COOTBETCTBYET 3KCMEPTHOMY OTYETY
22 Ne 22012

ot 19.09.202

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOPOHTPERAPATA! & 1004)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI' O IIPEITAPATA
Kopundap perapa, 20 mr, TabieTKi ¢ MPOJIOHTHPOBAHHBIM BBICBOOOKIEHUEM, TIOKPHITHIE IJICHOYHON
000J104KOi
2. KAYECTBEHHbBIA U KOJTUYECTBEHHBIA COCTAB
JleficTByro1I1ee BEIECTBO: HU(ETUIHH.
Kaxxnas tabnetka comepkut 20 Mr HuUbeIUIMHA.
BcenomoratenbHble BellecTBa, HAJIWYUE KOTOPBIX HAJO0 YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npernapara: J1akTo3sl MoHoruapar — 31,60 mr (cMm. pasaen 4.4.).
[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEIIECTB NMPUBEIEH B pasaene 6.1.
3. JEKAPCTBEHHASA ®OPMA
TabneTky ¢ MPOJIOHTUPOBAHHBIM BBICBOOOXKACHUEM, TTOKPHITHIE TNIEHOYHOI 000JI0YKOM.
Kpyribie, 1BOSKOBBITYKIIbIE TaOJIETKH, TOKPHIThIE TUIEHOYHON 000JI0YKOM KEITOT0 IIBETA.
Bun Ha monepeuHoM pa3pese: 0JJHOPOIHAs Macca JKEITOro 1[BETa.
4. KIIMHUYECKUE JAHHBIE
4.1.1loxa3aHusl K NPUMEHEHHU IO
[Tpenapat Kopundap peraps nokazaH K IpUMEHEHHUIO Y B3POCIIBIX.
e AprepuaiibHas TMIEPTEH3NUS.
o CralunbHasi CTEHOKapIusi W Ba30CMacTHuUecKas CTeHOKapaus (creHokapaus IIpunHimMertana,
BapHaHTHAsI CTEHOKapaus).
4.2.PeskxuM 103UPOBAHUSA U CIIOCO0 NPUMEHEHHUS

PexxuM o3upoBaHus

Jlo3a mpemnapara nmoaOupaercsi BpadoM MHAWBUIYAIbHO B COOTBETCTBHH C TSKECTBIO 3a00J€BaHUS U
YyBCTBUTEIHLHOCTHIO TMAallMEHTa K Tmpemapary. /s TalueHTOB C COMYTCTBYIOIIUMHU TSKEIBIMH
1epeOpOBACKYISIPHBIMU 3a00JIEBaHUSMU U Yy TAIMEHTOB IOXKHIOTO BO3pacTa [03a JODKHA OBITh
CHIDKEeHa. Pexomenayemas cxema J03UpOBaHUs J1s1 B3POCIBIX:

Apmepuanvras cunepmen3us

[Ipenapar HazHawaor mo 20 mr (1 tabnmerka) 2 paza B cyTkd. lIpm HEZOCTaTOYHO BBIPAKEHHOM
KJIMHAYECKOM 3¢ (deKTe 03y mpernapaTta MocTeneHHo yBennunBaroT 10 40 mr (2 Tabmetku) 2 pasza B
CYTKH.

MaxkcuManbHas cyTouHas 103a - 80 Mr (4 TabJIETKH B CYTKH).

Cmabunvnas cmeHoOKapous u 6azocnacmudeckas cmeHoxkapous (cmenoxapous Ilpunymemana,

BAPUAHMHASL CMEHOKAPOUsL)
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Tpenapar Hasnauator no 20 mr (1 Tabnerka) 2 pasa B cytk - IIpi Hefocrateaho-Beipanetinom

KIMHUYECKOM 3¢ eKTe 103y npenapara MocTeneHHo yBenuuuBatoT 10 40 mr (2 tabnerkn) 2 pasa B
cyTku. MakcuManbHas cyTouHas 103a - 80 mr (4 TabIeTKH B JICHBD).

[Ipn Ha3HavyeHWM mpemnapara 2 paza B CyTKH (YyTPOM U BEUYEPOM) PEKOMEHIYEMbId HHTEPBAI MEXIY
npuemMamu coctapisierT 12 yacoB. MuUHHMMaNbHBIM MHTEpPBAI MEXAY NMpUEMaMHu Mpernapara I0JKEH
COCTaBJISITh HE MEHEE 4 4acoB.

HekortopeiM mamueHTam MoryT motpeboBaThecsi Ooyiee BBICOKHE N103bI HUGDEIUNHMHA. Y BEIUYCHHE
CYTOYHOM 10361 HU(penunuHa cBbitie 120 Mr He peKOMEHTYeTCS.

[TarmenTam, mosydarouuM KOMOWHUPOBAHHYIO (AaHTHAHTHHAIBHYIO WM TMIIOTEH3WBHYIO) TEPaIUIo,
00BIYHO HA3HAYAIOT MEHBIINE 03bl HU(eaunuHa. [Ipy 0THOBpeMEHHOM MPUMEHEHUH C HHTUOUTOpaMU
wm uaykropamu CYP3A4 pekomeHzyercsi CKOPpPEKTHPOBATh 103y HU(EIUNUHA WM MPEKPATHTh
npueM mpenapara (cM. pazzaen 4.5).

JUTMTeNbHOCTh Kypca JISUEHUS OIpeIesieTcs IeyalluM BpauoM.

B Tex cmydasx, korja mpenapar IPUHUMAETCS B OONBIIMX [103aX W/WIM B TEUEHHUE UIUTEIHHOTO
BpPEMEHH, JICUCHHUE CIIeyeT MPEeKpaIaTh MOCTENCHHO BO H30EKaHUE CHHIPOMA «OTMEHBD».

[Ipu HEoOxomammocTH TpUMEHEHUS HU(EAWNUHA B CYTOYHOW 103€ cBbimie 40 Mr st JedeHus
apTepHalibHOM TUIIEPTEH3UH UM CTEHOKAPAUH, PEKOMEHIyeTCs Ha3HauUeHUE IpernapaToB HupeIunmHa
B (hopme TabIETOK C MPOJIOHTUPOBAHHBIM BBICBOOOXKIeHHEM B 103upoBKe 40 Mr nmu 60 mr.

Oco0ble rpynibl MalueHTOB

Ilayuenmul nodxcunozo eospacma
VY nmoxwiIbIX marueHToB (crapiie 65 ner) papMakokrHETHKA HU(DETUTINHA U3MEHSETCS, B CBSI3H C 3TUM
MOJIICP KUBAIOIIasl 103a IMperapara MOKET OBITh CHM)KEHA IO CPAaBHEHHIO C MAI[MEHTAaMH MOJIOJ0TO
BO3pacra.
Ilayuenmul ¢ Hapywenuem Qyukyuu nevenu
VY nmanueHTOoB ¢ HapyIIeHUsIMU (PYHKIHUU MTEYEHH JIETKOM CTETeHU TSHKECTH J03a HU(EeAUNnHa JOHKHA
OBITh CHIDKEHA. Y MAIIMEHTOB C YMEPEHHOM U TSDKEJION MEeUeHOYHON HeJOCTaTOYHOCThIO (Kinaccesl B u C
no kinaccupukarnmu Yaiina-I1s10) npuMeHeHne npenapara mpoTUBOMOKa3aHO.
Tayuenmul ¢ Hapyuenuem Qynkyuy novex
VY nanueHToB ¢ HapyleHUus MU QYHKIIUU MOYeK KOPPEKLUs 1036l HUpEeAUNUHA HEe TpeOyeTcs.

eTH
bezonacHocts u 3((eKkTHBHOCTH NMpPUMEHEHHs Ipemapara y jAeTreil B Bo3pacte 10 18 njer He
YCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Croco0 mpuMeHeHus

BuyTtpps mocne enpl. TabieTky HEOOXOAMMO TPOTJATHIBAThH IEIMKOM, 3aluBas JOCTATOYHBIM

KOJIMYCCTBOM JKHMJKOCTHU, HCJIb3s pa3jiaMbIBaThb HWJIM Pa3’KCBLIBATD. O,Z[HOBpGMGHHBIﬁ MNprueM IHUIIU
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3aJIep’KUBAET, HO HE YMEHBIIACT BCAChIBAaHUE JIEHC ylomer"cm;éﬁilggg: %T@}kfﬁ@h&f{ﬂrﬁ%&ﬁoro

TpakTa. [IpenapaT Henb3s 3anMBaTh rpeindpyToBsIM COKOM (cM. paszzen 4.5.)
4.3.11poTrnBonoka3anus
I'unepuyBCTBUTENBHOCTD K ACHCTBYIOLEMY BEIIECTBY (WM K JTH0OOMY U3 BCIOMOTaTeNbHBIX BEIECTB,
IIEPEUUCIIEHHBIX B pazzene 6.1).
YMepeHHas U TshKeas IedeHouHast HeJocTaTouHOCTh (Kiacchl B u C no knaccudukanuu Yaitna-I1s10).
Kapanorennsiii mok.
Komnanc.
BripakenHas aprepuaibHasi THIIOTEH3Us (CUCTOIMYECKOE apTepuaibHOE AaBiieHre Hike 90 MM pT.CT.).
Ocrtpslit nepuoj nHpapkTa MUOKapAa (B TEUCHUE TIEPBBIX 4-X HEJEINb).
HecrabunpHas creHOKapausl.
I'eMomHaMHUYECKH 3HaYMMasi 0OCTPYKLMS BEIHOCSILETO TPAKTA JIEBOTO JKEIyA0UKa (BKIOYAs TAKEIbIH
AOpTAJIbHBII CTEHO3).
OpHOBpEeMEHHOE MPUMEHEHUE ¢ pU(GaMIUIIMHOM (H3-32 HEBO3MOXKHOCTH JOCTHXKEHUS dPPEKTUBHBIX
KOHIIEHTpaLui HU(eUnrHa B I1a3Me KPOBH BCIIEICTBUE UHIYKLIUU (PEPMEHTOB).
bepemennocts (10 20 HEenemns).
[lepuon rpyIHOTO BCKapMIIMBAHUS.
4.4.0co0ble yKka3aHusi 1 MepbI NPeJI0CTOPOKHOCTH NPH NPHUMEHEeHUH

C OCTOPOKHOCTBIO

Kopunap perapn cieayer mpuHUMATh ¢ OCTOPOKHOCTBIO MPH CIEAYIOIIUX COCTOSTHUAX:

® apTepHualbHas TUIOTEH3US;

® 3JI0KAYEeCTBEHHAs apTepUaIbHas THIEPTEH3Us (OTCYTCTBYET OMBIT KIMHUYECKOTO TPUMEHEHHS);

e umemuyeckas 60sie3Hb cepaua (0COOCHHO MPU TAKEIOM OOCTPYKTUBHOM MOPAKECHUHU KOPOHAPHBIX
apTepuii) WM 1epeOpoBacKyIsIpHbIC 3a00JICBaHNUS;

® XPOHMYECKAs CEpJeYHast HEJOCTaTOUHOCTb;

® OJHOBPEMEHHOE IpUMEHEHHEe ¢ O0eTa-apeHo0JoKaTopaMd U JAPYrUMHM TUIOTEH3UBHBIMU
npernaparamy;

® OJHOBPEMEHHOE IPUMEHEHHE C CEPJACUHBIMU TTIMKO3UaAMU;

® A0pTAIbHBIA CTEHO3, MUTPAJIbHBIN CTEHO3, THNepTporudecKkas OOCTPYKTHUBHAS KaApAUOMHUONIATHUS;

e caxapHbIi auaber;

e HapylieHue (QYHKIUH IIEYCHHU JIETKOW CTETeHH TshkecTH (kiace A no kinaccupukanuu Yaiina-I1si0);

® reMOJHMadN3 Yy NAaIlMeHTOB CO 3JIOKAYeCTBEHHOH TUIepTeH3ued (PUCK pa3BUTHS TSHKEION

apTepHaIbHON TMIIOTEH3UHN);
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® OJHOBPEMCHHOE NPHUMEHEHHE C WHTHOUTOpaMU [U/HIIH ﬁ%Tl%M‘ﬁ;mlegﬁr; :C'JY:PIB**AMS

(manpumep, denuTouMH, KapOamaszenuH, ¢eHoOapOuTaN, aHTHOMOTHKU-MAKPOIUABI, WHTHOUTOPHI
npotea3sl BUY, keTokoHAa30I1, aHTUIETIPECCAHTHI, (PIITyOKCETHH, BAIBIIPOEBAsk KUCIOTA U T.1.);
e OepeMeHHOCTh cpokoM Oosee 20 Henenp (mpenapaT MOKET MPUMEHSTHCS KaK CPEJICTBO «PE3EPBHOM
Tepanumn»);
® TI0OKWJIOM BO3pACT.
Cepoeuno-cocyoucmote 3a601e6anus
Apmepuanvras cunomen3us
Hudenunun pacmupsier nepudepuueckre apTepuu, CHUXKAET apTepHAIbHOE JTaBICHHE M MOXET B
OTJENbHBIX CIyYasiX BbI3bIBATh BHIPAKEHHYIO apTepUabHYIO THIIOTEH3UI0. Cle1yeT ¢ 0CTOPOKHOCTHIO
MPUMEHSITH Mpenapar y MarieHToB, CKIIOHHBIX K apTePHATbHON TUTIOTEH3UH, OCOOCHHO y MAaIMEHTOB C
UIIEMUYECKOl O0O0Je3HBbIO cep/la WM ¢ [epeOpOBacKYISApPHBIMH 3a00JE€BAHUSAMHU, y KOTOPBIX
ype3MepHoe CHIbKeHHe AJ] MOKeT MprBeCTH K pa3BUTHIO MH(apKTa MUOKapAa WK UHCYNbTa. B ciiyyae
BBIPKEHHOW apTepualbHON TMIIOTEH3UU CJIEAYET YMEHBIINTD 03y WM BPEMEHHO MPEKPATUTh IPUEM
HU(DeTUIIHA.
Puck pa3BuTus apTepuUaNbHON THUINOTEH3WHM BBINIE Y TAIMEHTOB, MNPUHUMAIONINX OeTa-
aapeHoOnokatopel.  OgHOBpeMEHHOE TpUMEHEeHHWe HudeaunuHa ¢ 0eTa-aJapeHOo0JI0KaTOPOB
HE0OXOIMMO MPOBOAMTH B YCJIOBUSAX TIIATEIBHOTO BPadyeOHOTO KOHTPOJS, MOCKOJIBKY 3TO MOXKET
00ycIOBUTH uYpe3MepHoe CHukeHHe AJl, a B HEKOTOpPBHIX ClydasiXx - YCYryOJieHHEe CHMIITOMOB
XPOHUYECKOH CEepIeYHOI HEJJOCTATOYHOCTH.
Tsoxenast aprepuaibHas TUIIOTEH3US U/WIM BBICOKAsi MOTPEOHOCTh B BOCIOJIHEHUH 00BbeMa JKUIKOCTH
OblJ1a OTMEYECHA Y TAIUCHTOB, MOJYJYalOIINX TeParui0 HU(PEeTUITHHOM U OeTa-aapeHo0I0KaTopamMu, BO
BpeMs OIEpalyl aopTOKOPOHAPHOTO IIYHTUPOBAHUS MOJ OOIIel aHecTe3Wel BBICOKMMHU 03aMHU
¢enranmna. Eciu Bo BpeMs Tepanuu MaleHTy TpedyeTcs MpOBECTH XUPYPIUYECKOe BMEIIATEIbCTBO
moA oOOmMM HapKO30M, TO HeoOXoauMo WH(POPMHUPOBATH Bpaya-aHECTE3WOJIOra O XapakTepe
MPOBOAUMON Tepanuu. Eciu miaHupyercst Xupypruueckoe BMEIIaTeIbCTBO MO 00IIel aHeCTe3neH ¢
MIPUMEHEHHEM BBICOKHUX /103 (DEHTaHWIIA, TO PEKOMEHAYETCS IPEKPATUTh MpreM mpemnapara Kopundap
peTap He MeHee 4yeM 3a 36 4acoB A0 oleparuu.
Apmepuanvras cunepmen3us
OTCyTCTBYET OMNBIT KIMHUYECKOTO MPUMEHEHHUS MpernaparoB HU(EAUNMHA MPU 3IT0KAYECTBEHHOU
apTepUaIbHON TUIIEPTEH3UHU.
JlexapcTBeHHbIi npenapatr Kopundap perapa He cieayeT NPUMEHATh JJIs CHUKECHUS apTepUantbHOTO
JaBJICHUS [IPU TUIIEPTOHUYECKOM KpH3E.

XpoHnuueckasn uwemudeckas 601e3ub cepoya
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JlekapcTBennsiii mpenapatr Kopundap perapn He ciagmyeT nﬁ%ﬁ%ﬁ“t&gmgﬁﬂ; :119;1@%03

CTCHOKApJUH M JUIsI BTOPUYHOH NPOPHIAKTUKU CEpACYHO-COCYTUCTHIX OCIOKHEHMH y MalleHTOB,
nepeHecnx nHpapKkT MHOKap/a.

Hecmabunvnas cmenokapous u/unu ungapkm muoxapoa

B penkmx ciyyasx y ManWeHTOB C HIIEMHUYECKOW OOJIe3HBIO cepama (OCOOCHHO TPH TSHKEIOM
OOCTPpYKTMBHOM  TIOP&XCHMM KOPOHAPHBIX  apTepuil) OTMEYalIoCh  yBEJIMYEHHE  YacCTOTH,
MPOJOJKUTENFHOCTA W/WIH TSHKECTH MPHUCTYIOB CTEHOKAPJWHU, a TAKXKe - B €JUHUYHBIX CIIydasx -
pazBuTHe WMH(]apKTa MUOKapjaa Mocjie Havdajia MPUMEHEHHUs OJ0KaTOpOB "MEMICHHBIX" KalbI[MEBBIX
ka"ayioB (BMKK) (Bxmrouast HupeaumnmuH) uiv 1mocie yBeIudeHus ux J03UPOBKU. MexaHu3M pa3BUTHS
JAHHOTO SIBJICHUSI HE U3YyYEH.

[Ipemapate! HU(penunmuHA B hopme Ta0IETOK ¢ HEMEJICHHBIM BEICBOOOKICHIUEM IIPOTUBOIIOKA3aHbI ITPH
oCcTpoM HH(pAPKTE MUOKAp/Ia.

OnpIT KIMHUYECKOTO IPUMEHEHUs penapaToB Hupeaunuua B opme TabJIeTOK ¢ IPOJIOHTHPOBAHHBIM
BBICBOOOXKJICHHEM TPU OCTPOM MH(pApKTe MHOKapJa U HeCTaOMJIbHOM CTEHOKApAMU OTCYTCTBYET, B
CBSI3U C YeM WX MPUMEHEHHE MTPU YKAa3aHHBIX 3a00JI€BaHUSAX IPOTHBOMOKA3aHO.

Xponuueckas cepoeunas neoocmamounocms (XCH)

BMKK (B T.4. Hu(enunun) cieayer ¢ 0co00il OCTOPOKHOCTHIO TpUMEHATh y manueHToB ¢ XCH. IIpu
nexomneHcupoanHoii XCH npumenenune npenapara Kopundap perap He peKOMEHIyeTcsl.

Cunopom «ommeHwvl» 6ema-aopeHodI0Kamopos

VY manueHToB co cTeHOKapJauel MpekpaiieHue npruemMa 0era-aapeHo0I0KaTOPOB MOXKET MPUBOAUTH K
Pa3BUTHUIO CHHIPOMA «OTMEHBD» (YBEIMYEHHE YacTOThl, MPOJOJKUTEIBHOCTH W/WIN TSHKECTH
MIPUCTYIIOB CTEHOKAPHMH ), BO3MOXHO, BCJICACTBUE MOBBIIIEHHONW YyBCTBUTEIILHOCTH K KATEXOJIAMUHAM.
Haznauenue HuQenunHa He MPeJ0oTBpAIaeT pa3BUTHE CHHIPOMA «OTMEHBD» OeTa-aipeH00I0KaTOpOB,
U J1a)K€ MOKET IPUBECTHU K €r0 YCHIIEHUIO B CBSI3U C PEIIEKTOPHBIM BBHICBOOOKICHIEM KaT€X0JaMUHOB
B OTBET Ha NepudeprudecKyro Ba3oInIaTaluio.

Hudenunun He oOnamaer aHTHAPUTMUYECKUM JI€HCTBHEM M HE NPEAOTBPAIIAET BO3HUKHOBEHHE
HapyIIEHUH CEepIeYHOr0 puTMa TMpH pe3Kod oTMeHe Oera-aapeHoOnokaTopoB. B ciyuae
HEO0OXOIMMOCTH TpEKpallleHusl Tepanuu OeTa-aJpeHOOIOKATOPOM CleAyeT MOCTENEeHHO YMEHbBIIATh
703y A0 Ha3HAYeHUs] HU(PEeUIHHA.

Aopmanvuwsiti cmeHo3/ MumpanbHulii cmeno3/ cunepmpoghuueckas 06cmpyKmusHas Kapouomuonamus
Kak u Bce jexkapCTBEHHBIE CPEICTBa, OONAJaloIIMe Ba30JMJIATUPYIOIIUM JEHCTBHEM, HHU(ETUNHH
CJIETYET C OCTOPOKHOCTBIO IPUMEHSITh Y MALIUEHTOB C A0PTaJIbHBIM CTEHO30M, MUTPaJIbHBIM CTEHO30M
WU TUNEPTPOUUECKOW OOCTPYKTHMBHOM KapAUOMHOIATHEH. Y TAIMEHTOB C T'e€MOJMHAMHYECKHU
3HaYMMOI OOCTpYKLMEH BBIHOCAILIETO TpakTa JIEBOIO IKeNyJouyka (HampuMmep, IpH TIKEIOM

a0pTaJIbHOM CTGHOSG) MNPUMCHCHUC NTpCIIapaTa MPOTUBOIIOKA3aHO.
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VY manueHToB ¢ OOCTPYKTHBHOM KapJIHOMHUONATHEHN C eCTBﬁw%ﬁaﬁ%ﬁw&wfage’r(%ﬂlllrh%écm

MIPOSIBIICHUS U TPOIOJDKUTEIBHOCTH MIPUCTYIIOB CTEHOKAPANH Tocie pueMa Hudenunuua. B nananom
ciiydae Heo0XouMa OTMEHa Tpernapara.

Ilepugepuueckue omexu

[Ipu npuMeHeHnM npenapaTtoB HUPEAUHHA OTMEYAIUCh HE3HAUYUTEIBHO WM YMEPEHHO BBIPAKEHHBIE
nepudepuyeckie OTEKH, CBSi3aHHBIE C JWiatanued nepudepuueckux aprepuil. OTekH OOBIYHO
JOKAIM3YIOTCS Ha HUKHUX KOHEYHOCTSIX, MHOTJA YMEHBIIAIOTCS MPH MPUMEHEHHH TUYPETHUKOB. Y
MAIMEHTOB C COIMYTCTBYIOIIEH XPOHHYECKOW CEPACYHON HEJOCTATOYHOCTBIO CIIEIYyEeT THIATEIbHO
muddepennmpoBath nepudepruIecKrue OTeKH, CBsI3aHHBIC C MPUMEHEHHEM HU(eauIHa, OT CHMITTOMOB
MPOrPECCUPOBAHUS TUCHYHKIIMH JIEBOTO KEITYA0UYKA.

Caxapnulit Ouadem

Y namueHToB ¢ caxapHbIM JuabeToM TMpU NPUMEHEHWU MpernapaToB HU(ETUIuHA MOXKET
MOoTpebOBaTHCA KOHTPOJIb KOHLIEHTPALIUU TJIFOKO3bI B IJIa3Me KPOBH.

Hapywenue ¢pynkyuu neuenu

B penkux ciydasx npu mpuMEHEHUH MpenapaToB HU(ETUMUHA 0TMEUaIoCh TOBBIIICHHE aKTUBHOCTH
HEKOTOpBIX  (epMEHTOB, Takumx  Kak  menouyHas  (Qocdaraza,  kpeatuHdochokuHasza,
JaKTaTaeruaporeHasa, acmapraramuHorpancdepaza (ACT) u amanmHamuHoTpancdepaza (AJIT),
KOTOpO€ OOBIYHO HOCHUT MPEXOMSIINI XapaKTep, HO MHOTJA MOXKET OBITh 3HAUUTEITHHO BBIPAKEHHBIM.
[IpyunMHHO-CNIEICTBEHHAS CBS3b C MNPUEMOM HH(EAUNUHA B OOJBIIUHCTBE CIy4aeB SBISICTCS
HEOIpeeIEHHOM, OJHAKO B HEKOTOPHIX CIIydasX OHA BECbMa BEpOSATHA. YKa3aHHbIE HW3MEHEHHS
a0OpaTOPHBIX TOKa3aTeJIed PEIKO COMPOBOXKIAIOTCS KIMHHYECKOW CUMITOMATHKON. OHaKo
OIHMCAHBI CJTy9ar BOSHUKHOBEHHSI X0JIECTa3a C )KEATYXO0N UK 0e3 Hee, a TAKKE PEIKUE CITydau Pa3BUTHUS
ayTOMMMYHHOTO TeraTuTa.

3a manueHTamMH ¢ HapylleHneM (YHKIMH MeYeHH YCTaHaBIMBAETCs TIATEIbHOE HAOMIOACHNE, U TIPU
HEOOXOIMMOCTH CHIDKAIOT /03y IMpernapaTa W/WIM TPUMEHSIIOT JpyTrue JieKapCTBEHHbIE (OPMBI
HU(DeTUIIHA.

Hapywenue ¢pynxkyuu nouex

[Ipumenenue npenapatoB HUGEAUNHMHA y TAIMEHTOB C HapylleHHEM (QYHKUWU TOYeK SBiseTcs
0e30MacHbIM; KOppeKUus A03bl HUeAunuHa He Tpebdyercs. B HEKOTOpBIX Cilydasx y MalUMEHTOB C
XPOHUYECKON MOYEYHOW HEAOCTATOYHOCTHIO OTMEYAIOCh TPAH3UTOPHOE TOBBINICHUE KOHIICHTPAIHH
a30Ta MOYEBMHBI U KPEAaTHHHWHA B CHIBOPOTKE KpPOBH. [IpHUMHHO-CIENCTBEHHAs CBS3b C MPHEMOM
Hu(peaunHa B OOJIBIIMHCTBE CIIy4aeB SBJSETCS] HEONpEAEIEeHHOM, OJJHAKO B HEKOTOPBIX ClIydasx OHa
BECbMa BEpOSTHA.

VY manueHToB €O 3JI0KAaUYeCTBEHHOW TUIEPTEH3HWEH, HAXOANIMXCS HAa TeMOAHAN3€, THUIIOBOJIEMHUS

(ymeHblIeHHE O0beMa LUPKYIMPYIOLWEH KpPOBM) IOCIHE MPOLEAYphl AHAIM3a MOXET YCHINUTh
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AHTUTUNEPTCH3UBHBIA 3(dekT Hudbemunuua u TPHBECTH W‘B&E&%}: @HJ%H)CIAIF N 0 enx

narueHnToB npenapat Kopundap perap He0OX0IMMO IPUMEHSTH ¢ 0CO00H OCTOPOKHOCTBIO, B CIydae
HEOOXOAMMOCTH CIIeIyeT YMEHBIINTD 03y Mpernapara.

Jlexapcmeennwie é3aumooeiicmeust

Hudenunua merabonusupyercs ¢ momompbio uzohepmenta CYP3A4. JlekapcTBEHHBIE CpEICTBA,
nojasisomue win uaaynupyoomue CYP3A4, Moryt okaspiBaTh BIUSHUE Ha 3PQPEKT «IIEPBHYHOTO
MIPOXOXKJICHHS Yepe3 MeUeHb WIN KIUPEHC HUETUITHHA.

K nexkapcTBeHHBIM cpencTBaM, cIaObIM WM yMEpeHHbIM HHTHOUTOpam wu3odepmenta CYP3A4,
MOBBIIIAIOIINM KOHIIEHTPALMIO HU(EIUIMHA B TJIa3Me KPOBHU, OTHOCSTCS:

® MaKpOJUAbI (HapuMep, SPUTPOMUIIIH);

e uHruOuTOpHI NMporeazsl BUY (Hanpumep, putoHaBup);

® TIPOTHBOTPUOKOBBIC CPEJICTBA TPYIIIIHI a30JI0B (HAIIPUMEDP, KETOKOHA30);

e aHTUaenpeccaHThl (Hea3010H U (QIYOKCETHH),

® XUHYNPHUCTUH/1aTb()ONPUCTHH;

® BaJbIPOEBast KMCIOTA;

® [IMMETHIUH.

[Ipy oOQHOBpEeMEHHOM TNPUMEHEHMH HUGPEAWIIMHA U YKa3aHHBIX MpPEnapaTtoB HEOOXOIUMO
KOHTpoNMpoBaTh A/l 1 mpu HEOOXOJUMOCTH CKOPPEKTUPOBATH /103y HUDEAUTTNHA.

Xupypzuueckue emeuwiamenscmea/oduian anecmesus

HNHrangaimoHHble aHECTETUKH MOTYT ycwiuTh cHkeHue AJl. Eciu Bo Bpemsi Tepanuu MalUEHTY
TpeOyeTcss TPOBECTH XHUPYPrHUYECKOE BMEMIATEIBCTBO TOA OOIIeH aHecTe3uel, HeoOXOoIuMO
MH(POPMHUPOBATH Bpaya-aHECTE3HOJIOTa O TOM, YTO MAIIMEHT NPUHUMAET HU(EAUIINH.
Juaznocmuyeckue uccieoo6anus

Bo Bpems 1eueHns BO3MOXHBI IOJIOKHUTENbHBIE pe3yJIbTaThl PHU MPOBeIeHNH MpsiMoii peakunu Kymo6ca
(B codueTaHMM C TEMOJUTHUYECKON aHeMuel mim 0e3 Hee) U JIa0OpaTOPHBIX TECTOB Ha aHTHUHYKJICAPHBIE
aHTUTENA.

Hudenunun, xak n npyrue BMKK, yrueraer arperanuio TpoMOOIIMTOB B YCIOBHSIX in vitro. Hebonbioe
KOJMYECTBO KIMHUYECKUX MCCICAOBAaHUN TOATBEPKAAET JAHHBIE O CTATUCTUYECKH 3HAYUMOM
CHIDKEHUH arperanuy TpoMOOLMTOB U YBEIMUYEHUU BPEMEHU KPOBOTECUCHHS.

[TpenmnonoxuTenbHO, TPUYMHON TaKUX W3MEHEHUH SIBIISETCS OJIOKaja TpaHCIOpTa KabIHs depes
MeMOpaHy TpoMOouTOB. KimnHIYeckast 3HaUMMOCTh 3TOT0 3(pPeKTa Heu3BECTHA.

Hudenunun MoxeT BbI3bIBATH JIOKHOE MOBBILICHHE KOHIIEHTPAIMM BaHWJIMJIMHUHIATBHON KHCIOTHI B
Moue NP ONPEEICHUN CIIEKTPOHOTOMETPUUECKUM METOI0M, HO HE BIIUSET HA PE3YJIbTaThl U3MEPEHHI
IIPU UCTIOJIb30BAaHUHU METO/Ia BEICOKOA((EKTUBHOM KUAKOCTHON XpoMaTorpadpun (BOXKX).

Ankozonw
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B nepuon nedenus He peKOMEHAYETCsl yOTPeOIsTh dxorobhkt-HAnHR R 1 54 bﬁ&h Eﬁbglglgﬂﬁoro

CHUXEHUS apTEPUATILHOTO JaBICHUSI.

Ilpumenenue y nayuenmos noicuiozo 6o3pacma

Cnenyer coOioaTb OCTOPOXHOCTh MpPU TNPUMEHEHHHM NpernapaToB HUGEAWNHMHA Y TOXKHIBIX
MAIMEHTOB BCIIEACTBHE BHICOKOW BEPOSTHOCTH BO3PACTHBIX HAPYIIEHUHN (QYHKIIMH MOYEK.
Ilpexpawenue mepanuu

OTMeHy IpUMEHEHHUS TTPEerapaToB HUQPEAUITUHA CIIEAYET OCYIIECTBISATh MOCTEIIEHHO (CYIIECTBYET PUCK
Pa3BUTHS CUHAPOMA «OTMEHBI»).

BcnoMorarenpHBIE BEIISCTBA

[Tpenapat Kopundap perap conep>kKuT JaKTO3bl MOHOTHIPAT.

[TanieHTaM ¢ pelKoO BCTpEyaroIIelcsl HACIEICTBEHHON HENEepeHOCHMOCThIO T'aJlaKTO3bl, JeQUIUTOM

JIAKTa3bl WK TJIIOKO30-TaJIaKTO3HOM MaibabcopOLuelt He cieayeT NpuHUMAaTh 3TOT Mpenapar.
4.5.B3aumoneiictBie ¢ JPYrUMH JIEKAPCTBEHHBbIMH MNpenaparaMM ¢ Jpyrue BHIbI

B3aMMOJAEHCTBUA

DapmakoKkunemuuecKue 63aumooeiicmeus

Jlexapcmeennvle npenapamsi, nuawue Ha MemadoIusm Hugeoununa

Hudenumun wmerabonusupyercss ¢ nomornbio uzodpepmeHToB CYP3A4/5, koropble HaxomsTcs B

cIu3ucTOd 000JIOYKE KHIIEYHHKAa M Te4YeHU. JlekapCTBEHHBIE CpPEICTBA, MOJABIAIONINE WU

MHAYLHMPYIOUE 3Ty (EPMEHTHYIO CHCTEMY, MOTYT OKa3blBaTh BIHMsHHE Ha 3()(eKT «epBUYHOTO

MIPOXOXKACHHS Yepe3 TIeUeHb (IOcye IpreMa BHYTPb) WIH KJIUPEHC HU(EAUITHA.

Hnoyxkmopwt uzoghepmenma CYP3A4

Pugpamnuyun

Pudamnuuun sBrsercss MouiHbIM uHAYKTOpoM m3odepmenta CYP3A4. [lpu ogHOBpeMEHHOM

MpPUMEHEHUH C pUGAMIUIUHOM CYHIECTBEHHO CHIKAaeTCsi OWOAOCTYNMHOCTh HUEIUNHUHA, W,

COOTBETCTBEHHO, yMeEHbIlaeTcsi ero s¢dekruBHocTs. [lo3TOMYy OIHOBpeMEHHOE NpPUMEHEHUE

HUGeaunuHa ¢ pupaMIUIHHOM TPOTHBOMOKA3aHO.

IIpomueosnunenmuyeckue npenapamol, unoyyupytowue uzogpepmenm CYP3A4 (nanpumep, gpenumoun,

Kapoamazenut, ghenobapobumar)

®enutonn uHaynupyetr uzohpepmeHT CYP3A4. [Ipn omHOBpeMEHHOM NMPUMEHECHMHM HH(pEAUNUHA U

(deHuTONHA CHIDKAeTcs OMOAOCTYHNHOCTh HHU(penumuHa M ymeHbliaercss ero 3¢ dextuBHoCTh. [lpu

OJTHOBPEMEHHOM NPUMEHEHWU [TAaHHOH KOMOMHAIIMM HEOO0XOJMMO KOHTPOJIMPOBATH KIMHUYECKUH

OTBET Ha Tepanuio HU(PETUIMUHOM U IPU HEOOXOAUMOCTH YBEIUYHUTH €ro J03y. B ciiydae moBblieHus

1103bl HU(PEeTUTTMHA [TPU OJJHOBPEMEHHOM IPUMEHEHUHU 000MX MpernaparoB, Mocie OTMEHbI (PEHUTONMHA

103y HA(EIUIHUHA CIIeAYeT YMEHBIIHTb.
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KiuHuuYecKkue WCCIeNOBaHUS 110 H3YYEHHUIO HOTeHunanbli:&uc;'::%Méﬂg%ﬁ'%$éﬁ%ﬁﬁh "

kapOamazenuHa wi (eHobapOuTana He NpoBOAMIUCH. [lockonbky o0a mpemapara yMEHBIIAIOT
KOHLIEHTPALMI0O HUMOJMIIMHA B I1a3Me€ KPOBH, CTpYKTypHO cxoaHoro BMKK, To Henb3s MCKIIOUUTH
BO3MOXXHOCTh yMEHBILICHUS KOHIEHTpaluu HHU(EeIuNnuHa B IUIa3ME KPOBU U CHUXKEHHS €ro
3¢ PeKTUBHOCTH.

Hneubumopuot uzoghepmenma CYP3A4

Anmubuomuxu epynnvl MaKkpoauoos (Hanpumep, SpUmpomMuyuH)

Knununyeckue nccinenoBaHus 1Mo B3auMOJICHCTBUIO HU(PEIUTTHHA U aHTUOMOTHUKOB TPYIITBI MAaKPOJIUIOB
HE TPOBOIUIUCH. M3BECTHO, YTO HEKOTOphIe Makpoymabl HHTHOMpYIT wu3zohepmeHT CYP3A4.
BcenencTBue 3T0ro Henb3st HCKIIIOYUTH BEPOSITHOCTD MOBBIIICHHUS KOHLIIEHTPAIMH HU(ETUNIHA B TUIa3Me
KPOBHU IIPU OJHOBPEMEHHOM NPUMEHEHUN HU(ETUITHHA U aHTUOMOTHUKOB TPYIIIBI MaKpPOJIUIOB.
ABUTPOMMIIMH, OTHOCSAUIMICS K aHTUOMOTHKAM TPYMIbl MaKpOJUIOB, HE WHIHOUpYeT M30(epMEeHT
CYP3A4.

Hneubumopor npomeasvrt BUY (nanpumep, pumonasup)

KnuHaudeckue wccnenoBaHus MO M3YYCHHWIO B3auMOACHcTBHs HudenunuHa u uHruoutopos BUU-
MpoTeas3bl He MPOBOJAMINMCH. M3BECTHO, YTO MpemapaThl JaHHOTO Kiiacca MHTHOUPYIOT H30(epMeHT
CYP3A4. Kpome Toro, ObUIO TMOKa3aHO, YTO Mpenaparsl JaHHOTO Kiacca TMOJABISIOT METa0O0In3M
HubenunuHa, onocpenoBanubiii n3opepmentoM CYP3A4 B ycnoBusx in vitro. Ilpu oqHOBpeMEHHOM
NPUMEHEHUH C HHUQPEIUIHUHOM HENb3sl HCKIIOYUTH CYIIECTBEHHOE IOBBIIICHUE KOHIEHTpAIUU
Hu(dequnHa B IJIa3Me KPOBU 3a CUET yMEHbIICHUs 3(PQeKTa «IepBUYHOTO MPOXOKACHUS» Yepes3
MEeYEeHb U 3aME]JICHUS BHIBEICHHUS.

IIpomueozpubrosvie npenapamol epynnvi a30106 (Hanpumep, KemoKoHa30.1)

Knunnueckue ucciaenoBaHus MO W3YYEHHUIO B3aWMOJEHCTBHS HH(ETUNHMHA U MPOTUBOTPUOKOBBIX
MIpernapaToB IPYMIIbI a30JI0B HE TPOBOAWIUCH. VI3BECTHO, YTO Ipenaparhl JaHHOTO KJIacca UHTUOUPYIOT
m3odepmernt CYP3A4. Ilpu oqHOBpEMEHHOM NPUMEHEHUH ¢ HU(DETUTTHHOM BO3MOYKHO CYIIECTBEHHOE
YBEJIMYEHNE CUCTEMHON OMOIOCTYIHOCTH HU(EIUIUHA 32 CUET YMEHbIIEHUs dPQeKTa «[1epBHUHOTO
IIPOXOKICHUS YEPE3 IICUEHb.

Lumemuoun u panumuoun

YcTaHoOBIEHO, YTO MUMETHUAWMH W PAaHUTHAMH HHTUOMPYIOT u3odepmMeHT CYP3A4 u BhI3BIBAIOT
MOBBIIIEHUE KOHIICHTpauu HU(eunuHa B 1mia3me KpoBu (cootBeTcTBeHHO Ha 80% u 70%), ycunuBas
TEM CaMbIM €TI0 aHTUTUIIEPTCH3UBHBIN d(P(HEKT.

Junmuazem

JluntuazeM cHUXaeT KiupeHc HudenunuHa. JlaHHYI0 KOMOMHAIUIO ClEIyeT MPUMEHSTh C
OCTOPOXHOCTBIO. MOKeT MoTpedoBaThcs yMEHBIICHUE 103bI HU(EIUITHHA.

Dnyoxcemun
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Knununueckue wucciienoBaHus MO HM3YYEHUIO B3au oneﬁméﬂ?%ﬁ@r@i{ﬂ%ﬁgg%%g@% HE

npoBOIMINCE. VI3BeCTHO, YTO (DIIyOKCETHH B YCIOBUSX in Vitro TIOAABISET METa00IM3M HU(EIUTTNHA,
ormocpenoBanHblii  gelictBueM wu3odpepmenta CYP3A4. CrnemoBaTenbHO, HENb3sS HCKIIOYUTH
BEPOATHOCTh TIOBBIIICHHUS KOHLIEHTpalMd HUdeaunuHa B IUIa3Me KPOBU IMPH OJHOBPEMEHHOM
npuMeHeHnn Hudeaunuaa u QIyoKceTrHa.

Hegazooon

Knuanueckue wuccnenoBaHus MO M3YYEHHUIO B3aMMOACWUCTBUS HubenunuHa U Heda3oloHa He
npoBoAwinch. M3BecTHO, uTO He(da30qO0H TMOAABIsAET MeTadoNM3M JPYyruxX IpenapaTos,
omocpenoBanHbiii  nerictBuemM u3odepmenta CYP3A4. CrnemoBaTenbHO, HEIb3SI HUCKIIOYUTH
BEPOSTHOCTh TIOBBIIICHUS KOHIIGHTpAallMd HU(ETUNUHa B IUTa3ME€ KPOBU IMPH OJHOBPEMEHHOM
NpUMEHEHUH HU(eIunHa 1 Heda3oaoHa.

Xunuoun

CooOmianoch O MOBBINIEHUHM KOHIIGHTpAallMM HU(ENUNHWHA B IUIa3Me€ KPOBH NPU OJHOBPEMEHHOM
MPUMEHEHUH ¢ XUHUIAWHOM. [103TOMY mpu OAHOBPEMEHHOM NMPUMEHEHHH XWHUIUHA U HUGDEIUIHHA
HE00XO0/IUM TIIATENILHBIA KOHTPOJb apTEpUANbHOTO NaBieHus. [Ipn HeoOX0AUMOCTH ClleyeT CHU3HUTh
103y HH(EeaUITHHA.

Xunynpucmun/0ansgonpucmun

OnHOBpeMEHHOE NPUMEHEHUE XUHYNPUCTHHA/NAIb()OMPUCTUHA MOXET MPHUBOAUTH K MOBBIIICHUIO
KOHIIEHTpAllK HU(EAUIUHA B TUTa3Me KPOBHU.

Banvnpoesas xucroma

Knununyeckue ncciaenoBaHus M0 U3YUYEHUIO B3aUMOJCHCTBUS HU(EIUITMHA U BaJIbIIPOEBOIl KUCIIOTHI HE
npoBOIMIIKCE. [10CKONBKY BalibIpoeBast KUCJIOTA MOBBIMIACT KOHIIEHTPALUI0 HUMOJUIIMHA B IUIa3Me
KpOBH, CTpYKTYypHO cxoHoro BMKK, To Henb3s HCKII0UNTh BEPOSITHOCTD MOBBIIIEHUS! KOHIIEHTPAINN
HU(eaunrHAa B TUTa3Me KPOBU U yCHIICHUS €r0 3P (GEeKTUBHOCTH.

I petinghpymosuiii cox

I'peitndpyroBeiit cox nurubupyer uzodpepmentr CYP3A4 u mopasnser mMeraboiu3M HUEAUITHHA.
OnHOBpeMEHHOE MPHMEHEHHE IIpernapara ¢ TpeHn@pyToBbIM COKOM MPHUBOAUT K IOBBIIICHUIO
KOHIEHTpaluu HudenunuHa B Ia3Me KpPOBU U YHJIMHEHHUIO €ro JECWCTBUS BCIEIACTBUE CHIXKECHUS
s deKTa «IepBUYHOTO MPOXOXKACHUS» Uepe3 MeYeHb M YMEHbIIeHHs KiupeHca. [Ipu 3TomM Moxker
YCUJIMBATbCA AHTUTHIEPTCH3UBHBIN 3¢p¢ext Hudenunuua. Ilpu perynaspHoM ynoTpeOIeHUH
rpeingpyroBoro coka JaHHbBIN 3((EKT MOKET COXPaHATHCS B TEUEHUE 3 JHEH MOcie MOCIEIHEro
ynoTpeOsieHus: coka. YToTpeOieHue TpeundpyTa/rpedndpyToBOoro coka BO BpeMs JICUCHHUS
HU(DETUITUHOM TPOTHUBOMOKA3aHO.

Cybocmpamut uzoghepmenma CYP3A4
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Cyoctparet  m3odepmenta CYP3A4 (manmpumep, unzad&%,:%ﬂ&@j E-%Eﬁ%liﬁﬁ%%éﬂﬂnm,

UMHUIpaMHUH, TmponageHoH, TeppeHaauH, BappapuH) TMpPH OJHOBPEMEHHOM NPHUMEHEHHH C
HUGEIUITUHOM MOTYT aelcTBoBaTh Kak MHrHOMTOpPHl CYP3A4 u yBenuumBaTh KOHIICHTPALUIO
HU(eIUINHA B IJ1a3Me KPOBH.

Luzanpuo

OnHOBpeMEHHOE MpHMEHEHHE Iu3anpuia W HU(EIUNHHA MOXXET TNPUBOJUTH K MOBBIIICHUIO
KOHIICHTpaLUU HU(ETUNMHA B IJIa3Me KPOBH.

Bruanue nugpeoununa na opyeue nekapcmeennvie npenapambl

Xunuoun

Hudenunun BbI3bIBaE€T MOHIKEHHE KOHIIGHTPALMM XUHHIUHA B IUIa3Me KpoBH. Ilocie oTMeHsb
HU(pEIUITUHA MOXXET NPOM30WUTH pPEe3Koe MOBBIINICHHE KOHIEHTpPAllMM XMHUIMHA B IUIa3Me KpPOBH.
[TosToMy mnpu mnpuMeHEeHHMM HU(pEAMIIMHA B KAauyecTBE JONOJHHUTEIbHON Tepanuu WIM OTMEHE
HUeIUnuHa cJelyeT KOHTPOJMPOBAaTh KOHIEHTPALMIO XWHHUJMHA B IUIa3Me€ KpPOBM M, IpHU
HE00XO0AUMOCTH, KOPPEKTUPOBATH €T0 J103Y.

Jlueoxcun

OnHOBpeMEHHOE NMPUMEHEHHE HU(EIUNNHA U JTUTOKCUHA MOKET IMPHUBECTH K CHIDKEHUIO KIMpEHca
JUTOKCHHA U, CJIEJOBATEIbHO, K MOBBIIIEHUIO KOHLEHTPAMM JAUTOKCHHA B IIa3Mme KpoBu. Cienyer
TIIATEIbHO KOHTPOJMPOBATH MOSBICHUE CHUMIITOMOB IEPEIO3UPOBKH TIIMKO3UAOB y MAIMEHTa, U B
ciryyae He0OOXOAMMOCTH CHU3UTh JJ03Y TUTOKCHUHA, YUYUTHIBAsl €r0 KOHIICHTPALMIO B TJIa3Me KPOBH.
Teogunnun

Hudenunun nosslIaeT KOHLUEHTpAlMM TeO(WIIMHA B IUIA3ME KPOBH, B CBS3M C YEM CJEIyeT
KOHTPOJMPOBATh KOHIICHTPALMIO TeopWUIMHA B Iula3Me KpoBu. Kumundeckuit >¢dext obdomx
MpernaparoB MPH COBMECTHOM MPUMEHEHUU HE N3MEHSETCH.

Taxponumyc

Takponumyc metabomusupyercs: npu ydactuu m3odpepmenta CYP3A4. HenaBHo omyOIMKOBaHHBIC
JIAHHBIE YKa3bIBAIOT HA BO3MOYKHOCTb MOBBIIIEHUS] KOHLIEHTPAIIMH TaKPOJIUMYCa B OTJCIBHBIX CIydasix
IIPU OJTHOBPEMEHHOM IMpUMEHEHHH ¢ Hu(eaunuHoM. [Ipu o1HOBpeMEHHOM MPUMEHEHUH TaKpOIUMYyca
U HupeaAuNuHa CIeAyeT KOHTPOJIMPOBATh KOHLEHTPAIMIO TaKpoJMMyca B IUIa3Me€ KpOBH U IIpHU
HEOO0XOAUMOCTU CHU3UTH €T0 JI03Y.

Bunxkpucmun

Hudenunun 3ameuiseT BbIBEACHHWE BUHKPUCTHHA W3 OpPraHM3Ma M MOJXKET BBI3BIBATH YCUJICHHE
noOOYHBIX JeicTBUH BUHKpHUCTHHA. [Ipn HE0OXOAMMOCTH OJHOBPEMEHHOIO IPUMEHEHHs 03y
BUHKPHCTHHA CHUXKAIOT.

Hpenapambl, cesAsblearomuecs C benkamu Kpoeu
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Hudenunun MokeT BBITECHSATh U3 CBSI3U C OemkaMu npeﬁ%ﬁﬂEgﬁé{TgﬁB%&hgﬁ iédkoit

CTETICHBIO CBS3BIBAHMS (B T. 4. HEMIPSIMbIE aHTUKOATYJSHTHI - IPOU3BOIHBIC KyMapruHa ¥ MHJIaH/IMOHA,
MPOTHUBOCYJOPOXKHBIE CPEACTBA, HECTEPOHMJIHBIE MPOTHBOBOCIAIUTEIbHBIC IpenapaTbl, XUHHH,
CAJIMLUIIATHI, CyIb(OUHIINPA30H), BCIEACTBHE YETO MOKET MOBBIIIATHCS MX KOHILIEHTpALMs B IJIa3Me
KpPOBH.

Leganocnopunsi

[Ipu oxHOBpeMEHHOM Ha3HAUYEHUHU Ie(aloCIIOPUHOB (Hampumep, HePHUKCHUM) U HUPEAUNUHA Y
npo6anioB Ha 70 % moBklIanach OMOIOTHYECcKas AOCTYIHOCTH Le(anocnoprHa.
DapmakoounamuuecKue 63aumooeiicmeus

IIpenapamul, cHudcalowue apmepuanivHoe 0agieHue

AHTUTUNEpTEeH3UBHBIN 3 (DeKT HIu(EeTUNIHA MOKET YCHUIIMBATHCS TPU OJTHOBPEMEHHOM IPUMEHEHUH C
aHTUTUIIEPTEH3UBHBIMHU MpenapaTaMu, TAKUMU KaK IUYPETUKH, OeTa-alpeHO0I0KaTOpbl, MHTHOUTOPHI
aHTHoTeH3uHIpeBpaarIiero pepmenta (AIID), anraronuctsl perentopoB anruorensuna I (APA 1),
npyrue BMKK, anbda-agpeHo6mokaTopsl, ”HTHOUTOPHI (pocdoaudcTepasbl-5, METHIAONA.

[Tpu ogHOBpEeMEHHOM NMPUMEHEHUHU HU(eAUnuHa U OeTa-aipeHo0I0KaTOPOB HEOOXOAUMO TIIATEIHLHO
KOHTPOJIMPOBATh COCTOSTHUE MAI[UEHTA, TaK KaK B OT/AEIBHBIX CIydasiX BO3MOXKHO yCYTyOJieHUE TeUCHHUS
XPOHUYECKOU CEpJIEYHON HEIOCTATOYHOCTH.

BeipaxkenHocTh cHMkeHust AJl ycmiIMBaeTcs NpU OJHOBPEMEHHOM NPUMEHEHHWH WHTAJSIMOHHBIX
AHECTETHKOB U TPUIMKINYECKUX aHTHICTIPECCAHTOB.

Humpamui

[Ipu ogHOBpEMEHHOM MTPUMEHEHUH C HUTPAaTaMH YCUJIMBAETCS TaXUKapIus.

Aumuapummuyeckue cpeocmsa

BMKK MoryTt ycunuBath OTpUIATEIbHOE HHOTPOITHOE ACWCTBUE TAKUX AHTHAPUTMHUYECKUX CPEICTB,
KaKk aMuoJapoH U XuHuAMH. CleayeT ¢ OCTOPOKHOCThIO Ha3HayaTh HUGPEAUNHH OJHOBPEMEHHO C
IU30MUPaMUIIOM U (PIIEKaUHUOM BCJIEICTBHE BO3MOKHOTO YCHJICHUS OTPULATEIEHOTO MHOTPOITHOTO
s dexra.

Cynvgham maenus

HeoOxonumo TtmiatensHo KoHTponupoBath AJl y OepeMEHHBIX >KEHIIWH MpPH OJHOBPEMEHHOM
MPUMEHEHUN HU(EIUNMHA ¢ BHYTPUBEHHBIM BBEJCHHEM MarHus cyib(aTa BCIeJACTBUE BO3MOKHOCTH
Ype3MEpHOro CHIKeHUs AJl, yTo mpeAcTaBiIsIeT ONacHOCTh KakK JJIs MaTepH, TaK U JJIS IUI0/a.
Denmanun

OpHoBpeMeHHOE TpuMeHeHHe HudeaunuHa u (¢GeHTaHWIa MOXKET TPUBECTH K BbIpaKECHHOU
apTepHalibHOM TUIIOTeH3UH. Eciu BO3MOXKHO, peKOMEHAYETCSl OTMEHUTh HUGDEIUINH KaKk MUHUMYM 32
36 yacoB 10 MPOBECHHS AaHECTE3UH C IPUMEHEHUEM (DeHTaHMIIA.

IIpenapamul xanvyus
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(NOCMNENOBATENBHOCTS 0004)

Camwxenne dppekTHBHOCTH HU(EAUTTHHA.

COOTBETCTBYET SKCNEPTHOMY OTYETY

Hecmepouonwvie npomusosocnarumenvhuvle npenapamsit (HIIBII)

HIIBII cHmwXaioT aHTUTHNEPTEH3UBHBIN 3(dekT HupeaunuHa BCIEACTBUE MOJABICHUS CHHTE3A

IIPOCTAarJIaHAWHOB, a TAKXKE 3a[1€P’KKU HATPHs U KUAKOCTH B OPraHU3ME.

Cumnamomumemuxu

CuMnaToMUMETHYECKHE CPEICTBA CHIKAIOT aHTUTUIIEPTEH3UBHBIN 3 ekt Hupenununa.

Ocmpozenvl

OCTpOreHsl CHUXKAIOT aHTUTUIEPTEH3UBHBIN YPPEKT HU(ETUNNHA BCIEICTBUE 3aAEPKKH KUAKOCTH B

OpraHusMe.

IIpenapamol rumus

IIpu coBmectHom npumeHenun BMKK ¢ mpemapatamu nuTHS BO3MOXKHO YCUJIEHME NPOSIBICHMS

HEHPOTOKCUYHOCTHU MOCIEAHUX (TOLIHOTA, PBOTA, JUAPEsl, ATAKCHsI, TPEMOP, IIyM B yIIax).
4.6.PepTUIBHOCTD, 0€PEMEHHOCTD M JIAKTAIUA

bepemeHHOCTD

[Ipumenenne HudeaunuHa Tpu 6epeMEeHHOCTH cpokoM a0 20 Henenb MPOTUBOMOKa3aHo. [Ipumenenue
HudeaunuHa npu cpoke 6epeMeHHOCTH Oosiee 20 HeAeIb BO3MOKHO B KaU€CTBE CPEICTBA «PE3EPBHOM
Tepanum» IpH THKEION apTeprualIbHON THIIEPTEH3UH, B CIIyYasix, €CII OKUJaeMast TIob3a JIsl MaTepu
MPEBBINIACT BOSMOKHBIN PUCK IS TUTO/A.

AJIeKBaTHBIX KOHTPOJUPYEMBIX HMCCIEIOBAaHUMN C y4yacTHEM OEpEeMEHHBIX JKEHIIMH He MPOBOAMIIOCH.
Nmeromasics uHpopMaus SBISETCS HEJOCTaTOYHOM ISl TOro, 4TOObI MCKIIIOUUTH BEPOSTHOCTD
BO3HHUKHOBEHHUS MOOOYHBIX () (HEKTOB, IPEICTABISIFOIINX OMACHOCTh IS IJI0]Ia 1 HOBOPOXKIEHHOTO.

B uccnenoBaHusax Ha KUBOTHBIX OBLIO TOKa3aHO, YTO HU(EIUNUH 00Ja1aeT SMOPUOTOKCHYHOCTHIO,
(eTOTOKCHYHOCTHIO M TEPAaTOreHHOCThI0. Ha OCHOBaHMU KIMHUYECKUX IAHHBIX HE ObUIO BBISBICHO
crenu(puIecKoro NpeHaTaibHOro pucka. Tem He MeHee, ObIJI0O OTMEUEHO MOBBIIIIEHHE YaCTOTHI CITy4acB
MepUHATATBLHOW acUKCHUU, KecapeBa CEUYCHHS, a TakKe TMPEkKJACBPEMEHHBIX POJOB U 3aJEPKKH
BHYTpUYTPOOHOTO pa3BuTHs 1ioaa. CBsi3p 3ITHX COOONIEHUH C HMEIOIIEHCS apTepuambHOM
TUTIEPTCH3UEH, ee JIeueHneM uin criennduaeckum 3¢ HEeKTom npernaparta HesCHa.

[Tpu npumenenun BMKK, B Tom unciie Hudenunmna, B KauecTBE TOKOJIUTHIECKOTO CPEICTBA BO BPEMS
OepeMeHHOCTH, 0COOCHHO MHOTOIUIOHOM (BOIHS U OoJiee), Mpu BHYTPUBEHHOM BBEJICHUU Tperapara
W/WIK TIPH OJHOBPEMEHHOM INPUMEHEHUHM O0eTaz-aApeHOMUMETHUKOB HaOIOJAIUCh CIIy4ad OCTPOro
OTeKa JIETKHX.

Hudenunun He crnenyer mpuMEHSATH BO BpeMsi OEpEeMEHHOCTH, 3a UCKIIOYEHHEM CHUTYyalllH, KOTraa
KIIMHUYECKOE COCTOSHUE JKCHIMUHBI TpeOyer nedeHus HudemunuHoMm. Hudemunua wmoxer
paccMaTpuBaTHCS B KAYECTBE CPEACTBA «PE3EPBHONM TepaNTUU» ISl HKEHILUH C TSHKEIION apTeprallbHON

rUNepTeH3rei, He OTBEYAIOIIMX Ha CTAHAAPTHYIO TEPAIHIO.
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(NOCNEOOBATENBHOCTE 0004)

JlakTamus

Hudenunun Bwigensercs B rpyaHoe Mosioko. KonneHTpauus HudeaunuHa B TPYAHOM MOJIOKE
COIIOCTaBMMa C €r0 KOHIIEHTpAIMEl B CBIBOPOTKE KPOBU MaTepu. BiusiHue npenapara, BbIBOASILErOCs
C TPYOHBIM MOJIOKOM, Ha OpraHu3Mm peOeHka Heu3BecTHO. [loaToMy B ciydyae HeoOXOIUMOCTHU
MpUMEHEHUsI HU(eTunHa B IEPHO/I JIAKTAllUd PEKOMEHIyeTCs TPEKPATUTD IPYAHOE BCKapMJIIMBaHUE.

DepTHIbHOCTD

B eauHMUHBIX Cilydasx IpU IKCTpaKopHopalbHOM omiogorBopeHuu npumeHenne bMKK, Bxkiatogas
Hu(peaunuH, ObUIO CBSI3aHO C OOpaTUMBIMU OHOXMMHUYECKUMHU M3MEHEHHSIMH B TOJIOBKE
CIEpMaTO30MI0B, YTO MOIJIO MPUBOAUTHL K HapyuieHHio ¢GyHKIuM crnepmbl. [lpu Ge3ycrnemnbix
MOTBITKAX AKCTPAKOPIIOPAIILHOTO OIUIOJAOTBOPEHUS U MPH MCKIIOYEHUU APYTUX MPUYUH OecIruionus,
clenyer paccmarpuBaTh BeposTHOCTh BiaussHus BMKK, Biutouas HudeaunuH, Ha COCTOSHUE
CIEPMaTO30M/IOB.

4.7.Binsinve Ha CIOCOOHOCTH YNPABJSATH TPAHCHOPTHHIMM CpeICTBAaMH U padoTaTh
¢ MeXaHM3MaMHU
Y HEKOTOpBIX MAalMEeHTOB, OCOOEHHO B Hauyaje JieUeHHs, HU(ETUNUH MOXKET BBI3BIBATH
TOJIOBOKPYKEHUE, UYTO CHMKAeT CIOCOOHOCTh K YIPABICHHUIO TPAHCHOPTHBIMU CPEICTBAMHU WM
OPYrMMH MEXaHHW3MaMu. B fnanbHeWIIeM CTENeHb OrpaHUYEHUN 3aBUCUT OT HWHIUBUIYAIBHOU
NEPEHOCUMOCTH HU(EUIHHA.
B nepuon nedyenusi, ocoOEHHO B HayaJle JICUSHUsI I MPU U3MEHEHUU J103bl, HEOOXOAUMO COOIIOaTh
OCTOPOKHOCTh TIPU YIPABICHUM TPAHCIOPTOM, 3aHATHAX IOTEHUUAIbHO ONACHBIMH BHUAAMH
NesTeTbHOCTH, TPEOYIOIIMMHU MOBBIIICHHON KOHIEHTPAIlMM BHUMAHHS M OBICTPOTHI MCHXOMOTOPHBIX
peaKkuuid.

4.8.HexenaTe/ibHbIEe peaKkuu

Pe3roMe HexemaTenbHbIX PEAKIIUNI

HexxenarenbHble p€akiuu CUCTCMATU3UPOBAHBI OTHOCUTCIILHO KaX(HOﬁ U3 CHUCTCM OpraHoB B
3aBHUCUMOCTH OT YacTOTHl BCTPEYAaEMOCTH C UCIOJb30BaHUEM Kiaccupukanun BcemupHoi
opranuzanuu 3apaBooxpanenus (BO3) ciaemyrommum obpa3om: oders yacto (>1/10); gacto (>1/100,
<1/10); mewacto (>1/1000, <1/100); peaxo (=1/10000, <1/1000); ouens penko (<1/10000); gacrora
HEU3BECTHA (HEBO3MOXKHO OTPEICIUTh HA OCHOBE MMEIOIIUXCS TAHHBIX).

Hapywenusa co cmoponvl Kposu u JaumM@amuyeckou cucmemsi: PEeIKo - TpOMOOLUTONEHUS,
TPOMOOIIMTONICHUYECKasi MypIypa; OYEeHb PEOKO - aHEMHs; YacTOTa HEM3BECTHA - JICHKOIICHUS,
arpaHyJIOIHTO3.

Hapywenus co cmoponvl UMMYHHOU cucmeMbl: HEYACTO - aJUIEPTUYECKHE PEAKIMU, OTEKH B CBSI3U C

pa3BUTHEM QJJICPTUYECKON pPEaKIMH/aHTHOHEBPOTHUSCKU OTeK (oTek KBuHKE) (BKIIOYAs OTEK
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ropTaHu*); PeKo - KOKHBIH 3y, KOKHAs CHITlb, KpaTBHUIA; OHets Peko L ayTotMyHHERL FeHaTHT;

9acTOTa HEU3BECTHA - aHAPWIAKTHYECKHUE/aHa(DUITaKTOUTHBIE PEaKIUH.

Hapywenus co cmoponvl obmena eewgecme u numarus: O9€Hb PEIKO - TUTIEPTIIMKEMHUS, YBEIIMUCHUE
MaccChl Tella.

Hapywenus ncuxuxu: He4acTo - TpeBora, HapyIICHHS CHA.

Hapywenus co cmoponvl HepaHOU cucmembl: 9acTO - TOJOBHAST 00Jb, CIA00CTh; HEYACTO - MUTPEHb,
TOJIOBOKPYKEHHUE; PENIKO - MapecTe3ws], IU3eCTe3Hs]; YaCTOTa HEM3BECTHA - THUIIECTE3Ms, COHIUBOCTbD,
MOBBIIICHHAS YTOMIISIEMOCTh. [IpH JUTUTEIIEHOM IIPHEME B BBICOKHX J103aX - IMTAPECTE3UsI KOHCYHOCTEH,
JCTIPECCUsi, YYBCTBO TPEBOTH, JKCTpamMpaMUIHbIe (MTAPKUHCOHWYCCKHUE) HApyIIeHUs (aTakcus,
«MackooOpazHoe» JUII0, IApPKAIoIIas MOXO0AKa, CKOBAHHOCTh JIBIDKEHUH PYK M HOT, TPEMOpP KHUCTEH U
MaNbIEeB PYK, 3aTPYAHCHHUE TIIOTAHHS).

Hapywenus co cmoponul opeana 3penusi: He4acTo - HapyIICHHE 3peHUS (B TOM YHCJIE TPAaH3UTOPHAsS
moTepsi 3peHus Ha (OHE MAKCHMAJIbHOW KOHIIEHTpalMH HU(ETUNMHA B IUIa3ME KPOBH); YacTOTa
HEHM3BECTHA - OOJIb B TJIa3ax.

Hapywenus co cmoponsl cepoya: HEYACTO - TaxUKapAWs, OIIYIICHUE CEPIICOMCHHS; PEIKO - Y
HEKOTOPBIX MAI[MCHTOB, 0OCOOCHHO B HaYaJIe JICYCHUS, BO3MOXKHO IOSBIICHHUE MPUCTYIIOB CTCHOKAPIUH,
910 TpeOyeT OTMEHBI Ipemnapara; ONMUCaHBbl CIWHUYHBIC Ciydau WH(apKTa MHOKap/aa; 4YacToTa
HEU3BECTHA - APUTMHUSI, 3arpyIuHHas 00JIb.

Hapywenus co cmoponvl cocyoos: dacto - mnepudepuuecKue OTEKH, MPOSBICHUS Ype3MEPHON
BazoMIIaTaluu (OeCCUMIITOMHOE CHIDKeHHe AJl, pa3BHTHE WM yCYryOJICHHE TCUCHHUS CepACYHOM
HEJ0CTATOYHOCTH (Jallle yCyryoJieHue y)Ke HMEBIIEHCS ), «ITPHIIMBBD) KPOBU K KOXKE JIUIA, THIICPEMHUS
KOXH JIUI[a, OIIYIIICHHUE kKapa); HeUacTo - BRIpakeHHOe CHIbKeHne AJl, 0OMOpoK.

Hapywenus co cmoponsl OvixamenbHOU cucmemsl, OP2ano8 2pyOHOU KIemKU U cCpe0OCmeHUs: He9acTo
- HOCOBOE KPOBOTEUCHHE, 3aJI0KECHHOCTh HOCA; PEIIKO - 3aTPyTHEHUE JIBIXaHUs, KaIllelb; OUYCHb PEJIKO -
OpOHXOCIIa3M; YaCTOTa HEU3BECTHA - OJIBIIIKA, OTEK JISTKUX **,

Hapywenus co cmopoHbl  diceny00uHO-KUWeYHo20 ~mpakma: 4YacTo - 3amop; HedacTo -
racTPOMHTECTUHANBbHAS ¥ a0 JOMHHANIbHAS 00JTh, JUCTICTICUS (TOIIHOTA, TUAPEes HIIX 3a10p ), METEOPU3M,
CYXOCTh CIIM3MCTOH OOOJIOYKH TIIOJOCTH pPTa; PEIKO - THIEPIUIa3us JeCeH (KPOBOTOYMBOCTb,
00JIe3HEHHOCTh, OTCYHOCTh); YACTOTAa HEU3BECTHA - PBOTA, HEJIOCTATOYHOCTH racTpo330dareaibHOro
chuHKTEpa, MOBBIIICHHBIN alTICTHT.

Hapywenus co cmoponvl neuenu u scenuesvigoosawux nymetl: HE4aCTO - TOBBIIICHUE aKTHBHOCTHU
«ITEYCHOYHBIX» TPAHCAMHHA3; PEIKO - IMPH JUTUTCILHOM TpHUeMe HapylleHue (QYHKIUU TCYCHU

(BHYTpHUIICUCHOYHBINA X0JIECTa3).
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Hapywenus co cmoponvi kodtcu u nOOKOHMCHbIX MKAHAU: Heqadﬂ)':—':gﬁllgfg&@’fﬁggx@b%g&%ﬁﬁ%hmﬁ

JIepMaTuT, (POTOIEPMATHT; YACTOTA HEU3BECTHA - TOKCHUECKUN AMHUIESPMAIIbHBIN HEKPOIU3 (CHHAPOM
Jlaitenna), mypmoypa.

Hapywenus co cmoponvl cxkenemno-muluedHol U cOeOUHUMeNbHOU MKAHU: HEYACTO - MBIIICYHBIC
CYJIOPOTH, OTE€YHOCTh CYCTaBOB; PEIIKO - apTPaITHsl, MHAJITHSI, YaCTOTAa HEU3BECTHA - ApTPUT.
Hapywenus co cmoponvl novex u mouesvigoosawux nymeti: He4acTo - MOJTUYPHsI, AU3YPHUS; YACTOTA
HEU3BECTHA - YXYAIIeHNne QYyHKIUH MOYeK (y MAIMEHTOB C MOYEYHON HEIOCTATOYHOCTHIO).
Hapywenus co cmoporvi no106vix opeano u MoaIouHOU Jicenesvl: HEeYacTo - SPEKTUIIbHAS AUCH YHKIINS,
OYCHb PEIKO - THHEKOMACTHs (y TOXXWJIBIX IMAIlMEHTOB, TMOJHOCTBHIO HCUE3AIOMIas IMOCIe OTMEHBI
Ipenapara), rajakTopes.

Obwue paccmpoiicmeéa u Hapyuienuss 8 mecme 668edeHusi: 4acTo - aCTeHHUs, ClIadOCTh; HEYACTO -
Hecrienududeckue 601, 03H00.

* MOXKET NMPUBECTH K COCTOSIHHIO, YTPOKAIOIIEMY KHU3HU

** cimydau OBLITH 3apETUCTPUPOBAHBI MPU TPUMEHEHUHU B KAY€CTBE TOKOJIUTUIECKOTO CPEACTBA BO BPEMSI
o6epemenHoctH (cMm. pazaen 4.6.)

VY manueHToB, HaXOASIIMXCS Ha TeMOJIUAIIN3E, CO 3JIOKAYECTBEHHON apTepuaaibHON THNEPTEeH3NEN UTn
CO CHIDKCHHBIM 00BEMOM HHPKYIUPYIOIICH KPOBH B PE3YJIbTATE MPOSBICHUS Ba30AMIATAIIMA MOXKET
BO3HUKHYTH BBIpQXXKCHHOE CHIDKeHHE AJl.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coobmark 0 moo3peBaeMbIX HEXeTaTeNbHbIX PEaKIHIX MOCIe PEeTUCTPALUU JIEKApCTBEHHOTO
mpenapaTa ¢ Lelblo 00ecrnedyeHHs HEeNpPepbIBHOIO MOHUTOPHHIA COOTHOILIEHUS «IOJb3a — PHUCK»
JICKapCTBEHHOTO TMpernapara. MeIUIMHCKUM paOOTHUKAaM pPEKOMEHAYeTCs Coo0IaTh O JIIOOBIX
M0JI03PEBAEMBIX HEXKENATebHBIX PEAKLUAX JICKapCTBEHHOT O IIperapara 4epe3 HallMOHAJIbHBIE CHCTEMBI
COOOIIIEHUs O HeXKENAaTeIbHBIX pEeaKLUAX roCy1apcTB — WieHOB EBpa3uiickoro s5kOHOMHYECKOTO COI03a.
Poccutickas ®@edepayus

109012, r. Mocksa, CinaBsiHcKasi ruiomaib, 1. 4, ctp. 1

denepanbHas ciryx0a o Haa30py B cdepe 3apaBooxpanenus (Poc3apaBHaazop)

Tenedon: +7 (495) 698-45-38, +7 (499) 578-02-30

dakc: +7 (495) 698-15-73

Oa.moura: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru/

Pecnyonuxa Kazaxcman

010000, r. Hyp-CynTaHn, paiion baitkonsip, yia. Amanrenni Umanosa, 1.13
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PI'TI na IIXB «HanuoHanbHbIA HEHTP SKCIEPTH3EI JIE KapCTBeﬁgg:Mg;'ﬁth&Iﬂ 0004)

uznenuin» Komurera MeIUIIMHCKOTO U (hapMalieBTHUECKOT0 KOHTPOJIsi MUHUCTEPCTBA
3npaBooxpaneHus: Pecnyonmmku Kazaxcran
Tenedon 8 (7172) 78 99 11

On.moura: farm@dari.kz
https://www.ndda.kz/

Pecnybnuxa Apmenus

0051, Epesan, ip. Komuraca 49/4

AO3T «HayuHblii IEHTP 3KCNEPTU3BI JIEKAPCTB U MEAUIIMHCKUX TEXHOJOTHI UMEHH aKaJieMHuKa J.
["aGpusnsanay

Topsiaas muaMs: (+374 10) 20-05-05, (+374 96) 22-05-05

On.nmoura: vigilance@pharm.am

http://www.pharm.am/

4.9.11epeno3upoBka
Cumnmombi
Hudenunun BbI3bIBaeT nepupEepUUECKyr0 Ba30JWIATALMIO C BBIPRXEHHOW U, BO3MOJXKHO,
MIPOJIOHTUPOBAHHON CUCTEMHOW apTepHalbHON TMIIOTEH3HUEH: ToJI0BHAsE 00JIb, TUIIEPEMUS KOXKHU JIUIIA,
JUTUTENIFHOE BBIpAXXEHHOE CHIKeHHE AJl, yrHeTeHHEe NesATeNIbHOCTH CHHYCOBOTO y3Ia, Opaaukapaus
W/WIN Taxukapaus, OpaguaputMus. [Ipu TsxkenoM oTpaBiIeHHH - TOTEPS CO3HAHUS, KOMa.
Jleuenue
JleyeHne mnepenoO3MpPOBKM 3aKJIIOYAETCS B CTAaHAAPTHBIX IPOLIEIypax BBIBEACHMs IIpernapara W3
opranusma. [loka3aHo Ha3HaueHUE BHYTPb AKTUBUPOBAHHOIO YIS, NPOMBIBAHUE >KeIyaka (mpu
HEOOXOAMMOCTH - MPOMBIBAHME TOHKOIO KHIIEYHHKA), BOCCTAHOBJIEHUE CTAaOMJIBHBIX IOKa3aTesnen
reMOJMHAMUKHU.
B cnyuyae mepeno3upoBku mpernaparaMu HUGEAUNIUHA TPOJOHTHPOBAHHOTO JEHCTBHUS HEOOXOIUMO
obecrieynTh HanboJIee MOJIHOE BBIBEICHUE IpenapaTa U3 OpraHu3Ma, o BO3MOXKHOCTH - IPOMBIBAHUE
TOHKOM KHIIKH B LEJIX IPEIOTBPALICHHUS AAIBHEHINErO0 BCACHIBAHUS aKTUBHOrO Beniectsa. [Ipu
MIPUMEHECHUH CIIAOUTENBHBIX CPEACTB CiienyeT yuuThiBaTh, uTo BMKK MOryT BBI3BIBaTH CHUXEHUE
TOHYCa KHIIEYHOM MYCKYJIAaTyphl BIUIOTh /10 ATOHUM KUIIEYHUKA.
AHTHI0TOM HU(EIUTTUHA SIBJIAIOTCSA Npenapartsl kKanblus. [lokazano BHyTpuBeHHOE BBeeHHne 10-20 M
10% pacTBOpa KanbLMs XJIOpHA WM KaIbLUs INIIOKOHATA, C MOCIEAYIOUIMM IEPEKIIOYEHUEM Ha
JUINTENbHYI0 HH(Y3HI0. Ecay npyu BBeIeHUH NpenapaToB KaJIblHsl HE YaJI0Ch JOCTHYbL JOCTATOUYHOIO
noabema AJl, BO3MOXKHO IPUMEHEHHUE alb(a-aApeHOMUMETHUKOB (JIOTIaMUH, HOPANUHEDPUH).
[Ipu OpammapuTMuu - B/B BBEIEHHE aTPONMHA, OeTa-aApeHOMUMETUKOB. [IpH yrpokarommx Xu3HU

OpaauapuTMUSX PEKOMEHI0BaHA YCTAHOBKA BPEMEHHOIO AJIEKTPOKAPAUOCTUMYIISTOPA.
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IIpH pa3sBUTHH Cep/eUHOi HEIOCTATOUHOCTH - B/B BhecHHe CHpOhARTHHA. VIFYSHONH YR LepatTo

PEKOMEHAYETCS IPOBOJIUTH C OCTOPOKHOCTHIO, B CBA3H C PUCKOM 0OBEMHOM Meperpy3ku cepiia.
HGOGXOZ[I/IM TH.IaTeJ’IBHBIﬁ KOHTPOJIb ACATCIBHOCTH CCpAla, JICTKUX U BBIHGHHTGHBHOﬁ CHUCTCMBI.
PexomeHyeTcs KOHTPOJIMPOBATh KOHIIEHTPAIMIO TIIOKO3bI (MOXKET CHIDKAThCS BBICBOOOXKICHHE
WHCYJIMHA) U COJICPIKAHUE IJICKTPOJIUTOB (Kajusl, KaJbllHsi) B KPOBH.

I'emoamnanus Hea(HEKTHBEH BCIEACTBUE BHICOKOW CTENEHU CBS3BIBAHUS C OEIKAMU TIa3Mbl KPOBH U
OTHOCHUTEIILHO MAJIOTO 0O0beMa pacripenienenus. BoaMoxxHo npoBezieHne miazMadepesa.

5. ®APMAKOJIOTMYECKHWE CBOWCTBA

5.1.@apmakoaMHaMHYeCKHe CBOMCTBA

dapMakoTepaneBTUYeCKasi TPyIa: OJOKATOPhI KadbIMEBBIX KAHAJIOB; CEIIEKTHBHBIC OJOKATOPHI
KaJIbIIMEBbIX KAHAJIOB C MPEUMYILIECTBEHHBIM JICHCTBHEM Ha COCY/bl; TPOU3BOAHBIE JUTUAPOMUPHUINHA.
Kong ATX: CO8CAOS.

MexaHu3M OelCTBUSA

Hudenumnu - cenekTuBHBIN 0710KaTOp «MeAIEHHBIX» KanblineBbix kaHanoB (BMKK), npoussoanoe 1,4-
nuruaponupuania. BMKK yMeHbIIaloT MOCTYMJI€EHHE MOHOB KaJIbIIUS B KIJIETKH 4Y€pe3 MEJJICHHbIE
KaJbIIMeBble KaHabl. HudenunuH Bo3ACHCTBYeT B TMEpBYIO oOdYepelb Ha KapIUOMHUOIUTHI,
TJIAJIKOMBIIIICYHbIE KIETKH KOPOHAPHBIX apTepuii W mnepudepudeckre pe3UCTHBHBIE cOCynbl. B
pe3ylbTaTe CHUXKACTCS BHYTPUKICTOYHAS KOHIEHTPALUS KAIbIUS M UHTHOUPYETCS COKpATUTEIbHAs
dbyakuus muonuToB. Hudenunun He n3MeHsIeT 00111ee coAepKaHue KaJIbIUs B CBIBOPOTKE KPOBH.

dapmarkognaamMuyeckue 3O HEKTEI

Hudenunun pacmmpsier KopoHapHbIe U iepupepudeckue apTepun, yMEHbIIaeT MOTPeOHOCTh MHOKAp/1a
B KHCJIOPOJE 3a CYET YMEHBUICHMs ITOCTHArpy3KM Ha CEpAlLle M JOCTAaBKM KHUCIOpOJa. Y CUIMBAET
KOPOHApHBIN KPOBOTOK, YJIy4IlIaeT KPOBOCHAOKEHHE HILIEMU3UPOBAHHBIX 30H 03 pa3BuTus (peHoMeHa
«OOKpaJbIBaHUS», AKTUBUPYET (PYHKIMOHUpOBaHWE KoJularepaneld. Pacmupss nepudepuueckue
apTepuu, CHWXkaeT oOmiee nepudepuyeckoe comporusienue cocynos (OIICC), Tonyc muokapna,
MOCTHArpy3Ky, NOTpeOHOCTh MUOKap/a B KUCIOPOAE M YBEIHMUUBACT JIUTEIBHOCTD AUACTOIMYECKOTO
paccnabnenuss neBoro xkemyngouka (JDK). IlpakTtudyeckn He BIUSET HA CHHOATPUATIBHBIA H
ATPUOBECHTPUKYJISIPHBIN y3i1bl. He Oka3bpiBa€T aHTHAPUTMUUYECKOTO Y MPOAPUTMOTE€HHOTO fieiicTBus. He
BJIMSIET Ha TOHYC BeH. Hudenunun ycuimBaeT moueuHblii KpOBOTOK, BBI3bIBast yMEPEHHBINH HATPHAypes.
OTpurnarenabHOe XpOHO-, IPOMO- U HHOTPOIHOE JielicTBUE HU(EAUTTNHA IEPEeKPBIBACTCS PePICKTOPHOM
aKTHBAIlMEH CUMITaTOAAPECHAIOBOM CUCTEMBI M YBEITMUCHUEM YacTOTHI cepaeuHbix cokpamienuit (HCC)
B OTBET Ha nepudepudeckyro Bazoauiaranuio. [lpenMyiiecTBeHHO B Hauase Teparuy CepAeUHbI pUTM
U CepJeUHBI BHIOPOC MOTYT CHI)KAaThCSl B pe3ysibTaTe akTHBanMU peduiekca Gapoperentopos. [lpu
JUTMTENIFHOW Tepanuu HU(EAUITMHOM CEPACUYHBIM PUTM M CEepAEUHBIM BHIOPOC BO3BpALIAIOTCA K TEM

3HAYCHHAM, KOTOPBIC OHM UMCJIM 10 HadYajla TCpalru.
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Hudenunun obiagaeT aHTUTUIIEPTEH3UBHBIM U aHTHAHTUHAIBHBIM JICHCTBUEM.
[Ipu aprepuanbHON TUNEPTEH3WH HU(DETUNHMH CHIDKAET apTepuanbHoe nasineHue (AJl) 3a cuer
nepudepuyeckor Bazommnaranuu U cHmwkeHus OIICC. Hudenunua npu npueme oIuH pa3 B CyTKH
obecrieunBaeT 24-4acoBOi KOHTPOJIb TTOBBIIIeHHOTO AJl. ¥V maruenToB ¢ HopMaibHbIM A/l HUdpeaumH
HE OKa3bIBACT HA HETO BIMSHUS TUOO BIHSICT HAa HETO B HE3HAYUTEIHHON CTETICHH.
[Ipu creHokapauu HuUdEeTUNUH yMEHbIIAeT mepudeprudeckoe U KOPOHAPHOE COCYIHCTOE
COINPOTUBIIEHUE, YTO MPHUBOIUT K YBEIUYEHHIO KOPOHAPHOTO KPOBOTOKA, CEPAEYHOrO BbIOpoca u
yIapHOro oobeMa, a Takke K CHUKEHMIO MocTHarpy3ku. Kpome Toro, HuGeaunuH pacumpsier Kak
MHTAKTHBIE, TaK U aTEPOCKIEPOTHUECKH M3MEHEHHbIE KOPOHApPHBIE apTEpHH, MPEAOTBPAIAET Ca3M
KOPOHAPHBIX apTEPHil U yIIydIaeT nepdy3uro uIeMn3upoBaHHOTO MUoKapa. Hudeauna ymeHbaeT
YaCTOTY MPUCTYIOB CTCHOKAPJUU U UIIEMUYECKUX n3MeHeHnit DKI', He3aBUCUMO OT TOT0, BbI3BAHBI JIU
OHH CIIa3MOM HJIM aTePOCKIEPO30M KOPOHAPHBIX apTEPU.

5.2.apmakoKkuHeTHYECKHE CBOHCTBA

AOGcopOrus

Abcopbuus - Beicokas (Oonee 90%). buonpoctynnocts - 50-70%. OnHOBpEMEHHBII MpUeM MULIN HE
BIMsIeT Ha abcopOruo. O6nanaet 3¢pdexrom "mepBoro npoxoxaeHus" yepes neyeHsb.

Pacnpenenenue

MakcumanbHasi KoHueHtpanus HupeaunuHa (Cmax) B TUIa3M€ KpPOBU IIOCJIE OJIHOKPATHOTO
nepopaiabHOTO TipueMa 1 Tabnetku (cooTBeTcTBYET 20 M HU(DEIUITMHA) JOCTHTaeTes uyepe3 1-3 yaca u
ee 3HaYeHHE COCTABIISIET B cpeHeM 28,3 HI/MiL.

[Iponukaer yepe3 remarodHUePAINYECKUd W IUIAIICHTAPHBIN Oapbepsl, BBIACHSACTCS C TPYIHBIM
MoJioKoM. CBsI3b ¢ OeskaMHu IJ1a3Mbl KpOBHU (alibOYMUHBI) - 95%.

Y mnanMeHToB ¢ HapymieHHeM (DYHKIMHM TEYCHW WM IMOYEK BO3MOXKHO 3HAYUTEIHHOE CHIDKCHHE
CBSI3bIBaHUS HU(EIUITNHA C OEIKaMU IUIa3Mbl KPOBH.

Buorpanchopmariust

[TonHOCTHIO META0OIN3UPYETCS B IEUCHHU.

Merabonu3mM HudeaunuHa OCYIIECTBIsAeTC npenmyniecTBeHHO n3odepmenTom CYP3A4, a Taxke
uzopepmentamu CYP1A2 u CYP2AG6.

DJIMMUHAINS

BriBoguTcs moukamu B Buje HeaKTHBHOTO Metabonuta (60-80% mpunsaToit mo3b1), 20% c Kemdblo.
[Tepuon monyseiBenenus (T1/2) cocraBiser 2-5 4acos.

KymynsaruBHbiii 3pdexT oTcyrcTByer. XpoHWUYEcKas MOoYeuHas HEIOCTAaTOYHOCTh, TEMOJUATHN3 H
MIEPUTOHEABHBIN TUaIn3 HE BIUSAIOT HAa ()apPMAKOKUHETHKY.

VY nmanueHToB ¢ IeYCHOYHON HEA0CTaTOYHOCTHIO CHIDKACTCS OOIINI KITMPEHC U yBeIuInBaeTcs T1/.

ctp. 19 u3 22



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 13.09.2022 N= 22012

(NOCMNENOBATENBHOCTS 0004)

Oco0Oble T'PVYIITBI TAITUEHTOB

THayuenmur nodicunozo 6o3pacma
[Ipuy npumenenuu mpenapatoB HUenunuHa B ¢GopMe TaOJIETOK € MPOJOHTHPOBAHHBIM/
MOANGUIIUPOBAHHBIM BBICBOOOKICHHUEM Y TOXXHIJIBIX TaIlMeHTOB (Bo3pacT > 60 JjeT) OTMEYeHO
yBenn4eHue Cmax ¥ T1/2 IO cpaBHEHHIO ¢ 00JI€€ MOJIOABIMU MAI[UEHTAMH.
Ilayuenmoi ¢ napyuwieHuem QyHKyuY neveru
®apMaKOKMHETHYECKUE MCCIEOBAHUS TIOKA3ald, YTO y MAIlMEHTOB C IIUPPO30M MEYEHH OTMEYAETCs
3HaYMTeNbHOE yBenuueHue Ti1, M yMeHblIeHHe oOmero kimpeHca Hudenunuua. Ilo gaHHBIM
KJIMHUYECKOTO MCCIIEI0OBaHMs Yy MAalMEHTOB C HapylIeHHeM (YHKLUMHU IEeYeHH Jerkoil (kimacc A 1o
knaccupukanuu Yaitna-ITeio) u ymepennoit (xkimacc B mo knaccudukanum Yaiina-Ilsio) crenenn
TSOHKECTU KIMPEHC HU(ETUIIHA TI0CiIe IpUeMa BHYTPb ObLII CHHU)KEH COOTBETCTBEHHO Ha 48% u 72% 1o
CPaBHEHMIO C MALMEHTaMU C HOPMaJbHON (yHKIMeH neyeHr. OTMEUeHO yBEeIUYEHHUE IUIOLaan MOoJ
kpuBoil «koHUeHTpauusi-BpeMs» (AUC) u Cmax cooTBeTcTBeHHO Ha 93% u 64% y manueHToB ¢
HapymeHneM (yHKIIMH NIEUYeHH JIETKOM CTeNeHH TskecTH (kiace A no kinaccupukanuu Yaiina-I1sio) n
COOTBETCTBEHHO Ha 253% u 171% y nanmeHToB ¢ yMEepeHHBIM HapylleHueM (yHKINHU Me4eHu (Kiacc
B no xnaccudukanuu Yaiina-I1s10) mo cpaBHEHHIO C MAIIMEHTAMU C HOPMAIbHOW (PyHKITMEH IeYeH. Y
MalMEHTOB C TSDKEJIOW MEeYeHOYHOU HemocTatouHocThio (kimacc C mo kmaccubukarun Yanna-ITsio)
(bapMakoKuHETHKA HUDEIUTTUHA HE U3ydallach.
Ilayuenmsi ¢ Hapywenuem yHKYyuU nouex
OnuMuHanys HU(pEeAUIIMHA MOXKET OBbITh 3aMeJICHAa y MAlMeHTOB C HapylleHHEeM (YHKIMM IOYEeK.
XpoHHuecKkas Mo4eyHast HeAOCTAaTOUHOCTh, IPOBEJCHUE T'EMOINAIN3a U IEPUTOHEAILHOTO AUAIN3a He
OKa3bIBAIOT CYIIECTBEHHOI'O BIHMSIHMA Ha (hapMaKOKWHETHKY HHU(enunuHa. KymynsatuBHbld 3¢ ekt
OTCYTCTBYET.
Jlemu u noopocmiu
®apMaKOKMHETUYECKUE UCCIIEJOBAHUS HE TPOBOIUINCE.
6. ®APMAIIEBTUYECKHE CBOHCTBA

6.1.IlepeueHb BcIOMOraTe/ibHbIX BelIECTB

Slapo TadieTku:

JIakTO3BI MOHOTHAPAT

Kpaxman kaprodenbHbIit
[ennron03a MUKpOKpUCTAIIIMYECKAs
IToBunmoun K25

Maruus creapar

0060s104Ka TA0JIETKU:

['unpomernnosa
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Maxporoa 35000
Kpacurens xunonunoBbii xentoiit (E104)
Turana quokcun (E 171)
Tanbk
6.2.HecoBmecTUMOCTD
He npumenumo
6.3.Cpok rogHoCcTH (CPOK XpaHEHHS )
5 ner.
6.4.0co0ble Mepbl MPEI0CTOPOKHOCTH NMPH XPAHEHUN
XpaHuTh Npu TeEMnepaType He Bbllle 25 °C B OpUTHHAIBHON YIIaKOBKE.
6.5.XapakTep u cogepkaHue NEPBUYHON YIIAKOBKH
ITo 10 Tabnerox B Omuctep (IIBX/amomunmii). [lo 3 OGmmcrtepa BMecTe ¢ JIMCTKOM-BKJIAIBIIIEM B
KapTOHHYIO MTAYKy, Ha KOTOPYIO JOMOJHUTEIHHO MOTYT OBITh HAHECCHBI 3alTUTHBIC HAKICHKU
W
ITo 50 o mo 100 TabmeTok BO (hy1akoH M3 KOPUIHEBOTO CTEKJIA C TPOOKOoii 6enoro neeta u3 [19 Hu3kon
IJIOTHOCTH € penbedHoM Hanamuchio «AWDy.
[To 1 ¢prakoHy BMecCTE C TUCTKOM-BKJIA/IBIIIEM B KAPTOHHYIO MAYKY, Ha KOTOPYIO TOTIOTHUTEIIEHO MOTYT
OBITh HAHECEHBI 3aIIUTHBIC HAKIICHKH.
6.6.0co0bIe MepbI NPEI0CTOPOKHOCTH NMPHU YHUYTOKEHUH MCIIOJIb30BAHHOI0 JIEKAPCTBEHHOI 0
npenapara ujid O0TX0J0B, MOJYy4YeHHBIX NOCJIe MPUMEHEeHHs JeKAPCTBEHHOIr0 mpenapara

WM padoThl C HUM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. JAEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

Tepa ®@apmanestuueckue [Ipennpusarus JIta., U3panns
7.1.11peacTaBuTeIb JepPKATE/IsI PErHCTPALMOHHOIO YI0CTOBEPEHUs

Ilpemen3uu nompebumeneii ciedyem HaAnpaesIaAmes no aopecy:

Poccuiickas @enepanus

00O «TeBa»

115054, Mockaa, yn. Banosas, 35,

Ten.: +7 (495) 644 22 34,

bakc: +7 (495) 644 22 35

info@teva.ru

PecnyOnuka Kazaxcran

TOO «parnodapm Kazaxcran»
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050059 (A15E2P), r. Anmarer, rip. Ams-®apabu 17/1) BI] HyphirFays 56, 65k o1 0L TE 0004)

Ten. +7 (727) 325-16-15

info.tevakz@tevapharm.com

PeciyOimka ApMeHust
00O «TeBay»
115054, Mockaa, yn. Banosas, 35

Info.Armenia@tevapharm.com
8. HOMEP PE'HCTPAIIMOHHOI'O YAOCTOBEPEHUS
JITT-Ne(000343)-(PT-RU)

9. ITATA MNEPBHYHOM PETMCTPAIIMM (ITOATBEPXKIEHUSI PEIMCTPAIINMN,
HNEPEPETUCTPAIIUN)

Hara nepsoii peructpaunn: 30.08.2021

10. JATA IEPECMOTPA TEKCTA

OOmiast  xapakTepucTHKa JieKapcTBeHHoro mpenapata Kopundap perapn jgocrynmHa Ha
WHPOPMAIIMOHHOM  TopTasie  EBpa3WiickOro  SKOHOMHYECKOTO COr3a B MH(OPMAIMOHHO-

KOMMYHHUKaIMOHHOM cetn «HTepHEeT»http://eec.eaeunion.org.
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