COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
or 19.12.2023 N= 26616
(MOCNEOCBATENEHOCTE 0002)

HMHCTPYKLM A
1O MEJUITMHCKOMY ITPUMEHEHWIO JIEKAPCTBEHHOI'O ITPEITAPATA
Appecro®

PerucrpauuonHbiii Homep:
Toprosoe Ha3BaHue npenapara: AppeCT0®
Me:xkayHapoaHOe HeMATEeHTOBAHHOE Ha3BaHuUe: JIehIyHOMU T

JlekapcTrBenHasi gopma: TaOIETKH, TOKPHIThIE IUIEHOYHON 000JI0UKOH

COCTAB

Kaxxnast TabieTka, MOKPBITAsA INIEHOYHON 000104K0M, 10 MI' COIEPKUT:

Oeticmeyiowee gewecmso. neguynomun 10 mr;

gcnomozamenvhvle geujecmea. nakro3a (0e3BogHast) 57,25 mr, HaTpus Jaypuicyibdar 2,25 mr,
kpocnoBu0H (XL-10) 6,5 Mr, KpeMHUST TUOKCH] KOJJIOWIHBINA 2 MT, MarHusi cTeapar 2 Mr;
cocmas nienounol obonouky: onanpai oemsrid 21K58794 2 mr [runpomerniosa 49,2 %, tutana

mokeua (E171) 31,25 %, stunnemtonosa 12,3 %, tpuanerun 7,25 %].

Kaxxmas Tabierka, MOKpLITAS INIEHOYHON 0007109K0ii, 20 MI' COJIEPKUT:

Oeticmeyowee gewecmso. neuynomus 20 mr;

scnomozamenvHule geuyecmaa. nakrosa (0e3BogHas) 57,25 mr, HaTpus naypuicynbdar 2,25 mr,
kpocnoBuoH (XL-10) 6,5 Mr, KpeMHUS TUOKCH] KOJJIOWIHBINA 2 MT', MarHusi cTeapar 2 MrT;
cocmaeg nienoynou obonouku: omaapan Oenbii 21K58794 1,94 wmr [rumpomemnosza 49,2 %,
tutana jguokcun (E171) 31,25 %, stunnemmono3a 12,3 %, tpuanerun 7,25 %], kpacurenb

x)ene3a okeu xentoii (E172) 0,06 mr.

OIINCAHME

Hosupoexa 10 me: KpyTIble, TBOSKOBBIYKIIbIC TAOJIECTKHU, MIOKPHITHIE IIICHOYHOW 000JIOYKON OT
0eJ1oro 110 o4yt 0eoro nBsera.

Ha nonepeunom paspese TabieTKu OT O€JI0ro 10 HoYTH OeIoro IBeTa.

Hozuposka 20 me: KpyTible, TBOSIKOBBITYKIIbIE TaONETKH, MOKPHITHIE TUICHOYHOH 000JI0YKOM OT
0€I0T0 C )KEITOBATHLIM OTTEHKOM 0 JKEJITOr0 I[BETA.

Ha nonepeunom pa3zpese TabiaeTku OT 6esoro 10 No4TH OEI0ro IBETa.
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NMMyHOIEnPECCAHTBI; CEIEKTUBHBIE IMMYHOIEIIPECAHTHI.

Kon ATX: LO4AA13

®APMAKOJIOTTYECKHUE CBOMCTBA

Dapmakoounamuka:

JleguryHOMHT TPUHAIISKHUT K KiIaccy Oa3WCHBIX IMPOTHBOPEBMATHYCCKHX IPENApaToB u
oOmamaer aHTUNPOIH(PEPATUBHBIMH, WUMMYHOMOIYJIUPYIONIUMHA, HMMYHOCYIPECCUBHBIMU U
MIPOTHUBOBOCHAIUTEIbHBIMU CBOWCTBAMH. AKTHUBHBIN MEeTa0OoJIUT nediyHOMH 1A
AT71726 UHTHOUpYeT bepmeHT JIErUIpOOPOTATAECT UAPOTE€HA3Y u oOnanaer
AHTUTIPOIH(EPaTUBHON aKTUBHOCTBIO. A771726 B ycimoBusx IN VItr0 TOPMO3HUT BBI3BAaHHYIO
murtoreHamu mpoimupepanuo u  cuntes JHK T-nmumdomnuroB. AntunponudepaTtuBHas
akTuBHOCTH A771726 mposiBisercs Ha YypoBHE OHOCHHTE3a NUPUMUINHA, MOCKOJIBKY
nobaBjieHHE B KJIETOYHYIO KYJIbTYPY YpUIWHA YCTpaHsSeT TopMo3siiee JeiicTBHE MeTadoauTa
A771726. C HUCIOJIL30BAaHHUEM PaauoON30TOIHBIX JIMTaHI0B MMOKa3aHo, qTO0
AT771726 w30upaTebHO CBA3BIBACTCA C (PEPMEHTOM JICTHAPOOPOTATACTHAPOTECHA30H, YeM
O0OBSCHSIETCS] €r0 CBOMCTBO TOPMO3UTH ATOT (PEPMEHT | Mpoardepanuio TuM(OIMTOB HA CTATUH
Gl. Ilponudepanus aUMPOUUTOB SBISETCS OJHUM M3 KIIOYEBBIX JTAloOB pa3BUTHUS
PEBMATOMIHOTO APTPUTA.

OnuoBpemeHHO A771726 TOPMO3HUT 3KCIPECCUIO PEIENTOpoB K HHTpencikuay-2 (CB-25) u
aatureHoB sjpa Ki-67 u PCNA, CBs3aHHBIX € KIIETOYHBIM IIHKIIOM.

JleguiyHOMH]T YMEHBIIAET CHUMIITOMBI M 3aMEUIsIET MPOrpPEecCHpPOBAHUE MOPAXKEHUS CYCTaBOB
MIPU aKTUBHOU (hopMe PeBMATOMTHOTO U TICOPHATHYECKOTO apTPUTA.

TepaneBruueckuii 3¢dekt oO0byHO TposiBIseTcs depe3 4-6 Helenb M MOXET HapacTaTth B
JATbHEUIIEM Ha POTSHKEHUM 4-6 MeCSIIIEB.

dapmaxokunemuka:

AbGcopbuus

[Ipu npueme BHYTpb abcopOupyercs ot 82 mo 95 % mnpenapara. JledhayHomun Moxker
MPUHUMATHCS BMECTE C MHIIEH.

Pacnpenenenue

MakcuMasbHble MIa3MEeHHbIE KOHLEHTpAlMU akKTUBHOTO MeTabonuta A771726 ompenenstorcs
or | 10 24 waca mocie OAHOKPAaTHOW NPUHATOW H03bl. M3-3a O4YEHb UINTENBHOIO IEpHUOIA
MOJTyBBIBEIEHUSI AKTUBHOTO MeTabonuta A771726 (okomo 2-X HeJelb) HCIOIb30BAIACh
Harpy3ouHas jo3a 100 Mr B cyTkM B TedeHHe 3-X JHEH. DTO MO3BOJIMIIO OBICTPO JIOCTUTHYTh

PaBHOBECHOI'O COCTOSIHMS IJIa3MEHHOM KOHIEHTpAaLMU aKTUBHOro mertabonurta A771726. bes
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MECSYHBIH MECSUHBIM NpueM Inpenapara. B uccienoBaHHAX ¢ MHOI'OKPAaTHBIM IPHUMEHEHUEM
npemapata (apMaKOKHHETHUYECKUE TMapaMeTphl akTHBHOro wmetabomuta A771726 Obutn
7I0303aBUCUMBIMH B JTHANa30HE 103 OT 5 10 25 MTr. B 3TUX HccneqoBaHUAX KIMHHYECKHH S PEeKT
OBbLI TECHO CBS3aH C IUIA3MEHHOW KOHIIEHTpalneil akTuBHOTO MeTabonuta A771726 u cyTouHOM
no3oit epaynomuaa. [lpu npueme cyTouHoi 10361 20 MI' CpeIHAE TUIA3MCHHBIC KOHIICHTPAIIUU
aKTHBHOTO MeTabonuTa A771726 npu paBHOBECHOM COCTOSIHMM UMEIN 3HAYCHHUE 35 MKT/MII.

B mna3zme mpoucxomuT ObICTpoe CBSA3BIBAaHUE aKTUBHOTO Metadonmuta A771726 ¢ anbOyMuHaMH.
HecBs3zannast ¢pakuusa aktuBHoro merabonuta A771726 cocraBuser npumepHo 0,62 %.
Cesi3piBaHMe akTUBHOTO Metabosimuta A771726 Gonee BapuaOeabHO M HECKOJIBKO CHUXKACTCS Y
MAIMEHTOB C PEBMATOUIHBIM apTPUTOM WM XPOHUUECKOM MOYEUHOM HEI0CTaTOUHOCTHIO.

Buorpaucdopmariis

Jlebnynomun OBICTPO TpEBpaliaeTCs B AaKTUBHBIN wmeTabomuT A771726 (mepBUYHBIN
MeTabOoIM3M IMPOUCXOTUT B KHUIICYHOW CTCHKE W TeYeHH). B 1urasme, Moye wim Kajie ObUH
BBISBJICHBI JIMIIb CJICJIOBBIC KOJIMYECTBA HEW3MEHEHHOro JediayHoMuna. ETuHCTBEHHBIM
OTIpeIeIsIEMbIM METAa0OJIUTOM SIBJISIETCSI aKTUBHBIA MeTabomut A771726, OTBETCTBEHHBIM 3a
OCHOBHBIEC CBOMCTBA Mperapara in vivo.

Jlebnynomun mMetabonusupyercss 10 omHoro riaBHoro (A771726) W HECKOJBKHX
BTOPOCTETICHHBIX METa00IMTOB, BKIIOYas 4-TpudaoopoMeTniagaHuH. buoTpancopmanms
neayHOMHIa B aKTHBHBIM Merabonmut A771726, m mocineayromuii MeTaboJu3M CcaMoro
AT771726, KOHTpOIHPYETCS HECKOJbKUMHU (PEpMEHTaMH W TPOUCXOASIT B MHUKPOCOMAIBHBIX H
IpyTuX  KJIETOYHbIX  (pakuusx. ccrnegoBanus — B3aUMOJEHCTBUS € LHUMETUIAMHOM
(mecnenuduueckum UHTHOUTOPOM IHUTOXpoMa P450) m pudammuimHom (Hecnenuduueckum
HHAYKTOPOM IuToXpoMa P450) mokasamm, uro in Vivo msodepmentsr CYP BoBieuYeHBI B
MeTaboIH3M J1eIyHOMUAA TOJIBKO B HE3HAYUTENFHOM CTENEHHU.

DIMMUHAIUSA

BriBenenne aktuBHoro merabonuta A771726 u3 opraHu3zMa MeEIUICHHOE M XapakKTepus3yercs
kinuperncoM 31 mi/gac. JledayHomMua BBIBOIUTCS C KajdoM (BEpOSTHO, 3a CUET SKCKPEIUHU C
KeIubio) U Mo4ol . [lepnos momyBbIBeIEHUSI COCTABIISIET OKOJIO 2 HEAEb.

dapMaKOKMHETHKA AaKTUBHOro Mertabonuta A771726 y mnalMeHTOB, HaXOISIIUXCS Ha
XpOHUYECKOM aMOynaTopHoM mepuToHeanbHoM guanuse (XAILJ]), momoOHa TakoBO#l Yy
3I0pOBBIX J00poBOIbIIEB. bomee ObicTpoe BhIBEIEHUE AaKTHBHOrO MeTabonuta AT771726
HaOM0aeTCcsl y MAIMEHTOB, HAXOIIIMXCS HAa TEeMOJUANN3E, YTO CBA3AHO HE C JKCTpaKIuei
mpernapaTa B JUANIA3aT, 4 C BHITECHEHHEM €ro M3 CBS3U C OelNKOM. XOTS KIMPEHC aKTHBHOTO

Metabonmuta A771726 yBenuuuBaeTcss NpHOIM3UTENBHO B 2 pa3a, KOHEYHBIM MepUon
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OOAHOBPCMCHHO YBCIMYNBACTCA 00beM pacrpCaciICHuA.

Oco0ble rpyIinbl NALMEHTOB

Iayuenmoi ¢ neyeHouHol HeOOCMAMOYHOCMbIO
JlanHbie O (apMaKOKMHETHKE Mpernapara y MalUueHTOB C TIEYCHOYHOH HEIOCTaTOYHOCTHIO
OTCYTCTBYIOT.
Tayuenmor nodcunoeo eo3pacma
VY manueHTOB MOXKHIIOTo Bo3pacTa (65 et u crapuie) hapMakKOKHHETHYECKHE JaHHbBIE IPHUMEPHO
COOTBETCTBYIOT Cpe/lHEeH BO3pACcTHOH IpyTIe.

eTH

dapMaKOKMHETUYECKHE XapaKTEePUCTUKU y MallMeHTOB Milajiie 18 et He n3ydaauch.

MMOKA3AHUSA K IPUMEHEHUIO

[Ipenapar AppecTo noka3aH K NPUMEHEHUIO Y B3pOCIBIX cTapiie 18 et 1 neueHus:

- akTUBHas (opMa peBMATOUAHOIO apTpUTa (C LENbI0 YMEHbBILIEHUSI CUMIITOMOB 3a00JIeBaHUs U
3aJIep>KKHU Pa3BUTHSI CTPYKTYPHBIX MMOBPEKICHUI CyCTaBOB);

- akTUBHAs (pOpMa MCOPHUATUIECCKOTO apTPUTA.

MPOTUBOIIOKA3AHUSA

- TUIEPYyBCTBUTEIBHOCTD K JE(QIYHOMHIY WM K JIIOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB, a
TaKXke K Tepu(IyHOMHLY;

- OJIHOBpEeMEHHOe NpuMeHeHue yedayHomuna ¢ TepudiayHomumoMm (cMm. pasgen «OcoObie
YKa3aHUs»);

- HapylIeHus! GYHKIUH TTCYCHH;

- TsDKeNbId uMMyHoaeumut (Hanpumep, CITU/L);

- 3HAYWTEJbHBIC HAPYIICHUS KOCTHOMO3TOBOIO KPOBETBOPEHHS WM TsDKENas aHEMHS,
JICHKOTICHHsI, HEHUTPOIICHUSI WJIM TPOMOOIIMTOIICHUS, HE CBS3aHHBIC C PEBMATOMIHBIM HIIU
MICOPUATUYECKUM apTPUTOM;

- TSDKEITbIe, HEKOHTPOJIMpPYEeMble HH(DEKIINY;

- IOYeYHas HEeIOCTATOYHOCTh YMEPEHHOMN U TSHKEJION CTETIEHU TSAKECTH;

- TshKenasi THIONPOTeUHEMUS (Hanpumep, Ipu HehPOTUIECKOM CHHAPOME);

- OEpPEMEHHOCTb;

- pPEenpOAYKTUBHBIA BO3pACT Y JKCHIIUH, HE MCIIONb3YIOIUX HAJEKHBIE METOJbl KOHTPAIICTIINN

Ha [CpUoJ JICUCHUS J'Ie(bJ'Iy'HOMI/I,I[OM, U 3aTcM [0 TEX IIOop, IIOKa IUTa3MEHHBIN YPOBCHB
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nepes] HavyajaoM JIeYeHuUs J1eIyHOMUIO0M;

- IEPUOJI TPYTHOT'O BCKAPMJIUBAHHS;

- MYXYUHBI, TOJYYalolIUe JIeYCHUE JEe(PIYHOMUIOM, MIOIDKHBI OBITh MHPEAYHpPEkKIEHBI O
BO3MOKHOM TOKCHYECKOM BIIMSHUH IIperapara Ha CIepMaTo30uabl. B mepuon mpumeHeHus
npernapara My)XK4YnHaM HEO0OXOAWMO NMPHUHHMATh MEPHI 0 HPEAOXPAHEHUI0 OT OEpEeMEHHOCTH
MapTHEPIIIH;

- 1eUIUT JTaKTa3bl, HEMEPEHOCHMOCTb JIAKTO3bI, TIIFOKO30-TaJIAKTO3HAS MAIbaOCOPOIIHS;

- Bo3pacT 70 18 neT (0TCyTCTBYIOT JaHHbIE 1O 3()PEKTUBHOCTU M OE30MaCHOCTH B ATOU IpyIiie

MAI[MEHTOB).

C OCTOPOXHOCTBIO

- TAIMEHTHl C WHTEPCTUIMAIBHBIMH 3a00JICBAaHUSMHU JIETKUX (TIOBBIICHHBIH PHUCK Pa3BUTHUS
WHTEPCTUIIUATIEHOTO TTOPAYKEHUS JIETKUX ),

- TAUMEHThl C JIETKOW M YMEPEHHOW CTEMEHbIO BBIPAKEHHOCTH AHEMUH, JICUKONECHUH,
HEUTPOTICHUH, TPOMOOITUTOIICHNN W HApYyMICHUSMH KOCTHOMO3TOBOT'O KPOBETBOPEHHS (B TOM
YHUCJIC B aHAMHE3E);

- TMaIMeHThI, HEIABHO TMOJIyYaBIIME WJIM TOJydalolue OJHOBPEMEHHO ¢ Jie(hIyHOMHIOM
JIEKapCTBEHHBIE MIPenapaThl C UMMYHOCYIIPECCUBHBIM UJIM T€MAaTOTOKCUYECKUM JCHCTBUEM;

- TAUMEHThl C HE CBA3AHHBIMM C PEBMATOMIHBIM APTPUTOM 3HAYMUMBIMU OTKJIOHEHUSMH OT
HOPMBI TE€MAaTOJIOTHYCCKUX TIOKa3aTesied /0 Hadana JiedeHus JedayHomuaoM (Tpedyercs
YaCThIM reéMaTOJIOTHYECKUN KOHTPOJIb);

- Bo3pacT crapuie 60 JieT, 0JHOBPEMEHHOE MPUMEHEHUE APYTUX HEHPOTOKCUYHBIX MPENAPATOB U
caxapHbIi quabeT (MOBBIMICHHBIA PUCK Pa3BUTHS Mepru(epruuecKoit HeHpormaTun),

- TMoYeYHass HEJOCTAaTOYHOCTh JIETKOM CTENEHHW TSHKECTH (OrPAHMYCHHBIN OIBIT KIMHUYECKOTO

MIPUMCHCHHS).

INPUMEHEHHME IIPM BEPEMEHHOCTHU W B IIEPHOJA TIPYJAHOI'O
BCKAPMJIMBAHUA

bepemennocmeo

Knuanueckux ucciaeoBaHui O OlIEHKe MpUMEHEHUs JiehIyHOMuUIa y OepeMEeHHbIX XKEHIIUH He
IIPOBOJMIIOCH.

OnHako akTUBHBIM MeTabomuT nedaynomuna A771726 obnaaan TepaToreHHbIM JIEHCTBHEM Y

ZKHUBOTHBIX (KpBICBI, KpOJ'II/IKI/I) 1 MOKCT OKa3aTb BPECAHOC BJIMAHHC HA IJIOA Yy YCJIIOBCKA.
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BO3pacTa, HE HCIOJIb3YIOIUX aJeKBAaTHBIE CHOCOOBbI KOHTpALENIMU B TEPUO] JICUCHUS
nedIyHOMHIOM M TIOCJIE€ OKOHYAHHWsS JICYCHHUs 10 TeX MOp, MOKa KOHIICHTPAIHUS aKTHUBHOTO
Mmetabonuta jedmynomuna A771726 B mmazme kpoBu He cHusurcs MeHee 0,02 mr/miu. o
Hayvasa JIeYeHHs JIehIYHOMUIOM OEpEMEHHOCTD J0JDKHA OBITh HCKITFOUCHA.

[TarueHTKH NOHKHBI OBITH WH(MOPMHUPOBAHBI O TOM, YTO B Cllydae HACTYIUICHHS 3aJCPKKU
MEHCTpyallul WIM Tpyd HAIMYAM HWHOM TPUYMHBI, TMPEIOJAralied HacTyIICHUE
OepeMEHHOCTH, OHHU JIOJDKHBI HE3aMEUTUTEIILHO COOOIIUTh 00 3TOM Bpady, YTOOBI CIIC/IaTh TECT
Ha OepeMeHHOCTh B cilydae moOATBEpKACHHUS HACTYIUIEHHUS OEPEMEHHOCTH Bpay JOJKEH
0o0CYyNTh C TAIMEHTKOW BO3MOXHBIM PHUCK, KOTOPOMY IIOJBEpPraeTcs JaHHas OEpEeMEHHOCTb.
Bo3MoxHO, 4T0 OBICTpOE CHM)KEHHME YpPOBHS COAEp KaHMsI aKTHUBHOro Mmerabonuta A771726 B
Mjga3Me KpOBH B CamMOM Hayaje 3aJepKKU MEHCTPYallMd C TIOMOIIbIO OMUCAHHOW HUXKe
MpOIeAypPhl YCKOPEHHOTO BBIBEJACHUS TIpenapara TOMOXET CHHU3HTh PHUCK, KOTOPOMY
oABEpraeTcss SMOPHOH CO CTOPOHBI Jie(hTyHOMH/IA.

[Ipu npueme nedayHOMHIIA TIO HEOCTOPOKHOCTH B TIEPBOM TPHUMECTPE OCPEMEHHOCTH Y
MMalMEHTOK C PEBMATOMJIHBIM apTPUTOM C JAJBHEWINEH OTMEHOM Ipernapara W NMpPOBEACHUEM
MpOLEAYpPhl YCKOPEHHOT'O BBIBEIECHHUS Mpenapara C KOJIECTUPAMHUHOM 3HayMMble TOPOKU
pa3BuUTHs ObUTH BBISBICHBI Y 5,4 % >KUBBIX HOBOPOXKJIEHHBIX B cpaBHeHHH C 4,2 % TaKOBBIX B
IpyIIE KEeHIINH C pEBMAaTOUIHBIM apTPUTOM, HE IPUHUMABIIUX JieayHOMU, U 4,2 % TaKOBBIX
B IpYMIE 3J0POBBIX OEPEMEHHBIX KEHILUH, HE TPUHUMABIINX JIe(ITYHOMHUI.

Ilepuoo oxcudanus

be3 mpoueaypsl YCKOpPEHHOTO BBIBEACHHUS Ipenaparta B 3aBUCHUMOCTH OT KOHIEHTpPALUU
akTUBHOTO MeTaboauTta A771726 B mnazme 10 < 0,02 Mr/a MOXKET IIPOIOJDKATHCS J10 2 JIET.
[TepBrIii pa3 KOHIEHTpAIM aKTHBHOTO MeTtadosmta A771726 B ma3Me KpoBU ONPEACIISICTCS 110
UCTEUYEeHUU 2-lieTHero mnepuofa oxuganus. [locie 3Toro HEoOXOAMMO  ONpPENEIUTH
KOHIIEHTPALIMI0 aKTUBHOro Mmetabonuta A771726 B mna3Me KpoBH, KaKk MUHUMYM, udepe3 14
JTHEH.

IIpoyedypa yckopennozo 8vigedeHus npenapama

[Tocne npekparieHus JTedeHust IeGIyHOMHUIOM:

- KOJIeCTUpaMUH 8 T mpuMeHseTcs 3 pa3a B ieHb B TeueHue 11 aHei;

- 50 r aKTUBHPOBAHHOTO YTJIsl, U3MEJIBYEHHOTO B IOPOIIIOK, 4 pa3a B IeHb B TeueHue 11 aueil.
HezaBucumo oT BBIOpaHHOW MpOIEAYyphl YCKOPEHHOTO BBIBEICHHUS TMpernapara HEoOXOAMMO
MPOBECTU MPOBEPKY JIBYMs OTAEIbHBIMH T€CTAMU C MHTEPBAJIIOM KaK MUHUMYM B 14 nHell u
MOAOXKJATh MOJITOpPA MeCALla C TOr0O MOMEHTa, Korja KoHueHTpauss A771726 B mia3me KpoBU

oyzet 3adukcupoBana Huxe 0,02 Mr/m, 10 MOMEHTa OTUIOAOTBOPEHHUS.
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2 roja mMOCNe MPEKpaIICHUs JICYCHHUS JeQIIYHOMHIOM, MPEKIC YeM OHH MOTYT MBITAThCS
3abepeMeHeTh. Ecnmu 2-JIeTHUH Mepuol OXUAAHUS TPH HAJACKHON KOHTPALECNIHUU KaXKeTCs
HE0OOCHOBAHHBIM, MOXHO TIOCOBETOBAThH IPOBECTH NPOIEAYPY YCKOPEHHOTO BBIBEICHUS
mpernapara B mpoOPHIAKTHYECKUX TEIISX.

N xonectupamuiH, U aKTUBUPOBAHHBIA YTrOJIb MOTYT BIIHUSTH Ha aOCOPOLMIO 3CTPOTEHOB U
MPOTEeCTEPOHOB, MOATOMY HAJIEKHBIC MEPOPATbHBIE MPOTUBO3AYaTOYHBIE CPEJCTBA HE MOTYT
o0eCrieunTh TapaHTUU KOHTPAICNIIMM B TIEPUOJI YCKOPCHHOTO BBHIBEACHUS IIperapara ¢
MOMOIIIBIO KOJIECTUpAMHUHA WJIM aKTUBHUPOBAHHOTO YIJIsl. PEKOMEHIyeTcs HCIOIb30BaTh
ATbTEPHATUBHBIE METO/IbI KOHTPALICTIIIHH.

Depmunvrocmep

KenmunuaMm, KOTOphIE NPUHUMAIOT JEDIYHOMHII M XOTAT 3a0€pEeMEHETh, PEKOMEHIYETCS
MPOBOJIUTH TMPOIEAYPY YCKOPEHHOTO BBIBEJCHUS IMpernapara, YTo0bl OBITh YBEPEHHBIMHU B TOM,
9TO TUIOA HEe OyJeT TOABEP)KEH BO3JCUCTBHIO TOKCUYHBIX KOHIICHTPAIUM aKTHBHOTO
MeTtabosmuta A771726 (koHTposbHAsI KOHIIEHTpamus Hike 0,02 Mr/m).

Ilepuoo zpyonozo éckapmaueanus

HccnenoBanus Ha UBOTHBIX MOKa3alld, 4TO JEQIYHOMHJI M €ro MeTaOOJUThl MPOHUKAIOT B
rpyAHoe MOJOKO. [lo3TOMy >KEHIIMHBI B MEPUOJA TPYAHOTO BCKApMIIMBAHUS HE JIOJIKHBI
MpUHUMATH JeQuyHoMu. B 3aBHCUMOCTH OT BaXXKHOCTH JICUEHHUS JJISi MaTepu CIIEAyeT PeUIUTh,
OyZeT 11 MPOBOJIUTHCS IPyJHOE BCKapMJIMBAaHUE WM OyAeT HayaTo JiedeHHE JIeIyHOMUAOM,

MIPU KOTOPOM CJIEYeT NPEeKpaTUTh IPyIHOE BCKApMIIMBAaHUE.

CIIOCOB ITPUMEHEHMUA U 103b1

Jleuenue nedayHOMHIOM JOJKHO HAYMHATBHCS I0J HAOIIOJEHUEM Bpada, MMEIOLIEro OIBIT
JICYECHUs PEBMATOUIHOIO apTPUTa U IICOPUATUYECKOIO apTpUTa.

ITo moBoy peKOMEHIAIMH [0 KOHTPOJIIO 3a JIeYeHUEM cM. pazzien «Ocobble yKazaHHs.

PexxuM 103upoBaHUS

Jleuenue peemamouonozo apmpuma

JleyeHue peBMAaTOMIHOTO apTPUTA JEPIYHOMHUIOM OOBIUHO HAYMHAIOT ¢ HArpy304Hoi 1o3s1 100
Mr | pa3 B cyTku B TedeHHME 3-X nHed. OHAKO MCKIIOUEHUE NPUMEHEHHUs Harpy304HON 103l
MOJKET CHU3UTh PUCK Pa3BUTHUS HeEXeNaTeNbHbIX peakluil (0COOEHHO CO CTOPOHBI JKETyA04HO-
KHIIEYHOI'0 TPAaKTa M BIUSHHE HA AKTUBHOCTh «I1€YEHOYHBIX» ()EPMEHTOB B KPOBN).
Pexomenayemas nojiepxuBatomas no3a cocrasiser 20 mr aedaynomuna 1 pa3 B cytku. [lpu
npueme nojep)kuBaroiei 103el 20 Mr 1 pa3 B CyTKH cpa3y ¢ Haydaia JiedeHus (To ecTb 0e3

npueMa Harpy3o4Hoil 703bl) 3(¢deKkTuBHOCTH Ipenapara IMPH PEBMAaTOUIHOM apTpPUTE HE
7
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10 mr 1 pa3 B cyTku.

Jleuenue ncopuamuueckozo apmpuma

Jleuenue neIyHOMHUIOM TICOPUATHYECKOTO apTpUTa TaKKe HAUYMHACTCSA C HArpy304HOM JO3bI
100 mr 1 pa3 B cytku B Teuenue 3 nHei. [lomnepkuaromas no3a cocrasisier 20 mr 1 pa3 B
CYTKH.

[Ipu obomx mokazaHusAX TepameBTHYecKHil 3()(eKT OOBIYHO HpOosBISIETCS 4epe3 4 HeAenu |
MO>KET HapacTaTh B AaJbHEHIIEM Ha IPOTSHKEHUN 4-6 MECSIIEB.

Tepanust 00bIYHO TPOBOIUTCS B TEUSHHE UTUTEILHOTO BPEMEHH.

Oco0bIe TPV MAIMEHTOB

Ilayuenmul ¢ Hapywenuem ynkyuu nevenu
Pexomenpanuu mo KOppeKIuu 1036l UM OTMEHE IMperapaTa B 3aBUCUMOCTH OT BBIPa)KEHHOCTH
WU CTOMKOCTH ToabeMa ananuHamuHoTpancdepassl (AJIT) na pone mpuema mpenapara cMm. B
paznene «Ocobble yKazaHUs.
Ilayuenmol ¢ Hapywenuem @yHKyuYu nouex
Nmerommerocss B HacTosiiee BpeMsl OIbITa HEJOCTATOYHO IS CTHEIUATBHBIX PEKOMEHAAIMM 10
PEXHUMY JT0O3UPOBAHHUS y TAIIMEHTOB ¢ HapylleHHOW ¢QyHKIHel mouek. Cienyer yuyuThiBaTh, YTO
aKTUBHBIN MeTabonuT nedayHomuma A771726 nMeeT BHICOKOE CPOJCTBO K OEIKaM.
Tayuenmol noscunozo eospacma
He tpebyercst kKoppekiuu 10361 y IAIMEHTOB cTapiie 65 JeT.

€T’
Jlepmynomu g mpoTHBOMOKa3aH y aereit muamie 18 et (cM. pasaen «I[IpoTHBOITOKa3aHMS» ).

Crocob npuMeHeHus

TabneTkn HCO6XOI[I/IMO [mporjarbiBaTb NHCJIMKOM, 3alliBasd JOCTaTOYHBIM KOJIHYECTBOM

KHUIKOCTH. HpI/ICMa IIUIIHY HE BJIIUSACT HA BCAaCbIBAHUEC J'Ie(bJ'IYHOMI/II[a.

MNOBOYHOE JIEICTBUE

PesroMe HexxeraTeIbHBIX PeaKIIui

HexenarenbHble peakiMyd CrPYyHIHPOBAHBI IO CHCTEMHO-OPTaHHBIM KJIaccaM MW 4YacTOTe
nosiBiiecHUs. YacToTy HEKENaTeNIbHBIX PEaKluil KIaCCU(PHUIIMPOBAIHN CIEAYIOIAM 00pa3oM:
oueHb vacto (> 1/10), wacrto (> 1/100 u < 1/10), mewacro ( > 1/1000 u < 1/100), penxo ( >
1/10000 u < 1/1000), ouenr pemko (< 1/10000), uactota HeusBecTHa (HAa OCHOBAHUH
UMEIOIINUXCST  JaHHBIX OIIGHUTh YaCcTOTy BO3HHUKHOBEHHUS HEXKEIATCILHOW pEakiuu He
MPECTABIISACTCS BO3MOXHBIM).

Hugpexyuu u uneasuu:
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TaKUX COOOIIEHHWH MAIMEHTHl MOTYYaad JAPYTYI0O UMMYHOCYNPECCHBHYIO TEPAlHIO U MOMUMO
pPEeBMATUYECKOrO 3a00JIeBaHUS HWMEIH CONYTCTBYIOUIME 3a00JeBaHMs, KOTOPbIE MOTJIH
MOBBIIIATH MPEAPACIIONIOKEHHOCTh MAIUEHTOB K HH(EKIUAM.

JlekapcTBeHHbIE TpenapaTbl € HMMMYHOCYIPECCHBHBIM JICWCTBUEM MOTYT  IOBBIIIATH
BOCIIPHUMMYHUBOCTH MAIMEHTOB K HHPEKIUSAM, B TOM YHCIIE K OMIOPTYHUCTUYSCKUM HHPEKIIHSIM.
B KIMHHYECKMX HCCIEOBAaHUSX Yy NAIMEHTOB, IOIYYaBIIMX JICQIYHOMH, HECKOJIBKO
BO3pacTalia 4acToTa PUHUTOB, OPOHXUTOB M THEBMOHUH, XOTS B I[€JIOM 4acTOTa MH(EKIHUH ObLIa
COITOCTAaBHUMA.

Jlobpokauecmeennvle, 3n0KauecmeenHvle U HEYMOUHEHHbIE HOBOOOPA308AHUS (BKIIOUAS KUCTbL
U NOIUNGL):

W3BecTHO, dYTO TIpU UCIONB30BAHUM HEKOTOPHIX HMMYHOCYIIPECCUBHBIX TIpENapaToB
YBEJIIMYMBACTCS PUCK MAJUTHU3AIUH, OCOOEHHO PHCK pa3BUTHA JHMpOTporudepaTHBHBIX
3a00JIeBaHUH.

Hapywenus co cmoponul kposu u numghamuueckou cucmembi:

YacTo: meiikonenus (KOIMIecTBO JIeHKONUTOB B nepudepmdeckoii kposu > 2*10%1 ).

Heuacto: anemusi, TpoMOoIMTONECHUS (KOJIUYECTBO TPOMOOIMTOB B mepudepuueckoil KpoBU
< 100*10%n).

Penxo: neiikomenuss (KONMYECTBO JIEHKOMTOB B mepudepuueckoil kposu < 2*10%m),
503UHO(UITHNS, TAHIIUTONICHHUS.

OueHb penKo: arpa”yJIOHUTO3.

HenaBHo mpenmiecTByromiee, 0OJHOBPEMEHHOE WIIM TOCJEAyIOIee MPUMEHEHHE MOTEHIMAIbHO
MHUEJIOTOKCHYHBIX IIPErapaToB MOXET OBbITh AacCOIMUPOBAHO C 0Oojee BBICOKMM PHUCKOM
HeXeJIaTeIbHBIX Peakuii CO CTOPOHBI KPOBH.

Hapywenus co cmopoHnvl ummynHou cucmembl:

YacTo: Jierkue ajuiepruyeckue peakiuu (BKIOYAs MakyJIe3HO-MAMyJIe3HYI0 Chillb U APYTHE
BHUJIBI CBIITH), 3y/I, 9K3€Ma, CYXOCTh KOXHBIX TOKPOBOB, YCUJICHHOE BHIMACHUE BOJIOC.

Hewacro: kxpanuBHuna.

OueHb penKo: cepbe3Hble aHaUIaKTHYeCKue/aHa(UITaKTOUIHbIe peakiuu, cuaapom CTuBeHca-
Jl>xoHcoHa (MHOroOopMHasi SpUTEMa), TOKCHUECKUN MUIepMaIbHBIA HEKPOIU3 (B MOTYYESHHBIX
COOOIIEHUAX MPUUYUHHO-CIIEACTBEHHAs CBSI3b C JICUEHUEM HE YCTAHOBJICHA, HO HE MOXET ObITh
WCKITIOYEeHA), BACKYJIHT, B TOM YHCJE KOXKHBIM HEKPOTH3UPYIOUIUI BaCKyIUT (M3-32 OCHOBHOTO
3a00NeBaHus MPUYUHHO-CIIEICTBEHHAsS CBA3h C Tepanuel 1eIyHOMHIOM HE YCTaHOBJICHA).
Hapywenus memabonuzma u numanus:

YacTo: CHIKEHHE MacChl Tea.
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HeuacTo: runokaiueMus.

Yacrora Hen3BecTHa: HEOONBIIOE MOBBIINICHUE JIMMUAOB, HeOONbIIOE CHMKeHUEe (ocdartos,
HE3HAYUTEIIbHOE TIOBBIIICHHE aKTUBHOCTHU JakTaTaeruaporeHassl (JIA), kpearnadochoxkuHazbl
(K®K), runoypukemus 3a C4eT BbIBEJCHHSI MOYEBON KHUCIIOTHI.

Hapywenus co cmoponul HepeHoti cucmemvl .

Yacro: rojoBHas 00Jb, TOJIOBOKPYKEHHUE, TAPECTE3MUSI.

Hewacro: HapylIeHus BKYCOBOTO BOCIIPHUSTHSI, TPEBOTA.

Ouens peako: nepudepudeckas HelpomaTusi.

Hapywenus co cmoponwl cocyoos:

YacTo — MOBBIIICHNE apTEPHATTEHOTO JaBIICHHS.

Yacrora HEM3BECTHA: JIETOYHAS TUTICPTEH3USI.

Hapywenus co cmoponvl OvixamenbHOU cucmemvl, 0p2anos epyOHOU KIemKU U CpeooCmeHUs.:
Penxo: mHTEpCcTHIIMATBHBIC 3a00JICBaHUS JICTKUX (BKIFOYAs WHTEPCTUIIMATBHBINA ITHEBMOHUT) C
BO3MOYHBIM JICTATLHBIM UCXOIOM.

Kenyoouno-kuuieunvie napyuieHus:

Yacro: nmapesi, TOINIHOTA, PBOTA, aHOPEKCHUs, MOPAKEHHE CIM3UCTON OOOJOYKH TOJIOCTH pTa
(manmpumep, adTO3HBIA CTOMATHUT, U3BA3BICHUE CIU3UCTOW OOOJOYKH IOJOCTH PTa), OOIH B
AKHUBOTE, KOJIUT, BKIIOYasi MUKPOCKOITUYECKHUM KOJIMT.

OueHb peliKo: MaHKpeaTuT.

Hapywenus co cmoponul neuenu u sHcenyesvi8o0auux nymeii.

Yacro: MOBBILIICHHE aKTUBHOCTH «TEYEHOYHBIX) TpaHCaMHHAa3 (ocobeHHo
anannHamuHoTpancdepassl  (AJIT), pexe — ramma-rmoramuirpancnentuaassl (ITT) u
menouHoit ¢pocdarassl (11[D)), runepobunupyorneMus.

Penxo: remarut, xxenaTyxa/xonecras.

OueHb pelKo: TSKENbIe MOPAXKEHHS MeYSHH, TaKue KaK MEeYeHOUYHas HEJOCTaTOYHOCTh, OCTPBIN
HEKpO3 MeUeHHU, KOTOPhIE MOTYT OBITh C JIETATHHBIM HCXOI0M.

Hapywenus co cmopoHwl Kodicu u NOOKONCHBIX MKAHEl:

YacTtoTa HEM3BECTHA: TUCKOMIHAS KpacHas BOJYAHKA, IMyCTYJE3HBIM MCOpHa3 Wik 000CTpeHHE
rcopuasa, JIKapCTBEHHAsl peakiusi ¢ 303uHOopmiIneii u cucreMHbiMu cumntomamu (DRESS-
cuHapom) (cM. pazaen «OcoOble yKa3aHus» ), S3BEHHbIE TTOPAKEHUS KOXKH.

Hapywenus co cmopoHvl mbiuieyHotl, ckeiemHot u coeOUHUmenbHolu MmKAHU.

YactoTa HEW3BECTHA: TEHJOCHHOBUT U pa3pblB CYXOXKWIHKA (MIPUYMHHAS B3aUMOCBS3b C
JiedeHreM JeQIyHOMUIOM HE YCTaHOBJICHA).

Hapywenus co cmopoHul nouex u Mouesvi800sauux nymet:

YacToTa HEM3BECTHA — ITIOYEYHAS HEJOCTATOYHOCTb.
10
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Hapywenus co cmoponvl penpo0ykmusHot cucyiemsl u MG = 1EHOCTE D002]

YacToTa HEM3BECTHA: HEJb3S UCKIIIOUUTh HE3HAYUTEIBHOE 00paTUMOE CHIXKCHUE KOHIIEHTPAIU!
CIIEPMBI, OOIIEro YKClia CIIEPMATO30UI0B M UX TTOABHKHOCTH.

Obwue HapyweHnus u peakyuu 8 Mmecme 66€0eHUsL.

Yacrto: acTeHUS.

Ecmu mo0ple U3 yKa3aHHBIX B WHCTPYKIMHM HEXKENATENbHBIX PEaKIUi yCyryOnstoTcst win Bl
3aMETHIIH JIFOOBIC IPYTHE HEeXKENAaTeIbHbIC PEAKINU, HE YKa3aHHbIC B MHCTPYKIIUH, COOOIIUTE 00

3TOM Bpauy.

MHNEPEJO3UPOBKA

Cumnmombi:  cOOOIIATIOCh O XPOHUYECKOH TMepelo3UpOBKE Y MAlMEeHTOB, IOJIyYaBIINX
neIIyHOMHT B J103€, 10 5-TU pa3 MPEBBIIIAIONIEH PEKOMEHYEMYIO CYTOUHYIO 03y, a TaKkKe 00
OCTpOH TIEPEO3UPOBKE Yy B3POCHBIX M JeTeld. B OONBIIMHCTBE CilydaeB TMEPEIO3MPOBKH HE
COO0IIANOCh O PAa3BUTHHM HEKEJIATEeNbHBIX peakiuil. Bo3HuKaronme HexenaTelbHble peakluu
ObUIM  comocTaBUMBI ¢ mnpoduieM Oe3omacHoctH JsedayHomuna. Haubomee wacrto
HaOJI0JaBIIMMHUCS HEXENaTeIbHBIMU PEAKIUsAMU ObLIM Juapes, 00ib B JKMBOTE, JICHKOMEHHUS,
aHEeMUS U MOBBIIIEHUE aKTUBHOCTU «II€YEHOYHBIX» (DEpMEHTOB.

Jleuenue: B cllydae TI€pEO3UPOBKM WM TOKCUYHOCTH PEKOMEHJIYETCs MPUHUMATh
KOJIECTUPaMUH WM AaKTUBUPOBAaHHBIM Yrojib, YTOOBl YCKOPUTH BBIBEJACHHE IIperapara u3
Oprasusma.

Konectupamus, mpuHUMaeMBbIil TpeMs 3I0POBBIMU TOOPOBOJIBIIAMH TIEPOPATBHO 1O § T TpHU pasa
B CYTKH B TeueHHe 24 4acoB, CHM3WJI KOHIeHTpamuio A771726 B miazmMe KpoBU MPUMEPHO HA
40 % uepe3 24 yaca u Ha 49 — 65 % uepe3 48 yacos.

[TokazaHo, 4TO BBeJCHHE AKTUBUPOBAHHOIO YIJIsl (MOPOIIKA, MPEBPAIEHHOTO B CYCIEH3HIO)
MepopalibHO WIIM Yepe3 KelyaouHbIi 3001 (50 r kaxable 6 4acoB B TEUEHUE CYTOK) YMEHBIINIO
KOHIIEHTPALIMI0 aKTUBHOTrO Metabonuta A771726 B mazme kpoBu Ha 37 % uepes3 24 yaca u Ha
48 % uepe3 48 yacos.

[Ipouenypsl yCKOPEHHOI'O BBIBEACHUSA IIperapara MOXXHO TOBTOPUTH IO KIMHHUYECKUM
MOKA3aHUSM.

HccnenoBanus ¢ reMOAManu30M U XPOHUYECKUM aMOyIaTOPHBIM MEPUTOHEATbHBIM IHATHN30M
(XAIIA) mokazanu, 4To TIJIaBHBIA MeTaOonut neduyHomuaa A771726  He BBIBOIUTCS C

IIOMOIIIBIO JHaJIn3a.

11
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B3AMMOJEICTBHE C IPYTUMM JEKAPCTBEHHBIVMH-CPEACTBAMWF 7002)

C eenamomoKkcuuHbIMU IEKAPCMEEHHBIMU CPEOCMEAMU U BeWecm8amu (6KII04As SMAHONL) UIU
2eMamomoKCU4HbIMU U UMMYHOCYNPECCUBHBIMU JIEKAPCMBEHHBIMU CPEOCMBAMU

VYcuiieHne HexXelaTeNnbHbIX peakUuid MOXET HMMEThb MECTO B CIy4yae HEJaBHEro WiId
COIyTCTBYIOILIETO IPUMEHEHUS T'eNaTOTOKCUYHBIX JIEKApPCTBEHHBIX CpPEJACTB U BEILECTB
(BKJIIOYAsi 3TAHOJ) WJIM T'€MaTOTOKCUYHBIX U MMMYHOCYIPECCUBHBIX JIEKAPCTBEHHBIX CPE/ICTB,
WIHA KOTJa MIPUEM 3TUX JIGKAPCTBEHHBIX CPEJCTB HAYMHAIOT TOCIIE JieueHue edaynomuaom 6e3
MPOIIeAYPhl YCKOPEHHOTO BBIBEACHUS IIpenapara (cM. pazaen «OcoOble yKazaHus»).

C memompexcamom

VY HekoTopeIx (y 5 u3 30) manueHToB C PeBMATOUAHBIM apTPUTOM IPU OJHOBPEMEHHOM IIpHUEME
nepaynomuaa (10-20 mr B cytku) u Mmerorpekcara (10-25 mr B Hemento) HaOIIOIATOCH
2-3-KpaTHOE TIOBBIIIICHHE AKTHBHOCTH «IIEYCHOYHBIX» (PEPMEHTOB B KPOBH, a Y JPYTHUX 5-TH
MalUeHTOB Halmonanock Oosnee 4eM 3-KpaTHOE IOBBIIIEHHE AKTUBHOCTH «IE€YEHOYHBIX)
(dbepMeHTOB B KpoBU. Bo Bcex ciydasx OSTH SBJIEHUS HCU€3aU: y 2-X MAIUEHTOB IMpuU
MPOJODKEHUH TprueMa 00OMX IMpenaparoB, a y 3-X MalMEeHTOB IOCJe MpeKpalleHus Mnpuema
nepnynomunaa. IlostoMy, XOTS, B 1€IOM, HET HEOOXOIMMOCTH B TEpUOJIE OXHUAAHUSA MpU
nepexone ¢ mpuema JeduyHOMHAa Ha MPHUEM METOTpeKcaTra, PEKOMEHIYETCs TIaTelbHbIN
KOHTPOJIb aKTUBHOCTU «II€UEHOUYHBIX» ()EPMEHTOB B KPOBU B (ha3e HAYaJIbHOTO JICYCHHS MOCTIe
nepeBo/ia MalKuenHTa ¢ npuema JieIyHOMUAa Ha TIpUeM MeToTpeKcaTa.

Baxyunayus

Her HuKakuxX KIMHUYECKUX JAHHBIX OTHOCHUTENHHO J(G(GEKTUBHOCTH U 0€30MacHOCTH
BaKIIMHALIMH, TPOBOAUMON Ha (oHe seueHus nediayHomuaom. TeM He MeHee, HE peKOMEHyeTCs
MPOBOJNUTHh BaKIMHALMIO >KUBBIMU BakiuuHamu. [lpu miaHupOBaHMU BaKIUMHAIIMM >KUBOMN
BAaKIIMHOW TIOCJE OTMEHBI JeduyHOMUJa CHeAyeT YYUTBIBATh €ro JJIUTENIbHBIM IMepuos
IOJTyBbIBEICHUSI.

C sapgapurom

Coo0mianoch 0 ciydasx MOBBIIIEHUS IPOTPOMOMHOBOTO BPEMEHHU MPU OJHOBPEMEHHOM MpUEME
nednyHomuna u BaphapuHa. B KIMHHKO-(papMaKoIOrMYEeCKOM HCCIEIOBAHUHM HAOII0AaI0Ch
dapmakoquHaMuUeckoe — B3auMmojelctBue  Bapdapuna ¢ A771726. Ilostomy mnpu
OJTHOBPEMEHHOM TMpUMEHEHHH BapdapuHa U JedIyHOMHJIA PEKOMEHAYEeTCS TIIATEeIbHbIN
koHTpostb MHO (MexIyHapOoIHOTO HOPMAIM30BaHHOTO OTHOIIICHUS).

C nuweu

Crenenp abcopbuuu nedayHOMHIa HE HAPYLIAETCs IPU €r0 COBMECTHOM IPUEME C MULIEH.

Bauanue opycux nekapcmeeHHnvIx cpeocme Ha 1e@aynomuo
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In Vitro uccnenoBanus, NpoBeIeHHbIE HA MUK[JOCOMAaX '-El%&aqlﬁ%ﬁ&%ﬁ%ﬁ%gﬁaﬂn}%o B

MeTtabonm3me neduryHoMmuia yaacTByoT uzodepmentsl nuroxpoma P450 CYP1A2, CYP2C19 u
CYP3A4. MUccrnenoBanusi B3auMOACHCTBHs IN VIVO seduiyHOMHIAa C UUMETHIMHOM
(mecienuduueckum  crnabbiM  MHTHOUTOpOM mM30depmenTa 1mTOoXpoma P450) moxkazano
OTCYTCTBHE 3HAYUMOIO BJIMSIHMSI LIUMETHJIMHA Ha CUCTEeMHY0 3kcnosunuto A771726. Ilocne
npreMa OJHOKPATHOH J03bI JIeIyHOMHUIa JOOPOBOJIbIIAM, TPUHUMABIINM MHOTOKPATHBIE JT03bI
pudamnunmHa  (Hecneuupuueckoro - HMHAyKTOopa  Imroxpoma  P450),  MakcuMaibHbIC
koHUeHTpauun A771726 B xpoBu Bo3pacTayiu npumepHo Ha 40 %, Torja Kak IUJIOIIAAb IOJ
KpuBoi KoHueHTparusa-Bpemsi (AUC) cymecTBeHHO He HM3MEHWIach. MeEXaHW3M JaHHOTO
abpdexrta He sceH. CrnemyeT HUMETh B BHUAY BO3MOXXHOCTH TMIPOJOJDKEHHUS TOBBIIICHUS
KOHIIGHTpanuii jedayHoMuIa B KPOBH y MAIMEHTOB, KOTOPHIE OJHOBPEMEHHO HMPUHUMAIOT
MHOTOKpaTHBIE JI03bI JedruyHoMHIa ¥ pudamnuiuHa. [IpuMeHeHne KolecTUpaMuHa W
AKTUBUPOBAHHOTO YTJISI MPUBOAUT K OBICTPOMY WM 3HAUUTEIFHOMY CHMKCHUIO KOHIICHTPAIIUU
A771726 (aktuBHOrO MeTabonuTa JeQIyHOMHIA) B IJIa3Me€ KPOBU. OTO OOYCJIOBICHO
HapylUIeHHEeM KUIIEYHO-TIEYeHOUYHOW peuupkyinsuun  A771726 w/unu  ero Auamu3oM B
KEIyTOYHO-KUIIEYHOM TpakTe (cM. pazzmen «llpuMeHeHwe mpu OEpeMEHHOCTH W B TIEPHOJ
IPYJIHOTO BCKapMIIMBaHUs»  paszaen «[lepeno3upoBkay).

Bauanue negpaynomuoa na opyzue nexapcmeennvie cpeocmea

Cybempamul mpancnhopmmno2o benka pesucmenmuocmu paxka moaounoil sxcenesvt (BCRP)

XoTs1 Habmoganock (hapMakokuHeTHYecKoe B3ammojerctBue A771726 ¢ cyocrtparamu BCRP
(po3yBactatuH), y 12 mamueHTOB HE HaOMIOAAIOCh (apMaKOKHMHETHYECKOTO B3aMMOJCHUCTBUS
Mexay sedaynomunaom (10-20 mr B cytkn) u Merorpekcatom (cyoctparom BCRP; 10-25 mr B
HEJIEINIO).

B uccrenoBaHusiXx MO JIEKAPCTBEHHOMY B3aUMOJICHCTBUIO OBLJIO  MPOJEMOHCTPUPOBAHO
OTCYTCTBHE 3HAYMMOTO JIEKAPCTBEHHOTO B3aUMOICHCTBHUS MEXAy JeQIyHOMHIIOM U
Tpex(da3HbIMU NEPOPATBHBIMU MPOTHUBO3a4aTOUYHBIMU CpeACTBaMH. B uccienoBanuu, B KOTOpOM
nedIyHOMHI TPUHUMAIH 370POBbIE JOOPOBOJIBIIBI KEHCKOTO T0Ja COBMECTHO € Tpex(a3HbIMU
MepopabHBIMU NMPOTUBO3aYaTOYHBIMU CPENICTBAMU, coAepkamuMu 30 MKT 3THHUIIICTPAINOIIA,
HUKAKOT'O0 CHIDKEHUSA KOHTpalenTuBHOro »3Qdekxra TalieTok oO0Hapy:XeHO He Obulo, a
¢dapmakokuHetnka A771726 TONHOCTBIO YKJIAAbIBANACh B CBOM OOBIYHBIN JMAaIa3oH.
HaGnronanoce  (gapMakOKMHETHYECKOE B3aMMOJEHCTBHE MNPOTHBO3a4aTOYHBIX CPEICTB C
A771726. C A771726 (rnaBHBIM aKTHBHBIM METa0OIUTOM JedayHOMHIa) ObLTM MPOBEAEHBI
IIPEJCTAaBJICHHbIE HI)KE HCCIIEA0BaHMUS MO (apMaKOKMHETHUECKUM U (hapMaKOAMHAMUYECKUM
B3aUMOJEHCTBUAM. Tak Kak MOJ0OHBIE JIEKaPCTBEHHbIE B3aUMOJCHCTBUS HE MOTYT OBIThH

HUCKIIIOYCHBI  OJIA J'IC(I)J'IyHOMI/IIIa npu €ro nNpuMCEHCHHU B PCKOMCHIAOBAHHBIX 034X,
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BHHMAaHHE y MAIMEHTOB, MOIyYaONIUX JICYCHHUE JTe(HIyHOMUIOM.

Bausnue na penacnunuo (cyocmpam CYP2C8)

[Tocne nmoBTOpHBIX 103 A771726 Ha0MI0AATOCH YBEIIMUEHUE CPEIHUX 3HAYCHUN MaKCUMaJIbHOU
1azMeHHor KoHmeHTpanun (Cmax) 1 AUC penarnuamnma (B 1,7 u 2,4 pasza, COOTBETCTBEHHO),
noATBepkaatomiee, uyro A771726 sBusercss maruoutopom uszodepmenta CYP2C8 in vivo.
[TosTOMy pexkoMeHIyeTcsi TpoBeAeHHE HaOMIONEHHWs 32 TalueHTaMH, OJHOBPEMEHHO
MPUHUMAIOIIMMH JIEKAPCTBEHHBIE CPEJICTBA, META0OIM3UPYIOLINECS C TIOMOIIBI0 U30(epMeHTa
CYPCS8, Takme kak pemariMHUJ, MMaKIUTaKCeJ, MHOTJIUTa30H WM POCHIJIMTA30H, TaK KaK IPH
3TOM BO3MOYKHO YBEIIHYCHHE MX CHCTEMHOMN SKCITO3UIIHH.

Bausnue na xogpeun (cyocmpam CYP1A2)

[Tpumenenne moBTOpHBIX 103 A771726 cumxano cpennee 3HaueHUS Cmax 1 AUC xodenna
(cyocrpata CYP1A2) Ha 18 % u 55 %, COOTBETCTBEHHO, YTO MOJATBEpXkaaeT To, 4t0 A771726
MOXeT ObITh ci1abbiM uHaAyKTOpoM n3odepmenta CYPLA2 in vivo. I[Tostomy mpu COBMECTHOM
MPUMEHCHHH C JICKQpPCTBCHHBIMH CpPEJCTBAMH, META0OJU3HPYIOMIUMHUCS C  ITOMOIIIBIO
m3opepmernra CYPLlA2, TakuMmu Kak JyJIOKCETHH, aJTOCETPOH, TEOPWIINH W TH3AHUIWH,
clieqyeT CcoONoaTh OCTOPOXKHOCTh, TaK KaK 3TO MOXET NPUBOAUTH K YMEHBIICHUIO
3¢ (HEKTUBHOCTH ATUX JIGKAPCTBEHHBIX CPE/ICTB.

Brusanue na cyocmpamer mpancnopmepa opeanuueckux anuonog 3 (OAT3)

[Tocne moBTOpHBIX 103 A771726 Habmonmanochk yBenuueHue cpemaHux 3HaueHU Cmax u1 AUC
nedaxmnopa (B 1,43 u 1,54 paza coOoTBETCTBEHHO), MoATBepkaatomiee, 4yro A771726 sBisercs
uaruouropom OAT3 in vivo. ITostoMy pu ogHOBpeMeHHOM mpuMeHeHHH cyocTpatoB OAT3,
TakuX Kak wUedakiop, OCH3WINMEHULIWUIMH, HUOPOQIOKCAlWH, WHIOMETAllMH, KETONpoQeH,
bypocemMui, TUMETHANH, METOTPEKCAT, 3UJ0OBYIUH, PEKOMEHIYETCSI COOI0IaTh OCTOPOKHOCTD.
Bnuanue wna cyocmpamer BCRP  w/unu  mpancnopmupyrowue opeanuueckue aHUOHbL
nonunenmuowt B1 u B3 (OATP1B1/B3)

[Tocne moBTOpHBIX 103 A771726 Habnromanoch yBenuueHue cpeaHux 3HaueHU Cmax 1 AUC
po3yBactratuHa (B 2,65 u 2,51 paza, coorBercTBeHHO). OqHAKO HE HaAOIIOJANIOCh 3aMETHOTO
BIUSHUS OTOTO YyBEJIWYEHHUS IUIA3MEHHOW OKCIO3UIIMKM pO3yBacTaTWMHA Ha AaKTHUBHOCTH
I'MI'-KoA-penykrasbl. [Ipu onHOBpeMEHHOM NpPUMEHEHUH J03a PO3yBaCTaTHHA HE JIOJDKHA
npesbimath 10 Mr oguH pa3 B cyTku. s apyrux cyocrparoB BCRP (Hampumep, MeToTpekcara,
TOTMOTEKaHa, cylb(dacanasuHa, NayHOPYOHIIMHA, TOKCOPYOHMIIMHA) U CceMeicTBa cyOcTpaToB
Oenka-nepeHocurnka oprannueckux aHuoHoB (OATP), ocobenno wunrudutopo I'MI-KoA-
peaykTasbl  (HampuMmep, CHMBAcCTaTHHA, aTOpBacTaTWHA, IIpaBacTaTMHA, METOTpEKcaTa,

HaTCriimHnuaa, perarjimHuaa, pI/I(i)aMHI/ILII/IHa) CJICOYCT TAKKC CO6J'IIOI[8.TB OCTOPO’KHOCTB IIPU HUX
14



COOTBETCTBYET SKCMEPTHOMY OTUETY
~ 0719.12.2023 N2 26616
COBMCCTHOM IIPUMCHCHHWH. HaL[I/IeHTBI JOJIXKHBI HaXOﬂMﬁ@&ﬂ%ﬂ&fJ&&hM Iﬂgérﬂﬁ)gEIHI;IéM B

OTHOIIEHUU MPU3HAKOB M CUMIITOMOB, YKa3bIBAIOIIMX HA YBEJIMYECHUE CUCTEMHOW 3KCIO3UIIUU
ATUX JIEKAPCTBEHHBIX CPEACTB, M Yy TaKUX MAIMEHTOB CIIEAYET PacCMOTPETb BOIPOC 00
YMEHBIIEHUU JI03bI 3TUX JICKAPCTBEHHBIX CPE/CTB.

Bnusanue na nepopanvhvie npomueozauamounvie cpeocmea  (cooepyxcawue 0,03 me
smuHnundcmpaouona u 0,15 me nesonopeecmpena)

[Tocne moBTOpHEIX 103 A771726 Habmonanock yBenuueHue cpeqaux 3HaueHud Cmax 1 AUCo 24
sruHIWDBCTpaarona (B 1,58 u 1,54 pasa, coorBerctBeHHO) M Cmax 1 AUCo.24 1€BOHOprecTpena
(8 1,33 u 1,41 pa3za, coorBeTcTBeHHO). OHAKO HE OXKUIACTCS HEXKEIATEIHHOrO0 BO3ICHCTBUSA
3TOro0 B3aMMOJEWUCTBHUS Ha 3(P(PEKTUBHOCTH MNEPOPaAbHBIX IMPOTUBO3AYAaTOYHBIX CpPEICTB,
PEKOMEHIYEeTCsl YUUTHIBATh TUII IPUMEHSIEMOTO MIEPOPATILHOTO MPOTUBO3a4aTOYHOTO CPEACTBA.
Brusnue na eapgapun

[ToBTopHBIC 10361 A771726 He OKa3bBIBAIOT BIUSHUSA Ha (hapMAKOKUHETHKY S-BapdaprHa, uTo
yKa3bpIBaeT Ha TO, 4yTo A771726 HE sABISAETCS WHTHOMTOPOM WM MHAYKTOPOM H30(epMeHTa
CYP2C9. Omnako mpu ogHOBpeMeHHOM mnpumeHeHHH A771726 w BapdapuHa HaOIFONATOCH
25 % cHwKeHne MakCUMalbHBIX 3HaueHHi MHO, 1o cpaBHEHHIO C TaKOBBIMHU IIpH TIpHUEME
onHoro BapdapuHa. [losToMy mpu OJHOBpEMEHHOM NPUMEHEHUH C BapdapuHOM CcIeayeT
TIIATEIbHO KOHTposmpoBaTe MHO.

Jlpyeue e3aumooeticmeus

Ecnu mamueHT yke nmpWHHMAaET HECTEPOWIHBIC MPOTHBOBOCHAIUTENbHBIC mpernapatsl (HIIBIT
W/WIM TIIOKOKOPTUKOCTEPOUIbI), X MOKHO NPOAOJKATh NMPUHUMATh MOCJIE Hayana JICYeHUs
Te(hITyHOMHJIOM.

B nacrosiniee Bpemsi HET CBEJIEHUII OTHOCUTEIILHO COBMECTHOIO MPUMEHEHHS JeIyHOMHa C
MPOTUBOMASIPUHHBIMUA ~ TIpenapaTtaMy, HCHOJIb3YEeMbIMH B  PEBMATOJIOTMM  (HaIlpUMep,
XJIOPOXHMHA U TUAPOKCUXIIOPOXHHA), MIpernapaTaMy 30J0Ta (BHYTPUMBIIIECUHO UJIU IIEPOPAIIBHO),
MEHUIWIAMUHOM, a3aTHONPUHOM U JAPYTUMU HMMYHOJENpeccaHTaMHu (32 HCKIIOUYEHUEM
MeToTpekcata). HeusBecTeH pHCK, CBSI3aHHBIH C TIPOBEICHMEM KOMIUIEKCHON Teparuu,
OCOOCHHO TpHU IIUTENbHOM JiedyeHUH. [ToCKOIbKYy Takoro poja Teparus MOXET MPHUBECTH K
Pa3BUTHUIO  JONOJHUTENBHON  WJIM  JaXKe  CHUHEPTUJHOW  TOKCUYHOCTH  (Hampumep,
TeMaTOTOKCHYHOCTH HIJIM TOKCHYECKOTO BO3JIECHCTBUS Ha KpOBb), KOMOWHAIMU JaHHOTO
mpernapaTa ¢ JpyruMu 0a3uCHBIMHU MIpernapaTamMu (HapuMep, METOTPEKCATOM) HeXKenaTeIbHbI.
HenaBHee ~ comyTcTByromee  WJIM  IOCIEAYIOUIEE  HWCIOJIB30BAaHWE  IOTEHLHAIBHO
MHUEJIOTOKCUYHBIX areHTOB MOXET aCCOIMHPOBATHCS C OONBIICH CTENEeHbID pPUCKA Pa3BUTHUS

HapyUIEHUI €O CTOPOHBI KPOBH.
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IIpenapar Appecto® MOXKET Ha3Ha4yaThCs MAlMEHTaM TOJBKO IIOCIHE  TIIATEILHOrO
MEIULMHCKOTO 00CIIeI0BaHus.

Oobuwgue npedocmepesicenus

BenenctBue UIMTENBHOTO TMEpHUOAa TOJMYBBIBEIEHHS] aKTHBHOTO MeTaboimTa JieduryHOMUAA
(AT771726), naxxe mpW MNPEKpPAIICHUU JICYCHHUs JCPIYHOMHUJIOM, MOTYT BO3HHUKHYTh HIIH
COXPAaHATbCS  CEpbE3HbIE HEXeNaTelabHble peakuuu (Hampumep, IenaTOTOKCHUYHOCTb,
TOKCHYECKOE BO3JCHCTBHE HAa KPOBb WM TSDKENble HWMMYHOJIOTHYECKUE/AITIePrHYECKIe
peakuuu). Ecnm pa3BuBaeTcsl cepbe3Has HeXenaTelbHas peaklus, WM ecilu MHoTpedyercs
ObIcTpoe BbIBeeHHE W3 opraHu3ma A771726 mo kakou-nmuO0 Jpyrodl NpuUYWHE, CIETYeT
MIPUMEHSATH KOJIECTUPAMHUH WM aKTUBUPOBAHHBIN yTojb, KaK omucaHo B pasnene «lIpumenenue
npu OEpeMEHHOCTM U B IMEpPHOJ TPYAHOIO BCKApMIIMBAHUA», U, IMpPU KIWHUYECKOU
HE00X0MMOCTH, TPOJOKUTH WJIH MOBTOPUTH MPUEM OJJHOTO U3 HUX.

[Ipn mopo3peHun Ha TsKeNble UMMYHOJOTHYECKHE/aJUIepruuecKue peakiuu JUisl TOCTHKEHUS
ObIcTpOro 1 A(H(PEKTUBHOTO OUMIIICHUS OpTraHU3Ma OT ITOTO METabOIUTa MOXKET MOTPEOOBATHCS
Oosiee ATUTENIbHOE Ha3HAuYEHHE KOJIECTUpPAMHMHA WM aKTUBUPOBAHHOTO yris. OZHOBpEeMEHHOE
npUMeHeHne TepuIyHoMuAa C JIeQIyHOMUIOM HE PEKOMEHIYeTCs, TaK KakK JeIyHOMH]
SIBJISIETCS POJCTBEHHBIM COETMHEHUEM TePUDITYHOMHIA.

Peakuyuu co cmoponsl neuenu

[Tockonbky akTUBHBIN MeTabouT JeyHomuga A771726 umeeT BEICOKOE CPOJICTBO K OelKaM 1
BBIBOJUTCA IyTEM MeTabosii3Ma B MEYEHH M CEKPELHHU C JKETYblo, a TaKKe MOXET OKa3bIBaTh
renaToTOKCHYECKOoe JeiCTBUe, MalleHTaM C HapylieHueM (QyHKUUUW T[eYeHH MPUHUMATh
nediyHOMH He cieayeT. Y TMalMeHTOB, UMEIOMIMX 3a00JIeBaHMs IE€YEHH, IpPUMEHEHUE
nednyHomuna He pekomenayercs. CooOmianock O pelkux Ciay4asX pa3BUTHUS TSDKEIIOro
MOpaXEHUs] TEYEHH, B OTACIbHBIX CIydasx C JIETAIbHBIM HCXOJIOM, IMpPH JICYEHUU
nedyHOMHIOM. BONBIIMHCTBO ATHX CllydyaeB HaOIIOAaNoCh B TEUEHUE MEPBBIX IIECTH MECALIEB
nedeHus. XOTS HE yCTaHOBJEHA NMPUYMHHAS B3aMMOCBSA3b J3THUX HEXKEIATEIbHBIX PEaKIUil C
nedIyHOMHIOM, U B OOJBIIMHCTBE CIIy4aeB HMEJIOCh HECKOJIBKO JOMOJHUTEIbHBIX
MOI03PUTENBHBIX (PAaKTOPOB, TOYHOE BBHIMOJHEHHE PEKOMEH[AIMI MO KOHTPOIIIO 3a JICYEHHUEM
CUHUTAETCS 0053aTeIbHBIM.

Jlo Hauana nedyeHus, a Takxke, N0 KpaiiHel Mepe, 1-2 pa3a B Mecsll B iepBble 6 MECSLIEB JICUCHUS
Y BIOCIEACTBUU Yepe3 Kaxable 6-8 Heaenb clieyeT npoBepsATh akTUBHOCTh AJIT B KpoBH.
Pexomenoayuu no xoppexyuu pesicuma 003upo8aHus uiu npekpaweHur0 npuema npenapama 8

sasucumocmu on 6blpascCeEKHOCMuU U cmotixocmu nosviuienust akmusnocmu AJIT

16



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
or 19.12.2023 N= 26616

[Ipu nmoarBepkAeHHOM 2-3 KpaTHOM IPEBBILIGHUH Beﬁﬂ{@f;}'ﬁaﬁ%i?%%ﬂ AT Hiiedme

10361 ¢ 20 mMr g0 10 Mr B CyTKHM MOXET IMO3BOJHUTH MPOJODKUTH MpHUEM JiedIyHOMHUA TpU
YCIIOBUU TIATEIBHOTO KOHTPOJIS 32 3TUM I10Ka3aTelIeM.

Ecmu 2-3-xpatHoe mpeBbllieHHe BepxHeW TpaHuibl HOpMbI AJIT coxpaHseTcs, WM eciu
MMEETCSl HEMOATBEPKJIEHHBIN noabeM akTUBHOCTH AJIT, mpeBplIaromiuii BEPXHIOW TpaHUIlY
HOpMBEI Ooyiee yeM B 3 pasza, mpueM JeduiyHOMHIA IODKeH ObITh mpekpamieH. s Ooiee
OBICTPOTO CHIDKCHHMS KOHLEeHTpamuu A771726 ciemyer HavyaTh NPUMEHEHHE KOJIECTHPAMHHA
WIM aKTUBHPOBAHHOIO YIJISl MO MPOLEType YCKOPEHHOTO BBIBEIEHUS IpernapaTa (CM. pasfiel
«IIpumenenune npu 6epeMEHHOCTH U B IEPUOJI TPYIHOTO BCKaPMIIUBAHUS ).

W3-3a  BO3MOXHBIX JIOTIOJHUTEIBHBIX TIENAaTOTOKCUYECKHMX A(PPEKTOB  PEKOMEHIYyeTcs
BO3JIEPKAThCS OT MIpHEMa dTaHoJIa MPH JICYCHUH JIEPITyHOMUIOM.

I'emamonosmuueckue u uMMyHHbIE peaKyUU

VY manueHToB ¢ paHee MMEBIIEH MECTO aHeMHEW, JIEWKOIeHHWeW W/Wiu TPOMOOIIMTOIICHUEH, a
TaK)Ke y MallMeHTOB C HapyHIeHUsMH (YHKIMM KOCTHOTO MO3ra WJIM C PUCKOM IOJIaBJICHUS
(GYyHKIMM  KOCTHOI'O  MO3ra, BO3pPAacTaeT pPUCK BO3HUKHOBEHHUS  I'€MAaTOJIOTMYECKUX
HEXKEJaTeIbHBIX PEAKIUH.

[TonHBI KIWHWUYECKUN aHAIM3 KPOBU, BKJIIOYAs OMpeAeNieHHWe JICUKONMTApHOH (opmylnbl u
KOJIMYECTBA TPOMOOIIUTOB, AOJKEH MPOBOAUTHCS 10 Havyalla JiedyeHus JeQIyHOMUIOM, a TaKKe
1-2 pa3a B mMecsIl B TeUEHHUE TIEPBBIX 6-TH MECSIIEB JICYCHHS U 3aTeM KaKJble 6-8 Heelb.
YacTelii KOHTPOJIb T'€MATOJIOTHMYECKUX IIOKa3aTene (oOmui aHaau3 KpPOBH, BKIIOUAs
JEHKOIUTApHYI0 (POPMYITy U KOJIUYECTBO TPOMOOIIMTOB) JOJKEH MPOBOJIUTHCS B CIEAYIOIINX
ClIyyasix:

- y T[alMEHTOB HEAABHO WM OJHOBPEMEHHO MNPUHHUMAIOUIMX HMMYHOCYIIPECCUBHBIE
JIEKAPCTBEHHBIE CPEJICTBA WJIM JIEKAPCTBEHHBIE CPEJCTBA C TOKCHYECKUM BO3JIEHCTBHEM HA
KpOBb, a TakXe€ IpH IpUEME ITUX JIEKAPCTBEHHBIX CPEACTB IOCIE OKOHYAHMS JICUCHUS
nedryHOMHIOM 0€3 Mepro/ia yCKOPEHHOTO BBIBEJICHUS MIpenapaTa;

- Yy IALIUEHTOB C HAJIMYMEM B aHAMHE3€ COOTBETCTBYIOUIUX OTKIIOHEHUI CO CTOPOHBI KPOBHU;

- Y HALMEHTOB C COOTBETCTBYIOIIMMH U3MEHEHHUSIMHU B aHAJIM3aX KPOBM JI0 Hayajia JICUEHUs, HE
CBSI3aHHBIMU C BOCIIAIMTEIbHBIMU 3a00JIEBAaHUSMU CYCTaBOB.

B cimyuae pa3BUTHS CEpbE3HBIX T'E€MATOJIOTMYECKMX pEaKUui, BKIOYas MaHIMUTOIEHUIO,
HEOOXOIMMO TMPEKpaTUTh MpueM JeIyHOMUHAa U JI0OOro JApPYroro COMYTCTBYIOIIETO
mpenapaTta, TMOJABIISIIOIIEN0 KOCTHOMO3IOBOE  KPOBETBOPEHHME, M HauyaTb IPOLELYpPY

YCKOPCHHOT'O BBIBCACHUA IIpLCIIapara.
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HecMOTpss Ha OTCYTCTBUE KIMHUYECKUX JAHHBIX, ' hs25a | St L6k 03Ok adCTH

MMMYHOCYIIPECCHH, TMpueM Je(IyHOMUZAa HE PEKOMEHJOBAaH MaIeHTaM, HMEIOIIUM
cleayromue 3a00IeBaHuUs:

- TshKenblid uMMyHoaeguuut (Hanpumep, CITH);

- BBIP@XKEHHOE HapyllleHUue QyHKIIMU KOCTHOIO MO3Tra;

- TsDKEJbIe MHPCKITUH.

Hngpexyuu

W3BecTHO, YTO mpenapaTsl, NOJ00HbIE JIeDIYHOMHIILY M 00JIaAaoie IMMYHOCYTIPECCUBHBIMU
CBOICTBaMH, JeNaloT NAIMEHTOB Oojieeé BOCHPUUMYHMBBIMU K PA3IMYHOrO poJia MH(EKIHM,
BKJIIOYasi  ONMOPTYHUCTHYECKHE MHQEeKIuH (MH(EKIHH, BbI3bIBa€Mble TIpUOKaMH U
MUKpPOOPTaHW3MaMHM, CHOCOOHBIMU BBI3BIBATH HMH(PEKIUU TOJIBKO B YCIOBUSAX CHHYKEHUS
UMMyHHUTeTa). Bo3HMKIINE MHPEKIMOHHbIE 3a00JI€BaHMsI MIPOTEKAIOT, KaK MPAaBWIO, TSKENIO U
TpeOyIOT paHHEro W MHTEHCUBHOTO JjeueHus. [Ipy BOSHMKHOBEHHH TSDKEIOr0 MHPEKIHNOHHOIO
3a00JIeBaHUsl MOXET MOHAJO00UThCS MpepBaTh JeueHHe JIeQIyHOMUAOM U HauyaTh MPOLELYPY
YCKOPEHHOTO BBIBE/ICHUS Iperapara.

[lepen HauanoM JieyeHHUs BCE MAIMEHTHI JTOJKHBI OBITH NMPOBEPEHBI HA HAJIMYKWE aKTUBHOTO U
HEaKTHUBHOTO (JJaTEHTHOT0) TyOepKyJe3a. Heo0xoaumo TiiareabHO MOHUTOPHUPOBATh TAIEHTOB
¢ TyOepKyJe30M B aHAMHE3€ M3-3a PUCKA €r0 PEaKTHUBALIUU.

Peakyuu co cmoponvt 0OvixamenvHoil cucmemol

ITpu Tepanuu sedpryHOMUIOM OBUTM OTMEUYEHBI PEJKUE CIIydYal MHTEPCTUIMAIBHOIO JIETOYHOTO
nporecca. Puck ero BO3HMKHOBEHMsI BO3pacTaeT y MAIMEHTOB C HAJUYMEM B aHaMHeE3e
MHTEPCTULIMAIBHBIX 3a00seBaHuil jerkux. VHrepcTunnanbtble 3a007€BaHus JIETKUX SBISIFOTCA
3200J1€BaHUAMU C MOTEHIUAIBHBIM JIETaJIbHBIM HCXOJOM, KOTOPbIE MOT'YT BO3HHUKATh OCTPO BO
BpeMsl JieueHus JieuyHoOMuAoM. Takue CUMITOMBI Kak Kallledb M OJBIIIKA MOTYT CIIy>KUTh
IPUYMHON sl MpEeKpalleHus Tepanuu Je(QIyHOMHMIOM U JajlbHEHIIEro COOTBETCTBYIOILEIO
o0cienoBanus.

IHepughepuueckan neiiponamusn

bouin cooOmieHuss o ciydasx mnepudepuyeckoil HelWpornaTMM y HAIMEHTOB, IOJIYYaBIIUX
neyeHue Je(hIyHOMUJOM, KOTOpas y OOJbIIMHCTBA MA[MEHTOB IIOCIE MPEKpALIeHUs IMpHeMa
nedayHOMHIA pa3pelanach, HO y HEKOTOPBIX MallMeHTOB CUMIITOMAaTHKa coXpaHsiiach. Bo3pact
crapiie 60 JeT, COMyTCTBYIOUMM MpueM HEHpOTOKCHYHBIX IMpErnapaTroB M caxapHblil auader
MOTYT TOBBICUTH PHUCK pa3BUTUs nepudepudeckoil  Heilpomatuu. Ilpum  pa3BuTHH
nepudepuyeckoll HeWpomaTMM |y TAalUeHTa, MNPUHUMAIOMIEro JIeUIyHOMUA, CIeayeT

pPaccMOTPECTL BOIPOC O IMPCKPAICHUUN JICHCHUA HC(I)HYHOMI/II[OM U TIPOBCACHHUU NPOLCAYPHI
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IPYAHOTO BCKapMIIMBaHUS.
Iloueunaa nedoocmamounocms

NwMeroierocst B HacTosIIIEe BPEMsI OIBITA HEJOCTATOUHO AJIS CIIELHUAIbHBIX PEKOMEHAAUMUN 1O
PeKUMY JO3UPOBAHMS Yy TMAIMEHTOB C HapylIeHHOW QyHKuued mnodek. Ilpm HazHaueHUH
nedayHOMHIA TANWEHTaM IaHHOW TPYMIBI CleayeT coOIoaaTth ocTopokHOCTh. Cremyer
YYUTBIBAaTh, YTO AKTUBHBIA MeTabonutT jedayHomuna A771726 obnamaer BBICOKOH CBSA3BIO C
OelKaMH KpOBH.

Kooicnoie peakyuu

B cnyuae pa3BUTHS I3BEHHOTO CTOMATHUTA CJIELYET MPEKPATUTh TPUEM JePIIyHOMU/IA.
Coobmanoch 0 chnydasx pas3BuTus cuHapoma CrtuBeHca-I[)KOHCOHA, TOKCHYECKOTO
SMUAEPMAIBHOTO HEKPOJIM3a WM JIEKAPCTBEHHOW DPEAKUMHM C 303UHOPMINEH M CHUCTEMHBIMU
cumriromamu (DRESS - curnpom) y manmeHToB, nony4aBmux JedyHomua. Eciou y manuenTa,
MIPUHUMAIOIIET0 JIe(PIyHOMU, Pa3BUBAIOTCS JIOObIE M3 3TUX pEeaklui, ClelyeT MPeKpaTuTh
npueM JieIyHOMH1a ¥ HEMEIJIEHHO HavaTh IPOLEeAypy YCKOPEHHOTO BHIBEJICHHS MTpenapara.
Bo Bpemsa Ttepanuu neiyHOMUIOM Y MAllMEHTOB MOTYT DPa3BUBAThCSA KOXHbIE s3BbL. [lpu
MOJIO3PEHUH Ha S3BEHHOE MOPAKEHUE KOXH, CBS3aHHOE C JIE(QIYHOMUIOM, WM €CIH KOXKHBIE
3Bl COXPAHAIOTCS, HECMOTPS HAa COOTBETCTBYIOILYIO TEPANHIO, CIEIYyET pacCCMOTPETh BOIIPOC O
IIPEKpAIlEHUN MpUMEHEHUs Je(ayHoMHIa U NpOLEAype IOJHOTO BBIBEIEHHs Ipenapara W3
opranusMa. Perienne o BO30OHOBIEHUHU MPUMEHEHHUs JIeQUIyHOMUAA MOCIE Pa3BUTHS KOKHBIX
3B JI0JIKHO OCHOBBIBAThCS Ha KIIMHUYECKOW OLIEHKE J10CTaTOYHOM 3MUTEIN3ALUU PaHbl.
Apmepuanvnoe oasnenue

Ilepen HayamoM JjeudeHHs JeQUIyHOMHUZOM M MEPUOAMYECKH IIOCIE €ro Hayajga Cleayer
KOHTPOJMPOBAaTh apTEpUalbHOE JaBJICHHME, TaK Kak BO BpeMs JeueHHs Je(IyHOMHIOM
BO3MO’KHO €r'0 IOBBILIEHHUE.

Hckaswcenue pe3yiomamoe onpeoenenus co0epHcans 6 Col60pPOmKe Kpogu UOHUIUPOBCAHHO20
Kanvyus

Bo Bpems inedeHus neduyHOMHZOM BO3MOXKHO HCKa)KEHUE pE3YyJbTaTOB ONpEAETICHUs
COJZIEp)KaHUSI B CHIBOPOTKE KPOBU HMOHM3MPOBAHHOI'O Kbl B BHUJE JIOXKHOTO CHU)KEHUS
JAHHOIO ToKa3zarens. VIckakeHHWe TpOosBISETCS TPU  HCHOJIb30BAHUM  OIPENEICHHOIO
000pYZI0BaHUS AJIS OLEHKHU COAEPIKaHUS HOHU3UPOBAHHOTO Kalblivs (B YaCTHOCTH, aHAJIU3aTOpPa
ra3oBOro cocraBa KpoBH). Takum o0Opa3oM, CHW)KEHHE YPOBHS HMOHM3MPOBAHHOTO KallbIUS Y
NalMeHTa, MOJy4YaloUlero JiedeHue JIeQIyHOMHUIOM, MOXKET HE  COOTBETCTBOBATH

JIENCTBUTEIIBHOCTH. HpI/I COMHUTCJIBHBIX  PC3yJIbTaTaX  HCCICHOBAHUA  PCKOMCHIYCTCS
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OnpeJielICHUE KOHIEHTPAIMU KaJblUs B CHIBOPOTKE KISEE;I::JE;E)&B%EE%H;D%J&{Q%GFO

abOyMUHA.

Pexomenoayuu onsa myxncuun

OTCyTCTBYIOT NMOATBEPKICHUS TOBBIICHHOTO pUCKa (DETOTOKCHMYHOTO JACHCTBUS (CBS3aHHOTO C
TOKCHYECKMM BIHMSHHEM TIIpernapara Ha CHEepMaTo30HIbl OTIA) MpPH HCIOJIb30BaHUH
neayHOMHUIa MY)KUYMHAMU. DKCIIEPHUMEHTAIBHBIE HCCIIEOBAHUS Ha JKMBOTHBIX II0 OIICHKE
crnenn(UIeckoro pucKka STOW HEXeNaTeNbHOW peakuud He MpoBOMMWIM. JJIsi MakCHMaabHOTrO
YMEHBIIICHUSI BO3MOXKHOTO pHUCKA, MYXYHHAM TIpU TUIAHUPOBAHWU TMOSBIICHUS peOCHKA
HEOO0XOIMMO TIPEKPATHTh NpUEM JIEPIYHOMHIA U TIPOUTH TIPOIETypy YCKOPEHHOTO BBIBEIICHHS
mpernapara, OnvcaHHylo B paszaene «[IpuMeHeHue mpu OEpeMEHHOCTH W B IMEPUOJI T'PYAHOTO

BCKapMJIMBaHU ).

BJIMSAAHUE HA CIIOCOBHOCTb YIIPABJIATDH TPAHCIHOPTHBIMH
CPEACTBAMMU, MEXAHU3MAMU

CootercTBytonias MHpopManusi oTcyTcTByeT. OJHAKO YYHTHIBasg MPO(UiIb HEXKeIaTelbHbIX
peakiuii, TakuX Kak, He)KeJlaTeJbHbIE PEaKIMu CO CTOPOHbI HEPBHOW CHCTEMBI, HalpuMep
TOJIOBOKPY>KEHHUE, CIEAyeT BO3JEpXKaTbCs OT YIPABICHUS TPAHCHOPTHBIMU CpPEICTBAMHM U
3aHATUA  JIPYTUMH  TOTEHUIUANbHO OMACHBIMM  BHUJAMH  JIEATEIbHOCTH, TpPeOYIOIUMU

MOBBIIIEHHONW KOHIEHTPALIUU BHUMAHHS U OBICTPOTHI ICUXOMOTOPHBIX PEaKIUi.

®OPMA BbIITYCKA

TabeTku, MOKPHIThIC MNIEHOYHON 00010uKOM, 10 Mr, 20 M.

I[To 10 Tabnmerox B crtpun (amomuHuit/amomunnii). [lo 1, 3 wim 10 cTpumoB BMmecTe ¢
MHCTPYKLHEH MO MPUMEHEHUIO TOMEIIAIOT B KAPTOHHYIO MAuKy.

ITo 10, 30 wim 100 TaGieTOK B T€PMETHYHBIN, MTPO3PAYHBIN MOJIMITUIICHOBBIN MAKeT BMECTE C
OCYIIMTENIEM IOMEIIaloT BO (PIAKOH W3 TOJUATUIICHA BBICOKOW IUIOTHOCTH, 3aleyaTaHHbBIN
QITIOMUHHEBOW (ONBrol C JIOTOTUIIOM MPOU3BOJIUTENS HA AHTJIMACKOM SI3bIKE, 3aKPBITHIN
riacTMaccoBoi kpbltkoi. [1o 1 ¢makony BMecTe ¢ MHCTpYKIMEH 0 MPUMEHEHHIO TTOMEIIAIOT B

KapTOHHYIO ITa4YKy.

YCJIOBUSA XPAHEHUA

B 3amuieHHom oT cBeta MecTe npu Temnepatype He Bbie 25 °C.
XpaHWUTh B HEJOCTYITHOM ISl IETEH MECTE.

CPOK I'OJHOCTH

2 rojaa.
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YCJIOBUSA OTITY CKA
[To peuenry.

IOPUINYECKOE JIMIIO, HA UMS KOTOPOI'O BBIIAHO PETUCTPALIMOHHOE
YIOCTOBEPEHUE

Cumnekc ®@apwma [IsT. JITH.,

b-4/160 Cadnapmxanr Duknas, Heio Jlenn — 110029, Uuaust

Temn.: +91 1141097483
e-mail: simpexpharma@simpexpharma.net

MNMPOU3BOAUTEJIb

Cumniexc @apma [1IsT. JITA.,

C-7 mo C-13 u C-59 mo C-64, lentp Paszutrus Curammu, CUIAKVYJI, Curagmu, Kotasap —
246149, uct. ITaypu I'apxBan, Yrrapaxann, Unmus

NPETEH3UU NOTPEBUTEJIEM IPUHUMAIOTCS 11O AJIPECY:
000 «ITAHBHNO ®APM», Poccus

119530, r. MockBa, OuakoBckoe mocce, 1. 34, od. A303

ten.: +7 (495) 225-57-87
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