HHCTPYKIHA
10 MEJIMLIMHCKOMY MMPUMEHEHMUIO JIEKAPCTBEHHOT'O [TPETTAPATA
Pane¢p®
Perucrpaunonusiii nomep:
Toprosoe nanmenoBanmue: Paneh®
Mesxaynapoanoe HenatenToBaHHOE MM rPyNnHpoOBOYHOE Haumendnanne: nedIryHOMHT
JlexapceTBennasi popma: TabneTKH, MOKPBITHIE MIEHOYHOMN 06OI0OUYKO
Cocrag
I madnemka, nokpviman nnenounoii 06o10uKoii cooeprcum:
Heticmsyiowee sewgecmeo: nedmynomun 10 mr/20 mr.
6cnomocamenvHole  6eujecmea. TUNPOMEIIO3a (TMAPOKCHIIPONMIMETHILEUTON03a), J1aKT03a
Oe3BosHas, Kpaxmal KyKypy3HbIii, KDOCIIOBH/IOH, KPEMHHs TMOKCH/I KOJIOUIHBIN THAPOdOOHEIH
(aspocun), TanbK, Maruus cTeapar.
6cnomozamenvrvie  6euwjecmea Ons  06010YKU. TUNPOJIO3a (THPOKCHIIPOTIMIILEIITIONI032),
makporos 6000 (noaustunenraukosns 6000), Turana JHUOKCHU/I, TaJIbK.
Onucanue
Kpyribie 1BosikOBBINyKIIble TaGneTkM, MOKPEITEIE MIEHOYHOH 0GONOUKOH GENOro MM NOYTH
Gestoro usera. Ha nonepeunom paspese A1po 6e10ro 1M nouTH Georo Bera.
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COrIACOBAHO

®apmakoioruyeckue cBoicTBa
Dapmakoounamuxa

Jlepnynomun  siBnstercs  GazucHBIM [IPOTHBOPEBMATHUYECKMM  CPEACTBOM M  obiagaer
AHTHUIIPOJH(pEPaTUBHEIMH, UMMYHOMO/Y IUPYIOIIMMH, UMMYHOCYIIPECCUBHBIMH U
[IPOTUBOBOCIIAIUTE/IbHBIMA  CBOMCTBAMH. AKTHBHBIM MeTabOUT nedyHOMH A | AT771726
MHTUOMpPYeT (epMeHT ACTHAPOOPOTATAETUAPOreHasy W obnajaer aHTHHpOJIH(l)épaTHBHOﬁ
aKTHBHOCTBIO. A771726 B yc/oBHsX in vitro TopmMo3uT BBI3BAHHYIO MHUTOTCHaMHU MPOTUdepauro
n cunres JIHK T-nmumdountos. Antunponudeparisnas aktusrocts A771726 NPOSIBIIAETCS, T10-
BHMMOMY, Ha YPOBHE OHOCHHTE3a TMPUMHIMHA, OCKOJIBKY 10GaBIeH e B KneTquyIé KYyJIBTYpy
YPUIMHA yCTpaHAET TOpMO3silee AelWcTBHE MeTabomura A771726. C .HCHi)HLSOBaHHeM
PaAMOU3OTOMHEIX JIMTAHI0B TOKa3aHO, 4T0 A771726 u3bupaTebHO CBA3BIBAETCS C bepmenTOM
ACTHAPOOPOTATACTHAPOTEHA30H, YeM OOBACHAETCS ero CBOMCTBO TOPMO3MTB 3TOT bepmeHT U
nponudepamio mmMdounuToR Ha craguu Gl. [Tpomdepauns numponutor sensercs OJTHUM U3
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KIIOYCBLIX 3TANoB pasBUTHs PEBMATOMAHOTO apTpuTa. OpHOBpeMeHHO A771726 TOPMO3HUT
SKCIPECCHIO peUenTopoB Kk HHTepieikuny-2 (CD-25) W aHTHreHOB aapa Ki-67 u PCNA,
CBSI3aHHBIX C KJIETOUHBIM LIUKJIOM.

TepanesTuyeckoe neiicTaue nedmyHoMMIa GBITO MOKA3aHO HA HECKONBKHX 9KCIIEPUMEHTANIbHBIX
MOJEJIIX ay TOWMMYHHBIX 3a00JIeBaHMIA, BKITIOUAs PEeBMATOM/IHBIN apTpHT.

Jledpmynomun ymenbmaer cumnromsr u 3ameisier NPOrpecCHpOBaHKE MOPAKEHHUS CYCTABOB TIPH
aKTUBHOM (hOpMe peBMaTOMIHOTO apTpHTa H NCOPUATHYECKOTO apTPHTA.

TepanesTuueckuii s¢gpext 06sruHO MPOSIBIISETCS Yepe3 4 — 6 Heleldb W MOXKET HApacTaTh B
AaJIbHEHIIEM Ha MPOTSKEHUH 4 — 6 MecsLeB.

Dapmakokunemuka

Jlegnynomun Geictpo npepamaercs B CBOH aKTHBHBIN merabonut A771726 (nmepBUYHBI
MeTaboJM3M B KMIIEYHOW CTEHKE M nevyenu). B nnasme, moue unu KaJle OBLIM 3aMeYeHb! JTHIIb
CJICZIOBBIC  KONIMYECTBA HEU3MEHEHHOro JsediyHoMHAa. EaMHCTBEHHBIM OIpeaEsIEMBIM
MeTabonutom aBnsercs A771726, OTBETCTBEHHBIH 32 OCHOBHbIE CBOMCTRA nedayHoMuna in vivo.
IIpu npueme BHYTpE aGcopbupyercs ot 82 10 95 % nedyHomMuia. MakcumasbHele ia3MeHHbIe
KoHUeHTpauun A771726 onpeaenstorest ot 1 10 24 yacoB mocie OZIHOKPATHO TMPUHATOH J03BI.
Jledpaynomun moxker npumensthcs BmectTe ¢ nummed. U3-3a ouens JUTUTEJIBHOTO TMepuo/a
nosyBeiBeieHUst A771726 (0k0JI0 2 HezleNb) HCMOIB30BANACh Harpyso4Has 103a 100 Mr B 1eHb B
Te4eHHe 3-X AHeH. DT0 No3BoIMIO GBICTPO AOCTUTHYTb PaBHOBECHOTO COCTOSIHMS IIIa3MEHHOM
KOHUeHTpaunu A771726. be3 Harpy304HO# 10361 11 1OCTHIKEHHS PaBHOBECHOM KOHLIEHTPALIUK
norpeboBaics Gbl 2-X MeCSuHBIN TpHem nepayHomuna. B mccnenoBaHusx ¢ MHOTOKPaTHEIM
HasHaueHWeM  jeuyHoMHAa  (apMaKOKHHETHYECKHeE napameTpel  A771726  Obum
AO303aBUCHMBIMH B JIMaNa3OHe [103 OT 5 Mr 0 25 Mr. B aTHX MCCleq0BaHMSX KIMHUYECKHI
3 dekT ObT TeCHO CBA3aH C MIA3MEHHO KOHUEeHTpauueir A771726 u CyTO‘{HOI/I 110301
nedyHomuna. Ilpu nose 20 Mr B cyTku CpeHUE TIa3MeHHBIE KOHLEHTpauuun A771726 npu
PaBHOBECHOM COCTOSIHUM UMEJTH 3HAYEHHE 35 MKI/MII.

B nnasme npoucxonut 6ricTpoe cBsizbianue A771726 ¢ ansbymunamu. Hecesisannas dpaxuus
AT71726 coctapmsier npumepHo 0,62 %. Crsaspipanne A771726 Oonee BapraGeIbHO U HECKOJIBKO
CHWXKACTCA Y MAUMEHTOB C PEBMATOMAHBIM  apTPUTOM WM XPOHHYECKOW  I0YEYHOH
HEI0CTaTOYHOCTBIO. |
Jledynomun meraGonusupyercs 10 omHOro riaBHOro metabonura A771726 U HeCKONBKUX
BTOPOCTEMEHHBIX METab0JMTOB, BKJIHOYAs 4-TpudmoopoMeTuIaTaHuH. buorpanchopmanus
nebnyHomuaa B A771726 u nocnenyromui Meradommsm camoro A771726 KOHTpOJMpYIOTCS
HECKOJIbKUMH (hEPMEHTaMU ¥ IPOMCXOMIAT B MUKPOCOMAITBHBIX 1 APYTUX KJIETOYHEIX Q)paxumx

HCCIIC}J,OBaHHﬂ B3aHMOJIEMCTBHS C HUMETUAUHOM (HCCHCHPI(I)PI‘IGCKI/IM HHFI/I6HTOpOM OUTOXpOMa
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P450) u pudammuimtom (Hecnenmpuueckum MHAYKTOpOM LuToxpoma P450) nokasanu, yro in
vivo CYP-3H31uMBI BOBJIEUEHDI B MeTaGOTH3M e TyHOMH/IA TOJIBKO B HE3HAYMTETLHOM CTETCHH,
Beisesenne A771726 u3 opranmsma meaieHHoe u XapaxkTepusyercs KiupeHcoM 31 mi/dac.
Jledprynomun BeIBoaMTCS ¢ exannamu (BEpOSTHO 3a cyeT GUIMAPHOM SKCKPELHH) U ¢ MOYOIA.
[Tepron nonyseiBenenns nedaynomuza cocrapsier okoo 2 HEJIEIb.

Y MaLMeHTOB, HAaXOAALMXCS Ha XPOHMYECKOM amOyJIaTOPHOM TIEPUTOHEATBHOM JHAJTH3e
(XAIIN), dapmakokunernka A771726 nomoGHa TakoBoii Y 3I0pOBEIX 100poBosbLEB. Bonee
ObicTpoe BriBeaenue A771726 uabmonaercs y NAllMEHTOB, HAXOMAALIMXCSA HA TeMOJMAIM3e, YTO
CBA3AHO HE C ero SKCTPaKIMEeH B IMAIU3AT, 4 C BHITECHEHHEM 3 CBA3M ¢ OetkoM. XoTs KJIMPEHC
AT71726 yBenuunBaeTcs NpUGIU3HTENBHO B 2 pasa, KOHEYHBIH TEepHOJ MOJYBHIBEICHUS
SIBIIACTCS MOJAOOHBIM TAKOBOMY Y 3/10POBBIX JIML, TAK KAK OJJHOBPEMEHHO YBEIUYHUBAETCS 00bEM
pacnipezieneHus.

Y NauMeHTOB C NEYeHOYHOH HEJ0CTATOYHOCTBIO JaHHBIE O apmakoxkuHeTHKe JedayHOMHIA
OTCYTCTBYIOT.

Y nauueHToB Monoxe 18 neT hapmakokMHeTHUECKHE XapaKTEPUCTUKU HE U3YYaJIUCh.

Y NauueHToB MoXuioro Bospacta (65 et u cTapiue) papMaKOKMHETHYECKHE AaHHbIE PUMEPHO
COOTBETCTBYIOT Cpe/IHEH BO3PACTHOI rpymre.

Ilokasanus k npuMeHenuIo ‘
Kak 6asucHoe cpenctBo 115 nevenns B3POCJIBIX TALIMEHTOB € aKTUBHOH (OPMO peBMATOMIHOTO
APTpHTA C LICTIBIO yMEHBUICHUsS CHMIITOMOB 3a00/ICBAHUS U 3a/IepIKKHU Pa3BUTUS CTPYKTYPHBIX
MOBPEKAEHUH CYCTaBOB.

AKTHBHas hOpMa NCOPHATHYECKOTO apTpUTA.

IIpornBonokaszanus

['unepuyBcTBUTENIBHOCTD K nedryHOMHLY, TepuQITyHOMUIY Wi 000MY M3 BCIIOMOTaTe bHbIX
BELLECTB Npernapara.

OnHoBpemeHHOE npuMeHenue nedryHOMMIA ¢ TepU(ITy HOMHIOM He peKOMEH/TyeTCs! (CM Ppazzen
«Ocobble ykasaHusy). !
Hapymenus ¢pyukunn neuenn.

Tsoxenwrit uMMyHO nEUIAT (Hanpumep, CITA).

CepbesHble HapyLIEHHS KOCTHOMO3IOBOIO KPOBETBOPEHHS MIIM TsDKeJIash aHeMHuH, nenxoneﬂym
HEHTPOIIEHUA MM TPOMOOLMTONECHHS He CBA3aHHBIE C PEBMaTOMIHBEIM HJIH ncopHaaneCKHM
apTPUTOM.

Tskenble, HeKOHTPOIMPYeMBIe HH(EKLHH,

[Toueunas HEAOCTAaTOYHOCTH yMepeHHoﬁ U TSDKEJIOW CTENEHH THKECTH (BBPII[y MaJIoro oreITa

KIIMHUYECKOro HabmmoaeHus).



Tskenas runonporentemus (Hanpumep, npu HE()POTOKCHYECKOM CHHIPOME).

bepemenHocTs.

KeHuHam penpoayKTHBHOrO Bo3pacTa, He HMCKIIOYAIOIAM BO3MOKHOCTE 3abepeMeHeTh B
MepUOL JIeUeHHs! JIeIyHOMMIOM, I10C/Ie 3aBEPINCHHS JIeYeHHUs ne(IyHOMHIOM JKEHIIMHAM
He/b3si OepeMeHeTh 1O TeX Mop, MoKa Myia3MeHHas KOHLIEHTpalMs aKTUBHOTO MeTaboiuTa
AT771726 octaercs Boiwe 0,02 Mr/i (cMm. «ITpuMeHeHuUe pH GEPEMEHHOCTH U B TIEPHOL IpyIHOTO
BCKapMITUBAHUA ).

BepemeHHOCTH 10/KHA GBITH HCKITFOUEHA MepeJl HavalloM JieYeHHs JIeITyHOMUIOM.

[lepuon rpynHoro Beckapmausanus (cwm. «IIpnmeHenue npu GepeMEHHOCTH H B TIEPHOL TPYAHOTO
BCKapMIIMBaHUS ).

MyxuuHbl, nosyyalomue JeveHne edIyHOMHMAOM, IODKHBI ObITb  MpeaynpexaeHsl o
BO3MOMKHOM HEOIaronpUATHOM BIIMSHUM MperapaTa Ha cnepmaro3ouzisl. B nepuon npumenenus
fpenapata MyX4YMHaM HEOOXOAMMO NPHHMMATh Mephl IO NPEIOXPAaHEHHIO OT OepeMEHHOCTH
naprHepiu (cM. «OcoGble ykazaHus»).

Bospact no 18 ner (BBuay orcyTcTBHs naHHBIX MO s dexTHBHOCTH U GE30MACHOCTH B 3TOM
rpyIIe MauydeHToB).

Jednuut nakTasml, HEMEPEHOCUMOCTh ralaKTO3bl, NTIOKO30-Ta1aKTO3HAS Man5a6cop6ﬁm (TK. B
COCTaB MpernapaTa BXOIHT JIaKT03a).

C ocTopoxkHOCTBIO

[TauuenTsl ¢ MHTEpCTHUMANBEHBIME 3a60/EBAHUAMH JIEFKHX (MOBBILICHHBIH PUCK. pasBUTHS
MHTEPCTULMANIEHOTO TTOPaXKEHHS JIETKHX). |

[Taupenter ¢ nerkoil u  ymepeHHON cTemeHbro BRIDAXCHHOCTH aHEMUH, JICMKOINEHMH,
HEHTPONEHNHH, TPOMOOLIMTONCHNN M HAPYILICHHSIMH KOCTHOMO3IOBOIO KpPOBETBOpEHUS (B T.4. B
aHamHese); MALMEHTEHl, HEJaBHO TONYYaBIUHE WM NOJTyYalolKe OJHOBPEMEHHO ¢
eIy HOMUIOM JIeKapCTBEHHbIE TPEapaThl ¢ MMMYHOCYTIPECCHBHEIM T TEMaTOTOKCHYECKUM
ACHCTBUEM; NMALMEHTHI C OTKIOHEHHUAMH OT HOPMBI [eMaTOJIOTHYECKHX T10KA3aTee JI0 Hayana
fledeHus  NeIyHOMHMIOM, HE CBS3aHHBIMH C BOCTIAJMTENBHBIMHA 3a60MeBAHHIM CYCTaBOB
(TpeGyeTcs YacThlif reMaToIOrHYeCKHUit KOHTPOJIB).

Bospacr 6onee 60 sier, onHoBpemenHoe NPUMEHEHHE IPYTHX HEHPOTOKCHYECKUX npenapaTOB u
CcaxapHbIi 11abeT (MOoBBIEHHbIH PUCK pa3BUTHS nepudepuueckoil HeponaTum).

[Toyeunas HemocTaTouHOCTH MErKkoi cTemeHH TsHKecTH (xmpenc kpeatnnuna (KK) menee 80
MJI/MHH, HO Gosiee 50 Mi1/MuH), BBHTY OrpaHUHYEHHOTO OIBITA KIIMHUYECKOTO IIPUMEHEHHSI.
Ilpumenenne npu GepeMennocTH u B NepHO/ rPYIHOT0 BCKAPMJIMBAHMSI

bepemennocmen



Knnnnyeckue ucenenosanus no onenke neduysomuma Yy OepeMEHHEIX JKEHIIMH He TIPOBOIHIIHCE,
Onnako A771726 06naaaeT TepaToreHHbIM AeHCTBHEM Y )KUBOTHBIX (KPBICHI, KPOJMKH) ¥ MOXKET
OKa3aTh BPE/IHOE BIIMSHME Ha TIJIOJ] y YeJIOBEKa.

Jlepmyromun mporieonokasan npu GepemeHHOCTH WM KEHIMHAM [JIETOPOTHOTO BO3pacTa,
KOTOPEIC HE MOJIB3YIOTCSA HAlEKHON KOHTpAUENMeR NPy JIeYeHuH edTyHOMUIOM H KaKOe-To
BPEM 10C1e JIeueHns (MepHOA O3KMIaHHS HITH COKPALIEHHBI TIepHoz «OTMBIBAHHAY; CM. HIXKE).
Hlo Havana neyeHus nedayHOMUIOM HEOOXOIUMO yOeuTECs B OTCYTCTBHM GEpeMEHHOCTH.
[TauueHTox HeoGX0AMMO HMH(MOPMHPOBATE O TOM, HYTO Kak TONBKO HaCcTymaeT 3aJepxkka
MCHCTpYa/lbHOTO  LMKNA WM, €CIM eCcTh MHAs TPUYMHA TPEAIOJaraTh HACTYIUICHHE
OepeMEHHOCTH, OHM J10JKHBI He3aMe UTUTEbHO cOO0IMTEL 06 3TOM Bpady, YTOGHI clenaTh TeCT
Ha OepeMeHHOCTb. B cityuae mosnoxkurebHOro Tecta Ha GepeMeHHOCTD Bpay nohxceﬂ 06cy IuTh ¢
MALHUEHTKOH BO3MOXKHBIH PUCK, KOTOPOMY MOJBEpraeTcs AaHHas BepeMeHHOCTB. Bo3MosxHO, uTO
OBICTPOE CHMXKEHHE KOHLEHTPALMH aKTUBHOTO MeTaGo/iuTa B KPOBH C IOMOIIBIO ONMUCAHHON
HWKE TpOLEAYPEl «OTMBIBAHHMSA» TOMOXET TNPH IeEpBOH 3a/IepiKKe MEHCTpPYaJIbHOTO LIMKJIA
CHU3HTE PUCK, KOTOPOMY MO/IBEpraeTcs SMOPUOH CO CTOPOHBI Jed)TyHOMKA.

I[Ipu npueme no HeocropoxkHOCTH neyHOMHMIa B NEPBOM TpUMECTpe GepeMeHHOCTH y
MALMCHTOK ¢ peBMATOMAHBIM apTPUTOM ¢ JaiibHeiiieil oTMeHo# mnpenapata u NPOBE/IEHUEM
HPOUCAYPBI «OTMBIBAHMS) C KOJIECTUDAMMHOM (CM. HHXKE) 3HAUUMBIE TIOPOKH pa3BuTHs ObLTH
BLISIBIICHBI Y 5,4 %0 KMBBIX HOBOPOXKAEHHBIX B CpaBHEHUH ¢ 4,2 % TAKOBBIX B IpyIIe XKEeHUIUH ¢
PCBMATOMIHBIM apTPUTOM, HE TIPUHUMABIINX JieryHOMUL, 1 4,2 % TaKOBBIX B rpynne‘ 30POBBIX
OepeMEHHBIX JKEHIUUH, He PHHUMABIINX nedryHOMuI.

JKeHwuHam, KOTOphle NMpHHUMAIOT NeQIYHOMHI M XOTAT 3abepeMeHeTb, PEKOMEHAyeTCs
CJIe/10BATb OJIHOH M3 HIXKEYKA3aHHBIX MPOLEYP, YTOOH! GBITH YBEPEHHBIMH B TOM, YTO IUIOJ HE
OydeT TNoJBepKEH BO3AEHCTBUIO TOKCHYHBIX KOHUEHTpauuii  A771726 (Ko'HTp‘OJILHaﬂ
KOHLeHTpauua Hiwke 0,02 Mr/m), Tak Kak Mo MMEROIMMCS JaHHBIM KOHLIEHTPALMsI aKTUBHOI'O
merabonuta B mmasme menee 0,02 mr/i (0,02 Mkr/mu) npeanonaraeT MHHHMMANBHBIN

TEPATOTCHHBIN PUCK.

Ilepuoo osrcudanus

Mo>xHO 0XMaaTe, uyTo KOHLEHTpauust A771726 B miasme KpOoBH MOXeT ObITh Boime 0,02 mr/n B
TEHCHHE NNMTENBbHOrO nepuoaa. Cuuraercs, 4Tto ero KOHUEHTpaLHss MOXKET cTaTh MeHbIne 0,02

MI/I1 Yepe3 2 rojia nocie NpeKkpaweH s TeueHus Je(IyHOMHIOM.

[lepBbiii pas konuentpams A771726 B masme KPOBH M3MEPSAETCA M0 UCTEYECHUH JABYXJIETHETO

MMEPUOJIa OKUJaHHUS.

[Tocne storo HeobxomMMo M3MEPUTE KOHUEHTpaLuio A771726 B miasme kpoBH, Kak MUHHMYM,

yepes 14 aHei.
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IIpoyeoypa «ommwisanusi»
[Tocne npekpamenus nedeHus ey HOMUIOM:

— KojilecTUpaMHuH 8 r BBOAMTCS 3 pasa B ieHb B TeueHue 11 aHel;

= B KayecTBe aNbTepHATHBBI 50 I' aKTUBMPOBAHHOTO YIJIS, U3MEJBYEHHOTO B MOPOIIOK,

BBOJIMTCA 4 pa3a B JIeHb B TeueHue 11 gHel.

Hesaencrimo ot BeIOpanHO# Npole/typbl «OTMBIBAHHS» HEOOXOAMMO MPOBECTH TIPOBEPKY JBYMsl
OTAC/IBHBIMM TECTAMH C HHTEPBAJIOM, KaK MHHUMYM, B 14 1Hel 1 MoJ0XkaaTh MoJaTopa Mecsua ¢
TOT0 MOMEHTA, KOr/ja KOHLUEHTpauus A771726 B nia3me KpoOBH BIEpPBEIE OYIET 3aq)m<cup08_aﬂa
Hwke 0,02 Mr/i, 10 MOMEHTa OIJI0I0TBOPEHHSI.
Heobxoanmo nporH¢opMUpoBAaTh XKEHLMH JETOPOHOTO BO3PACTA O TOM, YTO A0JKHO npoiTH 2
roia mnocjie MNpeKpalleHus JeYeHUs JedayHOMUIOM, MPEXAe YeM OHH MOTYT IBITAThCS
3abepemeHeTh. Eciu IBYX/eTHHIT Neproa 0KMIaHUS NMpH HALEKHOM KOHTPALETILUN KaKeTCs
HEODOCHOBAHHBIM, ~ MOXHO  IOCOBETOBaTb  MPOBECTH  MPOLEAYPY OTMBIBAHHS» B
NPOPUIAKTHYECKUX LIEJIAX.
W konectrpamuH, M aKTMBMPOBAHHbIA YroJb MOYT BIAMATH Ha aGCOPOLMIO SCTPOTEHOB M
IpOrecTOreHoB, MOITOMY HAJEKHBIC MEPOpabHbIE MPOTHBO3a4YaTOYHBIE CPEJCTBA HE AAIOT
CTONPOLEHTHOH TrapaHTMH B INEPMOJ «OTMBIBAHMS» C IOMOUIBIO KOJECTHPAMMHA MU
AKTMBHPOBAHHOTO YIiis. PeKoMeH1yeTcs HCMoIb30BaTh albTepHATHBHBIE METOIBI KOHTPALIEITLIHH.
ITepuoo epyonoeo eckapmnuseanus
HccnepoBanus Ha KMBOTHBIX MOKa3anu, 4To NedTyHOMH HIH €ro MeTaboTUThI NEepeXOJsT B
rpyanoe Mojsioko. ITostomy npumenenue nediyHoMuaa B MEPHO TPYIHOTO BCKapMJIMBaHHS
NMPOTHBONOKA3aHO. B 3aBUCMMOCTH OT BaXKHOCTH JICUEHHUS /15l MATEPH ClIE/yeT peun/m;, Oyner v
TPOBOXMTBCS Py HOE BCKApMJIMBAHHE WIIK OY/I€T HAYATO JIeYeHHeE Je(hry HOMU/IOM, TIPH KOTOPOM
OT IPYAAHOTO BCKapMJIMBAHUS MPUIETCS OTKA3aThCS.
Cnioco6 npumeHeHust u 103bI
euenue nedpaynomudom 0013icno nauunamsca nod HabaI0OeHuem epaua, u)nelom;ezo onvim
JIeHEHUA PeEMAMOUOHO20 APMPUMA U NCOPUAMUYECKOZ0 apmpuma.
[Ipenapar npuHUMarOT BHYTpb, HE3aBUCHMO OT NpHeMa MHUIM, IIOTAs LEJIMKOM, 3aluBasi
AOCTaTOYHBIM KOJIMYECTBOM KUAKOCTH.
Jleuenue peemamouonozo apmpuma (PA)
Jleuenne PA nednyHomMumoM o6BYHO HauMHaeTcs ¢ OJTHOKPAaTHOTO B TEUCHHE cyrdx npueMa
BHYTpb y1apHOH 1103kl 100 Mr B Teuenue 3 ueit. OiHaKo NCKITIOYEHHE PUMEHEHHS Harpy304Hon
LO3BI MOXET CHHU3UTh PUCK MOOOYHBIX SBJIEHHI (OCOGEHHO CO CTOPOHBI XKEITYLOYHO-KHIIEYHOTO
TPaKTa W BIMAHHE Ha aKTHBHOCTb «TIEYCHOYHEIX» (epMEeHTOB B KpoBH). PekoMeHmyemas
rMojepkuBatomas nosa cocrapinger 20 mr nedayHomuaa 1 pas B cyrku. Ilpu mpueme

6



noaaepxkuparoeit 10361 20 Mr 1 pas B cyTku cpasy ¢ Hadaia jeveHus (To ecTb 6e3 mpuema
Harpy304HO# 103bl) 3G deKTUBHOCTH NedryHoMuaa npu PA He ymeHsImanace. B ciydae nioxoit
NEePEeHOCUMOCTH 20 MI' BO3MOKHO CHIDKEHHE 10361 40 10 MI oIMH pa3 B CyTKH.

Jleuenue ncopuamuvecxozo apmpuma (TlcA)

Jleuenmue nedyrnomunom IcA Takke HauMHAETCs ¢ HArpy304HO# 10361 100 M O/IMH pa3 B CYTKH
B Teuenue 3 aueii. [loanepkuparomas 1o3a cocrasmsier 20 Mr eiyHomuaa 1 pas B CyTKH.

[Tpu o6onx nokasanmsx TepaneTryeckuii 3 hekT 0GBIMHO NPOABIAETCS Yepes 4 Hee/H K MOKET
HapacTtaTh B JaJibHeieM 10 4 — 6 MecsLeB.

Tepanus 06p14HO MPOBOAUTCS B TeUEHHE JUIUTEIBLHOTO BPEMEHH.

Ocobvie epynnel nayuenmos

Ilayuenmor ¢ napywenuamu gynxyuu nevenu

PekomeHaumm no KoppekLmu 0361 I OTMEHE MPENapaTa B 3aBUCHMOCTH OT BmpabKeHHocm
WM CTOMKOCTH MoabeMa anaHuHamuHoTpaHchepassl (AJIT) Ha doHe mpuema nediyHOMHKAA
npuBeaeHbl B paszjene «Ocobble yKkazaHUs .

Iayuenmu! ¢ napywernuem pynkyuu novex

Mimetowerocs B Hacrosiee Bpemsi OMbITa HEJOCTATOYHO, YTOGBI 1aTh CHELHAIbHBIC
PCKOMEH/IALIMH [0 PEIKUMY JI03MPOBAHKS y NALMEHTOB ¢ HapylIeHHeM (yHKuMu movek. Crenyer
YUHTBIBATb, YTO AKTHBHBIH Merabonut snediyHomuna A771726 umeerT BHICOKOE CPOACTBO K
Oenkam.

Iayuenmor nosxcunozo o3pacma

He Tpebyercs koppeximu 10361 1S IaUMEHTOB cTapie 65 JeT.

ITo6ouHoe aeiicTBHE

Hactora pasBuTHS HexeNaTebHBIX PeaKLMi MPe/ICTABICHA ClIeyOLLAM 00pa3oM: 04eHb 4acTo
(=1/10 cyuaes), yacto (>1/100 u <1/10 ciyuaes), Heuacto (>1/1000 n <1/100 cnyqéeB), pesiko
(=1/10000 u <1/1000 cry4aes) u ouens peako (<1/10000 ciydae). HexenatenbHele peakiuu,
4acTOTy pasBUTHS KOTOPBIX HE MPEACTABISETCS BO3MOXHBIM OLEHHTD MO JOCTYMHBIM JaHHEIM,
UMEIOT 0003HaYEHUE «4aCTOTa HEU3BECTHAY.

Co cmoponbl cepdeuno-cocyoucmoii cucmemvl: 4acTo - TOBHILIEHUE apTepHalbHOrO uéBneHm. |
Co cmoponbt gcenydouno-kumeunozo mpakma. 4acto - auapes, Tomﬁora, pBOTa, éﬂopeKCHﬂ,
MOPAKEHUE CITM3UCTON 000JIOUKH NMONOCTH PTa (Harmpumep, adTO3HBIA CTOMATHT, U3bA3BICHHE
CIIM3UCTOH 060JI0UKH MONOCTH PTa), GOITb B KMBOTE; HEYACTO - HAPYIICHUS BKYCOBBIX OLIYIICHHI;
OY€Hb PEJIKO — MaHKPEATHT.

Co cmoponvt Ovixamenvnoii cucmemvl, opearnos 2pydnoii kiemku u cpedocmenus: peako -
WHTEPCTHLMAIbHBIE  320071€BAHMSA  JIETKMX (BKJIIOYAs HMHTEPCTHUMANBHEIN ITHEBMOHHT), ¢

BO3MOXHBIM JICTAJIBHBIM UCXO0M.



Co  cmoponvr  obmena 6ewjecme u nNUMAHUA: YACTO - HE3HAYMTEIHHOE TOBBIICHHE
kpeatHdochokunazel  (KDK), cHmkeHHe Macchl Teia, HeYacTo - TUTIOKaTUEeMHUS,
HE3HAYUTE/IbHAsA TMIIEPIUIUICMHS, HEe3HAUUTeIbHas runogocdareMus; 4yacToTa HEM3BECTHA -
HE3HA4YUTEIbHOE MOBBILICHAE aKTUBHOCTH JlakTataeruaporenassl (JIII), runoypukemus.

Co cmoponvi Hepenoil cucmempr: 4acTo - roioBHas 6071k, FOTOBOKPYKEHHE, NapecTe3ns; HeyacTo
— 0ecrioKOHCTBO, HapyleHHe BKYCOBOTO BOCIPUATHA; OYEHb PEAKO - nepudepuyeckas
HeWponarus.

Co  cmoponbt  ckenemHo-mblueyHoll U COCOUHUMENbHOTI MKAHU: 9ACTOTA HEU3BECTHA -
TEHIOCHHOBHT ¥ Pa3phIB CYXOXKMINH (TIPUYHHHAS B3aUMOCBSA3D C JICYCHHEM JIe) Ty HOMHIOM He
YCTaHOBJIEHA).

Co cmoponbl Kodcu u nOOKOJICHBIX MKAKETl: YACTO - YCHIIGHHOE BBINAZEHHE BOJIOC, 9K3eMa, 3y,
CYXOCTb KOXKHBIX MOKPOBOB; OYEHb PE/IKO - TOKCHYECKMH SMUIEpPMabHbI HEKPOJIU3 (CHHIPOM
Jlaitenna), mynbTudopmuas sputema, cunnpom CruBeHca-IPKOHCOHA (Ha HacTOSIMI MOMEHT
MPUIHHHYIO B3aUMOCBA3b C JICYEHHUEM JIEDTYHOMUIOM YCTAHOBUTH HE YA/I0Ch, HO OHA HE MOYKET
ObITb M MCK/IIOYEHA); Y4acTOTa HEW3BECTHA - JUCKOMAHAS KpacHasi BOJYaHKa, ITyCTYJIE3HbIN
rcopuas uiin oboCTpeHHe NCopuasa, JIEKapCTBeHHAs Peakuys ¢ 303MHOGMINEH U CHCTEMHBIMH
cumnroMamu (DRESS-cunapom). ‘

Co cmoponvl  ummynnoii cucmembvi: 4actTo - Jerkue AJUIEPrUYeCcKHe peakUuHd, BKIIOYas
MaKyJIE3HO-TIAMyIe3HYIO ChIlb W PYTHE BH/bI CBINM; HEYACTO - KPANMBHULA; OYEHb PEIKO -
Cepbe3Hble aHaUIaKTUYECKHE/aHAQHIAKTOUAHbIE PeaKILkiH, BACKYJIMT, B TOM YHCJIE, KOKHBIH
HEKPOTH3MPYIOWIMH BaCKYJIMT (M3-32 OCHOBHOIO 3abO0JIEBAHMA NPHYHHHAS B3aMMOCBA3b C
JledeHneM JieIyHOMHIOM He MOXKET GBITh YCTaHOBIEHA).

Hnepexyuonnvie u napasumapnwie 3abonesanus: PEAKO - pasBUTHE TSDKENBIX MH(EKUUH
cercuca, KOTOpeIE MOTYT OBITh JIETAIbHBIMHU.

JlekapcTBeHHbIe Mpenapatel ¢ IMMYHOCYPECCHBHEIM IEHCTBHEM MOTYT JIe/IaTh ManueHTa 6oee
BOCMIPMMMYMBBIM K MH(EKUMAM, BKIIOYAsl ONMOPTYHHCTHYECKHE uHekuun. MoxeT
HE3HAYMTE/ILHO BO3PACTH 4aCTOTA BOSHMKHOBEHHUsI PUHHUTA, OPOHXUTA 1 THEBMOHMH,

Co cmoponvt kposu u numpamuyeckoii cucmemvi: 4acTo - TEHKONEHHUS (mefikormTel > 2000/MK1);
HE4acTo - aHemusd, Heboublwas TpomGouuToneHus (TpomGouutsl < 100 000/ MKJ); peaKo -
MaHUMTONEHHs (BEPOATHO 3a CYET aHTHIPOIH(EPATHBHOTO }ICI/ICTBPISI) JIEWKONICHUS (neuxoumbl
<2000/mKn), 303uHOGHINS; OYEHD PEKO - arpa”yJoLUTO3. |
Henasuee comytctBytomee unm nocnenyromee NPUMEHEHHE MOTEHLHUAIBHO MHEIOTOKCUYHBIX

IIpernapaToB MOXKET OBITE aCCOLIMUPOBAHO C GounbLeit CTCIICHBIO pHCKAa TeMaTOJIOTHYECKUX

3¢ dekTos.



Co  cmoponvl  newenu u  icenueebieodsuyux nymeii: YAacTO - TOBBIEHHE AKTHBHOCTH
«MEYCHOYHBIX» TpaHCaMHMHa3 (0COOeHHO ananuHaMuHOTpaHcdepassl (AJIT), pexe — ramma-
rmoramuntpancnentuaasel (ITT) u menounoii docdaraser (IL[D)), runepouIupyGHHEMus;
PEIKO - IemaTuT, JKENTyXa/X0JeCTas; OYeHb PEKO - TSKENble MOPAXKCHHS MedYeHH, TaKHe Kak
MEYCHOHAsA HE10CTATOYHOCTD, OCTPhIA HEKPO3 MEYEHH, KOTOPBIE MOTYT OBITh JIETAIbHBIMH.

Co cmoponvr nonoevix opeanoe u Monounoil JHcenesvl: YACTOTA HEH3BECTHA - HE3HAYUTEIBHOE
CHHXKCHHE KOHLIEHTPALMK CTIEPMBI, OOIIETo YKCIIa CIIEpMATO30HIO0B 1 X HOI[BH)KHOC’fH.

Co  cmoponvt  novex u  Moyesbi80OsUYUX nymeii; 4aCTOTA HeW3BECTHa — IoyeyHas
HEJJ0CTaTOYHOCTb.

Hobpoxauecmeennvie, snoxavecmeennvie u neymounennvie H08000pa306aHUsA. U3BECTHO, YTO NPH
MCMOJIb3OBAHNN  HEKOTOPBIX ~ MMMYHOCYINPECCHBHBIX  IIPENIapaToB  yBEIH4MBAETCS PHCK
MaJIATHA3a UMM, 0COOEHHO PUCK PasBUTHs IMMQONpPoTHdepaTHBHBIX 3a601eBaAHMIA

Obwue paccmpoiicmea u napywenus 6 mecme 66edenus.: 4acTo - acTeHusl.

Ecnu nobvie uz yxazannwix 6 UHCMPYKYUU HedcenamenbHolx peakyuti ycyeyonaiomes, uiu Bot
3amemunu opyzue HeoicenamenvHvle peaKyuu, He ykasannvle 6 UHCIMPYKYUU, co00ugume 06 smom
epauy.

Ilepenosuposka

Cumnmomut

Mmenuck coobLieHnst 0 XpoHHYecKoi TEpe/103UPOBKE Y NALMEHTOB, IOJTyYaBLIKX Je(IyHOMH] B
7103€, 110 5-TH pa3 MpPeBBIMAIONLYI0 PEKOMEH/LYEMYIO CYTOYHYIO JI03y, @ TaKkKe cOOOIeHHs 00
OCTPOJ#i Mepe/I03UPOBKE y B3pOC/IBIX M JeTell. B GObIIHHCTBE ClIy4aeB IEPENO3UPOBKH He
COO0IIANOCh O Pa3sBUTHM HEXKENaTe/bHBIX SABJICHHII. Bosuukaromue HexenarenbHble sBICHUS
ObUIM  COMOCTAaBUMBI ¢ mpodneM  6e30MacHOCTH nepnaynomuna. HauGonee wyacto
HaOJIOaBLIMMHUCS HEKENaTeNbHBIMA ABIECHUAMH GbLIH Auapesi, 60/b B )KMBOTE, JIEHKOIEHHS,
AHEMUA W MOBBILICHUE AKTHBHOCTH «TIEYEHOYHBIX» (JePMEHTOB. ! |

Jleuenue

B ciyuae nepenosupoBku mmm tokcuunocTH PEKOMEH/YeTCsl IPUHUMATh KOJIECTHPAMHH WITH
AKTHBHPOBAHHBIHA yrojib, 4TOOBI yCKOPHTH OYMIIEHHE OPraHU3Ma.

Konecrnpamun, npunnmaemsiii tpems 31I0pOBBIMH 100POBOJIBLIAMH neﬁopanbﬂo mo 8 r TpH pa3za
B JICHb B T€YeHHE 24 4acOB, CHU3MII YPOBeHb cosiepxkanus A771726 B masme KPOBHU IIPUMEPHO
Ha 40 % uepe3 24 yaca u Ha 49 — 65 % 4epes 48 yacos.

[Toka3sano, 4TO BBeJCHHE aKTMBHPOBaHHOTO yris (Mopowika, NMpeBPalieHHOr0 B CyCIEH3HIO)
TIEPOPaJIbHO MK Yepe3 JKeTy10uHbIi 30HA (50 r KaXkaple 6 YacoB B TeUeHHe CYTOK) yMEHBIIHIIO

KOHLEHTPALIMIO aKTUBHOTO MeTabonuta A771726 B miasme Ha 37 % Ia‘epea 24 vaca u Ha 48 %

yepes 48 yacos.



JlaHHBlE MpOLEAYPBI  «OTMBIBAHHS» MOXKHO NIOBTOPUTH 0 KJIMHUYECKHUM IOKA3aHUSM,
Hccnenosanua ¢ remoamanusom u XATITJ] (XpoHHYecKum aMOyJIaTOPHEIM TIEPUTOHEATBHBIM
AMAIIM30M) YyKa3blBalOT, 4To A771726, riaBHbIi MeTaGoNUT nedIyHOMH/Ia, HE crnocobeH
BBIBOJMTHCS MyTEM JHAJIH3A.

B3aumoneiicTBae ¢ Apyrumu jiekapcTBeHHbIMU npenapaTamu

C 2enamomoxcuynvimu nexapcmeennvimu cpeocmeamu u eewjecmeamu (6Knouas ImManon)
WU 2eMamomOoKCUNHBIMU U UMMYHOCYRPECCUBHBIMU JICKAPCMBEHHBIMU CPEOCIEAMU
Ycunenne nobouHbIX SBIEHUH MOXKET UMETh MECTO B CJTy4ae HeJaBHEro WM COITYTCTBYIOLIENO
MPUMCEHCHHA TeMaTOTOKCUYHBIX JIEKAPCTBEHHBIX CPEACTB M BEIIECTB (BKIIOYAS 9TaHOJI) MIH
FEMAaTOTOKCHYHEIX M MMMYHOCYTIPECCUBHBIX JICKAPCTBEHHBIX CPE/CTB, WM KOIJA NPHEM 3THX
JICKapCTBCHHBIX ~ CPEACTB  HAYMHAIOT [0C]E JieyeHHs JedayHOMHaOM 6e3 NpoLeaypbl
«OTMBIBaHUS». (CM. pasaen «Ocobble yKazaHUsy).

C memompexcamom

Y HekoTopeIX (y 5 13 30) NauMEHTOB ¢ PeBMAaTOMIHBIM apTPUTOM IpH OJIHOBPEMEHHOM TIpHEME
nedaynomuna (10 — 20 mr B cyTku) u metotpekcara (10 — 25 Mr B Hezemo) Habmopanock 2-3-
KpaTHOC TOBBIIICHUE AKTHBHOCTH «IIEYCHOYHBIX» (EPMEHTOB B KpOBH, a y Apyrux S5-tu
MaUMeHToB HaGmonanock Gosee, 4eM 3-KpaTHOE MOBBINEHHE AKTUBHOCTH «IE€YEHOYHBIX
(epmenToB B KpoBH. Bo Beex ciyyasx STH SIBIEHHS HCUE3ATH: 'Y 2-X NalKeHTOB mNpu
MPOJO/DKEHNH NpHemMa 060MX NpenapatoB, a y 3-X MALMEHTOB MOCIe nperaIueHim npuema
neduyHomuna. IMostomy, XoTsi, B wenom, Her HEOOXOMMOCTH B TIEPUOIE OXKHIAHUS npu
fiepexoie ¢ rnpuema JeiyHOMHIA Ha TpHEM METOTpeKcara, PEKOMEHyeTCsl TIIATEe IbHBII
KOHTPOJIb AKTHBHOCTH «TE€YEHOYHBIX» (DEPMEHTOB B KPOBM B (ha3e HAYANBLHOIO JICUEHHS [OC/IE
MIEPEBO/Ia NaLMeHTa C NpUeMa JieIyHOMH/IA Ha MIPHEM METOTpEKCaTa. | |
Baxkyunayus

Her HuKakmX KIMHHYeCKMX JaHHBIX OTHOCHTEJBHO spdexTuBHOCTH U  6Ge30MmacHOCTH
BaKLMHALWH, IPOBOAMMOH Ha (oHe neyenns neiyHomunom. Tem He MeHee, He PEKOMEHAYyeTCs
MPOBOMNTE  BAKLMHALMIO KMBBIMM BakuuHamu. [lpu mniaHMpoBaHuu Baxiu/maunu YKUBOH

BaKLIMHOM TIOCJIE OTMEHEI J'Ie(bIIyHOMHILa CICAYET YYHUTBIBATE €r0 JJIUTEJIbHBIN nepuoa

M0y BBIBEICHMS.
C sappapurom

Coobmanock o cirydasx MoBblIeHHs NPOTPOMOHHOBOTO BPEMEHH IIPH O/IHOBPEMEHHOM npHeme
nedryHomuna u Bapdapuna. B KJIMHUKO-()apMaKOJIOrM4eckoM HcCiTeI0BaHHH Ha0TI01a10Ch
(hapmakoMHamMuyeckoe B3aumoeiicTBIe Baphapuna ¢ A771726 (cM. Huke). [Tostomy mpu
OAHOBPEMCHHOM MNpUMEHeHHH BapbapuHa M nedmyHoMuaa PEKOMEH/IyeTCs  TINATETbHBIH
konTposib MHO (mMexynapoHoro HopmannzosasHoro OTHOLIEHHUS).
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C nuwen

Crenenb abcopbunn nedmyHomuna me HapyIaeTCs MPH €ro COBMECTHOM MPHEME BMECTE C
MULLEH.

Bruanue opyzux nexapcmeennsix cpedcme na negynomuo

In vitro ucenenoBanus, npoBeseHHbIE Ha MHKPOCOMaXx MEYeH! YeJI0OBeKa, MOATBEPAMIIH, YTO B
MeTabonn3me edIyHOMKA yUacTBYIOT usoepmenTrl uToxpoma P450, CYP1A2, CYP2C19,
CYP3A4. HccnemoBanue in vivo  B3aumoneiicTBus neryHOMMIA ¢ LMMETHAMHOM
(Hecneuuduueckum  cnaGeim MHIMOUTOPOM  M30(hePMEHTOB  LUTOXpOMa P450) | MoKa3aJo
OTCYTCTBHE CYLICCTBEHHOTO BIIMSHUA UMMETHIMHA Ha CHCTEMHYIO 3KCTIO3UIIMIO A771726.
[Tocnte npuema onHokpatHO# 10381 NedmyHOMKIA 1106pOBOJIbLIAM, IPUHUMABLIMM MHOTOKPATHbIE
103b1 pudamnuumHa  (Hecrieuuduueckoro MHAYKTOpa wpuroxpoma P450), makcumanbHble
KOHUeHTpaunn A771726 B KpoBu Bo3pacTanu npuMepHo Ha 40 %, Torga Kak miaom@agb Mo
KpUBOH KoHUeHTpauus-Bpems (AUC) cyliectBeHHO He W3MeHUTACh. Mexanusm nanHOrO
opdekra ne scen. Creayer uMeTh BBHAY BO3MOKHOCTD NPOJOJDKEHUS]  MOBBILIEHHS
KOHLEHTpauui jeryHoMuaa B KPOBH y MALMEHTOB, KOTOPHIE OJJHOBPEMEHHOI0 NPHHUMAIOT
MHOTOKpaTHbIE 1103kl NepuyHOMHIA ¥ pudamnuuuna. IIpuMeHeHue KOJIECTUpAMHMHA HWJIH
aKTUBMPOBAHHOTO yIJisl NMPUBOJUT K OBICTPOMY M 3HAYUTENHLHOMY CHHIKCHHIO KOHneHTpauun
AT771726 (akTuBHOrOo MeTtabonuTa nepayHomMuaa) B miasMe KpoBH. ITO 00yCIIOBIIEHO
HAapyUICHHEM  KMIICYHO-NIEYEHOUHOM peuupkymsiuun  A771726 w/unm ero auanusoMm B
KCNy/IOUHO-KUIICYHOM  TpakTe (cM. pasmensl  «BepemeHHOCT M mepuog IpyAHOrO
BCKapMIIMBaHUs» W paszien «Ilepenosuposkay). |

Bnusnue negiynomuoa na opyzue JleKapcmeentble cpeocmea

Cybcmpamer mpancnopmuozo 6enka pesucmenmuocmu paxka monounoi yceneszst (BCRP)
Xors Habmonanock hapmakokuHeTHuecKoe B3aumoneiicTeie A771726 ¢ cyberpatamu BCRP
(posyBacratuH) (cM. Hmke), y 12 nauMeHTOB He Habmoan0Cch  (hapMaKOKUHETHYECKOTO
B3aUMOZIeHCTBHA Mexay neduyHomunom (10 — 20 mr B CYTKHM) U METOTPEKCAaTOM (cy6CTpaToM
BCRP; 10 — 25 mr B Heaemo).

B wuccnenosanmax no /ICKApCTBCHHOMY  B3aMMOJICHCTBHIO  GBLIO  MPOAEMOHCTPUPOBAHO
OTCYTCTBHE 3HAYUMOIO JIEKAPCTBEHHOIO  B3aMMOJIEHCTBUS Mexay eduyHOMHAOM W
Tpex(asHbIMM NMepOPaIBHEIMU IPOTHBO3a4aTOUHBIMH cpezctBamu. B uccnenosanum, B KOTOpOM
nedryHOMHT IPUHAMANH 3]10POBbIE A0GPOBOJIBLEI XKEHCKOTO MO0JIA COBMECTHO C Tpex(pazHeIMH
MEpOpaIbHLIMK MPOTHBO3aYaTOYHBIMU CPEACTBAMH, COAEPKAIIUMH 30 MKT STHHWI3CTPAAMOIIA,
HHUKAKOTO  CHIKCHMA  KOHTPAlENTHBHOrO  sddekra TableTok He oOHapyxeHo, a

apmakoxuneruka A771726 HOMHOCTBIO YKIaaeiBanack B CBOW OOBIYHBIA JHMAanazoH.
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Habmonanocs papmakoknseTHIeckoe B3auMO IeficTBHE IPOTHBO324aTOYHBIX Cpe}ICTB c A771726
(cM. HHXKE).

C A771726 (rnaBHBIM aKTHBHBIM  MeTaGOIMUTOM neyHOMUAa) OBUIM  MPOBEEHHI
MPEICTABICHHBIC HWXKE HCCIEN0BaHHs 110 (apMaKOKMHETHYECKMM M (apMaKOIMHAMUYECKHM
B3aUMOJIEHCTBUAM, TaK Kak MNOJOGHBIE JIEKAPCTBEHHbE B3aUMONEHCTBHS HE MOTYT OBITh
MCKIIOYEHBl  JUIA  NeuiyHOMMJa MpM  €ro NPUMEHEHMH B pPEKOMEHIOBAHHBIX = /033X,
MPCACTABICHHBIC HWXKE PE3YNbTAaThl U PEKOMEHIALMH HCCIE0BAHUM ClIELyeT NPHUHAMATH BO
BHUMaHHE y MalMEHTOB, MOJTYYaloMMX JeUeHHe eIy HOMUIOM.

Bnusnue na penaznunuo (cyécmpam CYP2C8)

[Tocne moBTopHbIX 103 A771726 Habmonanock yBenuyeHHe CPEHUX 3HAYCHHH MaKCPlMaJILHOI/I
M1a3MeHHON KOHUEHTpauuk Cmax 1 AUC penarnunuza (B 1,7 u 2,4 pa3a COOTBeTCTBeHHo) 4TOo
FOBOPHT O TOM, 4T0 A771726 sBnsercsa uuruGuropom uzodepmenra CYP2CS in vivo. [ToaTomy
PEKOMEH/IYETCs MPOBEICHUE HAOMOACHHS 32 NALMEHTaMH, PUHUMAIOIIUMH JIEKAPCTBEHHbIE
cpeacTsa, MeTaboausupyroluecs ¢ nomolusio uzopepmenta CYP2CS, Takue Kak penarjMHuz,
MaKJIUTaKCE1, MMOrIUTa30H WM POCHMITIUTA30H, TaK KaK IPH 3TOM BO3MOXKHO yBETHYEHHE WX
CUCTEMHOM SKCMO3ULIUH.

Bnusnue na kogpeun (cyocmpam CYPI1A2)

[Tpumenenne noeTopHeIX 103 A771726 chmxkano cpeasee 3HaueHHe Cmax M AUC kodenna
(cyberpar CYP1A2) Ha 18 % u 55 %, COOTBETCTBEHHO, YTO MOATBEPXKIAET TO, 410 AT771726
MOJKeT ObITh c1abbiM HHAYKTOPOM H3odepmenta CYP1A2 in vivo. HéaTOMy IIPY COBMECTHOM
[IPUMEHEHUH  C  JICKAPCTBEHHBIMU ~ CPEJICTBAMM, METa0OJM3UPYIOIMMHUCA C  MOMOLIBIO
usopepmenta CYP1A2, Takumu Kak 1yn0KCeTHH, aJIoOCeTPOH, TeOYHIIIMH M TH3AHH/MH, CJIEYET
COOMIOAATh OCTOPOKHOCTB, TAK KAk 3TO MOKET MPHBOAMTH K YMEHBIIEHUIO 3QHEKTUBHOCTH ITHX
JIEKapCTBEHHBIX CPE/ICTB.

Bnusnue na cy6cmpamer mpancnopmepa opzanuueckux anuornoe 3 (OAT3)

[Tocne mosropubx 103 A771726 HabmomaeTcs yBeanueHHe cpeaHuXx 3Ha4yeHUH Cmax U1 AUC
uedaxnopa (B 1,43 u 1,54 pasa COOTBETCTBEHHO), noATBepikAaaoee, yro A771726 sBnsercs
urruduropom OAT3 in vivo. Tlostomy npu OJIHOBPEMEHHOM anMeHéHHH cybctpatoB OAT3,
TaKuX Kak wLe(akiop, GeH3WINEeHHLMUIMH, UMIPODIOKCAIMH, HHAOMETALHH, KeTonpodeH,
(ypocemua, UIMMETHNH, METOTpEKCAT U 3UI0BYIHH, PEKOMEHJyeTCsl COOMIOAATE OCTOPOKHOCTE.
Bnuanue na cyocmpamer BCRP u/unu mpancnopmupyrouiue opzaHu4eckKue aHuoHbl
nonunenmuodvt Bl u B3 (OATP1B1/B3)

[Tocne noBTopHbIX 103 A771726 Habmoaanoch yBeJIMYEeHHE CPeHMX 3HaueHHs Crmax 1 AUC (B
2,64 12,51 pa3a coOTBETCTBEHHO) po3yBacTaTHHA. OHAKO He Ha0JIr0/1a/I0Ch 3aMETHOIO BIIMSHUS

AGHHOTO yBCIMYCHHA IJIa3MEHHOW SKCIIO3MLIMHM PO3yBacTaTHHa Ha akTHBHOCTE HMG-CoA
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penykrasel. Jlns posyBactaTuHa yMeHblIeHHe 10361 Ha 50 % PEKOMEH/IyeTCs 111 COBMECTHOTO
npuema ¢ A771726. Ilpu OJHOBpPEMEHHOM NHPUMEHEHHH 103a po3yBacTaTUHa HE JI0JDKHA
npesbimath 10 Mr oauH pas B cytku. Jlnst apyrux cy6erparos BCRP (HarprMep, MeTOTpeKcaTa,
TOMOTeKaHa, cylbdacanasuna, 1ayHopyOHLMHA, 1OKCOPOOHIIMHA) U ceMeHcTRa cybcTparoB Gejka
nepenocynka opranuyeckux annoHoB (OATP), ocobenHo mHrHGHTOPOB HMG-CoA peayKTasbl
(HampyMep, CHMBAacTaTHHA, AaTOPBACTaTHHA, MPABACTATHHA, METOTpeKcaTa, HaTErJIMHMIA,
penariuHuaa, pudamnuuKHa) cleayeT Takke COONIONaTh OCTOPOXXHOCTH MPU COBMECTHOM
MpUMeHEHMH. [TalMeHThl 10IKHBI HAXOAMTHCSA MO TIIATEIBHBIM HAGMIONEHUEM B OTHOLIEHUM
IPU3HAKOB W CHMIITOMOB, YKa3bIBAaIOLIMX Ha YBEIUYEHHE CHCTEMHOM HKCIO3ZHIMH 9STHX
JICKapCTBEHHBIX CPEACTB, M Y TAKHX MALUEHTOB CIIE/LyET PACCMOTPETh BO3MOKHOCTh YMEHBIIEHHUS
A03bl 9TUX JIEKAPCTBEHHBIX CPEJICTB.

Buusinue  na  nepopanvnvie  npomusosauamounsie cpeocmea  (cooepacawue 0,03 me
smununscmpaouona u 0,15 me neeonopzecmpena)

[Tocne nosropHeIx 103 A771726 Habmonanock yBeanueHue cpeaHuX 3Ha4YeHUH Cmax 1 AUCo.24
STUHUISCTpaanona (B 1,58 u 1,54 pasa, coorseTcTBeHHO) M Crax 1 AUC(.24 neBOHOprecTpea (B
1,33 1 1,41 pa3a, COOTBETCTBEHHO). OIHAKO HE 0’KMIAETCS HEXKEIaTeIbHOro BO3JICHCTBHS 3TOr0
B3aUMOJCHCTBUA  Ha  dQDEKTMBHOCTH  MEPOPANBHEIX  IPOTHBO3AYATOYHBIX | CpeiCTB,
PEKOMEHIYETCsl yYMTBIBATh THII IPUMEHSEMOTO POTHBO3a4aTOYHOTO CPE/ICTBA.

Bauanue na eapgpapun

[ToropHEIe 110361 A771726 He OKa3BIBAIOT BMSHHE Ha (apmakoxkuHeTHky S-Bapdapuna, uTo
YKa3bIBaeT Ha To, 4T0 A771726 He ABNSAETCS WHTMOMTOPOM WM HUHIYKTOPOM H30(epMeHTa
CYP2C9. Onnaxo npu oaHoBpemeHHOM npuMeHernn A771726 u BapdapuHa Habmoxanoce 25
%-0€ CHWKEHHEe MaKCHMalbHBIX 3HauyeHuii MHO, ro CPaBHEHHIO C TaKOBBIMH IIPU TpHEME
oaHoro Bapdapuna. IlostoMy npu ogHOBpeMEHHOM NPUMEHEHUH C BappapHHOM ClieayeT
TILATEJILHO KOHTpoJsipoBats MHO.

Apyzue e3aumooeiicmeun |

Ecian nauuent yxe npunumaer uecrepomumnbie MPOTHBOBOCIAIUTEILHEIE npenapaT'LI (HIIBC
W/MJIA TIIIOKOKOPTHKOCTEPOM/IBI), UX MOKHO NPOJIO0JKATh NPUHUMATE TOC/IE Hayaja JeYeHHs
1edIIyHOMHIOM.

B Hacrosiliee Bpems HeT cBeleHMIT OTHOCHTENBHO COBMECTHOTO NPUMEHEHHs HC(i))‘I}"HOMHIla c
MpOTHBOMAIAPUHHEIMH NPENapaTaMH, HCIIOJIb3YEMBIMU B PEBMATOJIOTHH (HanpﬁMep, XJIOPOXHHA
M THAPOKCHXJIOPOINHHA), MpenapaTtamu 30J0Ta (B/M HIH MEpOPaNbHO), MEHULUIIIAMHHOM,
3aTHOTIPUHOM M JIp. MMMYHOJICTIPECCAHTAMHU (33 HMCKJIIOYEHMEM METOTPeKCaTa, CM. BBILLE).
HewuspecTeH puck, cBsa3aHHBIH C NPOBE/ICHNEM  KOMIUIEKCHOH Tepanuu, O0COOEHHO IpH

JUTUTCIIBHOM JICYEHHH. HOCKOHBKy T€pamnys TaKoro poAa MOXET 'npmaecm K Pa3BUTHIO
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AOTOJIHUTEILHOH MIIM JJa)kKe CHHEPTHAHONW TOKCHYHOCTH (HampHMep, rermaToTOKCHYHOCTH I
TOKCHYECKOTO BO3JEHCTBHUS HA KPOBB), KOMOUHALIMS JaHHOTO TIPENapaTa ¢ ApYyruMH Ga3UCHBIMH
npenapartaMu (HarpuMep, METOTPEKCATOM) HeenaTenbHsl. HenapHee COIMYTCTBYIOLIEE HIIH
MOCJIEAyIOIee  WCIOJIb30BaHUE  MOTEHUMATbHO  MHEJOTOKCHYHBIX  areHTOB  MOJKET
accoUMMpOBATECA ¢ OOJIBIION CTENEHBIO PHCKA PA3BUTHS HAPYIIEHHIH CO CTOPOHEI KPOBH.
Ocobble ykazanus

JleryHOMHI MOXET NMPUMEHSTBCS TOIBKO MOCIE TIIATENBHOTO MeTHIHHCKOTO o6cneﬂOBaHm
MaLUEHTOB.

Oouyue npedocmepemncenua

Benencrue mnmrensHoro nepuosa mosyBbIBeEHHS aKTHBHOTO MeTaGo/uTa ne(bnyﬂowma
AT771726, naxe npu NpeKpalleHHH JeYeHHs Ne(IyHOMHUIOM ~ MOTYT Bosﬂnxﬂyrb I
COXpaHATLCA  CEPbE3HBIE  HEXKENATE/IbHbIE  peaKUMH  (HalpuMep, TIermaTOTOKCHYHOCTS,
FEMATOTOKCHYHOCTE  WIM  TSDKENbIE  MMMYHOJIOTMYECKHe/auleprudeckue  peakuuu). Eciu
Pa3BUBACTCA CEPbE3HAs HEXENATEIbHAs PEaKLMsl, UK €CIU NOTpebyeTcs GBICTPOE BHIBEAEHUE W3
opranusma A771726 no kakoi-nmuGo aApyroit npuumnme, CJICIYET Ha3HAYMTh KOJIECTUPAMHH WJIH
AKTHBMPOBAHHBIA yroJib, Kak OnMcaHo B pasneie «[IpuMenenue npu OepeMEHHOCTH M B MEpUO/]
FPYAHOTO BCKapMIIMBAHUAY, W NPU KITMHUYECKOH HEOOXOAUMOCTH MPOJOIIKUTE MM IIOBTOPUTH
MPUEM OJJHOTO M3 HHX.

[Ipu nono3spennn Ha TsKenbie MMMYHOJIOTHYECKUE/ANTIEPrUYecKue PEaKMK s HOCTHIKEHHS
OBICTPOrO M 5(h(EKTHBHOrO OUMILEHHs OPraHM3Ma OT STOro MeTaGouTa MOXET n0T§e603aT5cx
Oosnee AMTeNIbHOE HAa3HAYEHHE KOJECTHPAMMHA HITH aKTHBMPOBAHHOTO YIJIS.

OxnHoBpemeHHOE NpuUMeHeHUe TepuGIyHOMHUAA C neyHOMHIOM He PEKOMEH/YeTCsl, TaK Kak
nedyHOMU]I SIBIISIETCS POICTBEHHBIM COEIMHEHHEM TepudIryHOMHU 1A,

Peaxyuu co cmoponst nevenu | | |
[TockonbKy akTHBHEIN MeTaGoIUT nepynomuna A771726 umeet Beicokoe CPOICTBO K GeNkam U
BBIBOJMTCS ITyTEM METab0JIM3Ma B MEUECHH M CEKPELMH C XKEIUbIO, 4 TAKKE MOXKET OKA3BIBATE
FCMATOTOKCHYECKOE JEHCTBHE, NpUMeHeHHe JedyHOMHIA Y NaUMeHTOB C HapyLIEHUSIMHU
DYHKUMM TeYeHr pUHUMATh NedyHOMU He clieyeT. Y NalueHTOB, UMEIOIMX 3a60IeBaHNe
MEYCHH, PUMEHEHHE JIe(TyHOMH/Ia He PeKOMEH/TyeTCs. |

Coobwmanock 0 peIkUX CllyyasX pasBUTHS THKEIOrO MOPaXXEHHs MEYEHH, B OTACNBHBIX Cllydasx
€O CMEpTE/ILHBIM MCXOJOM, TPH JIeYeHHH JeTyHOMUIOM. BONBIIHHCTBO STHX clly4yaeB
HaOMO/ANI0Ch B TEUCHHE MEPBHIX WIECTH MecAleB jedeHus. XoTs He YCTaHOBINIEHA [IPUYMHHAs
B3aMMOCBA3L STHX HEKENATC/NbHBIX PEaKLUUH ¢ JeDTYHOMHIOM, M B GONBIIHHCTRE ényqaeB
MMCJIOCh  HECKOJIBKO  JIOTIOJTHUTENBHBIX MOA03PHTEbHBIX (hakTOpoB, TOYHOE BEIMONHEHME
PCKOMEHIALMH [0 KOHTPOJTIO JIEYEHHUs CUUTACTCH 06S3aTe bHEIM.
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Jlo Hauana neyeHus, a TakxKe, 1Mo KpaitHei mepe, 1 —-2 pasa B Mecs1 B nepBeIie 6 MeCSLEB JICUEHHUS,
M BIOCJICICTBUN Hepe3 Kax/ible 6-8 Helleb, cieyeT npoBepsith akTuBHOCTH AJIT B KpOBH.
Pexomenoayuu no koppexyuu pesicuma dozuposanun unu npeKpawieHuio npuema npenapama
6 3aeucumMocmu Om 6blpa3CeHHOCMU U CMOUKOCMU NOGbluieHuA akmuenocmu AJIT

Ipn noareepxaeHHoM 2 — 3-kpaTHOM NpeBBILIEHHH BepXHe# rpaHuLel HopMbl AJIT cHmxeHue
10361 ¢ 20 Mr 10 10 MT B CyTKH MOXET MO3BOJIUTH MPOIOIKHTE TNpueM JiedTyHOMHU 1A IIPH YCIIOBUH
TIIATEJILHOIO KOHTPOJIS 3TOTO MOKA3aTeIs.

Ecmu 2 — 3-kpatHoe mnpeBbimenue BepxHeit rpanuLel HopMel AJIT coxpansercs, wnu ecnu
MMEETCA HETIOATBEPXKACHHBIH TotbeM ypoBHs AJIT, npeBbIalomuii BepXHIOK0 IPaHUILY HOPMBEI
Gosnee uem B 3 pasa, npueM nediyHOMMAA NOMKEH GBITH npexkpameH. J{ns 6Gonee 6bIcTporo
CHWXCHUA  KOHUCHTpauuu A771726 cneayer HayaTh npuem KOJIECTUPAMHUHA  WJIH
AKTHBHPOBAHHOTO yIJis MO CXeMe NpOLEAypbl «OTMbIBaHMs» (cM. pasmen «IIpuMeHeHue npu
OepeMEHHOCTH | B [IEPHOJ IPYIHOTO BCKapMJIMBaHUS»).

M3-3a  BO3MOXKHBIX  JOMOJHUTENBHBIX  FeNATOTOKCHUECKUX 5¢dexToB = pekomeHayeTCS
BO3ACPKATLCs OT NPHUEMa STAHOJIA NP JIEYEHHH Jie Ty HOMHIOM.

Houeunan neoocmamounocme

B Hacrosmiee Bpems HenocTaTouHO oOmbITa IS CHCLHMAIbHBIX PEKOMEHJALUH 10 peKuMy
AO3HPOBAHHA y MALMEHTOB ¢ HapyIUeHHOH (yHKuuMeii nouek. [Tpu HazHaueHuw ne(bnyHOMmIa
MAlMCHTaM 1aHHOH KaTeropuu ciefyer coGMoAaTh OCTOPOIKHOCTS. Cnenyer y4uThIBaTH, 4TO
aKTUBHBIH MeTabouT nedayHomuna A771726 061aaaeT BHICOKOM CBA3BIO ¢ GenkaMu KpoBH.
T'emamonosmuueckue u ummynnsie peakyuu

Y nauueHTOB ¢ paHee MMeBIUEH MecTo aHeMHEM, JIEHKONEHHEN W/uu TPOMOOLMTONEHHEIH, a
TAaKKE y MAaUMEHTOB C HAapYMIEHUSMH (DYHKUMH KOCTHOTO MO3ra WIH C pnckom MO/aBIEHHUs
(yHKUMHM KOCTHOrO MO3ra Bo3pacTaer PHUCK BO3HUKHOBEHHS '€MaTOJIOTHYECKUX HEXeaTe IbHbIX
peakuui.

[TonHeIA knMHUYeCKKiT aHaTM3 KpoBM, BKMOYAs Onpe/ie/ieHHe JIEHKOLUTapHOM (bopMynH U
KOJINYeCTBA TPOMOOLMTOB, T0JKEH NPOBOANUTECS 10 HAYANA JTeYeHUS] ne(bnyHOMI/mOM a Takxke |
— 2 pa3sa B MeCHLl B TeYCHHE NEPBBIX 6 MECSLIEB JICYSHHS U 3aTeM KaxK/iple 6 — 8 Hees.

YacTelif  KOHTPONb remaToNOrMuecKMX —roOKa3aTeeid (OOmmiA  aHamM3 KpOBHM, BKJIIOYAs
NIEHKOLMTapHYIO (GOPMYIy M KOJNHYECTBO TPOMOOUMTOB) JOJDKEH MPOBOAUTHECS B cnenyroumx
clyyasix: |
- Y TALHMCHTOB C HENABHO WM OJHOBPEMEHHO NPHHUMAKOIINX MMMYHOCYTIPECCHBHBIE
/ICKApCTBEHHDIC CPE/ICTBA HITH JIEKAPCTBEHHBIE CPEJICTBA ¢ TOKCHYECKHM BO3/ICHCTBHEM Ha KPOBB,
a TAKXKE NMPH NMPHUEME STUX MPENapaToB M0C/Ie OKOHYAHUS JTCYEHUS] nedayHomumom 6e3 nepnona

«OTMBIBAHUS Y ;

15



- Y MALMEHTOB C HAJIMYHUEM B aHAMHE3€ COOTBETCTBYIOLIMX OTKIOHEHHIT CO CTOPOHBI KPOBH;

- Y MALKMEHTOB ¢ COOTBETCTBYIOLIMMHU M3MEHEHUAMHU B aHAJIM3aX KPOBHM JI0 Hayaja JICUCHHUS; He
CBA3aHHBIMH C BOCTIAJIMTE/ILHBIMU 3a00/I€BaHUAMH CYCTABOB.

B cmydae paseuTHs cepbesHBIX reMaTONOrMYECKMX peaKuMii, BKIIOYas MaHIUTONEHHIO,
HEOOXOMMO MPEKPATHTH TpHeM JieTyYHOMU/A U JTFO6OTo APYToro COmyTCTBYIOLIETO Mpernapara,
TOJIABJIAIOIETO KOCTHOMO3rOBOE KPOBETBOPEHHE, U HAYaTh MPOLIEAYPY «OTMBIBAHUS.
Hecmotpst Ha oTCyTCTBHE KIMHMYECKMX JaHHBIX, M3-33 TMOTEHIMANBHON BO3MOKHOCTH
MMMYHOCYTIPECCHH, TpUeM JiedTyHOMHUIA HE PEKOMEHI0BAH TALHEHTaM, MMEIOLIHM clieiyroume
3abosieBaHMS:

- TOKEJbIA uMMyHoneduumT (Hanpumep, CITH]T);

- BBIDa)KEHHOE HapylleHHe QyHKLUUHU KOCTHOTO MO3ra;

- TshKeJIble MHPEKUUH.

Hugpexyuu

M3BectHo, uTo npenapaThl, noao6HbIe NedyHOMUAY M 06NanaromMe UMMYHOCYTIPECCUBHBIMH
CBOWCTBAMH, J€NAIOT NMAaUMEHTOB GoJiee BOCTIPUHMYHMBBIMU K Pa3sIMYHOro poja UHGEKLHUsIM,
BIJIIOYasA  ONMOPTYHUCTHHYECKME  MH(eKuMM (MHQeKUMH, BbI3bIBaeMBlE rpubamMu U
MHKPOOPraHH3MaMH, CIOCOOHBIMHM BBI3bIBAT WH(EKUMH TONBKO B YCIOBMSX CHIIKEHHS
MMMyHHTeTa). Bo3HuKIIMe MH(bEKUMOHHEIE 3a60/1€BaHUs NPOTEKAIOT, KaK NPaBUIIO, TSDKEJIO U
TPeOYIOT PaHHEr0 M MHTEHCHBHOTO JIEYEHHS. [Ipn BO3HMKHOBEHHMH TsDKENIOro MH(EKIMOHHOrO
3a00J1EBaHUSI MOXKET MOHAZOOUTHCS NMpepBaTh JieYeHne Je(IyHOMHIOM M Ha4aTh MpOLENypy
«OTMBIBAHUSY. | |
[lepen Hauanom sevenus Bce MauMeHTH AOMKHBI GBITH NPOBEPEHBI Ha HAJIM4YM€ aKTHBHOIO W
HEaKTHBHOTO (JIATEHTHOTO) Ty6epkyiesa. Heo6X0auMo TiaTensHo MOHHMTOPHPOBAThH MALIMEHTOB
¢ TyOepKye30M B aHAMHE3€ M3-3a PHCKa ero peaKTHUBALHH.

Peaxkuyuu co cmoponwt ovixamenvroii cucmemsr

[Ipu Tepanuu neayHomMumoM GbitH OTMEUEHSI PEIKHE ClTyYau UHTEPCTULHATBHOIO JIETOYHOTO
npouecca. PHCK ero BO3HMKHOBeHMs BoO3pacTaer Yy MNalUMeHTOB C HaJU4YHEM B aHAMHeE3e
MHTEPCTHLMATBHBIX 3200/1€BaHHH Jlerknx. VIHTepcTHIMANbHBIE 3a601€BAHNS JErKUX SBISIOTCS
3a00JIEBAHUAMH C MOTEHLMATBHBIM JIETATBHBIM MCXOJ/IOM, KOTOPBIH MOXET cnqubéﬂ 0CTpO y
MALMEHTOB, MOMy4aromuX nediuyHomMus. Takie CHMNTOMBI KaK Kawledb M OJBIIIKA MOTYT
CJTy’KMTb NIPUYMHOH NPEKpaLeHUs Teparuu J1edTyHOMUIOM U AabHEHIIero COOTBETCTBYIOIIETO
o0cnenoBanus.

Hepugpepuueckan neiiponamus
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bein cooGuienns o ciyyasx nepudepuueckoii HEHPONATHH y MALUEHTOB, T0JIy4YaBIIUX JICUEHHE
nedryHOMHIOM, KOTOpas y GOJBIIMHCTBA MALMEHTOB MOC/IE TNpeKpaleHus IpueMa npenapara
paspelliaack, HO y HEKOTOPBIX NALMEHTOB CUMITTOMATHKA COXPAHSIACh.

Bospacr crapme 60 ner, comyrerBytommii MPUEM HEHPOTOKCHYHBIX MpPENapaToB U CaXapHbIil
A1abeT MOTYT TOBBICHTH PHUCK Pa3BUTHS nepucdepuueckot Heiiponatnn. Ilpu pazsutum
nepudepuyeckoii HeMponaTuM y naiuenTa, NPUHUMAIOILETO JIehITYHOMHU, CIIElyeT paccMOTPETh
BOTIPOC O MPEeKpalCHUH JIeYeHHsI JIeTyHOMHIOM U NpOBeJCHHH NPOLEYPBl «OTMBIBAHHSY,
ONHCaHHOM B pasjene «[IpumeHeHue npu GepeMeHHOCTH 1 B TMEPUO TPy JHOTO BCKAPMITHBAHHS .
Kooxcnvie peakyuu

B ciyuae pazsutus s3penHOro cromartuta CJIEZlyeT NPEKPATHTh TIPUEM JiehIyHOMHA.
Coobwanock o ciayyasx BO3HUKHOBEHHS cuHapoma CruBeHca-J/[DKOHCOHA MM TOKCHYECKOrO
2THACPMATILHOTO HEKPOJIM3a WM JICKAPCTBEHHOMH PEakUMH ¢ 503MHO(GMINEH M CHCTEMHBIMU
cumnromamu (DRESS-cunapoma) y naumentor, nonyyasummx nedIyHOMHUI.

B cnyuae BosnukHOBeHus y naumentTa, npuHUMaromero nedyHOMU]L FOOBIX U3 MEPeYHCIICHHBIX
Peakuuii HEOOXOAMMO OTMEHHTH MpHEM TperapaTa M HeMELICHHO HauaTh npoueaypy
«OTMBIBaHHSIY.

Apmepuanshoe daenenue

[Tepen nauanom nevenus nedmyHomuzom u NEPUOAMYECKH TIOCIE €ro Hayala Cleayer
KOHTPOJIMpOBAaTh apTepUANIbHOE AABJIEHHUE, TAK KaK BO BPEMsl JIeYeHHUSI Je)TyHOMHIOM BO3MOKHO
€ro MOBBILICHHUE.

Hckasicenue pesyiomamos onpedenenus COOEPIHCAHUA 6 CHIBOPOMKE KPOGU UOHUIUPOBAHHOZ0
Kanbyus

Bo Bpems nedenus nednyHommmom w/mmm TepUGIYHOMUIOM (aKTHBHBIM MeTaGOoJHUTOM
neIyHOMHIA) BO3MOXKHO HCKaXKeHHe PE3YJIbTAaTOB ONpE/ENCHHs CONEPXKAHUSA B CHIBOPOTKE
KpOBH MOHU3MPOBAHHOTO KalbLMs B BU/IE JIOKHOTO CHUXKEHHS JAHHOTO MoKasaTe s, MCKaeHue
MPOSBJIACTCA TPH MCMOJIB30BAHUH ONPEJENCHHOTO 060PYNIOBAHUS I OLEHKH conepmaﬂmi
HOHH3MPOBAHHOTO KalbLMs (B YaCTHOCTH, aHAIM3aTOpPa ra3oBOTO COCTABA KpPOBH). TaKHM‘ i
00pa3oM, CHHW)KEHHE YpPOBHS MOHM3UPOBAHHOIO KAbLMS y MALMEHTa, MOMYYAIOLEro JeueH e
NeIYHOMHIOM HIIH TepUDIYHOMHMIOM, MOMKET He COOTBETCTBOBATh J€HCTBUTENBHOCTH. [Ipu
COMHHTE/ILHBIX  pe3yJIbTaTax MCCIIENOBAHHS PEKOMEHYeTCs ONpE/IeICHHEe KOHLIEHTPALUU
KaJbLiMs B CBIBOPOTKE KPOBH € MONPABKOM HA YPOBEHB OBIIEr0 anpOyMHHa.

Pexomenoayuu ona mysucuun

OTCYTCTBYIOT MOATBEPKACHUS MOBBIIIEHHOrO pHCKa (PETOTOKCHYHOTrO AEHCTBHA (CBA3aHHOTO ¢
TOKCHYCCKNM BIIMHAEM Npenapara Ha CepMaTo30M/bl OTI(a) NP MPUMEHEHHUH JieITyHOMHU A y

MY>KYHH. SKCHepHMeHTaJILHble HCCI€NOBAHUS Ha YKUBOTHEIX 10 OILICHKE CHCHI/I(I)H‘ICCKOFO pucka
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3TOro  HexenateNbHOro spdekra He mnpoBoauaMch. JIIi  MaKCHMaIbHOIO YMEHBLICHUS
BO3MOHOTO pHCKa MY>YMHAM TPH MITaHUPOBAHUH TNOABJIEHHS pebeHKa HeOGX0UMO MPEKPATUT
nMpHem JiedryHOMK/Ia ¥ IPONTH NPOLEAYPY «OTMBIBAHHSY, onucaHHyio B pazaene «lIpumeHenue
MpH 6epeMEHHOCTH B MEPHO/L I'PYAHOTO BCKAPMIIHBAHHSY. !

Biinsinue Ha cnocoGHOCTL ynpaBasiTe aBTOMOOHIEM U YNpaBJ/ICHHIO MeXaHH3MaMH
HeobXxoanmo yuuTeIBaTh BO3MOXKHOCTE pa3BUTHS HeKeTaTe TbHBIX peaKiHii CO CTOPOHBI HEPBHOM
CHCTCMBbI, HaNpUMep, rONOBOKPYXEHUs, B CBA3W C YeM, MPH BO3HUKHOBEHHH TAKOrO pOAa
HEXCIATe/IbHBIX PEAKLUH, ClIe/lyeT BO3AEPKATBCS OT yNpaBICHHsS TPAHCTIOPTHBIMH Cpe/CcTBaMH,
MCXaHU3MaMH M 3aHATHS TIOTEHUMANBHO ONACHBIMU BHIAMH JESTENBHOCTH, TPeOYIOMUMH
MOBBILICHHON KOHLEHTPALMK BHUMAHHUS U GBICTPOTEI ICMXOMOTOPHBIX peakuui.

®Popma BbINycKa

Tabnerku, nokpeIThIE MIIEHOYHOM obonoukoii, 10 mr, 20 mr. H
[o 3, 10, 15, 30 TaGneTok B KOHTYPHOI sTYEHKOBO YNaKOBKE U3 [UICHKH MOJIMBUHUIIXJIOPUIHOM
1 GoJIbry aIOMHHHUEBOH MEYaTHOM JJAKHPOBAHHOM.

[To 1,2,3,5, 6 KOHTYpPHBIX S4EHKOBEIX YITAKOBOK BMECTE C MHCTPYKLHUEH 10 IPUMEHEHHIO B NayKe
U3 KapTOHa.

YciaoBusi xpanenns

XpaHuthb Npu Temmneparype He Boiue 25 °C.

XpaHuUTb B HEJOCTYITHOM JJIs1 JI€Teil MecTe.

Cpok roanocrn

3 roga. He IpuMeHSATE 110 HCTeYeHHH CPOKa FOHOCTH, YKa3aHHOI'O Ha YIaKOBKe.

YciaoBust oTnycka

OrnyckaroT no peuenry.

IpoussoauTens/ Oprannzauns, npuHUMaLWas NpEeTeH3HH noTpeduTeIeH

AO «AJINYM», Poccus.

MockoBckas 061, r.0. CepryxoB, 1. O6oneHcK, tep. Kpapran A, 1. 2.

Buinyckarowuii konmpons kavecmea

Mockosckas 0611, r.0. Cepryxos, . OGoneHck, tep. Ksapran A, 1. 2, ctp. 1.

Ten.: +7 (495) 646-28-68.

e-mail: info@binnopharmgroup.ru




