH 03y Ha

OJIUH YPOBEHb.

lN'uneprinukemus >3 crenenu

CHU3UTD 03y HA OJIUH YPOBEHb.

[IpumeHsTH WHCYJIUH Wi nepopagbHbIe

THIIOTJIMKEMHUYCCKUE CPEACTBA 10 HCO6XO,I[I/IMOCTI/I.

OcTpblil MaHKpEATUT

[IpexpaTtuth jg€UeHNE 1EKCAMETA30HOM.
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TOKCHYHOCTD HN3MeneHue 10361 JeKCaMEeTa30HA

Hpyrue He)KeJIaTeNbHbIE [IpepBath sneueHue nEKCaMETa30HOM, TMOKAa THKECTh
peakuuu >3 CTCIICHHU, HEXEJaTeNIbHOW peaklMu He CTaHeT <2 CTEelEHH.
00yCIIOBJIEHHbIE Bo0306HOBUTH J€UueHNE, CHU3UB /103y Ha OJAMH
JIIeKCaMeTa30HOM YPOBEHb.

CHuorcenue 003bl 0eKcamemasond

ITanuentsl <75 jger ITanuenTsl >75 ger
VpoBeHs 10361 (nam 1, 8, 15 u 22 NOBTOPHBIX (nam 1, 8, 15 1 22 noOBTOPHBIX
28-1HeBHBIX IIUKJIOB) 28-1HEBHBIX IIUKJIOB)
HauanpHas noza 40 Mr 20 mT
VpoBeHsb 1035l -1 20 mr 12 mr
YpoBeHb 10351 -2 10 mr 8 Mr

JleueHne nekcaMeTa30HOM CIEAYeT OTMEHUTh NMPU HEMEPEHOCHMOCTH 1103bI 10 MT (TMarueHThI
<75 ner) unu § Mr (MaMEeHTHI >75 JIeT).

Ecnu Tokcudeckue siBIEHUS COXpaHstoTes 0omnee 14 qHe, 103y AeKcaMeTa3oHa CIeyeT CHU3UTh
Ha OJTUH YPOBCHb.

IIponyck 0031

Ecnu manueHT 3a0bUT IPUHATH MOMATUIOME]T B KaKOH-THOO JIeHb, TO Ha CICAYIONIHIA JICHb OH
JOJKEH MIPUHATH OOBIYHYIO 103y B COOTBETCTBUY C Ha3HAUCHUEM. [laieHT He JOKEeH U3MEHSATh
703y TIperapara JJisi BOCIIOIHEHHS MTPOMYIICHHOW HaKaHYHE JI03BI.

Oco0ble I'pynIbl TaIMEHTOB

Ilayuenmul nodxcunozo 6o3pacma

N3meneHue 1036l MOMATHIOMUIA HEe TpeOyeTcs. J{s manueHToB B Bo3pacte >75 JeT HayallbHas
no3a nekcameta3zoHa coctasisieT 20 mr 1 pa3 B aeHs B 1, 8, 15 u 22 neHp Kaxa0ro 28-1HEBHOTO
LUKJIA JICYCHMUSL.

Iayuenmsi ¢ napywenuem @hyHkyuu nouex

He tpeOyercst u3MeHeHus J03bI MOMATUIOMH/IA Y TTAIIUEHTOB C IIOYEYHON HEJOCTaTOYHOCTHI0. B
JTHY T€MOJINaIn3a MOMaIUJAOMHUL CIeAyeT IPUHUMATh IIOCIIE BBIITOJIHEHUS TIPOLEYPHI.
Iayuenmvi ¢ napywenuem ¢hynkyuu nevyenu

[TarueHTOB, Y KOTOPBIX 3HAUEHUS O0IIEro CHIBOPOTOUHOr0 OmnupyOrHa npesbimany >1,5 x BI'H
(BepXHsis rpaHUIla HOPMBI), HE BKIIIOYAIIM B KIIMHUYECKUE uccnenoBanus. Hapymenue ¢yHkmii

MEYCHN HC OKa3bIBACT CYHICCTBCHHOI'O BJIMAHHSA Ha (1)apMaKOKI/IHeTI/IKy noMaJmagoMuaa (CM.
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pazmen 5.2.). He tpeOyercs m3MeHEHUs HAYalbHOW JO3BI TMOMAJIHIAOMHUAA y IAIUCHTOB C
MEYCHOYHOW HEJOCTAaTOYHOCTHIO, onpenesieHHon o Yanna-IIsto. TeM HEe MeHee, MalueHToB C
HapylieHrneM (QyHKIUNA Te4eHH HeoOXOIuMO THIATeNbHO HAOMIOAATh Ui CBOEBPEMEHHOTO
BBISIBJICHHSI HEXKENATeNbHBIX peaknuid. [Ipy HEoOXOAMMOCTH clieAyeT YMEHBIIUTh 103y WU
MpepBaTh IPUEM OMAIIUIOMU/IA.
eTH

bezonacuocts n 3pdextuBHOCTH TIpenapara [lomuaosep y nereit B Bo3pacte ot 0 1o 18 jet Ha
JaHHBIA MOMEHT HE yCTaHOBJIECHBI. MMmeromiyecss Ha CETOAHSIIHUN eHb JaHHbIC MPUBEACHHI B
paznenax 4.8, 5.1, 5.2, olHaKO HEBO3MOKHO J1aTh PEKOMEHIAIMH 110 PEKUMY JO3UPOBAHUS.

Crooco0 nmpuMeHeH s

TBepnable karcynbl npenapara [loaumosep ciaenyeT IpUHUMATh BHYTPh KaX/Iblil IEHb B OTHO U TO
xe Bpemst. Karcynbl Henb3si OTKpBIBaTh, pa3iaMbIBaTh MU Pa3keBbIBaTh. Karcynbl npemnapara
[TonmunoBep cieayeT MpOriaThiBaTh IETUKOM, 3alKBasi BOJOW, BHE 3aBHCHMOCTH OT TpHeMa
TTUTITH.

4.3. [IpoTuBONOKA3AHUS

— I'unepuyBCTBUTEIFHOCTh K MTOMAIUIOMHUIY WU K JFOOOMY W3 BCTIOMOTATEIHHBIX BEIICCTB,
MEepPEYUCICHHBbIX B pazzaene 6.1.

— bepemennocts

— JI71s1 )KEeHIMH: COXpaHEHHBIN PENPOTYKTUBHBIN MOTEHIMAN, 32 UCKIIOUEHUEM CIIy4aeB, KOraa
coOJTr0IeHbI Bce HE0OX0auMble Mephl 110 IpeAyNpexACHIUI0 OepEMEHHOCTH (CM. pasnensl 4.4. u
4.6.)

— Jlnss MyXYMH: HEBO3MOXXHOCTh WJIM HECIMOCOOHOCTh COONIIOAATh HEOOXOIUMBIE MEPHI

KOHTpauenuuu (cM. pasaenst 4.4. u 4.6.)

4.4. OcoOble yKa3aHUs M MepPbl NPEeJOCTOPOKHOCTH NIPH NPUMEHEHUH
Jleuenne mnpenaparom IlonmaoBep HEOOXOAMMO HAYMHATH M MPOBOIMTH MMOJ HaOIIOJEHUEM
OIIBITHOT'O IréMaToJiora Ui XuMUuOTCparicBTa.

Mepbl 110 IPeAYNPEIKICHUIO OSPEMEHHOCTH

HeykocHurenbHoe coOmonenne Mep 1o NpeaynpexieHu0o OepeMEeHHOCTH  JOJKHO
pacnpoCTpaHATECS Ha BCEX IALIMEHTOB, €CJIM JIOCTOBEPHO HE JI0KAa3aHO OTCYTCTBUE y HHUX
PENpOAYKTUBHOIO IOTEHLIMAA.

s sorcenuyun 6e3 penpooyKmueHo20 NOMeHYuand.:

XKeHmuHa-nanyeHT WiK KeHIMHA, CEKCyallbHbIN MapTHEp MyXuuHbI-nanuenta, HE cunratotces

CIIOCOOHBIMU K JIETOPOKICHHUIO MPH HATMYUH XOTS ObI OTHOTO U3 MEPEYUCICHHBIX (PaKTOPOB:
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— Bo3pacT >50 JeT U JIUTENbHOCTh €CTECTBEHHON amMeHopeu >1 roga (aMeHopesi BCIEICTBUE
IIPOTUBOOITYXO0JIEBOM Tepanuy UM B MEPUOJ IPYAHOTO BCKaPMIIMBAHMS HE MCKIIIOYAET HATUUUE
JIETOPOIHOTO MOTEHIMANA);

— PpaHHsAA HEAOCTATOYHOCTh IMYHHMKOB, TOATBEPKIECHHASI BPauOM-THHEKOJIOIOM;

— JIByCTOPOHHSISI CAIbTUHTO0(OPIKTOMUS HITH TUCTEPIKTOMHSI B aHAMHE3E;

— re”otun XY, cuaapom TepHepa, aHATOMHYECKUH 1eEKT MaTKH.

Koncynemuposanue

[IpuMeHeHre NOMaIMIOMHUA Y JKEHIIMH C COXPAaHEHHBIM PENpOIYyKTHBHBIM IOTEHLUAIOM
IIPOTUBOINOKA3aHO B CIy4ae, €CJIM HEBEPHO OJHO U3 CJIEIYIOIINX YTBEP)KICHUN:

KenmmHa nomxHa

— TOHUMAaTh BO3MOKHOCTb TEPATOI€HHOI'0 AEUCTBUS MOMAIMIOMUJIA Ha TIIOJ;

— IMOHMMAaTh HEOOXOJUMOCTh IIOCTOSHHOTO  HCHOJB30BaHUS A(PQPEKTUBHBIX METOIOB
KOHTpALIENIUU B TEYEHUE KaK MUHUMYM 4 Helelb 0 Hayaia JICYeHUs], BO BpeMs JICUCHHUS U Kak
MUHHUMYM 4 HEJeJb II0CJIe OKOHYAHUS JIEYEHUs] IOMAIUIOMUIOM;

— JIaXe B cllydae aMEHOPEH COOI0IaTh Bee TpaBmita A GEKTUBHON KOHTPALICTIIIHH;

— OBITh CIIOCOOHOH K COOIOACHUIO BCeX MpaBuil 3((HEKTUBHON KOHTPALICTIIIIH;

— 3HATh U IOHUMATh BO3MOJKHBIE MOCTIE/ICTBHS B ClIyyae HACTYIJICHUS OEpEeMEHHOCTH Ha (oHE
IpreMa MOMaIuI0MHUA, a TAKKE HEOOXOIMMOCTh CPOYHOT0 00pallleHUs 3a KOHCYJIbTalluel npu
MOJIO3PEHUH Ha HACTYNHUBUIYI0 OEPEMEHHOCTb;

— TMOHUMAaTh HEOOXOAMMOCTbh HEOTJIOKHOTO Hayasla IprueMa MoMaluIoMH1a TOocje MOTydeHus
OTPULIATENIBHBIX PE3YJIBTATOB TECTa HA OEPEMEHHOCTH;

— O0CO3HaBaTh HEOOXOIUMOCTh MIPOBEICHUS TECTa HA OEPEMEHHOCTh M BBIMIOJIHATH €T0 KaXKIbIe
4 Heneny 3a UCKIIIOUYEHUEM JKEHILUH C TIOATBEP KICHHON XUPYpPriUuecKoi cTepuiin3anueii;

— TOATBEPIUTH, UTO TIOHUMAET PUCK U HEOOXOAMMBIE MEPHI MPEIOCTOPOKHOCTH, CBA3AHHBIC C
IPUEMOM MOMAJIHIOMUIA.

Bpau nomxen yOeauThes, YTO )KEHIIMHA C COXPAHEHHBIM PENpPOAYKTUBHBIM MTOTEHIINATIOM

— BBINOJIHAET Bce Mepbl 0 NpeynpexIeHUI0 OepeMEHHOCTH, BKIII0OYasl aleKBaTHbIN ypOBEHb
UX IOHUMaHMs;

— COIJIaCHA BBINOJHATH BhIIIENIEpEUHCIEHHbIE MepBhl.

IIpumenenue y myxncuun

JlanHple ~ w3ydeHUs  (apMAKOKMHETHKH  TOMAIHMIOMHUAA Yy  MYXUYHUH-JOOPOBOJIBIICB
CBHUJIETEJILCTBYIOT O TOM, YTO MOMAIUAOMHI MOXET COAEPKATbCS B CEMEHHOM KHMIKOCTU

ManucHTa BO BpEMs JICUHCHHA. B kauectBe MCPBI IPCAOCTOPOKHOCTH U, IPUHUMAA BO BHUMAHUC
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0co0ble TpyNIbl NAIUEHTOB C MOTEHIIMAIBLHO YBEINUYEHHBIM BPEMEHEM BBIBEJICHUS, HAIPUMED, C
MIEYEHOYHON HEIOCTaTOYHOCTBIO, BCE MYKUMHBI, NPUHUMAIOIINE MNOMAIUIOMUM, HOJKHBI
COONIOAATH CIEIYIOINE YCIOBUS:

My:K4HHa TOKEH

— IMOHUMAaTh BO3MOXKHBIM PHUCK TEPATOT€HHOrO ACHCTBUS MOMAIMIOMUIA MPU CEKCyalbHOM
KOHTAaKTe C OCpeMEHHOH J>KCHIMUHONW WM JKCHIIUHOW C COXPAaHEHHBIM pPENpOIyKTHBHBIM
MTOTEHIUAJIOM;

— IMOHMMaTh HEOOXOIMMOCTh HCIOJIb30BAaHUS NPE3EPBATHBOB IMPHU CEKCYaJIbHOM KOHTAKTE C
OepeMEHHOI XEHITUHON WM KEHITUHON C COXPAaHEHHBIM PENPOTYyKTHBHBIM IOTCHIIMAIOM, HE
HCIIOJIB3YIOLIEN HAJIeKHbIE METOAbI KOHTPALEIILINHY, B IEPUOJT JICUECHMUS], IEPEPHIBA B JICUCHUH U B
TeYeHWe 7 JHEeHl TMoclie TPUOCTAHOBKH W/WJIM 3aBEpLICHUS JIeYeHHS. OJTa pPEeKOMEHAAIHs
OTHOCUTCSI M K MY)KUMHAM IIOCJI€ Ba3dKTOMHUHM, KOTOpbIE TaKK€ JOJDKHBI HCIIOJIb30BaTh
MpPE3epBATUB TIPH CEKCyaJlbHOM KOHTAaKT€ C OEpEeMEHHOW >KCHIMWHOW WM KCHIIMHOU C
COXPaHEHHBIM PENPOLYKTUBHBIM ITOTEHIUATIOM, IOCKOJIBKY U B OTCYTCTBHUH CIIEPMATO30MIOB €TI0
CEMEHHas JKUJKOCTb MOXKET COAEPKATh TOMAJTUIOMHUI;

— TMOHUMATh, YTO, €CJIM €ro MapTHepIia 3a0epeMeHena BO BpEMS €ro JICUEeHUs] TOMaIHA0MUA0OM
WM B T€YEHUE 7 IHEW mociie MpeKpalleHus Tepanuy NOMATMIOMHUIOM, OH JOJDKEH Cpasy ke
npoMH(GOPMUPOBATH 00 3TOM CBOETO JEYalllero Bpaya, a ero MapTHEpIIe PEKOMEHIYEeTCS
00paTHTHCS K CICIHATUCTY T10 INIAHUPOBAHUIO M BEJCHUIO OEPEMEHHOCTH IS OOCIICIOBAaHUS U
KOHCYJIbTAIUH.

Ilpasuna konmpayenyuu

JKeHIMHBI ¢ COXpaHEHHBIM PENPOAYKTUBHBIM IMOTEHIUAJIOM JOJKHBI MCIIOJIB30BaTh OAWH U3
BBICOK09()(PEKTUBHBIX METOJIOB KOHTPAIICTIIUN B TEUCHHE KaK MHUHUMYM 4 HEJeNb 10 Hadaia
JIeYeHUs1, BO BPEMs JICUCHHUS U B TEUCHUE KaK MUHUMYM 4 HEJElb MOCJIE OKOHYAHMS JICUECHUS
MOMAJIUJAOMHUJIOM JIaXe B Cily4yae MepepbiBa B JieueHUU. VICKIIOUeHHE COCTaBISAIOT MAllMEHTKH,
KOTOpBIE HAa NPOTSHKEHUH IUTEILHOTO BPEMEHM IIOJHOCTBIO BO3AECPAKHUBAIOTCS OT CEKCYaJIbHBIX
OTHOIIICHHUH, YTO TOATBEPXKIACTCS exeMecsdHo. Ecnu manuenTke He momoOpaH 3(hdeKTHBHBINA
METOJl KOHTpALICNLMH, €€ HEOoOXOAMMO HalpaBUTh K THHEKOJIOTY i moadopa Merona
KOHTpaLENUUU U Hayalla ero IpUMEHEHHS.

K npumepam BbICOK03()(hEKTUBHBIX METOJIOB KOHTPALETIIIUU OTHOCSAT:

— MOJKOKHbIE TOPMOHAJIbHBIE UMILIAHTHI;

— BHYTPUMAaTOYHBIE CUCTEMBI, BBIJCISIOIINE JIEBOHOPIECTPE;

— JeTo-TpenapaTbl MeIPOKCUIIPOTECTEPOH alreraTa;
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— TepeBA3KY MAaTOYHBIX TPYO;

— CEKCyaJlbHbl€ OTHOILIEHHS C MapTHEPOM, TIEPEHECHIMM Ba3d3KTOMHIO; Ba3d3KTOMHUS
MOATBEPKIAETCS ABYMS OTPUIIATEILHBIMH aHATN3aMU CEMEHHOM JKUIKOCTH;

— TPOTeCTEPOH-COACpIKaITUe TabJICTKH, MHTHOUPYIOIINE OBYJISAINIO (HAIPUMED, J1€30TECTPEII).
[IpreMm KOMOMHHMPOBAHHBIX TEPOPATHHBIX KOHTPAILICTITUBOB HE PEKOMEHIOBAaH OOJNBHBIM C
MHOKECTBEHHOUW MUEIIOMOM B CBSI3H C TTOBBIIICHHBIM PUCKOM TPOMOOIMOOTMYECKHIX OCIIOKHCHUN
Ha (oHE JICUCHHs TMOMAJTUIOMHIOM W JAekcaMmeTasoHoM (cMm. pazaen 4.5.). Ecnu marmumenTka
UCIONIb3YeT KOMOMHUPOBAHHBIE MIEPOPAIbHBIE KOHTPALICTITUBEI, €€ CIeAyeT MepeBecTH Ha OJIUH
13 2 EKTUBHBIX METOAOB KOHTPAIETIINH, IEPEUNCICHHBIX BbIlIe. [[OBBIIIIEHHBII PUCK pPa3BUTHUS
TpOMOOIMOOIIMM COXpaHseTCs B TeueHue 4—6 HeJelnb TMocle TMpeKpalieHus MpuemMa
KOMOMHHPOBAHHBIX  IMPOTHUBO3a4aTOYHBIX  CpeAcTB.  D(P(HEKTHBHOCTh  TOPMOHAIBHBIX
MIPOTUBO3aYaTOYHBIX MPENapaTOB MOXKET ObITh CHIKEHA IPH OJAHOBPEMEHHOM Ha3HAYEHUU
nexcameTa3oHa (cM. pazzaen 4.5.). [loakoxHble TOpMOHATBHBIE UMIUTAHTHI UITH BHYTPUMATOYHBIE
CUCTEMBI, BBIACISIONINE JIEBOHOPTECTPEI, CBS3aHBI C TMOBBHIIMICHHBIM PUCKOM HH()EKIIMOHHBIX
OCJIO)KHEHUN B MOMEHT HUX YCTAHOBKHM M C HEPETYJSAPHBIMHU BIIaraJIMIIHBIMA KPOBOTCUCHUSMH.
[TanmenTkaM ¢ HEUTpONEHWEW, WCIHOJB3YIONIUM JTH CIIOCOOBI KOHTpPAICTIUU, CIETyeT
Mpo(UIAKTUYECKU Ha3HAYATh AaHTUOUOTHKH.

Hcnonbs3oBaHne BHYTPUMATOUHBIX CUCTEM, BBIICTISIOMIUX ME/Ib, KaK MPABUIIO, HE PEKOMEHAYETCS
B CBSI3HM C BBICOKHM PHCKOM Pa3BUTHSI MHPEKIIMOHHBIX OCIIO)KHEHUH B MOMEHT MMILIAHTAINH U
MOBBILICHHOW KPOBOMOTEPH BO BpEMs MEHCTpPYyalllH, KOTOpas MOXKET YCHUJIUTh BBIPaKEHHOCTH
HEHUTPONEHUH UITU TPOMOOITUTOTICHUH.

Tecmvl Ha bepemenHOCMb

B coorBercTBHM ¢ TNPUHATOW TMPAKTUKOW, TECThI Ha OEPEMEHHOCTh C MHHUMAJIbHOM
YyBCTBUTEIBHOCTRIO 25 MME/MA  A0MKHBI TPOBOAMTHCS IO KOHTPOJEM Bpada BCEMH
KCHIIMHAMU C COXpPAaHEHHBIM PEMpPOAYKTUBHBIM TMOTEHIIMAJIOM, BKIIOYas TeX, KOTOpbIE
MOJIHOCTBIO U IJTUTEIBHO BO3JACPKUBAIOTCS OT CEKCYaIbHBIX OTHOIIICHUH.

CorynacHO pexoOMeHJAIusIM, TPOBEICHHE TecTa Ha OEpEeMEHHOCTb, HA3HAUYCHHWE W BbIJaua
mpernapaTa JOJDKHBI MPOBOJUTHCS B OJUH M TOT K€ JeHb. JKEHIIMHA C COXpaHEHHBIM
PENPOAYKTUBHBIM TMOTEHIIUAIOM JOJDKHA MOJYYUTh MOMAJIUIAOMUA HE TO3/[HEee 7 THEH mocie
Ha3HA4YCHUS JICUCHUS.

Mo navana neyenus

[Tocne Toro kak manyeHTKa UCTob30BasIa 3(OPEKTUBHBIA METO KOHTPALICTIIINK B TCUCHHUE 4 WITH

ooiee HEACIIb, TCCT BBIMIOJHACTCA I10J KOHTPOJEM JicHallero Bpada B JACHb HA3HAYCHUS
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NOMaJIMJIOMUJAa WM 3a 3 [HA [0 BU3WUTA K JieyalleMmy Bpady. TecT I0JKeH NOITBEPAWUTH
OTCYTCTBHE y MALMEHTKH OEPEMEHHOCTH Ha MOMEHT Hauaja IpruemMa noMaaugaoMHIa.

Bo 6pEeMA U nocae 1everHusd

Tect Ha OepeMEHHOCTh TOJ] HAOMIOACHHEM Bpada CIIEIyeT MOBTOPATh KaK MUHUMYM KasKIbIe
4 Henenw, BKIIOYas KaK MUHHUMYM 4 HEJEIH IOCIIC OKOHYAHUS JICUCHUS, 3a HCKIIOYCHHUEM
JKEHIIUH C TOATBEPXKICHHOW XUPYPruueckol crepuinsanuei. TecThl BBINOJHSIOTCS B JIE€Hb
BU3HTA WIH B TeUEHHE 3 THEN nepe] BUBUTOM K JieHalleMy Bpaydy.

JlononnumensHuvle Mepvl NPeOOCMOPOICHOCHIU

[TarueHTsl HE MOJOKHBI MEpelaBaTh Mpemapar ApyruM Junam. I[lo OKOHYaHMU JICYCHHUS
HEHUCIIOJIL30BaHHBIN MTpermapaT pEeKOMEHIYETCSl BO3BPATHTH B MEIUITMHCKOE YUPEKICHUE.
[TanuenTam He pazpermaeTcst ObITh JOHOPAMH KPOBH, CEMEHU WJIHM CIIEPMbI Ha MPOTSHKEHUU BCETrO
BpEMEHH JIeUeHHsl (BKJIIOUash MEpephIBbl B JICUEHUH) U B TE€YCHHE /7 JHEW MOcie 3aBepIleHUs
npreMa MOMaJIuJOMHU/IA.

Obyuarowue mamepuansl, 02paHuyeHus 8 HA3HAYeHUU U 8bloaye npenapama

Uto6bl MOMOYB MalMeHTaM U30eKaTh BO3AEHCTBUS MOMAIUIOMHU/IA HA TUIOJ, Bpay MPEeI0CTaBUT
MarueHTaM MaTepHalbl IO MepaMm MPeI0CTOPOKHOCTH B OTHOILIEHUHU BEPOSITHON TEPaTOT€HHOCTH
MOMAJIMJIOMU/IA, CIMOCO0aM KOHTpALCTIIMK Iepe] HavyalloM TEepanud W PYKOBOACTBO TIO
IIPOBEJICHUIO0 HEOOXOIMMBIX TECTOB Ha O€peMEHHOCTh. Bpau nomkeH nHpopmMupoBaTh NalleHTa
O BO3MOKHOM TEPAaTOT€HHOM pPHCKE MOMATUAOMHUIA M CTPOTHMX Mepax IO MPEeAyNpexIeHUIO
OepemMeHHOCTH, M o0ecmeunTh NalMeHTa oOydaromiedt Opomropoid. IlpoBenenune Tecta Ha
OepeMeHHOCTh, HAa3HAUYCHHE W BbIJAdy Mpenapara peKOMEHIYeTCs MPOBOAUTH B OJUH JICHb.
Brigaua momManmuaoMuia JKEHIMMHAM ¢ COXPAaHEHHBIM PEMPOIYKTHBHBIM ITOTSHITHAIIOM JOJDKHA
MPOMCXOJUTh HE MO3Ke 7 JAHEW Mocje Ha3HAueHUs Tepanmuu W MOJY4YEHUS OTPULIATEIbHOTO
pe3ynbTarta Tecta Ha 0epeMEeHHOCTh, BBIITOJIHEHHOTO MO/ Ha0II0IeHUEM Bpaya.

Brigaua mpenapara SKEHIIMHAM C COXPAaHEHHBIM PENPOAYKTHBHBIM IMOTEHIIMAIOM JOJKHA
MIPOU3BOTUTRLCS HEe 0oJiee YeM Ha 4 HeJIelu JICUCHUSI B COOTBETCTBHH C IMOKA3aHMSIMH M CXEMaMU
npuMeHeHus (cM. paszen 4.2.), BCeM OCTaIbHBIM KaTeTOPHsIM IMAIIMEHTOB — He Oosee yeM Ha 12
HEJIelb.

I'eMaTOIOTHUECKUE OCIOKHECHUS

Y mMmanMeHTOB ¢ PEHHUIWBUPYIONMICH/PE3UCTCHTHOH MHOXECTBCHHOW MHEIIOMOW B TpYIIe
HEeXKeNaTeNbHbIX SBICHUA 3 uiau 4 CTeNeHH TSDKeCTH Haumbojee 4YacTo pPerucTpupyercs
HEUTPONEHHS; CINEAYIOIUE IO YacTOTe — aHeMHUs U TPOMOOIMTONEHHUS. Y TAaIleHTOB
HEOOXOUMO MOHUTOPUPOBATH HEXKENATEIbHbIE TI'eMAaTOJOTUYECKUE pPEeaKIuH, OCOOCHHO

Helrporienuro. [TaruenTs! J0KHBI OBITH TPOUH()OPMHUPOBAHBI O HEOOXOJMMOCTH CBOEBPEMEHHO
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cooOmmaThk O MOBBIIMICHUH TEMIIEPATyphl Teia. Bpaunm MOMKHBI HAaONIONATh 3a MAlMCeHTaMU B
OTHOIIICHUH CHMIITOMOB TIOBBIIICHHON KpPOBOTOYMBOCTH, BKIIOYas HOCOBBIE KPOBOTCUCHHS,
0COOEHHO TIPU COIMYTCTBYIOIIEH Tepanuu mpenapaTaMu, MOBBIIIAIOIIUMU PUCK KPOBOTCUCHHN
(cm. paznen 4.8.). [lonHbIi aHANIKU3 KPOBU HEOOXOIUMO BBIMIOJHUATE 10 Hayalla JICUCHUs, 3aTeM
€KEHEJIeIbHO — B TEUEHUE MEPBBIX § Heaenb, ganee — 1 pa3 B mecsn. MoxeT norpedoBarhes
M3MEHEHHEe J03bl moMaymaomMuaa (cMm. pasaen 4.2.), IPUMEHEHHE KPOBE3aMCHHUTEIICH W/WIIH
npemnaparoB (akropa pocra.

TpoM0O0IMOOINUECKHE OCHOKHEHHUS

VY NanueHToB NpHU JICYEHUH MOMAIMIOMHUIOM B KOMOMHAIIMK C JIEKCAMETa30HOM pPa3BHBAJIHCH
BEHO3HbIE TPOMOOSMOOIMYECKHE HapylleHUs (B OCHOBHOM TpoM0O3 TINIyOOKMX BEH U
TpomMO0OIMOoNHs JilerouHoi aprepun — TOJIA) u apTrepuanbHble TPOMOOTHYECKHE HAPYIICHHS
(uadapkT MuOKapAa ¥ WHCYNbT). [lanmmenTsl ¢ HanuuueM (HaKTOpPOB pucKka TPomMOOIMOOIHH,
BKJIIOYAst PEIIECTBYIONINE TPOMOO3bI, JOKHBI HAXOIUTHCS O] TIIATEIbHBIM HAOII0IEHUEM.
HeoOxomuMo TpeAnpuHAT, BCE BO3MOXKHBIE MEpHI Ui MUHUMH3AIUKA (DaKTOpOB pHCKa
(HammpuMep, KypeHue, THIepTeH3us, runepaunuaeMus). [lanueHTs! 1 Bpauu TOJKHBI CISAUTH 32
IPU3HAKAMU U CUMIITOMaMu TpoMOosMoOounii. [TareHToB He06X0AMMO NpeAyIpPEeaUTh, YTO UM
clieflyeT oOpaTUThCS 3a MEAMLIMHCKOW MOMOIIBIO TPU TOSBICHUU TAaKUX CHUMITOMOB, Kak
OJIbIIIIKA, OOJIN B TPYAH, OTEKH PYK U HOT. [Ipr OTCYTCTBHM MPOTHBOIIOKA3aHUH PEKOMEHIYETCS
JIeYeHHe aHTUKOAryJITHTaMU (TaKUMU KaK alleTUIICATUIMIIOBas KUCII0Ta, Bap(papuH, TeapuH WK
KJIOMUAOTPEIT), OCOOEHHO Y MaLMEHTOB C JOMOJHUTEIbHBIMH (PAKTOpaMu pucKa TPoMO03a.
Pemenue o mpoBeneHuN NpO(UIAKTUYECKUX MEPONPHUATHIA MPUHUMAETCS MOCJE TIIATEIbHOM
OLIEHKH (AaKTOPOB PUCKA y KAXKJOTO MAlMEHTA. B KIMHUYECKHUX HCCIIEIOBAHUSX MAIMEHTHI
pOopUIAKTUYECKH HOJTyYaan alleTUICAIUIUIIOBY IO KUCJIOTY WIn IPYTYIo
IPOTUBOTPOMOOTHYECKYIO TEpaIuio. [Ipumenenue PUTPOMOITHUYECKUX CpeAcTB
COTPOBOXAAETCSA PUCKOM TPOMOOTHYECKHUX  OCIOKHEHUH, BKIOUas TpomMO0dIMOoIHu.
CrnemoBarenbHO, SPUTPOMOITHUECKUE TIpENapaThl, a TaKXkKe IPYyTrHe CPeAcTBa, KOTOPHIE MOTYT
MOBBIIIATH PUCK TPOMOOIMOOIHH, TOJIKHBI IPUMEHSATHCS C OCTOPOKHOCTBIO.

3abojeBaHus IIUTOBUIHOM JKEJIC3hI

Coolmanoch 0 cimydasx TuUroTupeo3a. llepen Haganom jedeHuss HEOOXOIUMO TPOBOJUTH
KOHTPOJIb COITy TCTBYIOITUX 3a00JICBaHMI, CIIOCOOHBIX BIUATH Ha (DYHKITUIO ITUTOBHUTHOM JKEJIC3bI.
PexomMenayercss mpoBOAUTH OLIEHKY (YHKIIMHM LIIUTOBUIHOM *KeJjie3bl Iepe]] HayaloM JISUeHUsI U

PEryJIsipHBIA KOHTPOJIb (PYHKIUH LIUTOBUIHOM *Kelle3bl BO BpeMs JICUECHUS.
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Ilepudepuueckas HeltponaTus

[TanimenToB ¢ IepudepudecKoi HelponaTrue >2 CTENeH! TSKECTH HEe BKITIOUATH B KIIMHUYECKHE
uccienoBanus nomanuaomuaa. [lpu pemeHnn Bormpoca 0 Ha3HAYSHUH JIeUEHUST TOMaIHuI0MUIOM
TAKUM TMMAIIUCHTAM HYXXHO MPOABJIATL OCTOPOKHOCTD.

BI)IDa)KeHHOG HapymeHue d)VHKHI/II/I cepana

[TarueHTOB C BBIpaXEHHBIMU HapylleHHsMH GYHKIUM cepiaua (3acToifHas cepiedHas
HenoctatouHocTh [Kmace M1 i IV mo NYHA]; uadapkt muokapaa B TedeHue 12 mecsieB 10
Hayasa UCCIIeI0BaHuUs; HeCTaOMIIbHAS WU MJI0OX0 KOHTPOJIMpYyeMas CTeHOKapAus) He BKIIOYaln
B KIIMHUYCCKHUEC HUCCIICO0BaHUA ImoMajauagomMuaa. OcioxHeHns B BUC CGpI[C‘IHOﬁ
HEJIOCTATOYHOCTH, BKIIFOUAs 3aCTOMHYIO CEPACUHYIO HEOCTATOYHOCTh M OTEK JIETKHX (CM. pa3en
4.8.) oTMeuanu, B OCHOBHOM, y TTAIIMEHTOB C YK€ CYIIECTBYIOIICH CEPICUHON HETOCTATOYHOCTHIO
win (pakTopamu pucka 3aboneBaHuil cepaua. [lpu pemeHun Bompoca O Ha3HAYCHHUH JICUCHUS
MNOMaJIMAOMUAOM TAaKUM ITAIUCHTAM HYXKHO HPOSABIIATH OCTOPOXHOCTL, BKIIO4Has PCryJIsIipHBIC
OCMOTPBEI AJId BBIABJICHUSA CUMIITOMOB CCpZ[G‘IHOﬁ HEAOCTAaTOYHOCTH.

CHHIPOM JIHM3HCa OIIYXOJIU

HauOonpmmii puck cHHApPOMA JIM3KCA OMYXOJIM UMEETCs y MAIMeHTOB C OOJIBIION OIyXO0JIEBOM
Harpy3kod Ha MOMEHT Hayala JIe4eHHUs. 3a STUMH MAIMEeHTaMH JOJDKHO OBITh OpPraHM30BaHO
TIIaTEIbHOE HAOIIOACHNE C MPUMEHEHHEM COOTBETCTBYIOIIUX MPOPMIAKTUICCKUX MEP.

IlepBHYHBIE ONTYXOJIN APYTOH JIOKAJIU3AINU

OOpazoBaHue NEPBUYHBIX 3JIOKAYECTBEHHBIX OMYyXONeH MApyroil JOKamu3aluu, TaKuX Kak
HCMCHaHOHHTapHBIﬁ paK KOXH, 3apCTUCTPUPOBAHO Yy MALKUMCHTOB, IMOJYYaBIINX MOMAJIUAOMHU
(cm. pazmen 4.8.). Bpau q0/mKeH TIIATEIbHO 00CIIeIOBATh MAIMEHTOB JI0 M BO BPEMs JICUCHUS C
MIOMOIIIFI0 CTaHAAPTHBIX METOJOB CKPUHHMHTA HOBOOOPA30BaHWIl Ui BBISABICHUS TCPBUYHOM
OITyXOJIU JIPYTOH JIOKAJTU3AIUH, U, IPH HEOOXOAUMOCTH, HA3HAYUTh COOTBETCTBYIOIIEE JICUCHHE.

AJIJIGDFI/I‘-ICCKI/IG PCAKIIMH U TAKCIIBIC KOXKHBIC PCAKITUN

Ha ¢one mpumeHneHus moManuaoMuaa ObUTH 3apeTUCTPUPOBAHBI AaHTHMOHEBPOTHYECKUN OTEK,
aHaduIaKTHYECKasl peakius u TshKeable KoxkHbie peaknuu, Bkitodas CCI, TOH u DRESS (cM.
paznen 4.8.). [TarueHTs JOMKHBI OBITH MPOMH(POPMUPOBAHBI O MPU3HAKAX U CHUMIITOMAaX 3THUX
peakiuii ¥ TpeayNpexaAeHbl O HEOOXOTUMOCTH HEMEIUIEHHO OOpaTHUThCA 3a MEIUIIMHCKOM
MOMOUIbI0 MpPH TIOABJIEHUU MOJOOHBIX CHUMIITOMOB. JleueHne MOManuIOMHIIOM CIEIYET
MPEKPATUTH MPU Pa3BUTHHU IKC(HOTHMATHBHON WK OYyJIIIE3HON ChITI Win ipu nioto3penuun Ha CCJI,
TOH u DRESS. Jleuenue He NOMKHO BO30OHOBIATHCS IOCHE pa3pelIeHUs BbIIICyKa3aHHbBIX
peakuuii. IlanMeHTOB ¢ CEpbE3HBIMU AJUIEPTMUECKMMHU PEaKUUsAMU Ha TAJIUJOMMJI WIH

JICHAIMAOMU/ B aHAMHE3€ HC BKIIIOYAJIM B KIIMHUYCCKUC MCCICAOBAaHUS ITOMAJIMAOMUIA. Takmne
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MAIUEHTHl MOTYT UMETh TOBBIIIICHHBIA PUCK Pa3BUTHS PEAKIIUN THIIEPIYBCTBUTEIHLHOCTH U HE
JOJDKHBI MOJTy4aTh mnoMamuaomMua. CrexyeT paccMOTPeTh BO3MOXKHOCTH TIPEPBIBAHUS HIIH
MPEKpAaIICHUs JICUYCHHS TTOMAIUAOMHUIOM B CiIy4ae KOXHOU chiu 2—3 creneHu TsbkecTH. [Ipu
pPa3BUTHUN AHTHOHEBPOTHYECKOTO OTEKa M aHA(PMIAKTHYECKON PEeakiuy MOMATUIOMUT JOJIKECH
OBITH OTMEHEH.

I"'0710BOKpYKEHHE M CIIYTAHHOCTH CO3HAHMS

NmeroTcst cooOmieHnst 0 BOSHUKHOBEHUH T'OJIOBOKPYKEHUHM M CIIyTaHHOCTH CO3HAHUS Ha (poHe
npuema nomanuaomuzaa. Ilanuentam cienyer m3beraTh CUTyalui, KOT/a TOJOBOKPY)KEHUE U
CITyTAaHHOCTb CO3HAHUS MOTYT MPEACTABIAThH IPOOJIEMY, M HE IPUHUMATD IPYTHE JIEKAPCTBEHHBIE
CpeAcCTBa, KOTOPBIE MOTYT BBI3bIBATH TAKHE K€ HAPYIICHUs, O€3 IMpeIBapUTEIbHON MEIUIIMHCKON
KOHCYJIbTaI1H.

HurepcTunmansHoe 3a0onesanune jgerkux (MU3JI)

N3J1 u gpyrue cXoaHbIE SBICHUS, BKIIIOUAs CITydan THEBMOHUTA, HAOM0Jamuch Ha (DOHE JIeUeHus
noManuaoMuoM. [lareHTaM ¢ OCTPBIMH CHMIITOMaMHU WM HEOOBSICHUMBIM YXYIIICHACM
JIETOYHOM CUMIITOMATUKH CIIEyeT MPOBECTH TIIATeIbHOE oOcaeaoBanue A uckmoueHus M3J1.
B xone atoro o0crienoBaHus JiedeHHE MOMATUIOMHIOM JIOJDKHO OBITH MPHOCTAHOBIEHO, a MpHU
noATBepxkaeHun aAuarHoza W3JI  Ha3HaueHa  cooTBeTCTByromiass Tepanus. JledeHue
MOMAaJIMIOMHJIOM MOJKET OBITh BO30OHOBJIEHO TOJBKO MOCJE TIIATEILHON OLIEHKM IMOJL3BI U
pHCKa.

3a0oJjieBaHys [IEYEHU

BblpakeHHOE  TIOBBIIICHHE AKTUBHOCTH  aJaHUHAMHUHOTpaHc(hepassl M KOHLEHTPAIUH
OunnpyOMHa OTMEYaTW y TMAlWeHTOB, NPHHUMABIIMX TMOMaTUAOMHI (cM. pasgen 4.8.).
3aperucTpupoBaHbl TaK)K€ CIIy4ad TelaTuTa, KOTOpPble MPUBEIM K IMPEKPAIICHUIO JeUeHUs
MOMAaTUOMUIOM. PerynsipHbIii KOHTPOIb GYHKIMH TEYEHN PEKOMEHAYETCS B TEUCHHE MEPBBIX 6
MECSIIEB TEPANTUH TOMATUIOMHJIOM, @ B MOCIEAYIOIIEM — 10 KIMHUYECKHM MOKa3aHHUSM.
Nudexnun

Coo0manoch 0 peaKux ciydasx peaktuBanuu Bupyca renatuta B (HB) y mammentos, panee
WH(QUIMPOBAHHBIX BUPYCOM TematuTa B, mpu nedeHHd MOManuIOMHIOM B KOMOWHALIUU C
JIeKCaMeTa30HOM. B HECKOJIBKHX CIy4asiX OTMEYajoch MPOTPECCHPOBAHME TeMaTHTa J0 OCTPOil
MIEYCHOYHON HEJIOCTATOYHOCTH, B PE3yJbTaTe Yero MOMaauIoMHI ObUT oTMeHeH. J[o Hauama
JICYCHUS TIOMAaJUJAOMUAOM HEOOXOAMMO BBIMOJHUTH TECT Ha HaJlWYHEe U aKTUBHOCTH BHpYyca
remaruta B. Jlng manMeHTOB ¢ MOJOXKHUTENbHBIM TECTOM Ha HalIW4Yhe BUpyca rematuta B
pPEKOMEHAyEeTCS KOHCYJIbTAllUMs Bpada, MMEIOIIETO OMBIT JICYCHUS NAlMEHTOB C BHUPYCHBIM

renatutom B. Crnenyer co6mroaTth OCTOPOKHOCTD IIPY COYETAHHOM TPUMEHEHUH IOMAINIOMH/1a
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U ACKCAMCTa30Ha y MAallMCHTOB, MEPCHCCIINX BprCHBIfI rernaTtur B, BKJIFOYadA IIAallUCHTOB C
MOJIOXKUTENHHBIM TecTOM Ha anti-HBs-antutena (antutena k HBs-antureny Bupyca remarura B),
HO OTpHUIaTeNbHBIM TecTOM Ha HBs anTuren. 3a TakuMu manueHTaMd HEOOXOAUMO YCTaHOBUTH
TIIATCIBHOC HaG.HIOIIGHI/IC B TCUCHHC BCCr0 KypcCa TCpalluu IJid CBOCBPCMCHHOI'O BBISBJICHUA
CUMIITOMOB U IPU3HAKOB aKTUBHOI'O 3a6OJ'IeBaHI/I$I, BBI3BBAHHOT'O BUPYCOM I€riaTuTa B.

IIporpeccupyroniast MyIbTU(DOKaIbHAS JEHKOIHIIE(aTOHATHSI

Co001manock 0 ciryqasx pa3BUTHS MPOTPECCUPYIONICH MyIbTU(POKATHHOM JIEHKOIHIIePaTONaTun
(ITMJI) y manueHToB, MPUHUMABIINX MMOMAIUIOMHUI, BKIIOUYAsl CIIy4au C JIETAIbHBIM UCXOIOM.
Cornacno cooOmenusim [IMJI pazBuBanace B meproj OT HECKOJIBKUX MECSLIEB 10 HECKOJIBKHX JIET
Iocjie Hayaja JIe4eHHUs] HoMaauaoMuaoM. B ocHoBHOM coobmanock o caywasx I[IMII y
MalMEeHTOB, MOJyYaBUIMX COMYTCTBYIOIIEE JICYEHUE JEKCAMETAa30HOM, WM PAHEE MPOIIEIIINX
XUMHUOTEPANHIO JPYTUM HMMYHOAEIPECCUBHBIM IpenapaToM. Bpauam cienyer peryispHO
MIPOBOJUTH MEAULIMHCKUI 0cMOTp marueHToB. [Ipu coctaBnennn auddepeHnnanbHOro quarHosa
y HAIUEHTOB C HOBBIMH WJIM IPOTPECCUPYIOIIMMHU HEBPOJIOTMYECKUMHU CUMITTOMAaMH, IPU3HAKaAMH
KOTHUTHBHBIX U MOBEACHUYECKUX HapyIIeHUH, HEOOXOAMMO yUUTHIBATh BO3MOXKHOCTb Pa3BUTHUS
[IMJI. IlauueHTOB ciaenyeT MpeaynpeauTh O TOM, YTO UM CTOUT COOOIIATh CBOMM OJHM3KUM U
JUIaM, YXaKUBAIOIUM 33 HUMH, O JICYEHHUHU, IIOCKOJIbKY OHHU MOTYT 3aMETHTh CHUMIITOMBI, O
KOTOPBIX MAaIlUEHT HE 3HAET.

Huarnoctuka [IMJI nommkHa BKIIIOYAaTh HEBPOJIOTHYECKOE 00CIeI0BaHUE, TPOBEACHNUE MAarHUTHO-
pE30HaHCHOM TOMOTpaduu TOJIOBHOTO MO3Ta U aHalln3a CIMHHOMO3TOBOM KHUIKOCTH Ha HAITUYHE
JHK Bupyca JC meronom nmonumepasnoii nenHoit peakuuu (I1L[P). B xauecTBe anbTepHATHUBEI
[MI[P-uccrnenoBannio MOXKET OBITH MPOBEJACHA OHMOICHUS TOJOBHOTO MO3ra Ui OIpPEACIICHUS
Bupyca JC. OrpuniatensHbiii pesynbtat [IIIP-uccnenoanus Ha Bupyc JC He UCKITIOYAET pa3BUTHE
[IMJI. HeobxonuMo oOecneduTh IOMOJHUTEIbHOE HAONO/IEHUE 3a MAlMEHTOM U IMPOBECTU
JOTIOJTHUTEJbHbIE UCCIIEAOBAHUS, €CIIN AIbTEPHATUBHBIN TUarHo3 HE MOXET OBITh YCTaHOBIICH.
IIpy Hanmuuu nono3penus Ha pazputue [IMJI cnenyer npuoCTaHOBUTH IPUEM J10 €€ UCKIIFOUECHMUS.
B ciyuae noareepxkaenust [IMJI ciemyeT okoHYaTENbHO NPEKPATUTD JICYEHUE TOMATUIOMHUIOM.

IIpenapat coaep >KHUT JIAKTO3Y

[TatmeHTamM ¢ peako BCTPEYAIOLICHCS HACIEACTBEHHOW HEMEPEHOCHUMOCTBIO TaAJIAKTO3bI,
Ne(UIMTOM JIAKTA3bl WIH TJIFOKO30-TaIaKTO3HOW MalibaOcopOLuel He ClIeIyeT MPUHUMATh 3TOT
npemnapar.

4.5. B3auMopgelicTBMe C JAPYTMMH JIEKAPCTBEHHBbIMH IMpenapaTamMd W JApyrue BH/bI
B3auMoaelcTBUSA

Bimsguane noMaJIMaoMuia Ha APYTUC JICKAPCTBCHHBIC ITPCIIapaThl

14



COOTBETCTBYET JKCNEPTHOMY OTYETY
ot 05.12.2024 N2 26974

(NOCNEQCBATENEHOCTE 0006)

CunTtaercs, 4TO NOMAJUAOMUJ HE BBI3bIBACT KIMHUYECKH 3HAYMMBIX (DapMaKOKMHETHUYECKHX
JIEKapCTBEHHBIX B3aMMOJCHCTBHIM, CBS3aHHBIX C YTHETEHHEM WJIM HHAyKUUEH H30(epMeHTOB
uuroxpoma P450, iy akTuBanMe WM YTHETEHHWEM TPAaHCIOPTHBIX CHUCTEM, IPU COBMECTHOM
NPUMEHEHUH ¢ cyOcTparaMu 3TUX (EPMEHTOB WJIHM TpaHCHOpTepaMu. BO3MOKHOCTh Takux
JIEKapCTBEHHBIX B3aMMOJCHCTBUM, BKIIOYas BIMSHUE MOMalIMIOMHAAa Ha (PapMaKOKUHETHKY
KOMOMHHPOBAHHBIX MEPOPATbHBIX KOHTPALIETITUBOB, KIMHUYECKH HE OICHHBAJIACh (CM. pas3feln
4.4.).

Binusuue Ipyrux JIEKapCcTBEHHBIX MPENapaToB Ha MOMAJUI0MU/I

[Momanunomu yactuuno Metabonuzupyetcs uzopepmenramu CYP1A2 u CYP3A4/5 u apnsetcs
cyocrparom i P-rinukonporenna. KoMOMHMpOBaHHOE PUMEHEHUE TIOMATHIOMHIA C CHITBHBIM
uaruoutopom CYP3A4/5 u P-gp xerokonazoinom wim ¢ cuwibHbIM HHIyKTOpoM CYP3A4/5
KapOaMa3enMHOM KIMHUYECKH 3HAYMMO HE BIIMSIIO Ha AelcTBHe nmomManugomuaa. CoBMECTHOE
npuMeHeHne cuibHoro uHruouropa CYP1A2 ¢nyBokcamMuHa B HPUCYTCTBHH KETOKOHA30JIa
YBEIUYUBAJIO BO3/IeHicTBHE ToManuaoMua B cpearem Ha 107 % [90 % noBepuTenbHbII HHTEPBAT
(A1) 91 %-124 %] B cpaBHEHMH C KOMOWHAIMEW MOMaJIMIOMHUI-KETOKOHA301. B nmpyrom
uccinenoBanuy BiusHus uHruoutopa CYP1A2 Ha m3MeHeHHs MeTaboiu3Ma, MpU COYETAHHOM
npuMeHeHny uHruouropa msopepmenta CYP1A2 dnyBokcamMuHa W NOMAIMIOMUAA, CPEIHS
AKCTIO3UIUS oManuaoMuaa yeenuuuiack Ha 125 % [90 % AU 98 %—157 %] B cpaBHeHuUU ¢
IPUMEHEHHEM MOMAIUAOMHUIA B MOHOTepanuu. Eciau CWIbHBIH HMHrHOUTOp H30(pepMeHTa
CYP1A2 (nanpumep, nunpodaokcalyt, 3HOKCAIlMH U (IyBOKCAMUH) IPUMEHSIOT COBMECTHO C
MOMaJIMIOMUIOM, HEOOXOAMMO YMEHBIIUTH 7103y oManuaoMuaa Ha 50 %.

Jlexcamema3zon

KomOuHupoBaHHas Tepanus HIOMaJIUIOMUAOM B IOBTOPHBIX /103aX 110 4 MI' U IEKCAMETa30HOM B
no3ax 20—40 mr (cnadblit/ymepeHHbIH HHAYKTOp HEKOTOpbIX pepmenToB CYP, Britouast CYP3A)
y NAIIMEHTOB C MHOXXECTBEHHOW MUEIOMO HE COIPOBOXK/1a1ach HapyIeHHEM (DapMaKOKUHETHKH
MTOMaJIMIOMHU/IA IO CPABHEHUIO C MOHOTEpANTHEe TOMAaTHIOMHUIIOM.

Bnusaue nexcamerazoHa Ha Bap(apuH HE HM3Y4Y€HO, MO3TOMY DPEKOMEHAYETCs TINATEIBHO
MOHUTOPHPOBATh KOHLIEHTpALUIO BaphaprHa Ha (hOHEe KOMOMHUPOBAHHOM Teparuu.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALMS

>KCHIHI/IHI)I C COXPaHCHHBIM pPEIIPOAYKTHBHBIM HOTGHIII/IaJ'IOM/KOHTDaHeHIII/ISI Y MYXYMH H

KCHIIIMH

JXKeHmMHBI C COXpaHEHHBIM pENpOAYKTHBHBIM IOTEHLMAJIOM JOJDKHBI  HCIOJIB30BaTh
3¢ eKTUBHBIA MeToa KOHTpanenuuu. Eciaum OepeMeHHOCTh HACTYyNWiIa BO BpeMs JICUCHHS

InmoMaJinaoMuaoM, TO IMpPHUEM IIperiapaTta AOJIKCH OBITh IpeKpalCH, a KXCHIIWHA JOJI’KHA OBITE
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COOTBETCTBYET JKCNEPTHOMY OTYETY
ot 05.12.2024 N2 26974

(NOCNEQCBATENEHOCTE 0006)

HalrpaBjieHa K CICHHAIUCTy B 00JIaCTU IUJITAHUPOBAaHUS W BEIECHUS OEPEMEHHOCTH A
oOcneoBaHUsl W TIOJNIyYeHHUsS peKoMeHnanuid. Eciu OepeMeHHOCTh HACTyINWa y JKEHITUHBI,
MapTHEp KOTOPO MONy4aeT MOMalIHIOMUJ, OHA JOJKHA OBITh HANpaBieHA K CHEIUAIUCTY MO
TUTAHUPOBAHUIO U BEACHHUIO OEPEMEHHOCTH I 00CiIeIoBaHus U KOHCynbTanuu. [lomanumomua
OoOHApyKUBACTCSI B CEMEHHOM >KHJKOCTH YeJIOBeKa. B kaduecTBe Mephl MPeIoCTOPOKHOCTH BCE
MalUEeHTBl MY)KCKOTO TOJia JODKHBI HCIOJIB30BaTh NPE3EpPBATHUBBEI B TEUCHHE BCETO Kypca
JIeYCHUs, B IEpEPhIBaX MKy JICUCHUEM U B TeUCHUE 7 JHEH MOCe MpeKpanieHus JCUCHUs, TN
WX TapTHepiia OepeMeHHa WJIM HMMEEeT COXPAHCHHBIM pPEeNpOAyKTUBHBIM MOTEHLMAT U HE
UCIOJIBb3YEeT KaKOU-TNO0 METO T KOHTpaleniuu (cM. pazaenst 4.3. u 4.4).

bepeMeHHOCTD

[Tomamuaomu MokeT 001a1aTh TEPATOTEHHBIM JIeHCTBHEM Y Jtojiel. [IpenapaTt npoTuBomoka3an
BO BpeMsi 0EpEeMEHHOCTH U Y JKEHIIMH C COXpPaHEHHBIM PENpOAYKTHBHBIM IMOTEHIIMAIOM, 32
UCKITIOYCHUEM CIlydaeB MPUMEHEHHsI C COOJIFOJICHUEM BCEX YCJIOBHM MPEIOXpAaHEHUS OT
O0epemenHOCTH (CM. pa3aensl 4.3., 4.4).

JlakTamus

He ycranoBieHo, BbleNs€TCS M MOMATHIOMUJ C TPYIHBIM MOJOKOM 4enoBeka. [lomanumomun
OOHapyXHUBAJICSI B MOJIOKE KpBIC, KOTOPHIM BBOIWIM Tpernapar. YUUTHIBash BO3MOXHOCThb
HEXKEJIATeIPHOTO JCHCTBYS TIOMATHIOMUIa HA HOBOPOXKICHHBIX, HEOOXOIMMO MPEKPATHTH JTUOO
TpyJHOE BCKapMJIMBaHHE, JIMOO MPUEM IpernapaTa, IpUHIMAas BO BHUMaHHUE BaKHOCTh TPYHOTO
BCKapMJIMBaHUS 17151 peOeHKa U JISUCHUS ISl MaTepH.

DepTIbHOCTD

VY KMBOTHBIX IIOMaJINIOMMU 06J1a)1aeT HC6J’IaFOHpI/I$ITHI)IM BIWSIHHUEM Ha q)epTI/IJ'II)HOCTB u
TepaToreHHbIM 3P dexToM. [lomamuromMu MpPOHUKAET 4Yepe3 IUIALEHTYy U OOHapyKHBAaeTCs B
KPOBH IU10/1a (COTJIaCHO TaHHBIM, [TOJyYEHHBIM Ha KpOJIMKax) (cM. pas3zen 5.3.).

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padoTaTh ¢
MeXaHU3MaMH

[Tomanunomug oOnagaeT HE3HAYUTENbHBIM MM YMEPEHHBIM BIIMSHUEM Ha CIIOCOOHOCTb
YIOPaBJISATh TPAHCIIOPTHBIMU CPEICTBAMU MM MexaHu3MaMmH. HekoTopsle moOouHbIe IEHCTBUS
noMajaymaomMuia, TaKHUC KaK YTOMIIICMOCTb, 3aTOPMOKCHHOCTb, CIYTAHHOCTb CO3HAHUA U
T'OJIOBOKPYKCHHUEC, MOT'YT OTPULATCIIbHO BJIUATL HaA CHOCOOHOCTD YHpaBJICHUA aBTOMOOMJIEM U
BBIIIOJIHEHHE MOTEHIHAIbHO ONACHBIX BHJOB JESITEIbHOCTH, TPEOYIOIMMX IOBBILIEHHOM
KOHIIGHTPALlMd BHHUMAaHUS M OBICTPOTHI NMCHUXOMOTOPHBIX peakuuil. [Ipu mnosBIeHHMM Takux

HEeXeJIaTEeILHBIX SIBICHUHN CJICAYCT BO3ACPIKATHCA OT BBIIIOJIHCHHUA JAHHBIX BUAOB ACATCIBHOCTH.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 05.12.2024 N= 26974

(NMOCNEOOBATENEHOCTE 0006)

4.8. HexesaTeJibHbIe peaknuu

Pesrome mpoduiasg 6e3omacHOCTH

Bo Bpemsi KIIMHUYECKUX HCCIEA0BaHNN HanboJee YacThIMHU HEeKeIaTebHBIMU PEaKIUAMU ObLITN
HapyIIEHUs] CO CTOPOHBI KPOBU U JIMM(paTHUECKOW cucTeMbl: anemus (45,7 %), HeUTponeHus
(45,3 %) u TpombouuTonenust (27 %); cpean o0MUX HAPYIICHUN U PeaKluidi B MECTE BBEICHUS
npeobnaganu  yromisiemocts (28,3 %), mnoBbiueHue Temmnepatypel Tena (21 %) wu
nepudepuyeckue oteku (13 %); cpeau nndekumii ¥ napa3uTapHbIX 3a00J€BaHUN — THEBMOHUS
(10,7 %). Kak nmoGouHoe aeiicTBue nepudepudeckas Heipornatus 3apeructpuposasa y 12,3 %
MAIMEHTOB, a BEHO3HBbIC 3MOonndyeckue u TpomboTHueckue Hapymenus (BOTH) —y 3,3 %
nanueHToB. Hambonee dacThiMM HeEXelaTeNbHBIMU peakuusMU 3 wid 4 CTeneHu Obuin
HapyUIEHHs] CO CTOPOHBI KPOBU U JUM(ATHUYECKON CHUCTEMBI, BKItO4ast HedTponeHuto (41,7 %),
anemuto (27 %) u tpomboruronenuto (20,7 %); cpeaun nndekunii 1 nHBa3uil — mHeBMOHUS (9 %);
cpeau o0IIKX PacCTPOICTB M HAPYIIEHUH B MeCTe BBEIEHUSI ITpenapara — yTomisieMocTs (4,7 %),
noBbIIeHUe Temriepatypsl (3 %) u nepudepudeckue orex (1,3 %). Hanbonee yacToii cepbe3Hoit
HeKeNlaTeNbHOM peakiueil okazanach mHeBMOHUSA (9,3 %). U3 Apyrux cepbe3HbIX HeKeTaTeIbHbIX
peakiuii 3aperucTpupoBanbl: (ebpmibHas HelTponenus (4,0 %), Heitponenus (2,0 %),
tpomOommronenus (1,7 %) u BOTH (1,7 %). HexenarenbHble peakiuu yaiie BO3HUKAIU BO
BpEMsI MIEPBBIX ABYX UKJIOB JICUCHHS TOMAJIHIOMHIOM.

TabuuyHOE pe3roMe HEXKEIaTEIbHBIX PEAKIINI

B pannomusupoBannom uccnenoBanun CC-4047-MM-003 302 nanueHTa ¢ peluIUBUPYIOLIEH U
pedpakTepHOIl MHO)KECTBEHHON MHEITOMOM TOTy4Yaid moManuaoMu/ 1mo 4 mr 1 pa3 B gesb ¢ 1 o
21 neHb TOBTOPHBIX 28-THEBHBIX IMKJIOB B KOMOWHAIIMH C €XCHEICITHHOW HH3KOH 0301
JIEKCaMeTa30Ha.

Hexenarenpabie peaknuu (HJIP), Bo3HMKaBIIME Yy TAIMEHTOB TPH JICUCHHH KOMOWHAIIMCH
MOMAIMJOMUIA M JIeKCaMeTa30Ha, TPEACTABICHb HIDKE B TaOMUIlE B COOTBETCTBHH C
KJaccuuKanuei mopaxxeHui opranos u cucrteM opranoB MedDRA ¢ yueTom wactotsl Bcex HJIP
n yactotsl HJIP 3 nnu 4 creneHu TskecTu.

[IpuBenena yacTora pa3BUTHS HEXKENATENbHBIX PEAKIUI B TPYIIE JEUYECHUs] OMATUIOMHUIOM B
KOMOMHaImu ¢ aekcamera3zonoM B uccnenopannu CC-4047-MM-003 (n = 302). HexxenarenbHbie
peaKuy TEepeUYNCIICHbl HUKE B COOTBETCTBHH C KJIACCH(UKAIUEH 1O OCHOBHBIM CHCTEMaM M
4acTOTE BCTPEYAaEMOCTH, KOTOpas Oblja OmpefeleHa B COOTBETCTBUM C KiaccuuKanuen
Bcemupnoii opranuzanuu 3apaBooxpanenus (BO3): ouens wacto (>1/10); wacro (>1/100, <1/10);
Hewyacto (>1/1000, <1/100); penko (=1/10000, <1/1000); ouens pemko (<1/10000); gacrora

Hen3BecTHa (HE MOXKET OBITh YCTAaHOBJICHA HA OCHOBAHUH UMEIOIITUXCS TAHHBIX ).
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COOTBETC TE ~' ET JKCMNEPTHOMY OTUYETY
ot 0512 2024 Nz 26974

(NOCNEQCBATENEHOCTE 0006)

Tabmmua 1. HJIP, 3apermcTpupoBaHHBIX B KJIMHHMYecKoM wucciaegopanun MM-003 y

NnNanmueHToOB HA (bone Tepanuu NOMaJuJI0MUAOM U JT€KCAMETA30HOM

CucreMHO-OpraHHbIi

HeskenaTenbHble peakuuu

HesxenarenbHble peakuuu

KJ1acC (cymmapHo), yacTora 3—4 cTeneHu THAKeCTH,
4acToTa
Nudexnuu n naBa3uu QOuenv uwacmo: THEBMOHUS| Yacmo: HEWTPONECHUYECKUN
(OakTepuanbHas, BUPYCHas H| CEICHC, MTHEBMOHHS]

rpudKoBas uHpekys, (6akTepuanbHas, BHpPYCHas U
BKJTIOYAsI rpuOKOBast UHQEKIHS,
OINMOPTYHUCTUYECKHUE BKJTIOYas]

UH(pEKINN). OMIMOPTYHUCTHUECKHE
Yacmo:  HEUTPONEHUYECKUH| MHQEKIUN),

cercuc, OpOHXOITHEBMOHHMS, OpPOHXOITHEBMOHHUS,

OpOHXWT, nHpeKy HPEKINH IBIXaTEIbHBIX|
JBIXaTENbHBIX nyTeH, myTed, HMHQEKUHH BEPXHUX
UHEKIIH BEPXHUX| JBIXAaTEIbHBIX MyTEH.
JbIXaTEJIbHBIX nyren, Heuacmo: OpOHXHUT,
Ha30(apuHTHUT, OTOSICHIBAIOIIMIN JIUIIIAM.

ONOSICBIBAIOIIINI JIAIIIAN.

JloOpokauecTBEHHBIE,
3JI0KAYECTBEHHBIE U
HEYTOYHCHHBIC
HOBOOOpa3zoBaHUs (BKIIOYAs

KHUCTBI U TIOJIUTIBI)

Heuacmo: 0a3ajbHO-
KJICTOYHAsT KapIHHOMa KOXH,
IUTIOCKOKJICTOYHAST KapIUHOMA

KOXKH.

Heuacmo: 0asaJIbHO-
KJIICTOYHAasA KapLII/IHOMa KOXH,
IUTOCKOKJICTOYHAST KapIHHOMA|

KOXKH.

Hapymenuns co cTopoHbl

Ouenv uacmo: HEUTPONEHUS,

Ouenv wacmo: HEUTPOIIECHUS,

KpOBU U TUM(PaTHIECKON TPOMOOIIUTONICHUS, TPOMOOITUTOTICHUSI, AaHEMUSI.
CUCTEMBI TIEHKOTICHHSI, aHEMUSI. Yacmo: bebpubHasy
Yacmo: (beOpuibHas] HEUTPOTIECHHUS, TCHKOTICHUS.
HEUTPOIICHMUS.
Hapymenust metabonuzma u | Quens  uacmo.  cHwxkenue, Yacmo: TUIepKaTueMus,
MUTAHUS anmneTHTa. TUTIOHATPUEMHUS.
Yacmo: rurnepkanuemus, Heuacmo: CHU)KCHUE
TUTIOHATPUEMHSL. anmeTuTa.
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COOTEBETC

TBYET SKCMEPTHOMY OTUETY

ot 0512 2024 Nz 26974

(NOCNEQCBATENEHOCTE 0006)

CucTteMHO-OpraHHbIi

HexenareabHble peakuumn

HexenaTeabHble PC€aKIuU

KJace (cymMmmapHo0), 4acToTa 3—4 creneHu THAKECTH,
4acToTa
[Icuxnyeckue HapyIIeHUs Yacmo: cryTaHHoCTh Yacmo: CIIyTaHHOCTH)|
CO3HAaHHI. CO3HAaHUA.
Hapymenus co cTopoHsI Yacmo:  3aTOPMOXKEHHOCTb, Yacmo: 3aTOPMOKEHHOCTD.
HEPBHOMN CHUCTEMBbI nepugepuyeckas ceHcopHass| Heuacmo: mnepudepuueckas
Helponarus, CEHCOpHast Helponarus,

T'OJIOBOKPY)KEHHE, TPEMOP.

TOJIOBOKPYIKEHHE, TPEMODP.

Hapymenus co ctopoHbl

oprasa ciyxa v JaOupuHTa

Yacmo: BepTUTO.

Yacmo: BepTUTO.

Hapymenus co Yacmo: Ttpom003 rTinyOokux| Heuacmo: TpoMOO3 TIyOOKHX
CTOPOHBI COCYI0B BEH. BEH.

Hapymenus co cTopoHsl Ouenv  uacmo:  onplliKa, Yacmo: oJpllIKa.
JBIXaTECIIBHON CUCTEMBI, Kallenb. Heuacmo:  TpoM003M00Hs]
OpraHoOB I'PyAHOM KJIETKHU U Yacmo: TPOoMO03MOOIHS| JIErOUYHOM apTepuH, Kariesb.
CpPENOCTEHHUS JIETOYHOM apTepuH.

Keny104HO-KUIIIEYHbIE Quenp uacmo: muapes, Yacmo: nuapesi, pBoTa, 3arop.

HapyLIeHUs

TOMIHOTA, 3aI10p.

Yacmo: pBOTA, KEILYJOUHO-

Heuacmo: TOIIIHOTA,

JKCITYJOUYHO-KHUIICYHOC

KHIIIEYHOE KPOBOTEUCHUE. KPOBOTEYEHHUE.
Hapymenust co cTopoHbl Heuacmo: Heuacmo:
MEYCHU U )KETYCBBIBOMAIINX | THIEPOMIUPYOUHEMHUSI. rUNepOmIupyOuHEMUSI.

nyTei

Hapyenust co cropoHsl

KOKH M TTIOJKOKHBIX TKaHEH

Yacmo: Cpillb, KOXKHBIN 3YI.

Yacmo: CHIb.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 05.12.2024 N= 26974

(NOCNEQOBATENEHOCTE 0006)

CucTteMHO-OpraHHbIi

KJ1accC

HexenareabHble peakuumn

(cymMmmapHo0), 4acToTa

HexenatenbHble peakuuu
3—4 cTreneHu TAKeECTH,

qyacrTorTa

Hapymenus co ctopoHbl

Ouenb yacmo: 00JIb B KOCTSX,

Yacmo: 00IIb B KOCTAX.

MI)IHIGLIHOI;'I, CKEJIETHOU U MBIIICYHBIC CITa3MBI. Hevacmo: MBIIIICYHBIC
COEIMHUTENIbHOM TKaHU CIa3Mbl.

Hapymenus co ctopoHbI Yacmo: noueuHasi Yacmo: IIO4EYHas
MOYEK ¥ MOUYEBBIBOIALIUX HEJ0CTaTOYHOCTh, 3a/IepP)KKa HEAOCTAaTOYHOCTb.

nyTen MOUH. Heyacmo: 3aaepxka MOYH.
Hapymienust co cTopoHsI Yacmo: ©Gomm B obnacty Yacmo: OGomm B obOjacTH

PENpOIYKTUBHOM CUCTEMBI U

MOJIOYHBIX KCJIC3

MaJIOTro Tasa.

Majaoro rasa.

OO6mmue HapyIeHUs U

pCaKknun B MECTC BBCICHUA

Ovuenwv yacmo: YTOMIIAEMOCTD,
IIOBBIIICHHUEC TEMIICPATYPHI,

nepupepuyecKre OTEeKH.

Yacmo: YTOMIIAEMOCTD,

ITOBBIIIICHUC TEMIICPATYPHI,

nepudpepruiyecKkue OTeKH.

JlabopartopHsble u

HHCTPYMCHTAJIbHBIC JTaHHBIC

Yacmo: HEUTPOIICHUS,
JICHKOIICHUS,
TPOMOOLIUTOTICHUS,
MTOBBIIICHHUE aKTHBHOCTH

aJlaHMHAMUHOTpaHC(hepasbl.

Yacmo: HEUTPONEHUS,
JICHKOIICHUS,
TPOMOOIUTOTICHHUSI,
MOBBIIIICHUE aKTUBHOCTH

aJlaHMHAMUHOTpaHCc(epasbl.

B JOIMMOJIHCHUEC K BBIIICOIIMCAHHBIM HECKCIIATCIIbHBIM PCAaKIHAM, BBIABJICHHBIM B OCHOBHBIX

KIIMHUYCCKHUX MCIIbITAHUAX, B Ta6J'II/II_[C HWXXC IIPCACTABJICHBI OAHHBIC II0 HCXKCEJIATCIIbHBIM

pCaKuuAM, BBIABICHHBIM B TCUCHUC ITOCTPECTUCTPALIMOHHOT'O Ha6J'II-OI[eHI/I$I.
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Tab6amnua 2. HJIP, 3aperncTpupoBaHHbIX y NALMEHTOB Ha (pOHe Tepanuu NOMaJIHI0MHI0M B

NMOCTPEerucTPALMOHHBIN Nepuoj

CucreMHO-OpraHHbIi

KJIacC

HesxenarenbHble peakuuu

(cymmapHo), yacTtoTa

Hexenarenbusbie peakunu 3—4

CTCIICHH THIKECTH, HaCTOTA

Nudexnun u naBazuu

Yacmoma neuzeecmua:
peakTuBanus BUpyca

remnatura B.

Yacmoma Heuzgecmua:

peakTuBanus BUpyca renarura B.

Hapymennss co  cTOpOHBI
KPOBH U JUM{QaTHUECKON

CHCTEMBI

Yacmo: TaHIUTOIIEHU.

Yacmo: TaHIUTOIIEHU.

Hapymenuss co  CTOpOHBI

HMMYHHOﬁ CHUCTCMBbI

Yacmo:

AHTMOHEBPOTUYECKUI OTeK,
KparvBHHUIIA.
Yacmoma Heuzeecmua:

aHauUIaKTHYECKas peakiusl.

Heuacmo:
AHTHMOHEBPOTUYECKUI OTEK,
KparuBHUIIA.

Yacmoma Heuzeecmua:

aHa(UIaKTHYECKas peaKiusl.

OHAOKPUHHBIE HApYyIIEHUS

Heuacmo: runotupeos.

CpeIOCTeHHS

Hapymenuss co croponsl | Yacmo: runepypukeMusi. Yacmo: TUNIEpypUKEMHUS.
MeTaboIu3Ma U MUTAHUS Heuacmo: cunapom nusuca | Hewacmo: CHHAPOM JH3HCA
OITYXOJIH. OITyXOJIH.
Hapymenuss co crtoponsl | Yacmo: BHyTpuuepenHoe | Heuacmo: WHCYJIBT,
HEPBHOW CHUCTEMBI KPOBOTEUCHHE. BHYTpUYEPEITHOE
Heuacmo: NHCYIIBT. KpOBOTEUYEHHE.
Hapymenuss co crtoponsl | Yacmo: cepaeunas | Yacmo: cepaeyHas
cepaua HEJ0CTaTOYHOCTb, HEJ0CTaTOYHOCTb,
¢ubpmwusiuus  npeacepaud, | GUOPHILISALNS TpeACcCepaAnit.
UHAPKT MHOKap/a. Heuacmo: uH(bapKkT MUOKap/a.
Hapymenuss co crtoponsl | Yacmo: HocoBoe | Heuacmo: HOCOBOE
JBIXaTEeNbHOMN CUCTEMBI, | KPOBOTEUCHHUE, KpOBOTEUYECHHE,
OpraHOB TPYAHOW KIETKH WU | MHTEPCTUIHAIBHOE MHTEPCTUIUATBHOE

3a00/IeBaHHE JIETKUX.

3a00JIEBAHHE JIETKUX.

21




ot 0512 2024 Nz 26974
(NOCNEOCBATENEHOCTE 0006)

COOTBETC TE J ET SKCTNEPTHOMY OTYETY

CI/ICTeMHO-OpI‘aHHbIﬁ HexenareabHble pe€akuuu HexenareabHble PC€aKIuu 34

KJace (cymmapHo0), yacToTa CTeNeHH THAXKECTH, 4aCToTa

Hapymenuss co crtopoHbl | Heuacmo: renatur.
MEYECHU M KEITYEBBIBOISAIINX

nyTei

HapymeHHﬂ CO CTOpPOHBIL Yacmoma HeuszeecmHda. Yacmoma HeuszeecmHda.

KOXH U IMOJKOXHBIX TKaHel JICKApCTBCHHAA peC€aKnusa C | JCKApCTBCHHAA pcaKkuusd C

s03uHOpUIHEH U | 203UHOGUINEH U CHUCTEMHBIMHU
CUCTEMHBIMUA CHUMITOMaMH, | CUMIITOMAaMH, TOKCUYECKUH
TOKCUYECKUHI AMUIEPMATbHBIN HEKPOJIN3,

AIUJIEPMAIBHBIN  HEKpOIU3, | cuHApoM CTHuBeHca-/[>KOHCOHA.

CHUHJPOM CruBeHca-
JI>KOHCOHa.
JlaGopaTopHbie u | Yacmo: noBbllieHue | Heuwacmo: MTOBBILICHHE
WHCTPYMEHTAJIbHBIC JJAHHBIE | KOHLEHTpaluuu MOYEBOM | KOHLEHTPALMH MOYEBOM
KHCJIOTHI B IJIa3M€ KPOBH. KHCJIOTHI B IJIa3M€ KPOBHU.

OnucaHue OTACJIBHBIX HCKCIATCJIbHBIX DeaKHI/Iﬁ

Tepamozennocmuo

[TomanuaoMua CTPYKTYPHO CXOAEH C TAJIMIOMHUAOM, W3BECTHBIM TEPATOr€HOM ISl YeJIOBEKa,
KOTOPBI BBI3BIBACT TSDKEIBbIC, YIPOKAIONIUE JKU3HU BpOXKICHHBIE aedexTsl. OOHApyXKEHO
TEpATOTEHHOE JCHCTBHME TOMAIMIOMHUIA B TIEPHOJ OCHOBHOT'O OpraHoreHe3a IpH €ro
MIPUMEHEHUHU Y KPBIC U KPOJUKOB (CM. pasnensl 4.6. u 5.3.). [Ipu npuMeHeHNN TOMaJIUIOMHUIA BO
BpeMsi OEpEMEHHOCTH Y JIIOICH BEPOSTHO MPOSBIEHUE €ro TEPATOr€HHOTO ASHCTBHS (CM. pa3zen
4.4.).

Hevumponenus u mpomboyumonenus

Hefitponenus 6buta 3apeructpupoBana y 45,3 % manueHTOB, MOMyYarOMIMX MOMATUIAOMUT B
COUYETaHHH C JeKcaMeTa30HOM B HHU3KOH no03e (Pom + LD-Dex). Helitponenus 3 unu 4 crenenu
TSDKECTH BO3HHKaNA y 41,7 % manueHToB, MPU STOM HEUTPOIIEHUs peako Obuta cepbe3Hoi (2,0 %
MAIUEHTOB), HE TIPUBOIMIIA K TIPEKPANICHUIO JICUCHHSI, OblIIa IPUYNHON MepephiBa B JICUCHUU Y
21,0 % nmanueHToB M MPUYMHON CHUKEHUS 10361 y 7,7 % maiueHToB.

®ebpunbhas Heltponenus (PH) Obuta otmeuena y 6,7 % nauuentoB Ha ¢pone Pom + LD-Dex.

Bce nposinenust 6sut1 3 u 4 crenenu tshkectu. @H npusHana cepvesnoit y 4,0 % marueHTos,
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ObLIa IPUIMHOM MepepsIBa B JiedeHn y 3,7 % ManueHToB, MPUYUHON CHIDKEHHS 10361 — Yy 1,3 %
nanueHToB. Hu y 0HOTO manueHTa ieueHue MOMHOCTIO HE MPEKPaIaoch.

TpomOouuTonenus Oblia 3apeructpupoBana y 27,0 % nanueHTos, nomyyasmux Pom + LD-Dex.
TpomOGouuTonenust 3 wnm 4 creneHu Tsokectd Obwia 'y 20,7 % DamMeHTOB, NMPU 3TOM
TPOMOOLIUTONIEHUSI PAClIEHeHA KakK cepbe3Has y 1,7 % mManueHToB, cTaja MPUYMHON CHIDKCHUS
1036l y 6,3 %, nepepbiBa B ieueHuu y 8 % u npekpaiienus jedenns y 0,7 % nauueHTros.
Hngpexyuu

Wudexun okazanuck Hanbosee YacTbIM HEreMaToJIOTHYeCKUM IPOSIBIEHUEM TOKCUYHOCTH: OHU
3apeructpupoBanbl y 55,0 % nanuenTtos npu gedyeHuu Pom + LD-Dex. [IpumepHo nonoBuHa 3TUX
uHpeknmii Obuta 3 wim 4 crermeHu TsokecTH. HambOoree YacThIMH  OCIIOKHEHUSMHU ObLTH
MMHEBMOHHUS M HMH(EKIUU BEpXHUX JbIxaTenbHbix myTted (y 10,7 % u 9,3 % mnanueHtoB
COOTBETCTBEHHO). B 24,3 % ciydaeB uH(ekuuu ObulM cepbe3HbIMU U Yy 2,7 % maluueHTOB
OKa3aJIuCh JeTAIbHBIMH (5 cTeneHb TshkecTH). MHpekuun notpedoBany npekpamieHus JeUeHUs y
2,0 % nanueHToB, npepbiBanus jeueHus y 14,3 % u camxenus 1o3sl y 1,3 % nanueHTos.
Tpombosmboruueckue HapyuleHus

Benosnble sMOonunueckue wim TpomOoruueckue HapymeHus (BOTH) BeuiBnensl y 3,3 %
MALUEHTOB, ojydaBmux Pom + LD-Dex. Otu Hapymenus 3 uinu 4 cTeneHu TSHKECTH OTMEUEHBI
y 1,3 % mnaumentoB. Y 1,7 % mnanmentoB BOTH mnpusnansr cepsesnsiMu. BOTH nHe
COIIPOBOKAAIUCH (DaTabHBIM UCXOJIOM U HE TPeOOBaJIM MPEKPAIICHUS JICYEHUS.
[TpodunakTuyeckoe NpUMEHEHNE AlleTUICATUIMIOBOM KUCIOTHI (MM APYTMX aHTUKOATyJISIHTOB
y TAIMEHTOB C BBHICOKUM PHUCKOM) OBLIO 00s3aTenbHbIM. [Ipu OTCYTCTBHM NMPOTHUBONOKA3aHUIMA
PEKOMEH/I0BAJIOCH TaKXK€E JIEYEHUE aHTUKOAryJITHTaMU.

Ilepughepuueckasn neiiponamus

Ilepugepuueckast HeliponaTusi, B OCHOBHOM | MM 2 CcTeNeHM TsKecTd, oTMedanach y 12,3 %
nanueHToB npu gedyeHuu Pom + LD-Dex. Peakuuu 3 win 4 cTeneHu TSKECTH 3apETUCTPUPOBaHbI
y 1,0 % nanuentoB. Cepbe3HbIX nepupepruuecKuX HelporaTuili He pa3BUBAJIOCH, a JIEUEHUE B 3TOM
cBs3M ObLIO MpekpaiieHo y 0,3 % manueHToB.

Menunana BpeMeHu 10 MaHu(pecTauuu nepudepuyeckoil HeponaTuu cocTasisiia 2,1 Hegenu npu
xonebannsax ot 0,1 mo 48,3 Hemeis.

Menaurana BpeMEHH J10 pa3pelieHns TOro OCI0KHEHUs cocTapisia 22,4 Hellenu.

Kposomeuenus

Coobmanoch 0 ciydasx KpOBOTE€YEHHMH Ha (oHE JIeYeHUs NOMAIMJOMUIOM, OCOOEHHO Y

NAIMEeHTOB C HalM4yueM (PaKTOpOB pHCKA, TAKMX KaK COMYTCTBYIOIIMHA IMpHEM MpEernaparos,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

YBEJIMUMBAIOIIUX PUCK KPOBOTEUEHUH. DNU30/bl KPOBOTEUECHUN BKJIIOYAIU B C€Osl HOCOBBIE,
BHYTpPUYEPEITHBIC U KeNTyT0YHO-KUIIIEUHbIE KPOBOTEUEHUSI.
Annepauyeckue peakyuu u maxicevle KOJ*CHble peaKyuu
AHTHMOHEBPOTHYECKUN OTEK, aHA(DIIIAKTUYECKAS PEAKIIUS U TSKEIIbIe KOXKHBIC PEaKIIUU, BKITFOYAs
CCJ, TOH u DRESS cunapomMbl ObU1H 3apeTUCTPUPOBAHBI HA (DOHE TPUMEHEHHUS TOMAIUIOMU/IA.
[TarmeHThI ¢ TAXKET0N KOXKHOM peakiuell B aHaMHe3€, CBSI3aHHOM C JICYEHHUEM JICHATUAOMHUIOM
WM TaTUIOMHUIOM, HE JOJKHBI IOJTy4YaTh MOMaIUIOMuUA (cM. pasaen 4.4.).

eTH
HJIP, 3apeructpupoBaHHble Yy JeTeii M MOAPOCTKOB (B Bo3pacte oT 4 1o 18 1mer) ¢
PELUANBUPYIOIIMMH WM IPOrPECCUPYIOLIUMHI OMYXOJIIMU TOJIOBHOTO MO3ra, COOTBETCTBOBAIM
M3BECTHOMY NMPOGUITIO OE€30MACHOCTH MOMAIUIOMHUA Y B3POCIBIX MAIMEHTOB (cM. pazaen 5.1.).

COO6H_ICHI/I$[ O IMOA03PE€BACMBIX HCKCIIATCIIbHBIX PCAKITHAX

BaxHo coo0maTh 0 mo103peBacMbIX HeXKeJaTeIbHBIX PEAKIUAX MOCIIe PETHCTPAIINH IIperapaTa ¢
[ENbI0  OOCCIICUCHUS HEMPEPHIBHOTO MOHHUTOPWHTA COOTHOIICHUS «IOJb3a — PHCK»
JIEKapCTBEHHOTO TpemnapaTta. MeIuIuHCKUM pabOTHUKAM PEKOMEHIYETCS COOOIIaTh O JIFOOBIX
M0JI03PEBAEMBIX HEKEIATEeIbHBIX PEaKIMIX JICKAPCTBEHHOTO IMpenapara 4epe3 HalMOHaJIbHbIC
CUCTEMBI COOOINEHHUS O HEXKEeIATeNbHBIX PEAKIMSIX ToCyAapcTB — uwieHOB EBpasuiickoro
AKOHOMHYECKOTO COI03a.

Poccuiickas @enepanust

®denepanbHas ciyx0a 1Mo Haa30py B chepe 3ApaBOOXpaHeHUs

Anpec: 109012, r. Mocksa, CnaBsinckas miomanib, 1. 4, ctp. 1.

Temedon: +7 800 550 99 03

DnekTpoHHas moura: pharm@roszdravnadzor.gov.ru

CaiiT B mH(GOPMAIMOHHO-TETIEKOMMYHUKAIIMOHHOM ceTu « UHTepHeT»:

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

4.9. llepeno3upoBka

CUMOTOMBI

[TomanuaoMu B BBICOKMX OJTHOKPATHBIX 703aX 0 S0 MT' y 3JI0pOBBIX I0OPOBOJIBIIEB U B 103aX 10
MI' TpU TOBTOPHBIX €XEIHEBHBIX MpPHUEMax Yy MallMeHTOB C MHOKECTBEHHOW MHEIOMOW He
BBI3bIBAJI CEPHE3HBIX HEXKETATENbHBIX PEAKIIH, 00YCIOBICHHBIX MTEPEI03UPOBKOM.

Jleuenue

B unccnenoBanusix ObI0O OTMEUEHO, YTO MOMAIUIOMHU] YJAIsIeTcs MpU remoauainuse. B ciydae
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NEPCAO3UPOBKU PEKOMCHAYCTCA NOAACPKUBAIOIIAA TCPAIIK.

5. DPAPMAKOJIOTHYECKHE CBOMCTBA

5.1. ®apmakogUHAMHUYECKHE CBOMCTBA

dapmMakoTepaneBTUYeCcKas ITpymia: UMMYHOJEIPECCAHTHL; IPYTrHe UMMYHOIEIPECCAHTHI.
Kox ATX: LO4AX06

MexaHu3M JEeHCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/Ie Bd)d)eKTLI

[Momanmuoomuy  obmagaer  mpsSMOM  AHTUMHEIOMHOW  TyMOPOLIMIHOW  aKTHBHOCTHIO,
JIEeMOHCTPUPYET HWMMYHOMOJYJIUpPYIOIIEEe JCUCTBHE W YTrHETaeT CTPOMANbHBIC KIETKH,
MOJIEP>KUBAIOIIME POCT OMYXOJIEBBIX KJIETOK MUENIOMBI. [loManunomua u3dupaTesibHO yTHETAeT
npoiaudepalrio U BbI3BIBACT alONTO3 TI'eMAaTOMOITUYECKUX KIETOK omyxoiu. Kpome Toro,
MIOMaJIMIOMU/] yTHETAET PO (epaLnio IMHUHI KIETOK MHOKECTBEHHOM MUEIIOMBI, yCTOWYHMBBIX K
JICHAIMAOMUIY U 00J1a/1a€T CHHEPTU3MOM C JIEKCAMETA30HOM I10 CIIOCOOHOCTH BbI3bIBATh allONTO3
KaK YyBCTBUTEIBHBIX, TaK M YCTOWYUBBIX K JICHATMJIOMHAY JMHHH OIMYXOJIEBBIX KIIETOK.
[TomanuaoMu yCUIMBaeT KICTOYHBIA UMMYHHTET C y4acTHeM T-KJIeTOK U MPUPOIHBIX KUILJIEPOB
U YrHeTaeT o00pa3oBaHHE NPOBOCHATUTENBHBIX LUTOKUHOB (Hampumep, (akTopa HEKpo3a
omyxonu-0, TNF- o, u untepneiikuna-6, 1L-6) monouuramu. [TomanuaoMun Takke TOPMO3UT
aHTHUOTEeHE3, OJIOKUPYS MUTPALIMIO U aATE3UI0 KIETOK HIOTENHS.
[TomanuooMu CBSI3BIBAETCS HETMOCPEACTBEHHO C OENKOM LepeOIOHOM, BXOSIIMM B COCTaB
koMmiuiekca E3 yOMKBUTHHIWTA3bI, KOTOPHIH BKIO4aeT Oemok-1 (DDBI1), cs3piBarommiics ¢
MOBPEXKACHHON JAe30kcupuOonykienHoBor kucnoroi (JAHK), kymmn 4 (CUL4) u perynsarop
kyunHOB (Rocl), n mogaBisieT caMoyOMKBUTHHUPOBaHUE 1IepeOI0HA BHYTPH 3TOT'O KOMILIEKCA.
PaznooOpazue BIusHUI mOManuAOMUAa Ha KIETKH MOXXHO OTYAacTH OOBSCHUTH AelicTBueM E3-
yYOUKBUTHHIIUra3, OTIOCPEAYIONIMX MOJINYOMKBUTHHUPOBAHUE PA3IMYHBIX CyOCTPaTHBIX OEIIKOB.
B mpucyTcTBMM momManmaoMuIa B YCIOBUSIX in vitro cyoctpatHbeie Oenmkm Aiolos m Ikaros
MOJIBEpPraroTcsl YOMKBUTHUHUPOBAHHUIO U TIOCTIEAYIOUIEMY Pa3I0KEHHUIO, UTO MPUBOAUT K MPSIMBIM
[UTOTOKCUYECKUM M UMMYHOMOIyIUpyomuM 3gdekraM. B ycrnoBusx in vivo momManugoMHI
CHIDKaeT ypoBeHb Oenka lkaros y manmmeHTOB ¢ peruaupyromieii MHOKECTBEHHON MHEIOMOM,
pedpaKTepHON K ICHATUIOMHUTY.

eTH
B pamMkax mpoctoro oTkpbeITOro uiccinenoBanus (asel 1 ¢ yBeTMUEHHEM J03bI, IPOBEICHHOM B
OJTHOM TPYIIIE MaMeHTOB, MAaKCUMaJIbHAS IEPEHOCHMAas 7032 /WM peKOMeHyeMas 103a (asbl

2 moManuIoOMMA y JeTel M MOAPOCTKOB Oblla oIpeseleHa Ha ypoBHE 2,6 Mr/mM%*/IeHb Hpu
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NepopaibHOM NpuMeHeHuH ¢ 1 1o 21 1eHb NOBTOPHOTO 28-AHEBHOIO LIUKJIA.

O¢ddexTuBHOCTH HE OBLIA MPOJEMOHCTPUPOBAHA B MHOTOLIECHTPOBOM OTKPBITOM HCCIIEAOBAHUU
¢da3pl 2, MPOBEACHHOM B MapajlIeNbHBIX TPYMIAx C ydacTueM 52 JeTeil U MOIPOCTKOB,
[IOJIy4aBIIMX TIOMaJuAOMUA, B Bo3pacTte OT 4 10 18 ser c¢ peuuauBupylomen win
MPOTPECCUPYIONICH TIMOMOW BBICOKOM CTEMEHU 3JI0KAYeCTBEHHOCTH, MEIyJI00IacCTOMOM,
smeHauMOMON  wim  auddy3Hoi  TIMoMoil  cTBoma rosoBHoro wmosra  (JAICI'M) ¢
MIPEUMYIIECTBEHHBIM PACIIOJIOKEHUEM B LIEHTPAJIbHOW HEPBHOU CUCTEME.

B wuccnenoBanuu ¢aszpl 2y [AByX TAIMEHTOB B TPYyNIe TJIUOMBI BBICOKOW CTETEHU
3nokayecTBeHHOCTH (N = 19) ObUT TOCTUTHYT OTBET, ONPENEICHHBINA TPOTOKOJIOM; OJJH U3 3TUX
MAIUEHTOB JJOCTUT YaCTUYHOI'O OTBETA, a IPYrol MalUeHT AOCTUT JOJITOCPOYHON CTaOMIN3aluu
3a00J€BaHUsA, YTO TIPUBEIO K OOBEKTMBHOMY OTBETY H JIOJTOCPOYHOM CTaOMIM3AINH
3aboneBanus Ha ypoBHe 10,5 % [95 % JAW: 1,3, 33,1]. OnuH nanueHt B rpymnmne 3neHauMomsl (N
= 9) 1OCTUT OATOCPOYHON cTabuiau3anuu 3a00JeBaHMs, B pE3yJIbTaTe KOTOPOH OOBEKTHBHBIHI
OTBET U JOJATOCPOYHAs cTabmim3anuu 3adoaeBanus coctaumu 11,1 % [95 % IAU: 0,3, 48,2]. Hu
y OIHOTO W3 oOIleHuBaeMbiX mamueHtoB HU B Tpynne JI'CI'M (N = 9), vu B rpynmne
Menysobnactombl (N = 9) He HaOmOIaIOCh MOATBEPKIECHHOTO OOBEKTHBHOTO OTBETA HIIU
JOATOCPOYHOM cTabmin3anuu 3aboneBanus. Hu ogHa U3 4 mapasuienbHbIX TPYIII, OLIEHUBAEMbIX
B 9TOM HccieoBaHuu (asbl 2, He JOCTHUTIIA TIEPBUYHON KOHEYHON TOYKH OOBEKTUBHOTO OTBETA
WJTU TIOJITOCPOYHOM CTAaOMIIM3aIuy 3a00JICBaHUSI.

OO0muit mpodunp OE30MACHOCTH MOMAIUIOMUIAA Yy JETed M MOIPOCTKOB COOTBETCTBOBAI
M3BECTHOMY Mpod U0 6€30MacHOCTH Mpernapara y B3pOoCibIX MaueHToB. DapMaKOKHHETUYECKHE
napaMeTphl OIICHUBAIHNCH B MHTETPUPOBAHHOM (DapMaKOKMHETHYECKOM aHAJIN3€ MCCIICIOBAHUIMA
¢da3bl 1 1 ¢a3el 2, B paMKax KOTOPBIX ObUIO BBISBIEHO OTCYTCTBHUE 3HAYUTENBHBIX OTIWYHM OT
MapaMeTpoB, KOTOPHIE HAOMIOAATUCH Y B3POCIBIX MAIlMEHTOB (CM. pa3aen 5.2.).

5.2. apmakokMHeTHYECKHE CBOHCTBA

AOGcopbuus

[Tocne ogHOKpaTHOrO MpHeMa BHYTPb BEJIMYMHA BCACHIBAHUS MOMAMIOMUIA COCTaBISET HE
Mmenee 73 %, 1 ero MakcuMainbHasi KOHIIEHTpaIus B mia3Me KpoBU (Cmax) JocTUTaeTCs yepes 2—3
gaca. CucreMHoe Bo3zeicTBue noManuaomuaa (no nokasarento AUC, miomans noj KpuBOn
«KOHLIEHTpallUsl — BpEMs») BO3pacTaeT MOYTH JIMHEWHO W NPONOpLHOHAIbHO nao3e. llpu
MHOTOKpPAaTHOM JIO3UPOBaHUU CTENEHb HAKOIUICHHS MomaiuaomMuaa coctasiser 27-31 % mo
AUC.

IIpu coBMeCTHOM IIpHEME C BBICOKOKAJIOPUIMHOM MUILEH CO 3HAUUTEIILHBIM COEPKAHUEM KUPOB

CKOPOCTHL BCaCbIBaHWA MOMaIWAOMHUIAA 3aMCIJIACTCA, CPCAHCC 3HAUCHUC Cmax CHIDKAETCS
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npuMepHo Ha 27 %, Ho oO11iee BcachblBaHNE MPAKTUUYECKU HE U3MEHseTcs, cpennsasd BennunHa AUC
yMmeHblaercs Ha 8 %. [1oaToMy, momManuaoMul MOXKHO IPUHUMATh BHE 3aBUCUMOCTHU OT IIpuemMa
LA,

Pacpenenenue

Cpennnii  kaxymuiics o0wvem pacrpenencaus (VdA/F) momanmmomuma Tpu  paBHOBECHOU
KOHIIEHTpalU1 HaxoauTes B mpeaenax 62—138 . [locie npuMeHeHust noManuaoMuaa B TCUCHUE
4 nHel mo 2 MT B JICHb OH OOHapY>KMBAETCSI B CEMEHHOM KUIKOCTHU 370POBBIX JOOPOBOJIBIICB B
KOHILIEHTpalUU MpUMepHO 67 % OT ypoBHS B IIa3Me€ KPOBH, KOTOPBIN JocTUTraeTcs yepe3 4 yaca
(mpumepHoe Tmax) IOCIIE TpUEMa npernaparta. In vitro CBs3bIBaHHE SHAHTUOMEPOB MOMATUAOMHK/IA
¢ Oenkamu IjIa3Mbl KpOBHU uYe€JOBeKa HaxoauTcs B mpenaenax ot 12 % no 44 % u He 3aBUCUT OT
KOHIICHTpPAITUH.

EI/IOTDaHCd)ODMaLII/IH

VY 310pOBBIX JOOPOBOJIBIIEB MOCIIE OJHOKPATHOTO mpuema BHYTph [ 14C]l-momanuaomuaa (2 mr)
OCHOBHBIM KOMIIOHEHTOM B KpoBH ObU1 mnoMaimuaomupa (mpumepHo 70 % oT ypoBHs
paanoakTUBHOCTH Iia3Mmbl). KomndyectBo metabonutoB He mpesbimano 10 % oTHOCUTENBHO
MCXOJHOTO COeIMHEHUS WK OOIIET0 YPOBHS PAAHMOAKTUBHOCTH ILJIA3MBI.

I'mapokcunupoBaHue ¢ MOCAEAYIOUIEN TTIIOKYPOHU3AMEH WU THIPOIN30M SIBJISIETCS OCHOBHBIM
METa0OJMYECKUM TIYyTeM JUISI SKCKPETHPYEMOW pPaauOaKTUBHOCTH. In Vitro wM30(epMEHTHI
cuctemMbl 1muroxpoma P450, CYP1A2 u CYP3A4 oxasaimmch TIaBHBIMH (DepMEeHTaMH,
YYacTBYIOUIUMH B THAPOKCHIMPOBAHMM TMOMaIuIOMHAa. MeHbllee 3HAuY€HHUE HUMENH
mzopepmentsl CYP2C19 u CYP2D6. Ilomanuoomupa sBAsieTCS Takxke CyOCcTpaToMm
P-rnukonporenna (P-gp) in vitro. KomOuHupoBaHHOE IPUMEHEHNE OMATUAOMUIA C CUIBHBIM
uaruoutopom CYP3A4/5 u P-gp xerokonazonom wim ¢ cuwibHbIM HHIyKTOpoM CYP3A4/5
kapOamMa3enmuHOM HE OKa3blBaJI0 KJIMHUYECKH 3HauyuMmoro »sddexkra Ha HKCIO3UIUIO
nomanunomuaa. CoBMecTHOe npuMeHeHue cuiabHoro uHruoutopa CYP1A2 ¢ayBokcamuHa B
MPUCYTCTBUU KETOKOHA30J1a YBEIMYUBAIO CPEAHIOI0 SKCIIO3UIINIO moManuaomuaa Ha 107 % npu
90 % U [91 %—124 %] B cpaBHeHHH ¢ KOMOMHAIMEH MOMaIUIOMHUA-KETOKOHAa301. B npyrom
uccnenoBannu BnusHus uHruOutopa CYP1A2 Ha u3MmeHeHus merabonu3ma MpU COYETAHHOM
npuMeHeHnn uHruouropa mnzopepmenta CYPIA2 ¢yBokcamMMHa W MOMATHIOMHIA CPEIHSS
AKCTO3UIUS ToManIoMua yBenuuuiaack Ha 125 % npu 90 % AU [98 %—157 %] B cpaBHEeHMH ¢
NPUMEHEHUEM NOMaJUAOMHUAA B MOHOTepanuud. Eciu COBMECTHO ¢ NOMAaIHAOMHUIOM
npuMeHsieTcs CWiIbHbI uHrHOuTOp m3odepmenta CYP1A2 (mampumep, uumpodiokcaiy,
SHOKCAlMH M (pIyBOKCAaMHH), 103y MOMaTUAOMHIA HEoOXoaumo yMmeHbITh Ha 50 %.

[IpumeHeHne mnoManMIOMHAA Yy KypWIBLIMKOB, YHNOTPeONsIomUX Tabak co CBOWCTBaMU
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uaaykropa m3opepmenta CYP1A2, He okaspBaio KIMHUYECKH 3HAYMMOro s¢¢exra Ha
HKCIIO3UIUIO TOMAIMAOMU/A 10 CPABHEHUIO C HEKYPSIILIUMU NallHEHTaMU.

Ha ocHOBaHuM NaHHBIX in Vitro MOMaTUAOMU] HE WHAYLUPYET M HE yrHETaeT u30(pepMEeHTHI
cuctembl IuToxpoma P450, He MHTUOUpYET Ipyrue u3ydeHHbIE TPAHCIIOPTEPHI JIEKAPCTBEHHBIX
BemiecTB. [Ipy KOMOWMHHPOBAHWUHM TOMATUAOMHUAA C CyOCTpaTaMH TAaKUX IyTEH KIMHHYSCKH
3HAYUMBIE JIEKAPCTBEHHbIE B3aUMO/ICHCTBUS MaJIOBEPOSITHHI.

OIMMUHALNS

Cpennuii epuoj MOMYBBIBEICHUS MOMATHIOMHIIA U3 TUIa3Mbl KPOBU COCTaBIsET 9,5 yacoB y
3I0POBBIX JOOPOBOJIBIIEB M 7,5 YacOB y IMAIMEHTOB C MHOXKECTBEHHOW Muenomoi. CpemHuid
obmmit kimpenc (CL/F) mpemapata coctaBisier mpuOau3uTebHo 7—10 1/4.

VY 310pOBBIX TOOPOBOJIBIIEB TMOCIIE OJTHOKPATHOTO Npuema BHYTph [14C]-momanumaomusa (2 mr)
npumepHo 73 % u 15 % paanoakTUBHOM [103bI BBIBOAMIIOCH YE€pe3 MOYKU U KHUIICYHUK
cooTBeTCTBEHHO. IIpn 3TOM, OKOJIO 2 % M 8 % 03Bl MOMANMIOMHAA C YIVIEPOJHOM METKOMN
BBIBOJIMJIOCH YepPe3 IMOYKHU M KUIICYHUK B HCM3MEHEHHOM BHJIE.

[TomanuaoMu B 3HAYUTEIBPHONW CTETICHH MOJBEpraeTcs ounorpanchopmaiuu, U o0pa3yromuecs
MEeTa0OIUThl BBIBOASTCS, MPEUMYIIECTBEHHO Yepe3 MOYKU. Tpu OCHOBHBIX METabONUTa,
oOpa3oBaBIIMecss B pe3yldbTaTe THUAPOJIHM3a WIH TUAPOKCUIUPOBAHUS C MOCIEIYIOIIeH
TJIIOKYPOHM3AIMEN, COCTABIISIIOT, COOTBETCTBEHHO 23 %, 17 % u 12 % ot olmiero coaepkaHus
MeTabOJIUTOB B MOYE.

KonnuectBo meTabonutoB, 00pa3zoBaBIINXCs ¢ yyacTreM IuToxpoma P450, coctaBuino mpuMepHo
43 % ot ypoBHs oOmel paguoaktuBHOCTH, a He-CYP 3aBHCHMBIX THAPOIUTHYECKUX
MeTabouToB — 25 %. B Hem3menenHoM Buje BeBoautcs 10 % momammmomuna (2 % — depes
MOYKH U 8 % — uepe3 KULICUHUK).

Hapynienue (bVHKHI/II/I IIOYCK

AHanu3 JaHHBIX TOMYJSIUOHHOW (apMakKOKMHETHKH TIOKa3al, 4TO (hapMaKOKHHETHYECKHE
napaMeTpsl TMOMAIUIOMHUAA CYIIECTBEHHO HE MEHSIOTCA Yy TAIMeHTOB C TOYEYHOU
HEJIOCTAaTOYHOCTHIO (ompeaeseHHon no kiaupeHcy kpeatnHuHa (KK) wnm pacdeTHol ckopocTh
kiry6oukoBoi GunbTparuu, pCK®) B cpaBHEHNH C MALIMEHTAMU C COXpaHEHHOU (YHKITHEH mouek
(KK >60 mn/mun).

CpenHssisi HOpMaJIM30BaHHAs dKCNo3unus nomanuaomuaa (onpeaenensas no AUC) y nanueHToB
C TOYEYHOW HEAOCTaTOYHOCThIO cpenHed cremeHu Tsokecth (pCK® or >30 mo <45
m/mur/1,73 M%) coctaBuna 98,2 % [90 % JIU 77,4 %—120,6 %] OT aHaIOrMYHOTO MOKA3aTeNs y
MAIMEHTOB C HOpManbHOW ¢yHKIUEeH mouek. CpemHsis HOPMAIM30BAHHAS OKCIIO3UIUS

nomanuaomua (onpenenentas no AUC) y naiueHToB ¢ MOYEYHON HEJOCTaTOUHOCTbBIO TSXKEI0N
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crenenn Tsokectd (KK <30 mwmum pCK® <30 ma/mun/1,73 m?) cocrasuna 100,2 % [90 % U
79,7 %—127,0 %] oT aHaMOTUYHOTO MOKa3aTels y MAalMeHTOB C HOPMaJbHOW (DyHKUHEH MOYeK.
Cpennsisi HOpMalIM30BaHHAs dKCO3ULUA nomanuaomuaa (onpenenennas no AUC) y nanueHToB
C MOYEYHOW HEAOCTATOYHOCTHIO TSKEIION CTENEeHW THKECTH, HYKIAIONINXCS B TEMOJIHATN3e
(KK <30 mi/mun) yBenmawmitachk Ha 35,8 % [90 % AU 7,5 %—70,0 %] B cpaBHEHHUHU ¢ aHAIOTUIHBIM
rokaszarejieM y TalueHTOB ¢ HOpMaJIbHOH (QyHKIMeH modek. CpelHue M3MEHEHUS SKCIIO3UIHH
MOMaJIMIOMUIA B KKAOH TPYIIe MAIEHTOB C HapylIeHHEeM (QYHKIUU MOYEK HE JOCTHUTIH
BEJIMYUHBI, TPEOYIOIIEH N3MEHEHUS T03bI.

Hapymenne @yHKIMY IEYEHH

N3menenus mapameTpoB (HapMaKOKMHETUKH Y TMAIMEHTOB C MEYECHOYHON HEIOCTATOUYHOCTHIO
(ompenenennorr mo Yaiina-IIsl0) B cpaBHEHHMM CO 3J0POBBIMH JIOOPOBOJIBIIAMH  OBLIN
YMEPEHHBIMH. Y MAIMEHTOB C IEYeHOYHON HEJJOCTATOUHOCTbIO JIETKOM CTENEHH TSKECTH CPEeIHSS
AKCMO3UIMS omManuaoMuaa yeenununbanack Ha 51 % [90 % AW 9 %—-110 %] B cpaBHeHUU co
3I0POBBIMH J1I00POBOJIBIIAMU. Y MAIMEHTOB C MEUEHOYHOM HEIOCTATOUHOCTHIO CPETHEN CTETICHH
TSOKECTH ~ CPEIHSSI  OKCIO3MIMMS  MOMaMIOMHJA  yBEIWMYMJIach B CpeaHEM  Ha
58 % [90 % AN 13 %—119 %] B cpaBHEHHH CO 3I0POBBIMH JOOPOBOJIBIAMH, TOT/AA KaK Y
MAIMEHTOB C TSHKEJIOW MEUYCHOYHOUW HEeI0CTaTOYHOCThI0O — Ha 72 % [90 % AU 24 %—138 %].
CpenHee TMOBBIIIEHHE  OSKCHO3UIMK  MOMAIMAOMHUAA y  TANHUEHTOB C  TEYEHOYHOU
HEJIOCTATOYHOCTHIO B KOKJIOHN IPYIINE HE JOCTUTAJIO BETUYHHBI, TPEOYIOIICH N3MEHEHHS €T0 J03bI
(cm. pazgen 4.2.).

JInna mosKujioro Bo3pacra

AHanmm3 JaHHBIX NOIMYJISIIUOHHON (hapMaKOKUHETHKH Y 3[J0POBBIX JOOPOBOJIBIIEB U MAI[EHTOB C
MHOXECTBEHHON MHEIIOMOM HE BBISIBHIJI 3HAUMMOTO BIHSHUS Bo3pacTa (19—-83 roma) Ha KIUpeHC
MOMAaJIMJIOMUAa TIPU MEPOPATIbHOM TpueMe. B KIMHUYEeCKUX HCCIeOBaHUSX HE TpeOoBaioch
M3MEHEHHMS J103b1 Y MAIIMEHTOB B BO3pacTe >65 JIeT, MOTy4YaBIINX MOMaTUAOMUL (CM. pazaen 4.2.).

Jpyrue ocoOble rPVIIILI WA COCTOSHUSI

AHanu3 JaHHBIX NonyJSuoHHON @K ¢ HCOJIb30BaHUEM ABYXKAMEPHON MOJENIH MOKa3al, YTO
3JI0pOBBIE CYOBEKTHI M TAI[EHTHI C MHOKECTBEHHON MUEJIOMOI MMEJIH CPaBHUMBbIE KaXKyIIUNCS
kmupeHc (CL/F) u xaxymmiics o0beM pacmpezeneHuss B IeHTpainbHoi kamepe (V2/F). B
HepI/I(l)epI/I‘IGCKI/IX TKaHAX TMMOMAJIMAOMHUA TIOrjomajacda MPEHUMYIICCTBCHHO OITyXOJIMH C
KaKymmuMmces — nepudepudeckuM — kaupeHcoMm  pacnpenenenus  (Q/F)  wm kaxymuMmcs
nepudepudeckum oobeMoM pacnpeaenenus (Vi/F), coorBeTcTBeHHO B 3,7 1 8 pa3 BbIIIE, YEM Y

3JI0POBBIX CYOBEKTOB.
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eTH
[locrne OAHOKPATHOrO MEPOPANBHOTO MpHEMa IMOMAIMIOMHAA JEThbMH M TOIPOCTKaMU C
PELUANBHUPYIOICH WU MPOTPECCUPYIONICH MEPBUYHOM OIMyXOJIbIO TOJOBHOTO MO3ra CpeiHee
3HaueHUE Tmax COCTABIIAIIO OT 2 10 4 4acOB I1OCJIE BBEIEHUS 03Bl U COOTBETCTBOBAJIO CPETHEMY
reoMerprueckomy 3HadeHUI0 Cmax (CV %) 74,8 (59,4 %), 79,2 (51,7 %) u 104 (18,3 %) ur/mn
npu ypoBHaX 103 1,9, 2,6 u 3,4 mr/m? coorerctBeHHO. AUC0-24 1 AUC0-inf XapaKTepH30BaINCh
AQHAJIOTUYHBIM TEHJIEHUUSAM, OOIIMKA YpPOBEHb BO3JCHCTBUS HaxOIWiCs B JHAla3oHe
npubau3utenbHo oT 700 mo 800 uweHr/mi mpu IByX Oojiee HH3KHUX /033X M MPUOIUZUTEIHHO
1200 geHr/mMi1 Ipu BBICOKOM /103¢. PacueTHbIN epro1 MOTyBbIBEICHUS HAXOJUIICS B AMANa30HE
MPUOIU3UTENBHO OT 5 10 7 4acos.
UYeTkuX TEHIEHINH, CBA3aHHBIX CO cTpaTH(HUKAIUEH M0 BO3pacTy U YyINOTpeOIEHUEM CTEPOUIOB
B MaKCHMaJbHO JOIYCTUMOH J03€, HEe ObLIO.
B nenowm, cornacHo nanaeiM AUC yBeaHMuuBaIach MOYTH MPOMOPIUOHAIBHO YBETHUCHHIO 1035
OMaJIMJIOMUJAa, B TO BpeMsl Kak yBelndeHHe Cmax OBUIO, KaK MPaBUIO, MEHEE YeM
MPOMOPLUUOHATIBHBIM.
dapMaKOKHHETHKA MOMATUIOMKIA MOCIe HePOPaNbHOTO pHeMa B f03ax oT 1,9 mMr/m*/neHs 1o
3,4 mr/m?/nens ObL1a onpeaeneHa y 70 manueHToB B Bo3pacte oT 4 10 20 €T B UHTErpUPOBAHHOM
aHanmm3e uccienoBaHuid ¢aszbl 1 W (aszpl 2 NpH PEHUIUBUPYIOMINX WM TPOTPECCHPYIOIINX
OIyXOJSIX TOJIOBHOIO Mo3ra y jeredl. JlaHHble 3aBUCUMOCTU «KOHIICHTpAIUS — BpPEMsD)
MPUMEHHUTEIHHO K KOHIIGHTpAIlMK TMOMAaTUAOMHUAA B CHIBOPOTKE KPOBU OMUCATH HAAJIEKAIIUM
0o0pa3oM Ha OCHOBE OJIHOKAMEPHON MOJENI C BCACHIBAHHEM U BBIBEIICHHEM IIEPBOTO MOPSAKA.
[TomanumoMu MPOAEMOHCTPHUPOBAJ JIMHEHHYIO M HE3aBHCAIIYIO OT BpeMEHHU (DapMaKOKUHETHKH,
KOTOpasi XapakTepu3yeTcs yMepeHHou BapuabdenbHocThIo. Tunmuneie 3Hauenus CL/F, Vc/F, Ka,
JIATEHTHOTO MEPHOAa IOMAIMIOMUAA COCTaBimsud 3,94 n/a, 43,0 n, 1,45 u' u 0454 4
cooTBeTcTBeHHO. KOHEUHBII mepuoj mojayBbhIBEACHUS MOMaluaoMuaa coctaBuil 7,33 yaca. 3a
UCKJIIOYEHUEM IUIOIIAM MOBEPXHOCTU Tela, HU OAHA M3 TECTHUPYEMbIX KOBapHaHT, BKIIIOYas
BO3pacT U MOJ, HE BIMsIA Ha (PapMAKOKUHETHKY MOMAIUIOMUIA. XOTs IJIOMAAb TOBEPXHOCTU
Tena Obla ompe/eneHa Kak CTaTUCTHUeCKH 3Haunmas koBapuata nomanuaomuaa CL/F u Vc/F,
BJIMSIHHE TUIOIIAIN TOBEPXHOCTH Tella Ha MapaMeTphbl BO3JACHCTBUS HE CUMTAIOCH KIMHUYECKH
3HAYMMBIM.
B uenom, cymiecTBeHHOW pasHHMIBI MEXAy (apMaKOKHHETHKON IMOMaUIOMHAA y JETeH H

B3POCJIbIX TANUCHTOB HECT.
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5.3. lanHble JOKJIUHUYECKOH 0e30MacHOCTH

[TomanumomMu He TPOSIBIISII MyTareHHOTO JICHCTBUS U HE BBI3bIBAJI XPOMOCOMHBIX abeppariuii B
muM@oruTax nepupepudeckoil  KpOBH  YeJIOBeKa WM 00pa3oBaHUS ~ MHUKpOAIEp B
MOJIMXPOMATHUECKUX DJPUTPOIUTAX KOCTHOTO MoO3ra Kpbic B mo3ax g0 2000 Mr/kr/ncHb.
[Tomamuaomun oOnamanm TepaTOreHHBIM 3(PGEKTOM KaK y KpbIC, TaK U Yy KPOJUKOB TIPH

MPUMCHCHUH B IICPUOJ] OCHOBHOT'O OpPraHOrcHE3a.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. Ilepeuenb BcnoMoraTe/ibHbIX BelllECTB
Cooepoicumoe kancynol
[IpexxenaTHHU3UPOBAHHBIN Kpaxmal
JlaxkTo3a 6e3BoaHas
Hatpwus creapundymapar
Kpvuueuxa kancynot
Kpacutens oxcup xxenesa kpacusiii (E 172)
Kpacurens oxcun xenesa xentoiit (E 172)
Turana quokeun (E 171)
Bona ounmennas
Kenatun
Kopnyc xancynv
Kpacurens oxcup xenesa kpacusiii (E 172)
Kpacurens oxcup sxenesa sxentoiii (E 172)
Turana nuokcun (E 171)
Bona ounieHHas
Kenatun
6.2. HecoBmecTUMOCTDH
He npumennmo
6.3. Cpok rogHocTH (CPOK XpaHeHHs)
2 rona
6.4. OcoOble Mepbl MPETOCTOPOKHOCTH NPU XPAHEHUH

IIpu Temneparype He Bbiwe 25 °C.
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6.5. Xapakrep u conep:xxaHue NepBUYHON YNIAKOBKHU

[To 21 kamcyne B 0aHKy M3 TOJMATHUJICHA BBICOKOW TIJIOTHOCTH C BHHTOBOWM TOPJIOBHHOM,
YKYHNOPEHHYIO TJIACTUKOBOW KPBIIIKONH € (yHKIMEW 3aluThl OT BCKPBITHS JI€TBMHU H C
BKJaabImeM. 1 OaHKy BMeCTe C MHCTPYKLUHEH N0 MEIHIMHCKOMY HPUMEHEHMIO (JIMCTKOM-
BKJIQIBITIIIEM ) TIOMEIIAIOT B MAYKy U3 KapTOHA.

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TMPH YHUYTOKEHHHM HMCIHOJb30BAHHOIO
JIEKAPCTBEHHOT0 mNpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde TpPHUMEHEeHHUs:
JIEKApPCTBEHHOT0 Mpenapara, u pyrue MaHuMyJIsilii4 ¢ NpenapaTom

KaHCy.HBI HCJIB3s pAaCKPbIBATh WUJIU pa3jIaMbIBATh. HpI/I nomnajgaHruy MmOopoIIKa noMajJiuaoMuja Ha
KOXYy, €€ HGO6XOI[I/IMO HEMCIJICHHO IMPOMBITH BOI[OI71 C MBIJIOM. HpI/I KOHTAKTC IIOMaJInaoOMHaa CO
CIIM3UCTHIMU 000JIOUKAMHU, UX CIEAYET TUIATEIbHO MPOMBITH BOJIOM.

MeauuuHckiuM pabOTHUKAM U JIMLAM, OCYIIECTBIISIIOIIMM YXOJ 3a MAalleHTOM, HEOOXOAMMO
Ha/IeBaTh OJHOPA30BbIC IEPUYATKU PU OCYIIECTBICHUH MAaHUITYJISLIUI ¢ OAHKOH UITH KarcyJaMH.
[Tocne 3aBepuieHUs] MaHUMYJISALUN HEOOXOAMMO AaKKypaTHO CHATH NEPYATKH TaKUM oOpa3om,
9TOOBl MPENOTBPATUTh BO3ACHCTBHE MOMAIUIOMHIA HA KOXY, MOMECTHTh WX B IUIOTHO
3aKpPBIBAIOLIUIICS MOJMAITUIICHOBBIN MaKeT ¥ YTHIU3UPOBATH B COOTBETCTBUH C YCTAHOBICHHBIMU
TpeOOBaHUAMU. 3aTeM HEOOXOJUMO TIIATEIBHO BBIMBITH PYKH BOAOH C MbUIOM. JKEHIIMHBI C
MIOJITBEPKICHHON WIIM TIPEATIoNaraeMoii 0epeMeHHOCTBIO HE JIOJKHBI OpaTh OAHKY HMITH KarlCyJIbl
B PYKH.

Mepul npedocmopodrcHocmu npu ymuauzayuu u 0opaujeHuu

Hewncnonb30BaHHBIHN JIEKAPCTBEHHBIN Mpenapar U 3arpsA3HEHHBIC UM MaTepUabl JOJDKHBI ObITh
YTUIU3UPOBAHBI B COOTBETCTBUN C YCTAHOBJICHHBIMU Tpe60BaHI/I$IMI/I. ITo oxoHUYaHuM JIe4YECHUSA
HEHCIOJIb30BaHHBIN MpernapaT peKOMEHAYeTCsl BO3BPATUTh B MEUIIMHCKOE YUPEKICHUE.

Bechb ocraBimmiics iekapCcTBEHHBIN Tpenapar U OTXO/IbI CIeyeT YHUUTOXKHUTh B YCTAHOBICHHOM

MOPsI/IKE.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

Axnmoneproe o6miectBo «BEPODAPM» (AO «BEPODAPM»)
115088, r. Mockaa, 2-i1 FOxuomopToBsIif poes, a. 18, ctp. 9, atax 2.
7.1. llpencraBuTeb Aep:KaTesisi PeriCTPAIIMOHHOT0 YA0CTOBEPEeHUA

IIpeTen3un HOTDC6I/ITGJIGI\;I HAIrpaBJATH 110 aAPECyY.

Poccuiickas @enepanys

AO «BEPOOAPM»
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115088, r. Mocksa, 2-it FOxxunonopToBsIi poesn, A. 18, ctp. 9, aTax 2
Tem: +7 (495) 797-57-37
daxc: +7 (495) 792-53-28

E-mail: info@veropharm.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA TIEPBUYHON PETMCTPALIMU (IIOJATBEPKIEHUSI PETMCTPALIMM,
MEPEPETACTPAIIAN)

JlaTa repBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

O011as xapakTepuCcTHKa JIeKapcTBeHHOTo npenapara [lonunosep noctynHa Ha MHGOPMaLOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOTO COr03a B MH(GOPMAIMOHHO-KOMMYHHUKAIIMOHHOW CETU

«uTepuer» http://www.eec.eaeunion.org
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