MHH3IPAB POCCHH
\#r worgzo ]31119
MUHUCTEPCTBO 3/IPABOOXPAHEHMS! POCCHIACKOM OEJEPALIMM |

!

UHCTPYKLIUA
110 MEJIULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEIIAPATA

Tpaxenta®

Perncrpaunonnsiii Homep: JII1-001430
Toprosoe Hanmenosanne: TPAXXEHTA"
MesxayHapoaHOe HeNATEeHTOBAHHOE HAHMEHOBAHHE: JIMHATTTMIITHH

JlekapcrBennas popma: TabIeTKH, MOKPBITHIE TJIEHOYHON 000104KOMH

Cocras

1 TabeTka, MOKpbITast IUIEHOYHOH 000JIOUKOM, CONEPIKHUT:

JIEUCTBYIOIIEE BEIIECTBO: TMHATIHIITHH — 5 MT;

BCIIOMOTaTe IbHbIE BelecTBa: MaHHUTOJ — 130,9 Mr, kpaxmai npexeIaTHHH3UPOBaHHbIH — 18 mr,
Kpaxmaj KyKypy3Hbiii — 18 Mr, KOmoBuI0H — 5,4 Mr, Maraus creapat — 2,7 Mr;

meHo4Has o6osouka: Onaapaii® pososbiii (02F34337) — 5 mr (runpomeruiosa 2910 — 2,5 mr,
turada auokeun (E 171) — 1,25 mr, Tanek — 0,875 mr, makporon 6000 — 0,25 mr, KpacuTenb

xene3a okcua kpacublid (E 172) — 0,125 mr).

Onucanue
Kpyriible JBOSIKOBBITYKJIBIE CO CKOIICHHBIMH KpasiMi TaOJETKH, IOKPBHITBIE IJIEHOYHOM
000JI0YKO# CBETJIO-KPACHOTO I[BETA, C I'PAaBUPOBKOH CMMBOJIa KOMIIAHWM HA OJJHOM CTOPOHE H ¢

rpaBupoBKoit «D5» Ha Apyroi cropoHe TabIeTKy.

dapmakoTepaneBTHYECKAs IPynna
["UnorjiMkeMuyeckoe CpeICTBO — JUMENTHIMIIEeNTH 1a3bl-4 MHTHOUTOD

Koa ATX: A10BHO05

dapmakoI0rHyecKue cBOHCTBA

Dapmakoounamuka

JIuHarMnTHH sBIsSeTcs MHrHOuTOpoM (epmenta aunentuawmentuaassl-4 (JI111-4), xoTopsrii
y4acTByeT B MHAKTHBALWM T'OPMOHOB WHKPETHHOB — TIIFOKAaroHomoao6Horo nentuiaa 1 Ttuma
(I'TITI-1) u rmoko303aBUCUMOro HHCY IMHOTponHOTO noiunentraa (I'UIT). Dti ropMonb! 6bICTPO
paspymaiorcs ¢epmentom JII1I1-4. OGa 5TH HMHKpEeTHMHA Y4YacTBYIOT B IOJUICpKaHUH
KOHIEHTPALMK TJIFOKO3bI Ha (u3uosiorndeckoM ypoBHe. baszambhbie xonuentpauuu [TII-1 u
I"UI1 B TeyeHune CyTOK HU3KHE, OHM OBICTPO MOBBIIIAIOTCS B 0TBET Ha pueM nuiu. ['TII-1 u I'UII

YCHIIUBAKOT OuocuHTe3 HMHCYJIHHA U €TI0 CEKPELHIO OeTra-KjIleTKaMu HOI[)KCIIyIIO‘lHOﬁ JKEJIE3BI ITPHU



HOPMaJIbHOM MM MOBBIILIEHHON KOHIEHTpAIMK I1oko3bl kpoBu. Kpome toro, I'TIII-1 cHmkaer
CEKpEIHIO ITI0KaroHa ajib(a-k1eTkamMu MoJpKeTyI049HOM JKeJIe3bl, YTO MPUBOJUT K YMEHBIICHHUIO
TIPOYKIMH [JIFOKO3bI B lleYeHH. JIMHArIMIITHH aKTHBHO cBsi3biBaeTcs ¢ hepmentom JIITI1-4 (cBsi3b
oOparKuMasi), 4TO BBI3BIBAET YCTOHYMBOE MOBBIIEHNUE KOHIEHTPAIIMH HHKPETHHOB H JUTHTEIbHOE
coxpaHeHHe HX akTUBHOCTH. [Ipemapar TPAXKEHTA® yBenuuMBaeT TIIOKO303aBHCHMYIO
CEKpELMI0 MHCYJIMHA M CHHIXKAeT CEKPELHIO IJIIOKaroHa, 4ro MNPHBOJUT K HOPMaIHM3alMH
KOHILIEHTPAIIHWH IJTIOKO3bI B KPOBH. JINHATTMIITHH H30HpaTesbHO cBs3biBaeTcs ¢ pepmentom JITII-
4 u o6nanaer B 10000 pa3 Gosbliei ceneKTHBHOCTBIO 110 oTHOMmEHHIO K JIITI1-4 1o cpaBHeHHIO ¢
(depMeHTaMH JTUTETTH /NN THAA3bI-8 WK JUNEeNTHMINCNTHAA3bI-9 in vitro.

B KIMHMYECKHMX HCCJIEIOBAHUSIX, TJ€ TPUMEHSJICS JIMHATJIMITHH B BHJE MOHOTEpAlMH,
KOMOMHHPOBAHHOW Teparnuu ¢ MeTHOPMHUHOM, KOMOMHHPOBAHHOM TepanuH ¢ Ipenaparamu
cysib()OHUIMOUYEBHHBI, KOMOMHUPOBAHHOM T€PAMU ¢ HHCYJIMHOM, KOMOMHHPOBAHHOM TEPAIIUH C
MeTGOPMHHOM H TpernapataMu CyJIb()OHHIMOYEBHHBI, KOMOMHHPOBAHHOM TEpanuu ¢
NHMOIJIMTA30HOM, KOMOMHHPOBAaHHOW Tepamud ¢ MeTGOPMMHOM W  IHOIJMTA30HOM,
KOMOMHHPOBAHHOM Tepaniu ¢ METGHOPMHUHOM B CPaBHEHHM C IJTMMENHMPHIOM OBLIO JI0Ka3aHO
CTAaTHCTHYECKH 3HAYMMOE CHH)KEHHE IiIMKupoBaHHOro remorinobuna (HbAlc) m ymenbienue
KOHIIEHTPALMH TTI0KO03bI 11a3Mbl Hatomak (I'TITH).

Ipumenenue 1unaziunmuna y nayueHmos ¢ NOYeYHol HeOOCMamo4HOCmMbiO MANCEN0 CMenen,
RONYYABULUX AOEKEAMHYIO DA306YI0 2UNO2NUKEMUYECKYI0 Mepaniio

B KJIMHMYECKMX MCCIEJOBAHUAX, IJie MPUMEHSUICS JHHAIJIUITHH B JIONOJHEHHE K 0a30BOi
TUNOrIMKEMHYECKOH Tepanuu (BK/IIOYAIONIEH HHCYJIMH, NPOM3BOJHBIE CYIb()OHHIMOYEBHHBI,
IJIMHH/IB WM TIHOTJIMTA30H) OBLIO JIOKA3aHO CTAaTHCTHYeCKH 3HaumMoe cHikenne HbAlc (nma
0,59 % 1o cpaBHeHHIO ¢ Manebo; ucxoaxoe 3Hadenne HbAlc cocrasnsio okosno 8,2 %).
IIpumenenue monomepanuu JIUHALIUNMUHOM U UCXOOHOU KOMOUHUPOBAHHOU —mepanuu
JIUHATUNMUHOM U MEeMPOPMUHOM Y NAYUEHMO8 C HEeOA6HO YCMAHOGIEHHbIM OUACHO30M
caxapno2o ouabema 2 muna (¢ 6blpadceHHou unepeiukemuen)

B X0/1€ KIMHHYECKUX MCCIIeI0BaHU ObLIO JOKa3aHO, YTO KaK MOHOTEpAIHts JIMHATIIMIITHHOM, TaK
¥ KOMOMHHMPOBaHHAsl Teparus JHHATIUITHHOM B METQOPMHHOM NPUBOJIUIM K CTATHCTHYCCKH
3HaunMomy cHukeHuto HbAlc na 2,0 % u 2,8 %, cooTBeTcTBEeHHO (McXoaHOe 3HaueHue HbAlc
coctaBisiio 9.9 % u 9,8 %, coorBercTBeHHO). [Toka3zarenb pasHulbl B MeTojax JedeHus -0,8 %
(95 % JIN ot -1,1 no -0,5) npoaeMOHCTPUPOBAIT IPEUMYIIECTBa HCXOAHOH KOMOMHHPOBAHHOM
Tepanuy JMHATIUITHHOM ¥ MeTGOPMHUHOM Ha/l MOHOTepanuei uHaraunTuaoM (p<0,0001).
Ipumenenue Tuna2AUNMURA 8 KOMOUHAYUU C MEMPOPMUHOM U IMNAIUPIOZUHOM

B KIMHHYECKHX MCCIIEAOBAHUSX, TIJ/Ie TPHUMEHSICS JIMHArJUMOTHH B JIONOJHEHHE K
THIOTJIMKEMHMYECKON Tepanuu KomOuHanuein merhopMuHa U smnarauduosuHa (B J103MpOBKax

10 Mr u 25 Mr) 6bUIO I0Ka3aHO KIMHMYECKH 3Haunmoe cHinkerne HbAlc (1a 0,97 % s 10 mr
2



smnarauduosuna u 1,16 % ans 25 Mr smnarau@osdHa COOTBETCTBEHHO 10 CPaBHEHHIO €
mane6o; uexoanoe 3navenue HbAlc cocrassiio ot 8,5 % u Bbllne).

DapmaKkokuHemuKka

dapMaKOKMHETHKA JIMHATTTMIITHHA OblJIa BCECTOPOHHE M3y4eHa MPU MPUMEHEHHH Yy 310POBbIX
7I06POBOIBIIEB U y MAIMEHTOB ¢ caxapHbiM auabetom 2 Tuna (C/12). ¥V 310poBbIX 100pOBOIIBIEB
1ocJjie npremMa JIMHATIIMITHHA B J103€ 5 MI' OH OBICTPO BCACHIBAJICS, MAKCUMaJIbHAsi KOHIICHTPALMsA
JMHArIMNTHHA B 11a3Me KpoBH (Cmax) JocTHranzach yepes 1,5 yaca.

KoHlleHTpals JMHArIMITHHA B IUla3Me CHWKaeTcss Tpex(dasHo. TepMHUHAIBHBIA TEpHOJ
TI0JIyBBIBEICHUS JUIHTENbHBIH, Oonee 100 yacoB, 4TO B OCHOBHOM OOYCIJIOBJICHO yCTOHYHMBBIM
cBs3bIBaHMEM JuHaraunTHHa ¢ (epmentom JIII1-4, ojHako, Tak Kak CBs3b oOpaTuMmas,
HAKOIIJIEHUs] JIMHATJIMIITHHA HE TPOMCXOMUT. D(P(EKTUBHBIN NEPHOJ IOJIYBBIBEJACHHS T0OCIIE
MHOTOKPATHOTO NpHEMa JIMHATTMIITHHA B J103€¢ 5 MI' cOCTaBIIsieT mpuMepHo 12 acos. B ciyyae
npuema JIMHArMITHHA B J103¢ 5 MI | pa3 B JIeHb YCTOWYMBBIE KOHUEHTPAIIMK JIMHATIMIITHHA B
Tia3Me JJOCTUTAKOTCS T0CIIE TPEThE! J03bl.

dapMaKOKMHETHKA JIMHATIIMITHHA Y 30POBBIX J00poBoJbleB U y namuenToB ¢ CJI2 Obuia, B
1I€JI0M, aHAJIOTHYHOM.

Bcacvieanue

A6comoTHas  OMOJOCTYIIHOCTh  JIMHArunTHHA cocraBiaser mnpumepHo 30 %. Ilpuem
JMHAIJMIITHHA BMECTE ¢ THUIIEH, cojepkaiiei O0osblIoe KOJIMYECTBO JKHPOB, HE OKa3bIBaeT
KJIMHUYECKH CYLIECTBEHHOTrO BIMSHUS Ha (apMakOKMHETHKY. B uccienoBanusx in vitro
MI0Ka3aHo, YTO JIMHATJIMIITHH sBIseTcs cyocTpaTom juis P-rimkonporenna (P-gp) u n3opepmenta
CYP3A4. PutonaBup, Kak noTeHIua bHbiii nHruouTop P-gp u usodepmenta CYP3A4, moxer
BaBoe yBenuumpaTh 3HaueHne AUC (muiom@ane 1OJ KPHBOH «KOHLEHTpalMs - BPEMs»).
Pudamnuimy, Kak noTeHiuanbbiii nuaykrop P-gp u uzopepmenta CYP3A4, Mmoxer cHHKATh
3pauenre AUC B niepuo/i paBHOBECHOTO COCTOSIHUS (PaApMAaKOKHHETHKH.

Pacnpeoenenue

O6beM pacrpejie/ieHns Mocie 0THOKPaTHOTO BHYTPHBEHHOI'O BBEJICHHUS JIMHAITIMITHHA B 103€
5Mr 370poBbIM J00pOBOJIbIAM cocTaBiasier mpuMepHo 1110 iuTpoB, 4TO yKasblBaeT Ha
MHTEHCHBHOE pacnpe/ieieHne B TKaHsX. CBsi3bIBaHHE JTHHATIMITHHA ¢ O€JIKaMM I1J1a3Mbl 3aBUCHT
OT €ro KOHLEHTpAllM¥ M COCTaB/seT MpPH KOHUEHTpauuu 1 HMoib/1 okono 99 %, a mpu
koHuentpauuu Oosiee 30 HMonb/n — 75-89 %, 4YrOo OTpa)kaeT HACBICHHE CBA3bIBAHUS
muuaraunTuaa ¢ J{IT1-4 no Mepe yBesindeHust ero KOHIEHTpaluH. I1py BEICOKOH KOHLICHTPALH,
Koraa BozHukaer nojHoe Hacoimenue JI111-4, 70-80 % ymHarimnTHHa CBA3BIBACTCS C APYTUMH
oenkamu maasmel (e ¢ JIT1T1-4), a 20-30 % nuHarIMNTHHA HAXOAUTCS B MJIa3Me B HECBA3aHHOM

COCTOSIHUH.



Memabonuszm

[Ipubau3uTenbHO S5 % JTHHATTHITHHA BBIBOIUTCS MOYKaMu. MeTaboin3npyeTcs He3HauHTe/IbHas
4acTh JIMHArIMNTHHA. MeTaboI13M UrpaeT BTOPOCTENIEHHYIO POJIb B BBIBEJICHHH JIMHATTUIITHHA.
M3BecTeH OJMH  OCHOBHOH  MeTabOJMT  JIMHATJIMNTHHA, KOTOpbIH  He  obnamaer
(hapMaKoI0OrH4ecKOi aKTHBHOCTBIO.

Buvigeoenue

[IperMyIIeCTBEHHBIN 1yTh BBIBEJCHHUs — 4yepe3 KHieuHuK. Yepes 4 qHs 10Cie NepopaibHOro
npUMeHeHHs MedeHoro JuHarmunTuHa [*C] y 310poBbIX J0GPOBOJIBIEB BHIBOIUIOCH IIPUMEPHO
85 % no3wl (depe3 kumeyHuk 80 % u moukamu 5 %) NpU KIMPEHCE KpeaTHHHHA TPHUMEPHO
70 MA/MHH.

DapmaKkoKuHemuKa y ocobwlx 2pynn nayueHmos

Iloyeynas neoocmamo4ynocms

V NanMeHToB ¢ MOYEYHOH HEJ0CTaTOYHOCTHIO JIerKoi crenern (kampeHe kpearnnuna (KK) ot 50
10 <80 MyI/MHH) BO3/ECTBHE JIMHATIMITHHA B CTAllMOHApHYIO a3y ObLIO CONOCTABHMO C
BO3/IEHCTBHEM TIpenapara y 3J0pOBbIX HCIBITYeMbIX. [Ipy modeuHol HeI0CTaTOUHOCTH CpeIHen
mkectd (KK or 30 mo <50 mu/mMuH) HaOmoAanoch HEOOIbLIOE YBEJIWYEHHE BO3JIEHCTBHS
(npumepHo B 1,7 pasa 10 CpaBHEHHIO CO 37I0POBBIMH MCIBITYeMBbIMH). BosneiicTue
JMHArIMNTHHA y nanuentoB ¢ CJI2 W 1moyedHoil HemocTaToyHOCTBIO Tskesnon ctenend (KK
<30 my1/mMuH) OBUTO yBEIMUEHO MPUMEPHO B 1,4 pa3a 110 CpaBHEHMIO C MALUECHTAMHU C CaXapHbIM
auabeToM W HOpMasbHOM (yHKImel nmoyek. MozenupoBanue 3Hauennii AUC jMHarIMnTHHa y
MALMEHTOB ¢ TEPMUHAIBHOM CTa/ el MOYeYHOH HeJI0CTaTOUHOCTH 110Ka3aJlo, YTO BO3JEHCTBHE B
STHX CJydasX CpaBHHMO C BO3JeicTBHEM IIperapara y TalMEHTOB ¢  IOYEYHOH
HEJIOCTATOYHOCTBIO CpeJiHe WM Tshkesnoi cremend. He oxupaercs, 4Yto NpHMEHEHHE
reMo/IMajIu3a WM TIEPUTOHEATbHOTO IHaIu3a MO3BOJIUT JOOUTHCS BHIBE/ICHMS JIMHATIMIITHHA B
TEepaneBTHYECKU CYIIECTBEHHON CTeNeHH. B CBA3M ¢ HTHUM y NAlLMEHTOB ¢ JIHOOOW CTENEHBIO
IOYEYHO HEJOCTATOYHOCTH M3MEHEHHH JJO3UPOBaHMsl INHATJIMIITHHA He TpeOyeTcs.
lleyenounasn nedoocmamoynocmo

VY NalueHToB ¢ NEYEHOYHOH HEI0CTATOYHOCTHIO JIETKOM, CpeiHed M TsKeNoH cTemneHu (1o
knaccudukamun  Yaina-I1ei0) cpenane 3naueHus AUC u Cpax JIMHAIMITHHA T10CHIE €O
MHOTOKPAaTHOTO MPUMEHEHHsI B 03¢ 5 MI' ObUIH CXOIHBI ¢ COOTBETCTBYIOIIUMH 3HAYCHHIMH Y
COIIOCTABMMBIX 3JI0POBBIX MCIBITYEMBIX. MI3MeHeHuH 103MpOBaHMs JTMHATIMIITHHA Y NMAllMEHTOB
C TIEYEHOUHOH HEJ0CTATOUHOCTHIO JIETKOM, Cpe/iHeil U TSHKeIoi cTeneHu He TpedyeTcs.

Hnoexc maccwvt mena (MMT)

M3MeHeHuit 103MpoBaHKs JIHHATIMITHHA B 3aBUcuMocTH 0T UMT He TpebyeTcs.

Ilon

N3meneHui J03UPOBAHMS JIMHATJIMIITHHA B 3aBUCHMOCTH OT I10JIa HE Tpe6yeTcsl.



Iayuenmol nodcunozo 6ospacma

V3MeHeHHii T03MpOBaHHs JHHATIMIITHHA B 3aBHCUMOCTH OT BO3pacTa He TpebyeTcsl, MOCKOIIbKY
BO3pACT He OKa3bIBAJI KIMHMYECKH 3HAYMMOT0 BIUAHUS HA (apMAKOKHHETHKY JIMHATIMIITHHA 110
JIaHHBIM TIOMYJISIHOHHOTO (apMaKOKMHETHYECKOrO aHaIM3a, MPOBOMBIIErOCs B KIMHHYECKHAX
pceneopanusax. Kak y mokuiabix nmaimeHtoB (BospacT 65-80 neT), Tak m y 6ojee MOIOIBIX
NalMEeHTOB KOHIIEHTPAIIMH JINHATTTMIITHHA B T1J1a3Me OBUIH COIIOCTABHMBI.

Jlemu

dapMakOKMHETHKA JINHATJIMIITHHA Y JIETEH HE H3ydaliach.

Paca

M3MeHeHHit JI03MpOBaHUs JMHAIIMITAHA B 3aBHCHMOCTH OT packl He TpeOyercs. Paca He
OKa3biBajia CYIIECTBEHHOTO BIIMSHMS HAa KOHLEHTPALMHM JIMHATMIITHHA B IUIA3Me 10 JaHHBIM
KOMOMHMPOBAHHOTO aHaW3a (papMAKOKMHETHYECKHMX JIaHHBIX, MOJIYYCHHBIX Yy MalMEHTOB
€BPONEOUIHON packl, appoaMepHUKaHIleB M TAIMEHTOB JIATHHOAMEPHKAHCKOTO M a3HaTCKOro
npoucxoxaeHus. Kpome Toro, ObBUIO YCTAHOBIEHO CXOJACTBO (hapMaKOKMHETHYECKHX
XapakTepPUCTHK JIMHATIMIITHHA B CHELHAIbHBIX MCCIIEJOBAHUAX, POBOJIMBLINXCS Yy 310POBBIX
J106pOBOJIBIIEB €BPONEOMIHON packl W skutenedt Snonnmn u Kwutasg, a Takke y MalUdeHTOB

appoamepukanues ¢ CJ[2.

IMoka3zanus K NPHMEHEHHIO
IIJIﬂ TEpanuu caxapHoro nuadera 2 Tuna Y B3pOCJIBIX ITAIIUCHTOB B JOIIOJIHEHUE K THECTOTCPpAIIMHA
H (‘bPBH‘{eCI(HM YIpaXKHEHHUAM JUIS YJIYUIICHUS KOHTPOJISA IITMKEMHUH B Ka4CCTBE!
L4 MOHOTEpAnuu, IpH HENEPEHOCUMOCTH MCT(bOpMPIHa WJIA TIPOTUBOINOKAa3aHHH K €ro
INPUMEHEHHUIO BCIICACTBUEC IMOYEYHOM HEJOCTATOYHOCTH;
L4 KOM6HHHpOBaHHOﬁ Tepanuu C JApPYrHMH TUINOINTHKEMHYCCKUMH JICKapCTBECHHBIMHA
Ipenaparamu, BKJIto4asi HHCYJIMH, B TOM ci1y4ae, €CJIM ITpH TCparnuu 5TUMHU NperapaTtaMu HE

JIOCTHTAeTCs aJIcKBATHBIN IJTUKEMHYECKU I KOHTPOJIb.

IIporuBonokasanus
e [ MmepuyBCTBUTEIBHOCTD K JIMHATIIUIITHHY H/WIJIK K TIOOOMY M3 BCIIOMOTATE/IbHbIX BELIECTB
npenapara;
e (Caxapubiii quaber 1 Tumna;
e JlnaGernyeckuii KeTOAUUI03;
e bepeMeHHOCTDb M EPHO I'PYAHOTO BCKapMJIMBaHHS;
e Bospact 10 18 et (B CBA3M ¢ OTCYTCTBHEM JAHHBIX 110 3GPEKTHBHOCTH U O€30MaCHOCTH

NIPUMEHEHHS JIMHATIUIITHHA Y JeTeil ¥ OPOCTKOB 10 18 1eT).

C 0CTOpPOXKHOCTHIO

® HaHKpCaTI/IT B AaHAMHE3E,



e [lamments! crapuie 80 ner:

e [IpuMeHeHHE B KOMOMHAIIMH C TIPOM3BOIHBIMH CYJIb()OHHIMOUEBHHBI H/HIIH HHCYIHHOM.

IpumeHenne npu GepeMeHHOCTH H B IEPHO/ I'PY/IHOI0 BCKAPMIMBAHHS

[IpuMeHeHHe JIMHAIJIMNITHHA BO BpeMst OepeMeHHOCTH NpoTHBONOKa3aHo. IIpumenenue
JIMHATJIMITHHA B TIEPUOJI TPYIHOTO BCKAPMIIMBAaHHs IPOTHBONOKa3aHo. JlaHHbIE, OJIyYeHHBIC B
JOKJIMHUYECKHX  HMCCIIEOBAHUSAX Y OJKHBOTHBIX, CBHMJETEIBCTBYIOT O IIPOHHMKHOBEHHH
JIMHATIMIITHHA M €ro MeTabosiuTa B rpyaHoe Mosioko. He uckimoyaercs puck BO3JICHCTBHS Ha
HOBOPOJXK/IEHHBIX M JIeTell TMpH TpyAHOM BckapMimBaHuM. IIpu HE0OX0AMMOCTH MPUMEHEHHs
JIMHAIIMOTHHA B II€PHOJl TPYAHOTO BCKAPMIIMBAHWs, KOPMJIEHHE TPY/AbIO HE0OX0IMMO

NPEKPaTHTB.

Cnocod npuMeHeHHs H 103bl

Pexomeniyemas no3a cocrapiser 5 mr (1 tabnerka) 1 pa3 B cyTku, BHYTpb. [Ipy HasHaueHnu B
JoNoJIHEHHEe K MeTQOPMHHY, JIHHATJUITHH NPHHUMAIOT OJHOBPEMEHHO € MeT()OPMHMHOM,
COXpaHsis paHee Ha3HAYEHHYIO 103y MeTHOpMHUHA.

B cinyuae npuMeHeHHs JHHATIMITHHA B KOMOHWHALMK C MPOM3BOIHBIM CYJIb()OHHIMOYEBHHBI
W/MJIM MHCYJMHOM BO3MOKHO CHH)KEHHE JI03bl IMPOMU3BOIHOTO CyJIb()OHMIMOYEBHHBI HIIH
WHCYJIMHA JUTSl YMEHBIICHHUS PUCKA PA3BUTUS THIIOTIMKEMHUH.

Ipenapar TPAXXEHTA® MoseT NpHHMMATHCS HE3aBHCHMO OT IpHEeMa IHIIM B 1000e BpeMms
CYTOK.

JHeticmeust npu nponycke npuema 00HOU Ul HECKOIbKUX 003 JIEKAPCMEEHH020 npenapama

[Ipu nporycke 71036l MAIMEHTY CIeAyeT INPHHSATH Npenapar, Kak TOJIBKO OH 00 3TOM BCTIOMHHT.
He cneayer npuHUMATh ABOHHYIO 103y B OJIHH JIEHb.

Ocobvie epynnbl nayuenmos

JI1st MALMEHTOB € TIOYEYHOM HEI0CTATOYHOCTHIO KOPPEKIHS 10361 TMHATIMIITHHA He TpeOyeTcs.
Jlist NalMEeRToB ¢ HapyIeHreM (QYHKIMH IeYeHNH KOPPEKIIUH JI03bI IMHATIMITHHA HE TpeOyeTcs,
0J/IHAKO KJIMHHYECKHH OMBIT y TAKUX MAllUEHTOB HEJIOCTATOYEH.

JI1sl manMeHToB MOXKKUIIOTO BO3pacTa KOPPEKIHHU 103kl He TpedyeTcs. O1HaKo, KITMHUYECKHH OTbIT
y naiueHToB crapiie 80 JieT OrpaHuyeH, 03TOMY JIeYeHHe TaKUX IPYII NallHEHTOB HEOOX0IMMO
IIPOBOIUTH C OCTOPOIKHOCTBIO.

Jlis nereit U moAapocTkoB a0 18 ser mpumeHeHHe Ipenapara MPOTHBONOKA3aHO B CBSA3H C

OTCYTCTBHEM JI@HHBIX 1O 3PHEKTHBHOCTH U OE30MaCHOCTH.

Ilo0ouHoOe aeficTBHE
B 00beiMHEHHOM aHalu3e I1ane00-KOHTPOIUPYEMbIX MCCIIEJ0BaHUI YacTOTa HEXEeIaTeIbHbIX
SBJICHU NPU IIpHEMeE JIMHATJIUIITHHA 5 MT Oblla QHAJIOTHYHOM 4acTOTE HEXeJIaTeIbHBIX SBJICHUM

NpHU npueme ianedo.



[Ipekpainenye Tepanud HM3-3a HEXeIaTeNbHBIX sSBJICHMH ObUIO BbILIE B TPYINIE NALKCHTOB,
noJyyaBImx miane6o (4,3 %), 4eM B rpyiie, MoJTy4aBlINX JHHATIHITHH B 03¢ 5 MT (3,4 %).
Haunbosee 4acTo BCTpEYarOIIMMCS HEXeTaTeIbHbIM SBJICHUEM Oblla T'MIIOITTHMKEMHS: B CiIydyae
IpUMEHEHHs] TPOWHOM KOMOWHALMK NpenapaToB (JMHAIIMNTHH + METQOPMHUH + IIPOM3BOIHOE
cy/b(hOHMIMOYEBHHBI) OHA Habmoxaach y 22,9 % naiueHToB, a B cllyyae IPUMEHEHHs 11anedo
—y 14,8 % nauueHTos.

Hexenarensubie peakuuu (HP), HaGmonasmmecs y nmanyeHToB, MOJYYaBIIUX JIMHATTIMIITHH B
KauecTBE MOHOTEpanu¥ W KOMOWHHUPOBAHHOHW Tepamuu C JPYIrHMMH THIIOTIIHKEMHYECKUMHU
cpeacTBaMH B IUIane00-KOHTPOIMPYEMBIX  HMCCIIEIOBAHMAX, & TaKKe 10 pe3yjbrartaMm
MOCTPErHCTPAIIMOHHBIX  HaOmojaeHuit,  mpeacrasnensl  Hwke B Tabmane  (HP
KJIaCCH(UIMPOBAIKCH 110 OpPraHaM ¥ CHCTEMaM H B COOTBETCTBHMHU C INPEANOYMTAIOLIMMHCS B
MedDRA tepMHHaMH) ¢ yKa3aHHEM MX aOCOIIOTHOH 4acTOTHI.

Kareropuu 4acToThl ONpEAENISIOTCS CIeAyIomuM obpa3oM: oueHb vacto (>1/10), wacto (ot
>1/100 no <1/10), newacro (ot >1/1000 xo <1/100), peaxo (ot >1/10000 o <1/1000) niu oyeHsb
peako (<1/10000); seiaensitorest Takxke HP, wactoTa KOTOpBIX Hen3BecTHa (HE MOKET OBITh
OlleHEHa HAa OCHOBAaHUHM MMEIOIIUXCS TAaHHBIX ).

Ta6bmuna 1  HexenarenbHble peakuuu, HaOmMOJaBIIMECs y IMALMEHTOB, I10JIy4aBLIMX
JUHATJMITAH S MI B KauecTBE MOHOTEpalMM OJMH pa3 B JIEHb HIM B
KOMOMHHPOBAaHHOW  Tepanmuu B  KIMHHYECKMX  HCCJICOBaHMAX M IIpH
MOCTPETUCTPALIMOHHOM NPUMEHEHUH

CHCTeMHO-OpraHHbIH Kjacce

YacToTa BCTpPE4aeMOCTH
HexenarenbHas peakuus

WUHpeKuHOHHBIE H Mapa3HTapHble 3a00/1eBaHNUSA

Hazodapunrut Heuvacto

HapyuieHusi o cTOPOHbI HMMYHHOI CHCTEMBbI

['MnepuyBCTBUTENIBHOCTD (HAPUMeEP, TMNEPPEaKTUBHOCTh Heuacro
OpOHXOB)

HapyuieHusi co cTOPOHbI 0OMeHa BellleCTB H NUTAHUS

I'unornukemus’ OyeHb YacTo

HapyuieHHs! O CTOPOHBI AbIXaTeJIbHOIH CHCTEMbI, OPraHOB
IPYAHON KJIETKH U CPe0CTeHHSsI

Kamens Heuacto

HapyieHHsi cO CTOPOHBI 7KeJ1y104HO-KHIIEYHOI 0 TPAaKTa

ITankpeaTut Penko”

3anop’ Heuacrto

HapyuieHusi ¢O CTOPOHBbI KOKH H NMOJKO0XKHBIX TKaHewH

AHTHOHEBPOTHYECKHUiT OTeK™® Peaxo




Kpanunuua* Penko

Crinp* Heuacto

Bynnesusiii nemduronn Penko”

JlabopaTopHbIe H HHCTPYMEHTA/IbHbIE JaHHbIE

[ToBbilIEHHE aKTUBHOCTH aMUJ1a3bl B [1J1a3M€ KPOBH HeuacTo

TloBbllIEHHE aKTUBHOCTH JIUMA3bl B r1a3Me KpoBu** Yacro

* Ha OCHOBAHHWH NMOCTPETrHCTPALLHOHHOT'O Ha0JII0/1IeHUs

**  Ha OCHOBAaHMM JAHHBIX O MPEBBILIEHHHW HOPMbI JIUIA3bl Oonee ueM B TpH pasa, MNnoJIly4€HHbIX B
KJIMHUYECKHUX HCCJICIOBAHUAX

 Ha OCHOBaHMH JaHHBIX, MOJYYEHHBIX B KauHu4Yeckom uccnenoBanui CARMELINA

' HP, wnabmopnaBuivecs TMpd NPUMEHEHMH B KOMOMHAUMM ¢ MeTGOPMMHOM M  TMPOW3BOAHBIM

Cyb(OHUIMOYEBUHBI
2 HP, nabmo1aBIiMecs Npyu NPUMEHEHUH B KOMOWHALIMK C HHCYJIHHOM

IlepenosupoBka

Bo BpeMs TmpoBeJileHHs KOHTPOJMPYEMBIX KIMHMYECKHX HCCIIEIOBAHUH Y  3/I0POBBIX
N00POBOJIBIEB  OJIHOKPATHBIE JI03bl JIMHAITMNTHHA, Jjgocturasmme 600 mr (B 120 pa3
NPEBBILIABIINE PEKOMEHIYEMYIO J03y), MEpeHOCHJIHCh Xopomio. Onbita NPUMEHEHHS J03bI,
npesbiatomiei 600 mr, HeT.

B ciaydae mnepeno3UpOBKH PEKOMEHYETCSl HCIOJb30BaTh CTAHIAAPTHBIE BCIOMOIaTe/IbHbIC
MEpOTIPUATHS, HAPUMED, y/1aleHue HeabcopOMpPOBaHHOIO IIpenapara U3 ey I04HO-KHIIEYHOTO

TpaKTa, OCYIIECTBJICHUEC KIIMHUYECKOIO0 KOHTPOJISA ¥ IPOBEACHUE CUMIITOMATHYCCKOI'O JICHCHU .

B3aumojeiicTBHE ¢ APYrHMH JIeKAPCTBEeHHbIMH NpenapaTamMu

Oyenka 1ekapcmeeHHbIX 63aumMo0etucmseuil in vitro

JluHarmMnTHH  ABJseTcs c1abbIM  KOHKYPEHTHbIM HHrHOMTOpoM u30hepmenta CYP3A4.
JIunarnunTuH He HHrHOUpyeT apyrue uzodepmenTsl CYP U He ABIsSETCA X HHIYKTOPOM.
JlunarnunTuH sBiseTcs cyOctpatom Juis P-gp u uHruOupyer B HEOOJIBIIONW CTENEHH
ornocpeioBaHHbIH P-gp TpaHcnopT AMrokcHHa.

Oyenka 1ekapcmeeHHblX 63aumMo0etucmseul in vivo

JIMHATIMNTHH HE OKa3blBaeT KJIMHWYECKH 3HAYMMOrO BIMSIHHS Ha ()apMaKOKHHETHKY
MeThopMHHa, TIMOEHKIAMK/a, CHMBACTAaTHHA, NHOIVIMTA30HA, BapdapuHa, IUIOKCHHA H
NepopaIbHBIX KOHTPAIENITUBHAIX TPENapaToB, 4TO J0KA3aHO B yCIOBHUSX in ViV, H OCHOBBIBACTCS
HA HU3KOHW CHOCOOHOCTH JIMHAIVIMITHHA MPUBOJUTL K JIEKAPCTBEHHBIM B3aUMOJICHCTBHSIM C
cyocrpatamu juis CYP3A4, CYP2C9, CYP2C8, P-gp ¥ TpaHCHOPTHBIMH MOJICKYJIaMH
OpraHMYeCKHX KaTHOHOB.

Mempopmun. CoBMecTHOE TpUMeHEeHHe MeTHOPMHHA (MHOIOKPATHBIN €/KEIHEBHBIN IIPHEM J103bI
850 mr 3 pa3a B JIeHb) ¥ JIMHATIMNTHHA B 103¢ 10 Mr 1 pa3 B ieHb (BbIIIE TepaneBTHYECKOH J103b1)

Y 3A0pPOBBIX IIO6p0BOJH:HeB HEe MNPUBOJAUJIO K KIAHHUYECCKH 3HAYUMBIM H3MCHCHMAIM



(hapMaKOKMHETHKH JIMHATTHNITHHA WK MeTdopMuHa. Takum 00pa3om, TMHATJIUIITHH HE SBIISETCS
UHTUOUTOPOM TpaHCIIOPTa OPraHUYECKHX KaTHOHOB.

IIpoussoonvie cyrvgonuimouesunv. PapMaKOKHHETHKA JIMHATJIMIITHHA (5 MI') HE W3MEHsIach
IIpY COBMECTHOM IPUMEHEHHH C TITHOEHKIAMH/IOM (OIHOKpaTHas J103a rimbenknamuza 1,75 mr)
¥ MHOTOKpPATHOTO MpHeMa JHHArJIUNTHHA BHYTPh (10 5 Mr). OHaKo 0TMEYanoch KIMHUYECKH
He3HauutenpHoe cHmkenue 3HadeHHd AUC u Cpax rimbenxiamuaa Ha 14 %. Ilockonbky
rnubenkaaMu Metabonusupyercs B ocHoBHOM CYP2C9, 5Tu aHHbBIe TaK)Ke MOJATBEPIKAAIOT
BBIBOJI O TOM, YTO JIMHATIMNTHH He sBiseTcs nHruouTopom CYP2C9. He oxunaercst KIMHUYECKH
CYIIECTBEHHBIX B3aUMO/ICHCTBHIA U C IPYTUMH POU3BOIHBIMHU CYJIb()OHHIMOYEBHHBI (HAIIPUMED,
TJIMNA3H/IOM M IJIMMENHMPUJIOM ), KOTOPBIE, KaK U IITHOSHKIIaMUJl, B OCHOBHOM METab0IM3HPYIOTCS
¢ yuactuem CYP2C9.

Tuazonuounouonst. COBMECTHOE IPUMEHEHHE HECKOJIbKUX 7103 JMHArIUNTHHA 10 10 Mr B J1€Hb
(BblllIE TEpANeBTMYECKON J103bl) W TMHOTIMTa30HA MO 45 Mr B JIeHb (MHOTOKPaTHBI IIpHEM),
kotopsiit siBisiercst cyoctpatom Uit CYP2C8 u CYP3A4, He oka3bIBalO KIMHHYECKH 3HAYUMOTO
BIMsHMS Ha (apMaKOKMHETHKY JMHATTMIITHHA WM THOTIIMTa30Ha, WM aKTHBHBIX METa00IMTOB
MMOTJIMTAa30HA. JTO yKa3blBae€T HA TO, YTO JIMHATJIMITHH in Vivo HE SBISETCS MHIHOMTOPOM
merabonmsma, onocpeayemoro CYP2C8, u noareepkaaer 3akioyeHue 00 OTCYTCTBHH
CYIIECTBEHHOTO HHIHOUPYIOIIETo BIUSHUS JIMHATIUNTHHA in vivo Ha CYP3A4.

Pumonasup. CoBMeCTHOE TNpPUMEHEHHE JMHATTUNTHHA (OJHOKpaTHas J03a 5 MI' BHYTpb) H
puTOHaBMpa (MHOTOKpaTHbIi TpueM 103b1 200 Mr BHYTpb), aKTHBHOro HMHruOuTopa P-gp u
m3odepmenta CYP3A4, yeesmuuBaio 3HadeHuss AUC u Crax THHAIIMNTHHA OIPUMEPHO B 2 pasa
¥ B 3 pasa coorBercTBeHHO. OJIHAKO 3TH W3MEHEHUS (PapMAKOKMHETUKH JIMHAIIIMIITHHA HE
CYMTAINCH 3HAYUMBIMH. [103TOMY KIMHHYECKH CYIIECTBEHHOTO B3aMMOJEHCTBHS C APYTHMH
unruouropamu P-gp u CYP3A4 He oxuaetcs, 1 U3MEHEHHs J103bl HE TpeOyeTcs.

Pughamnuyun. MHOTOKpaTHOE COBMECTHOE INPUMEHEHHE JIMHATIMNTHHA W pUdamnuImHa,
akTMBHOTrO MHAYKTOpa P-gp u uzopepmenta CYP3A4, npuBoanio k cHuxenuio 3Hayenuii AUC
U Cmax JTHHATJIMIITHHA, COOTBETCTBEHHO Ha 39,6 % u 43,8 %, W K CHIKEHUIO MHIHOMPOBaHMS
GazanpHOl aKTUBHOCTH junentuaumimentuaassi-4 npumepHo Ha 30 %. Taxum oGpasom,
0XKMIAETCS, YTO KIMHUYECKas 3 PEeKTHBHOCTH JIMHATTMIITHHA, IPUMEHSIONIErocs B KOMOMHAIIUH
C aKTMBHBIMHM WHIYKTOpaMu P-gp, OyaeT coXpaHAThCs, XOTS MOXKET NPOSBJIATECSA HE B MOJHOH
mepe.

Jlueoxcun. COBMECTHOE MHOTOKPATHOE ITPUMEHEHHE Y 3/10POBBIX J00POBOJILIIEB JINHATIIUIITHHA
(5Mr B aeHb) u gurokcuna (0,25 Mr B JieHb) He OKa3bIBaIO BIMSHHS Ha (papMaKOKHHETHKY
aurokcuHa. Takum o0pa3oMm, JIMHATJMITHH in Vivo HE SBISETCS MHIHOMTOPOM TpPAHCIOPTA,
onocpeayemoro P-gp.

Bapgapun. JIaHArIMOTHH, TPUMEHSBIIMNCS MHOTOKPATHO B JI03¢ 5 MI' B JICHb, HE H3MEHSI
9



dapmakokuHeTHKy BapbapuHa, spistomerocs cyoecrparom s CYP2C9, yro cBiaeTebCTBYET
00 OTCYTCTBHMH Yy JIMHArIMNTHHA criocobHocTH nurubuposats CYP2CY.

Cumeacmamun. JIMHATIAIITAH, TPUMEHSIBIIMNCS Y 3/I0POBBIX J00POBOJIBLEB MHOTOKPATHO B J103€
10 Mr B JeHb (BbIllle TEPANeBTUYECKON J103bl), OKa3blBaJl MHHHMMAJIbHOE BIMSHHE Ha
(apMakoKHHeTHYECKHE TIOKA3aTe/Ii CHMBACTAaTHHA, SBJISIOMIETOCS YyBCTBUTEILHBIM CyOCTpaTOM
s CYP3A4. Tlocie npuema JHHArIMOTHHA B 103¢ 10 MI COBMECTHO € CHMBACTATHHOM,
IPUMEHSBIIMMCS B CyTOYHOH 03¢ 40 Mr B Teyenue 6 nneit, Benmmunna AUC cumBacTaTiHa
nosslnaziach Ha 34 %, a BenuunHa Cmax — Ha 10 %. Takum 00pa3oM, JTMHATIUNTHH SBIISETCS
cnabbiM  uHrHOMTOpOoM MeTabomm3ma, onocpeayemoro CYP3A4. M3smenenue 103b1 TpH
O/IHOBPEMEHHOM IpHEMe C Mpernaparamu, KoTopble Merabonmupyiores ¢ yyactuem CYP3A4,
CUMTAETCs HEeLeIecO00pa3HbIM.

Ilepopanvhvie konmpayenmushvie npenapamel. COBMECTHOE IIPUMEHEHHE JIMHATJIUIITHHA B J103¢€
5 MI' ¢ JIEBOHOPTECTPEIOM WM ITHHHJIICTPAIMOIOM HE HM3MEHSI0 (apMAKOKHHETHKY 3THX

npenapaTros.

Oco0ble ykazaHus

Ipenapar TPAXXEHTA®™ npoTuBonokasan y NalMeHTOB ¢ caxapHbM JiabeToM 1 THIA WM s
JieueHus AMabeTHYeCKOro KeToalu103a.

TI'unoznukemus

Yacrora pa3BUTHs T'MIIOTIMKEMHH B Cllyyae MPUMEHEHHs JIMHAIJMIITHHA B BHJIE MOHOTEPAIIUH
ObU1a conocTaBuMa ¢ ranedo.

B KIMHHYECKHX HCCIIEAOBAHUSAX COOOIAIOCH, YTO YAaCTOTa Pa3BUTHUS I'MIIOIVIMKEMHH B ClIydae
NPUMEHEHHs JIMHATJMITHHA B KOMOMHAIMM C TpenaparaMH, KOTOpbIE, KaK CYMTAeTCs, He
BBI3BIBAIOT TUIOITTUKEMHUIO (METGOPMHH, MPOM3BOHBIE THA30JIUAMHANOHA), OblIa CXOIHOM ¢
COOTBETCTBYIOLIMM (P dekToM 1uianedo.

[Ipou3BoHbIE CYIbGHOHUIMOUEBUHBI U MHCYJIHMH, KaK M3BECTHO, BBI3BIBAIOT THIOTIIHKEMHIO.
[TosToMy B ciIy4yae TPHMEHEHHs JIMHAIJMINTHHA B KOMOMHALMM €  [POWU3BOIHBIM
Cynb()OHHUIMOYEBHHBI  W/WJIM  HHCYJIMHOM  ClelyeT coOmoaaTh  OCTOPOXHOCTB.  Ilpu
HEOOXOJMMOCTH BO3MOXKHO CHH)KEHHME JI03bl IPOM3BOAHOIO Cy/Ib()OHUIMOYEBHHBI  HIIH
WHCYJIMHA.

Hapywenue ¢pynkyuu novex

JIMHArIMNTHH B KOMOMHHUPOBAHHOM Tepaniu C APYTUMH NEPOPaIbHBIMU THIIONTHKEMHYECKUMH
npenaparaMi NPUMEHSJICS Y TIAlMeHTOB C NOYEYHOH HEJIOCTaTOYHOCTHIO TSDKEIOH CTCNCeHH.
JIMHArMNTHH oOecreunBall 3HaYMTeNbHOE CHIKeHHe KoHueHTpaiun HbAlc u KoHUeHTpanuu
['TIH.

KoppeKiuH /10361 IPH NPUMEHEHHH Y MALMEHTOB ¢ HapyIIeHUsAMH QYHKIHUHA MOYEK, ICYCHH U Y
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MOXHJIBIX MAIHEHTOB He TpedyeTcs.

Ipumenenue runaznunmuna y nayuenmoe cmapue 70 1em

[IpuMeHeHne JIMHAIMITAHA TPUBOAMIO K 3HaunmoMmy cHwkenuto HbAlc (ma 0,64 % mo
cpaBHeHHIO ¢ TUIane6o; ucxoaHoe 3Havenne HbAlc cocrasiso okono 7,8 %). Ilpumenenue
JMHATMITHHA TaKKe INPHBOAMIO K CYIIECTBEHHOMY YMeHblueHuto KoHueHtpauuu ['TIH.
Oz1HaKo, KJIMHUYECKHI OMBIT Y naiueHToB crapiie 80 JieT orpaHuveH, Mo3ToMy JIeUeHHE TaKHX
IPYII NAlUEHTOB HEOOXOIMMO MTPOBOUTE C OCTOPOKHOCTBIO.

Kapouosackynspuotit puck

JleueHne IMHAIMITHHOM HE TNPHBOAMT K YBEJIMYEHHIO KapIMOBAcKyJSPHOro pHcKa. B
uccienopanun CARMELINA, GonbiioM mianebo-KOHTPOJIUPYEMOM HCCIIEIOBAHUH CEPICYHO-
COCYIMCTBIX HCX0/10B Y anueHToB ¢ CJ] 2 ¥ BBICOKHM CEPEYHO-COCYIUCTHIM PHCKOM I€PBUYHAs
KOHEYHas To4yka (KOMOWHAIMs 4YacTOThbl BO3HMKHOBEHHSI WJIM BPEMEHM, NPOXOIHUBILETO [0
IEPBOr0 BO3HUKHOBEHHs KapAHOBACKYJISPHOH cMepTH, HedaTaabHOro HH(papkTa MHOKap/a M
HedaTalbHOrO HWHCYJbTAa) JOCTHrajach Yy MAlMEHTOB, IOJY4YaBIIMX JIMHATIMOTHH, 03
TIOBBILICHUS PUCKA B CPAaBHEHHH C MAleHTaMu, nosty4yasinumu rianedo (OP 1,02; 95 % JI1 0,89;
1,17).

Iankpeamum

VYV  manueHToB, NPHHUMAIOIIMX JIMHATIMOTHH, ObUIM 3aQUKCHPOBaHbl CIy4ad OCTPOTrO
naHkpearuTa. B ciydyae moo3peHus Ha aHKPEATUT IPHEM Npenapara A0JKeH ObITh IPEKpaIlEH.
Bynnesnwiti nemgpueouo

V nanMeHToB, NPHUHAMAIOIIKX JIMHATIUNTHH, ObUIM 3aMKCHPOBaHBI Cllydau OyJIe3HOIO
nemburonsia. B ciydae nogo3penus Ha Oysie3Hblit neMUron npueM npenapara J0JkeH ObITh

NpeKpalieH.

Binsinne Ha ¢1OCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CPeICTBAMH H MEXaHH3MAMH

WccnenoBanuii BIMSHUS NIpenapara Ha ClIOCOOHOCTh yNpPaBJIsTh TPAHCIIOPTHBIMU CPEJICTBAMH U
MeXaHM3MaMKi He MPOBOAWIOCH. OIHAKO B CBSA3M C BO3MOXKHBIM Da3BUTHEM THITIOTTTHKEMHH
(KOTOpasi MOXKET TPOSIBIISATHCS B BHJIE TOJIOBHOH 00JIM, COHIMBOCTH, C1a00CTH, FOJIOBOKPYKEHHUS,
CIyTAHHOCTH CO3HAHUS, Pa3PaKUTEIbHOCTH, F0JI0/1a, YYAIIEHHOTO cep/IleOueHnsl, MOTIMBOCTH,
NAHWYECKUX aTak), OCOOCHHO IMpHU IMpHUEME JHMHAIJIMITHHA B KOMOMHAIMM C IIPOM3BOIAHBIM
Cy/lb(OHMIMOYEBUHBI W/WIH  HHCYJIMHOM, HEO0OXOIMMO coOMoAaTh OCTOPOKHOCTH IPH

YIIpaBJICHUH TPAHCIIOPTHBIMHU CPEACTBAMH U MEXaHHU3MaMH.

®opma BbIITyCKa
TabneTku, MOKpPHITHIE TJICHOYHOH 000JI0UKOH, 5 M.
ITo 7 tabnerok B 6muctep u3 Al/Al. Tlo 2, 4 unu 8 G1McTepoB ¢ HHCTPYKIMEHN 110 IPUMEHEHHIO B

KapTOHHYIO MaYKy.
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ITo 10 tabnerok B 6iuctep. [To 3 Gaucrepa ¢ HHCTPYKIMEH 1O IPUMEHEHHIO B KAPTOHHYIO TTAYKy.

YeaoBusi XxpaHeHHS
ITpu Temneparype He Bbime 25 °C.

XpaHUTh B HEJIOCTYITHOM JUISl IETEH MecTe.

Cpok roaHocTn
3 rona

He CJICAYET NpUHUMATH Ipenapar 1o UCTEYCHUH CpoOKa roJTHOCTH.

YcaoBus oTnycka

1o peuenry.

HanMeHoBaHHe U ajipec Aep/KaTe/isi PErHCTPAIMOHHOIO Y0CTOBEpEeHUSs
bepunrep Uurensxaitm Uurepuemnn I'm6X, I'epmanus

bunrep IlItpacce, 173, 55216 Unrensxaiim-Ha-Peiine, [ epmanns

IIpousBoaurenn

IIpouzeodcmso 20moeoil 1ekapcmeenHoll hopmbl U NEPEUYHAS YNAKOBKA
Bect-Bopa Konym6yc Unk.

1809 Yuncon Poyx, Komym0Oyc, Oraiio 43228, CIIIA

Bmopuunas ynaxkoexka u 6bInyckaloujuii KOHMpo.ib kayecmea

Bect-Bopa Konymbyc Unk.

1809 Yuscon Poyn, Komym0Oyc, Oraito 43228, CILIA

WIIN

bepunrep Unrensxaitm ®apma I'm6X n Ko KI'

bunrep Illtpacce 173, 55216 Unrenbxaiim-Ha-Peiine, ['epmanus

Oprasuzanus, IPHHAMAKIIAS NPEeTEH3HH NoTpeduTe el
000 «bepunrep NUnrenpxaiim»

125171, Mocksa, Jlenunrpaackoe mocce, 16A ctp.3

Ten: +7 495 544 50 44

dakc: +7 495 544 56 20

Menekep o perucTpaiuu

00O «bepunrep Uureapxainm» b Jlemunep JI.B.

Boehringer | =
Ingelheim
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