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MUHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUICKOM OFEPAIIM
MHCTPYKIUS '
10 MEJTMIIMHCKOMY TIPUMEHEHHIO JIEKAPCTBEHHOT O TTPETIAPATA

Jumerniagymapar

PerucrpaunoHHbIil HOMep:

Toprosoe HanmenoBanue: J{umerundymapar

Me:xayHapoaHoe HeNaTeHTOBAHHOE WIH rpynnupoBoOYHOE HANMEHOBaHHe:
auMeTridymapar

JlekapcerBennasi opma: KarcyJibl KHIIEUHOPACTBOPUMBIE

Cocras:

1 kancyia 120 M COIEPIKHT:

aumetuidymapart, cyocranus-nemiers 50 % — 240,000 mr.

Cocmae nennem:

Jleticmeyowee seujecmeo: mumetundymapar — 120,000 mr.

Bcnomozcamenvuvie seujecmea: caxaphas kpynka (NPS 20-25) — 67,200 mr, nemrronosa
mukpokpuctaumyeckas PH 101 — 7,200 wmr, xpockapmemnosa Hatpus — 7,200 wr,
nosu0H K 30 — 7,200 mr, nomucopbar 80 — 2,400 mr, tanbk — 2,400 wmr.

Cocmas kuuieuHopacmsopumol 000J104Ku neiiem: METAaKPHIOBOW KHMCJIOTHI M STHIIAKpUIaTa
comosmumep [1:1] (Dyaparut L 30D55) — 23,616 mr, tpustiimmTpar — 2,352 M, CAMETHKOH —
0,168 mr, Harpus naypuicyasdar — 0,096 mr, momucopdat 80 — 0,096 mr, Tanbk — 0,072 mr.
Karncybl TBep/ibie xenaTHHOBbIe Ne 2

Cocmas kopnyca kancyavr: wHaurokapMuH — 0,0170 %, xpacutens Kejeza OKCHI JKEIThIA —
0,2500 %, tutana auokcua — 2,0000 %, xemnatun — 1o 100 %.

Cocmas kpviueuru kancyavl: naaarokapmut — 0,0170 %, xkpacutens xeneza OKCUL KEIThIH —

0.,2500 %, tutana auoxcu — 2,000 %, xenatun — 10 100 %.

1 kancyia 240 Mr COIEPIKHUT:

auMeTtuidymapart, cyocrannus-nemniers 50 % — 480,000 mr.

Cocmae neanem:

Jeticmsyowee sewyecmeo: tumetundymapar — 240,000 mr.

Bcnomozamenvibie sewjecmsa: caxaphas kpynka (NPS 20-25) — 134,400 wmr, uemmonosa
mukpokpuctammueckas PH 101 — 14,400 wmr, kpockapmeruioza Hatpus — 14,400 wr,

nosuaoH K 30 — 14,400 mr, noaucop6at 80 — 4,800 mr, tanbk — 4,800 mr.

137455 !



Cocmas KuuieyHopacmeopumoil 060104k nejjiem: METaKPHIOBOK KUCIOTHI :I/IJ‘ —ﬁﬁﬁéﬁpnnam
conomumep [1:1] (Dyaparut L 30D55) — 47,232 mr, TpUITHILHUTPAT — 4704MT c‘ff_ﬁié‘fnxon -
0,336 wr, HaTpus naypuicyibdar — 0,192 mr, noiucopdar 80 — 0,192 mr, Tanbk — 0,144 Mr.
Karncysl TBep/bie xenaTnHoBble Ne 0

Cocmas kopnyca kancynl: TaTana qaokeun — 2,0000 %, xenarun — 10 100 %.

Cocmas kpviweuru kancyivl: kpacutenb asopyoun — 0,0016 %, kpacuTenb OpHIUIHAHTOBbIM
yepHblil — 0,0958 %, KpacuTeIb CUHMI NATEHTOBAHHBIA — 0,1642 %, kpacuTeslb XHHOJIHHOBBIN

KenTeid — 1,1496 %, tutana anokeua — 1,3333 %, xenatun — 10 100 %.

Onucanne

Jlosuposka 120 mr. Teep/bie jkenaTHHOBbIE Karcyabl Ne 2, Henpo3paunbie. Kopiryc u Kpblieuka
KarCcyJ CBETJIO-3€JIEHOTO 1IBETA.

Jlosuposka 240 mr. Teepasie kenaruHoBble Karcyisl Ne 0, Hermpospaunbie. Koprye Genoro
[[BETA, KPbIIIIEYKa 3€JC€HOr0 1[BETA.

CozepkuMoe KarcyJ1 — Oelble WK TOUTH Oelible chHeprYeCcKHe MeIEThL.

dapmakoTrepaneBTHYecKas rPynmna: JApyrie CpeacTpa Ul J€YEeHUsl HApYIIEHHH CO CTOPOHBI
HEPBHOW CUCTEMBI

Koa ATX: NO7XX09

dapmako/I0ruiecKne cBoicTBa

DapmakoouHamuka

MexaHu3m TeparneBTHUECKOro IeHCTBHs AUMETWI(Gymapara MpU paccesHHOM CKJIEpo3e He 10
KOHIIA U3ydeH. B JIOKJIMHUYIECKHX HUCCIIEIOBAHUSX OBLIO MOKa3aHO, 4To (hapMaKoJIMHAMHYECKOE
JeicTBHEe TUMeTHIhyMapaTa, B OCHOBHOM, 0OYCJIOBIEHO aKTUBAIIMEN TPAHCKPHUIIIHMHU SJICPHOTO
daxTopa 2, nomobHoro spurpouaHomy jaepuary 2(Nrf2). YceranosieHo, 4to aumeTuindymapar
aktuBupyeT Nrf2-3aBUCHMbIE AHTHOKCHIAHTHbIE TeHbl nanueHToB (Hanpumep, NAD(P)H
naeruaporenasa, Xunos 1; [NQO1]).

Bnusinue na ummyHHy0 cucmemy

Jlumetriadymapar OKa3bIBaeT MPOTHBOBOCHAIMTEIFHOE M MMMYHOMOJYJIMPYIOLIEE ICHCTBHUE.
Takxe mokaszaHo, 4To AUMeTHI(yMapaT W €ro OCHOBHOH MeTaboJIMT MOHOMeTHIdymapar,
CYLIECTBEHHO CHMIKAKOT HMMYHHYIO KJIETOYHYIO aKTHBHOCTB M IIOC/IEIYIOIEE BBHICBOOOKIEHHE
IIPOBOCHIAIMTEIBHBIX MTOKMHOB B OTBET Ha HHAYLHMPYEMYIO BOCHAIUTEIbHYIO PEaKUHuio. Y
MalMEHTOB C NICOPHA30M JIMMETHI(yMapaT OKa3blBaeT BIUsHHE HA (PEHOTHI TUMOOLMTOB 3a

CYeT CHMXKEHHs 00Opa3oBaHWs MPOBOCTATATEIBHBIX HUTOKHHOB (Twl, Twl7) m moBBIIICHHUS
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NPOAYKIMK  IPOTHBOBOCIATUTEIBHBIX —[HTOKHHOB (Tu2). Tepaﬁe'B}qucxaﬁ“ AKTHBHOCTD
nauMetradymapara MoATBEPKIEHA IIPU MOJICIUPOBAHUH BOCTIAICHUS M Heﬁpgﬁgf({ué{’flnrenbuoﬁ
TpaBMbl. B TeueHne nepBoro roja MpUMEHEHHE aumeTuiipymapara MOXKET COMPOBOKAATHCS
CHIDKEHHMEM OOIIEro KoJMdecTBa JTHM(MOLMTOB B KpoBH, B cpenHem Ha 30 % OT MCXOAHOTO
3HAUEHHSI, C MOCIIEIYIOIEH ero cTadbnIn3anueH.

Knunuueckas 2¢hgpexkmusnocmo

DpdexkTuBHOCTE M O€30macHOCTb — Mpernapara, COAEPXKAIIEro quMeTniadymapar,  Obuia
TIOTBEPKIEHA B XOJI€ BYX PAHIOMHM3HPOBAHHBIX IBOMHBIX CIICITBIX 11a11e00-KOHTPOIUPYEMBIX
JIBYXJIETHHX HCCIIEN0BaHUH (MCCIIe0BaHHe 1, DEFINE, u wuccnenosanune 2, CONFIRM) ¢
yyacTHeM, COOTBeTCTBeHHO, 1234 manuentoB u 1417 manMeHToB C  PEUMAMBUPYIOLIC-
PEMUTTUPYIOIUM paccestHHbIM ckaepo3om (PPPC). [lanueHTsl ¢ mporpeccupyrommmMu dbopmamu
3a001eBaHus He OBLTM BKJIIOYEHBI B 9TH MCCIICIOBAHUS.

OCHOBHBIE YCPEIHEHHbIE XapaKTePUCTHKH IAllHEHTOB, y4acTBOBABIIMX B HMCC/I€I0BAHHH 1,
ObLIM CIEAYIOUMMHU: BO3PacT - 39 JIeT; MPOAODKUTENIBHOCTh 3aboneBanns - 7.0 jer; cymma
GaIUIOB 110 PacIIMPeHHON mmKase ouenkn uaBamuamanuu (PIIOW) - 2,0. Kpome Toro, y 16 %
narueHToB cymma 6amios no mkaite PIIOU Grita >3.5; y 28 % maiueHToB 3aperucTpupoOBaHO
>2 PeIM/IMBOB 3a MpeIbITYIIHii 1011, a 42 % NaIlMeHTOB MOJTyYal JPYrylo OOMEeNPHHATYIO Ul
paccesiHHOro cKiiepo3a Tepanuio. Y 36 % MalMeHToB B NOArPYIIE ¢ JONOIHATEIbHON OLEHKOH
pe3yJIbTaTOB MarHUTHO-pe3oHaHcHOH Tomorpaduu (MPT) otmeuanu, no kpaiiHeil Mepe, 01HO
nopakeHue, HakarmBaiomee ragomuuuii (Gd'). B cpenmem, KoiM4ecTBO Gd" - ouaros
cocrassiio 1.4.

B kayecTBe «IepBHYHON) KOHEYHOM TOUKH B Ucc/Ie0BaHuH 1 Obl1a BeIOpaHa /101l NAlMEeHTOB ¢
penuauBoM 3abosieBaHKs yepe3 2 roja Tepanuu. «BTopuYHbIE» KOHEYHbIE TOYKM BKIIOYAIIH:
KOJMUYECTBO HOBBIX WJIA BIIEPBBIC YBEIWYUBIIUXCS T2-THIIEPUHTEHCHUBHBIX 0YaroB, KOJMYECTBO
Gd" - oyaroB, exerojHas 4acToTa PELUIMBOB W BPEeMs O TMOATBEPKIEHHOTO CTOMKOTO (B
TeueHne 12 Hejlenb) NPOrPECCHPOBAaHMs WHBaIMAX3aMU. B uccnenosanumu 1 mpenapar,
cofepammii  auMeTwihymapar, [POAEMOHCTPUPOBAT  KJIMHMYECKM  BBIPAXKCHHBIH U
CTATHUCTUYECKH JIOCTOBEPHBIH A(P@PEeKT B OTHOUIEHHWH BCEX «IEPBUYHBIX» W «BTOPHYHBIX)
KOHEUYHBIX TO4eK. JloJs MAlMEHTOB, Y KOTOPHIX OTMeYald peluauB 3aboneBaHus Ha (oHe
NPUMEHEHUs  Mpenapara, cojepkaimiero auMmerwidymapar, M 1Uanedo, cocrasisiia,
coorBercTBeHHO, 0,27 u 0,461 (cHmxenue pucka Ha 49 %, p < 0,0001). Exeronnas gacrora
PEIUMBOB y TIALMEHTOB B TPyIINE Iperapara, CoAepikamero aumeruiadymapar, u mianedo
6bu1a, cootBeTcTBeHHO, 0,172 1 0,364 (oTHOCHTENBHOE CHIKeHUE Ha 53 %, p < 0,0001). dons
MalMeHTOB C MOATBEPIKIEHHOM MPOrpeccHpyromeil WHBalIUAM3alMell Oblia onpe/ereHa,

cooTBeTcTBeHHO, Kak 0,164 u 0,271 (cumxenue pucka Ha 38 %, p = 0,005). Uncao HOBBIX WK



BIIEPBbIE YBEIMUMBIIMXCS T2- 09aros 3a 2 rojia JeueHMs COCTaBIIAIIO 3,2 y naﬁ‘ﬁeﬁfdﬁ Ha ¢oHe
MPUMEHeHHs Tpenapara, cojepamero auMmermiadymapar, u 16,5 - B f"rﬂpy'i‘line mianeo
(cHwkenne pucka Ha 85%, p < 0,0001), a konmyectBo Gd” - 04aroB ObLIO, COOTBETCTBEHHO,
0.1 u 1,8 (cumxkenue oTHOCcUTETbHOTO prcka Ha 90 %, p <0,0001).

Jlu3aifH uceie10BaHus 2 OTIMYAJICS OT Ju3aifHa HCCleoBaHus | TeM, 4TO Bpau/MCCiIe10BaTelb,
oleHUBaBIIKI ) HEKTHBHOCTD IPUMEHEHHUS IIpenapaTa, He 3Hajl KaKMM METO/IOM TPOBO/IMIIOCH
JleUeHUe, a TAK)KE HAJIMYMEM TPEThEH rPYIIbl MAllMeHTOB, OJYYaBIIUX [Ipenapar CpaBHEHHsI Ha
ocHoBe Tiarupamepa aneratra (I'A). YcpenHeHHbIE HCXOIHBIE XapaKTEPUCTHKU MAlMEHTOB B
MCCIe0BaHMM 2 OBUIM CJENYIOIMMMHU: Bo3pacT 37 JeT, JUMTeNbHOCTh 3aboseBanus 6,0 Jer,
cymma 6asios no mkasite PIIIOU 2,5. Kpome toro, y 17 % nanueHToB cymma OauioB 1o IiKajie
PIIIOU 6buma > 3,5, y 32 % mnauumeHToB ObUIO 3aperuCTPUpPOBAHO > 2 PELUIMBOB 32
npeabiayumi rox, a 30 % nanueHToB MoJIydalu JPYryio OOIIENPUHATYIO JUIS PaccestHHOTO
ckIepo3a Tepanuio. «IIepBHYHON)» KOHEYHOM TOUYKOH B mMccieloBaHMM 2 OblIa €KErojaHas
4acToOTa PELMIMBOB B TedyeHHe 2 JieT. B KadecTBe «BTOPUYHBIX» KOHEUHBIX TOYEK ObLIM
BHIOpAHbI KOJIMYECTBO HOBBIX WJIM BIEPBbIE YBEIMYMBIIMXCS T2-THINEPUHTEHCHBHBIX OYaroB,
KOJIMYeCTBO T 1-TMIIOMHTEHCHBHBIX 0YaroB, OTHOCUTEIIBHOE YHWCIIO PEIUIAMBOB M BpeMs JI0
MOATBEPXKIEHHOTO CTOWKOTO (B TedeHWe 12 HeJelb) NPOrpecCHPOBAHUS WHBAJIM/IH3ALNH.
[Ipenapar, copepkamiii 1umMeTuiIhymapar, NpoJIeMOHCTPUPOBA KIMHUYECKH BBIPAXKEHHBIA H
CTATHCTUYECKH JIOCTOBEPHBIA S(G(HEeKT B OTHOIIEHHH «IIEPBUYHOW» M OOJBIIMHCTBA
«BTOPUYHBIX» KOHEYHBIX TOUEK B McCief0BaHUM 2. Exkerojnas 4actora pelUIMBOB COCTaBUIIA
0,224 B rpynme MamMeHTOB, MOJYYaBIIMX Mpenapart, cojaepkaunmit qumermidymapar, 0,401 B
rpynmne rianebo (cumxenue pucka Ha 44 %, p < 0,0001) u 0,286 B rpynme mnauMeHTOB,
nonydaBmux ['A. Jlonu manueHTOB ¢ peruauBamu 3adoneBanust coctaBuin 0,291 B rpynme
npenapara, coaepamero auMetuiadpymapar, 0,410 B rpymne rmane6o (OTHOCHTEIBHOE
cCHIKeHHe pucka Ha 34 %, p < 0,0001) u 0,321 B rpynne ['A. Jlosm mnanueHToB ¢
IOITBEPIKIEHHOM TPOrpeccupyrolieil nHBauu3anueit Oputi onpenenensl kak 0,128 B rpynme
npenapara, cojepkamero auMeTuiadymapar, 0,169 B rpynne manebo (OTHOCHTEIBHOE
cHwkeHune pucka Ha 21 %, p = 0,25) u 0,156 B rpynne ['A. KosnyecTBO HOBBIX WJIH BIIEPBbIC
YBEJIMYMBIITHUXCS T2- THIEPHHTEHCUBHBIX 0YaroB 3a JIBa roja JIEYEeHUsl COCTABUIIO 5,7 B IpyIme
MalMeHToB, IOJy4YaBIInX jaumeTwipymapar, 199 B rpynme mnoaydaBmux —1anebo
(oTHOCHTENBHOE CcHIOKeHMEe Ha 71 %, p < 0,0001) u 9,6 B rpynme nonyuaBmux I'A, a

kosmdectBo Gd” - oyaros, coorBeTcTBEHHO, 0,5, 2,0 (OTHOCUTEILHOE CHM)KEHHE pUCKOB 74 Y%, p

<0,0001) u 0,7.



Knunuueckasn s¢hphexmugnocms y NAyuenmos ¢ 6bICOKOU AKMUBHOCMbIO 3‘150'"?‘?’?5”*{’?

B moArpymnme NanMeHToOB ¢ BBICOKOH aKTMBHOCTBIO 3aboieBanms ObUTa TPOIEMOHCTPUPOBaHA
cTabuipHas KaMHHYecKkas >(GGEKTHBHOCTh Mpernapara, COAepXKallero auMeTipymapar, B
OTHOIIIEHWH CHMKEHUS KOJMYECTBA PEIMIMBOB 3a00JI€BAHUs, TOT/Ia KaK BIMSHHUE Ha NEPHON
BpEMEHH /10 HACTYIUICHHS] TPEXMECSYHOIO YCTOWYHBOTO IPOrPECCHPOBAHMS WHBAINIU3ALNH
YeTKO HE YCTAHOBJIEHO.

Jlemu

JlnmeTnndymapar u3ydasics B IPOCIEKTHBHOM, OTKPBITOM, HEKOHTPOJIMPYEMOM HCCIIEI0BAHHH
y 22 nereit B Bo3pacte oT 13 mo 17 ser (4 manmeHta B Bo3pacte 14 seT M mamme) ¢
PEIMANBUPYIOIIMM PEMUTTUPYIOIIMM PACCESHHBIM CKiIepo3oM. [lannenTs! nomyyanu npenapar,
comepxamuii mumetundymapar, mo 120 mr 2 pasa B CyTKH B TeueHue 7 JiHel, 3ateM 110 240 mr
2 pa3a B CyTKH B TeueHHe 24 Hegenb. CpejiHee YMCIIO0 HOBBIX HIIH BIEPBBIC YBEITHYHBAKOIIMXCS
T2-runepuHTEHCHBHBIX 0YaroB M3MEHHIIOCH € 2 B 8-HE/IEJbHBIN MEPUO OLCHKH JI0 JIEUCHHUS 10
0 B mocienHue 8 Hesenb NEPHO/A JeUeHHUs (MeauaHHoe u3MeHenue -2, n = 16). I[lpunumas Bo
BHMMaHME OrPaHHYEHHs JH3aifHa MCCle0BaHUsl (HEKOHTPOJIMPYEMOE, CpaBHEHHE /IO U IOCIe
MIPUHSTHUS J103b1), 3TH JTaHHBIE CIEYET PACCMAaTPUBATEL C OCTOPOKHOCTHIO.

DapmaKkokunHemuKka

dapMakOKMHETHKY JuMeTWIdymapara u3ydaind y IIalUEHTOB C PACCESIHHBIM CKIEPO30M H
37I0pOBBIX J100pOBOJIbIEB. JluMeTHihymapar mocie npueMa BHYTPb IOIBEPraercs ObICTpOMY
IIPECUCTEMHOMY THJIPOIIM3Y MO/ JEHCTBHEM 3CTepa3 H IpeBpallaeTcss B OCHOBHOW METaboJIuT,
MOHOMeTHIIpyMapar, KOTOpbIH Takxke o0agaeT hapMaKoIOrHyeckoi akTHBHOCTBIO. B ¢cBsi3M ¢
TeM, 4TO AMMeTWI(GymapaT He ompejenseTcs B I1a3Me€ KpPOBM IIOC/IE IpUeMa Ipernaparta,
cojepxaiiero  auMeTwiadymapar, BHYTpb, Bce  (apMakOKMHETHYECKHE  MapameTphbl
ONpeIENSIOTCsS [UIS €r0 aKTHBHOTO MeTaboIiuTa, MOHOMeTHI(ymapara.

Bcacwvisanue

Bpewmst 1ocTHKEHHST MAKCHMATbHON KOHIEHTpaluu MoHoMeTHIpymapara (Tmax) cOCTABISET OT
2 10 2.5 uyacoB. Tak Kak KHIIEYHOPACTBOPHMMBIE Karcysbl mpenapara Jlumerundpymapar
coJepKaT TeJIUIEThI, KOTOpbIe 3allWIIEHbl KHIIEYHOPACTBOPHMOH 000JI0UKOM, BCachlBaHHE
IPOUCXOIUT TOJIBKO MOCTIE IBAKyallny M3 keayaka (00braHO, MeHee deMm uepes 1 uac). Tlocie
npueMa mpernapara B 1o3e 240 mr 2 pa3a B CyTKM BO BpeMs IpHE€Ma IHIIH y MAIlUEHTOB C
paccesiHHBIM CKJIEPO30M, MeIMaHa MaKCUMaIbHON KOHIEeHTpauH (Cmax) cocTanser 1,72 mr/m,
a 001mast HKCIIO3UIHMS, TIJIOMA/b MO KPUBOH «KoHIeHTpaius-BpeMs», (AUC) - 8,02 wac*mr/i. B
11e10M, Cmax 1 AUC TOBBIIIAIOTCS, TIPUMEPHO, MPONTOPLUUOHAIBHO IIPUHSATON J103€¢ B IMANa3oHe
n3yueHHbIX 103 (0T 120 mo 360 mr). [IpueM nmanueHTaMu ¢ pacCesiHHBIM CKJIEPO30M JBYX /103

npenapata 240 Mr ¢ UHTEpBaJOM 4 yaca B paMKax TPEXpa3oBOro mnpvema mpenapara B CyTKH



COTIPOBOJKIAETCS MUHMMATBHON KyMyJisuueidl MoHOMeTHI(ymapaTa B KPOBH: M) HE (OKa3bIBACT
BIMSIHME Ha npoduiib 0e30MacHOCTH mpenapara (yBeIuyeHune vieiianbl Cmax cocTapiser 12 %
10 CPaBHEHHIO C IpHeMoM mpenapara 2 pasa B cyTku (1,72 mr/n n 1,93 MTI/II, COOTBETCTBEHHO,
IIPHU JIBY- ¥ TPEXKPATHOM IIPHEME)).

[IpyMeHeHMe mperapata BO BpeMs [pueMa IMHIMM HE BIMAET HA KOHICHTPAILHMIO
auMeTHipymapara B KpoBH. TeM He MeHee, TPHEM Mpernapara BO BPeMs €/1bl MOKET YIyHIINTh
[ePEeHOCHMOCTD JICUEHHs C YYETOM BO3MOXKHOCTH Pa3BUTHs TAaKMX HEXeIaTelbHBIX ABICHHH,
KaK «IPUJIMBBI» KPOBH WM HApyIIEHHs CO CTOPOHBI JKEJNyJAO0YHO-KUIIEYHOTO TpaKTa (OKKT)
(cwm. pazzen «ITobGounoe neHCTBUEY).

Pacnpeoenenue

Kaxymmiicss 00beM pacnpesiesienus mocie npueMa IuMeTHidymapara BHyTps B 03¢ 240 Mmr
BappupyeT oT 60 1 10 90 1. CBsi3biBaHME MOHOMeTHI(pymapara ¢ Oejlkamy MJa3sMbl KPOBH
yesIoBeKa HaxXouTcs B auana3one 27 - 40 %.

Memabonuzm

VYV uyenoBeka MeTaboaM3M AuMeTWIdymapaTa B 3HAUUTEIILHOH Mepe MPOMCXOAUT IO
Bo3zeiictBueM sctepas JKKT, kpoBu W TkaHeii opranuszma; menee 0,1 % mumernindymapara
BBIBOJMTCS B HEM3MEHEHHOM BHAE ¢ MOYOM. 3areM MerTaboiu3M auMeTHiIpymapara
MPOJOJIKAETCS. C YYaCTMEM LHMKJIa TPUKApOOHOBBIX KHCIOT 0Oe3 BOBiIeUeHHs H30(pEpMEHTOB
cucteMpl uuroxpoma P450. Tlpu oxHokpaTHOoM mnpueme 240 Mr MEYEHHOr0 H30TONOM
auMeTHIpymapara, TiIOKo3a ObUla ONpejesieHa B IIa3Me KPOBH YelOBEKa B KavyecTBE
OCHOBHOTO MeTaboyuTa. J[pyrMMH [HUPKYJUPYIOIIUMH B KPOBH METabOIMTAMHU SBIIAIOTCS
(ymapoBas KucIOTa, JJAMOHHAs KuciaoTa  MoHOMeTHIdyMapaT. Ilocaenyromuii MeTabou3m
GyMapoBOil KHUCIOTHI MPOMCXOIUT € Y4acTHeM IHKJIa TPUKApOOHOBBIX KHCIOT, @ BbIICICHHE
CO: ¢ IBIXaHUEM SIBIISIETCSI OCHOBHBIM ITYyTEM BBIBE/ICHUS.

Buvigeoenue

Boiipixanue CO» sBIsS€TCS OCHOBHBIM IyTEM BBbIBEJCHHs IUMETHI(pymapara; ¢ JbIXaHHEM
BBIBOJIMTCS mpuMepHo 60 % mpuHATON 103bI mnpenapata. BeiBeneHue npemnapara MoykaMu M
KHUIIEYHUKOM SIBJISIOTCS BTOPHYHBIMM IYTSMH SJHMHHAIUK U coctaBisioT 15,5 % u 0.9 %
BBEJICHHOM J103bI MpernapaTa, COOTBETCTBEHHO.

I[Tepuon nosysbiBenenust (Ti2) moHomerwiadymapara KOpoTKHH (mpumepHo 1 yac) u yepes
24 yaca B KpOBH OOJBIIMHCTBA TAIMEHTOB He OOHapyXKuBaeTcsi MOHoMeTuinpymapar. [lpu
MHOTOKpaTHOM TIpueMe auMeTwidymapara B TepaleBTHYECKMX J103aX He Halimonaercs

KYMYJISIHHA KCXOIHOTO MperapaTa Wi MOHOMETHI(ymapaTa.



Jluneunocmo TTACOBAH
KonuenTpauus auMetwipymapara yBEIMYABACTCH MPUMEPHO MPOTOPLUOHAIBHO JI03€ B
muanazone or 120 mr mo 360 Mr, npuHMMaeMON Kak OJHOKPaTHO, TaK W MHOTOKPATHO.
DapmaKkoKuHemuKa 6 0codbIx cpynnax nayueHmos

CorracHO pe3yabTaraM aucrepcronHoro anammsa (ANOVA) macca Tera ManueHTOB ABIACTCA
ocHoBHO# KoBapuantoii sKcrnosuimeidl (Cmax 1 AUC) y TalMEHTOB C PEHHIMBHPYIOUIMM
PEMHTTHPYIOIIMM ~ PACCEsIHHBIM ~ CcKJIepo3oM. OjHaKo, OHAa HE BIMSCT Ha MApaMETPbl
2 dekTHBHOCTH 1 6€30MAaCHOCTH, OIIEHHBAEMBIC B XO/1€ KITMHUYIECKUX UCCIIEIOBAaHUH.

[Ton ¥ BO3pacT MAIMEHTOB HE OKA3bIBAIOT KJIMHWYECKH 3HAYMMOIO BIMAHMS Ha MapaMeTphbl
dapmakokuHeTHKH auMeTwipymapara. Y TalMeHTOB B BO3pacTe 65 JeT M CTapwe He
IIPOBOJIMIIOCH MCCIIeI0BaHUH (hapMaKOKUHETHUKH Mpenapara.

V oemeii

dapMaKOKHHETHUECKHE TapaMeTpsl IuMeTHidymaparta B 03¢ 240 Mr 2 pasa B CyTKH ObLIH
MCCIIeIOBaHbI B HEOOIBIIIOM, OTKPBITOM, HEKOHTPOJIUPYEMOM HCCIIEI0BAHUHU Y JIeTei B BO3pACTe
or 13 g0 17 ner (n = 21) ¢ peUUAMBUPYIOLUIMM DPEMUTTHUPYIOLUIUM PACCEIHHBIM CKIEPO30M.
MdapMakOKHHETHUECKHE T1apaMeTpbl B OTOH IMOJPOCTKOBOM IMOMYJISIHMH  COOTBETCTBOBAJIHA
[apaMeTpaM, paHee BBISBJEHHBIM y B3poCibIX MamueHToB (Cmax 2,00 = 1,29 mr/m; AUCo-124
3,62 +1,16 uw*mr/n1, uto coorBeTcTByeT cyTouHoit AUC 7,24 y*mr/n).

V nayuenmos ¢ noueunoil He0ocmamo4noCcmoio

B CBSI3M C TeM, 4TO MOYKHM SBJISIOTCS BTOPUYHBIM MyTEM BBIBEJCHHS IUMeTHI(pymapara (MeHee
16 % OT NpHUHSATON 03Bl Iperapara), OleHKa MapaMeTpoB (HapMakOKMHETHKH Y MAlHEHTOB C
[IOYEYHON HEIOCTATOYHOCTBIO HE MPOBOINIIACK.

V nayuenmoe ¢ nevenounou He0OCmamoyHoCmbio

B cBs3u ¢ TeM, 4To auMmeTHidyMapar ¥ MOHOMETHI(hyMapar MOJIBEPraroTcs MeTaboIH3My C
yuactveM (DEPMEHTOB IeYeHH, HO 0e3 BOBJICYEHHs CHCTeMbl HuTOXpoma P450, orenka
napamMeTpoB (apMaKOKMHETHKH Yy MAIMEHTOB C IEYEHOYHOH HEJI0CTaTOYHOCTBIO HE
POBO/INIIACK.

Pe3yibmamsl 00KIUHUYECKOU OUCHKU De30nacHOCmU

[ToGouHble peakivu, ONMCAHHBIE B TPEICTABICHHBIX HMKE pa3jeax, He ObUIM OTMEUCHBI B
KJIMHUYECKUX MCCJIEIOBAaHUSAX, HO OBUIM 3aperucTPUPOBAHbI B MCCJIEIOBAaHUAX Ha JKMBOTHBIX
IIPU YPOBHSX SKCIO3UIIMH, COIOCTABUMBIX € KIMHUYECKOH SKCIIO3HIIHEH.

Mymaeennocmeo

Pe3yabTaThl CTaHIAPTHOM CEpHH TECTOB in Vifro W in vivo (TecT DiMca, TECT XPOMOCOMHBIX

abeppanyit B KJI€TKax MIEKONHMTAIOMIMX) UIs JUMeTHI(ymMapaTa H MOHOMETHI(pymapaTa Obun



OTpHIATebHBIMH. Pe3ysibTaT MUKPOSIEPHOTO TECTaA i Vivo Ha Kpblcax A J;H%%Tnn(pymaparav
OBl OTPUIIATEIbHBIM. e B
Kanyepocennocmno

Ucere1oBaHMs KaHIIEPOTEHHOCTH JUMeTHI(ymMapara Ha KpbIcaXx U MBIIIAX JUTHIIKCH 110 2 JeT.
Msiun  moydand  aumeTwidymapar BHYTph B go3ax  jgo 400 MTI/KT/IeHb, KPBICHI JI0
150 Mr/kr/neHb. Y MbIIIeH y4aCTHIINCH CIIy4an pa3BUTHs KapIMHOMBI TIOUEUHBIX KaHAIBIIEB [IPH
IPUMEHEHUH 103bI 75 MI/KI//IeHb, 00€crevrBaroIeil SKCIO3HIIMIO (AUC), 5KBHUBAJIEHTHYIO
TepaneBTHUECKOM. Y KpbIC YacTOTa CIy4aeB pPasBUTHS KapIMHOMBI IMOYEYHBIX KaHAIBICB
yBEJIMUMIIACh TIPH MPUMEHEHHH 710361 100 MI/KI/I€Hb, YTO NPHOIM3UTENBHO B 2 pasa BblllE
peKOMeH/yeMOi TepaneBTHuecKoit. [IpMMEHHMOCTh NPUBEICHHBIX JAHHBIX [V 4e/I0BeKa
HEeU3BECTHA.

YacToTa MOSIBIEHHUS IUIOCKOKJIETOYHOM ManIJIOMbl U KapIUHOMBI TEPETHETO OT/IeNa KETyIKa
yBEIMUMBATACh y MBbIIEH TPH OSKCIO3MIMK OSKBUBAIEHTHOH, @ y KpbIC MEHBIICH, deM
tepaneBrrueckas (Ha ocHoBe AUC).

Tokcuxonozus

JIOKTMHUYECKHE MCCIIEIOBAHMS Ha I'PBI3YHAX, KPOJIIMKaX M 00e3bsHaxX MPOBEJICHBI C BBEICHUEM
cycnemsun mumetnapymapara (aumerniapymapar B 0,8 % TrHIpOKCHIPONMIMETHIILEILTON03E)
nepopaibHO Yepe3 30HA. JluTenpHOe HccIe0BaHue Ha codakax MpOBE/ICHO C MEpOpajbHbIM
NpUMEHEHHEM Karcys1 IuMeTuidymapara.

[Tocsie TTIOBTOPHOTO TEPOPATHLHOIO BBEICHHMs IMMETHIdYMapaTa MBIIIaM, KpbicaM, cobakaM M
o0e3bpsiHaM OBLIM OTMEYEHBI HM3MEHEHHs B TOYKax. Y BCEX BHIOB JKMBOTHBIX BBISBICHA
pereHepanus SMUTEIHs OYEUHBIX KaHATIBLEB, MPEINoarallas Haiuuue noppexiaenus. [Ipu
NOKU3HEHHOM NIPMMEHEHHH TIpenapara (IByXJIeTHee UCCIe0BaH)e) HAa0II01a1ach rHIepIiasus
TIOYEYHBIX KaHAIIBLEB y KpbIC. Y cobaK, eXeIHEBHO MOTYYaBIIMX IMMETHI(GyMapaT nepopaibHO
B TeyeHue 11 MecsieB B 1103€, B 3 pasa npesbimiaronieil pekomenyemyto (Ha ociopannu AUC),
Habmo1a1ack KOpTUKaIbHas atpodust. Y 00e3bsiH, €XKeTHEBHO MOTy4YaBIIMX AUMETHI(ymapar
TepopabHO B TeUeHHe 12 MecseB, U IPUMEHEHHH J103bl B 2 pa3a BbllIe PEKOMEH/lyeMO# (Ha
ocHoBannu AUC) Habironanach KOpTHKaIbHAs aTpo(us ¥ HEKPO3 OTIETbHBIX KICTOK, a MpH
IPUMEHEHMH 10361 B 6 pa3 Bbime pekomeHayemoit (Ha ocHoBanmu AUC) Obul BbISBICH
HHTEPCTHIHATBHBIA (UOp03. 3HAUMMOCTD JaHHBIX HAOJIIOAEHUH /Ul YeT0OBEKa HEeU3BECTHA.

V Kpbic M coOak Oblla OTMEUeHA JereHepalys SMUTeIHs CEMEHHBIX KaHaIbleB su4eK. JlanHbie
M3MeHeHHUs 0OHapYKEHBI TIPU IPHUMEHEHUHA 103, OJIM3KHX K TEPAIeBTHIECKHM y KPBIC M B 3 pasa
npesblmaromux TeparnesTudeckne (Ha ocHoBe AUC) - y cobak. IIpuMeHMMOCTH TaHHBIX

PEe3yJIbTATOB 1JI YE€JIOBEKAa HEU3BECTHA.



B mepenHeM OTzeNe JKeTyaKa MBIIIEH W KpPbIC ObLIH BBISBICHBI mnepﬁﬁan‘m”n THTIEpPKEpPaTO3
TUIOCKOTO DIHUTE/Ms, BOCIAJIeHHWE, a IPH JUIMTEIbHOCTH HQCJIQHOBaﬁﬁi 6gﬂee 3 MecsleB -
IUIOCKOKJIETOYHAsT manuiuiomMa ¥ kapuuHoma. CTpoeHHe JKely/IKa I'PhI3yHOB HE COOTBETCTBYET
CTPOEHHMIO XKeJTy/IKa YeIoBeKa.

Penpooykmuenas mokcuuHocms

[lepopaibHOe MpUMeHeHUe TuMeTriIdGymMapaTa B 103ax 710 375 MI/Kr/AeHb (110 MeHbIIEH Mepe B
2 pasa BblIllIe TEPANEeBTHYECKO#) Y CAMIIOB KPbIC JI0 U B [IEPHOJL CTIApUBAHHS HE OKa3a/Io BIUSAHUA
Ha (epTuabHOCTD. [lepopanbHOe MPUMEHEHHE JUMETHIpyMapara y caMOK KpbIC B 7103aX 10
250 Mr/Kr/eHb 10 U B TIEPHOJ CTIapMBaHUs, MTPOIOJDKAIONIeECs 10 7 JIHs TeCTallky, MPHBETIO K
CHUYKEHMIO YMCJIa ICTPAIBHBIX LUKIJIOB 3a 14 JHEH, a TakKe K YBEIHYECHHIO YHC/Ia KMBOTHBIX €
YJUTMHEHHBIM IMDCTPYCOM B IPYIIIE, MIOTy4YaBIIeil caMyro BHICOKYIO M3 H3y4aeMbIX 103 (B 11 pa3
BBIIITE TepaneBTHyeckoi). Tem He MeHee, JaHHbIE H3MEHEHHUs He MOBJHSIN Ha GEPTHILHOCTD U
YHCIIO MOJTHOIIEHHBIX YMOPHOHOB.

JlumetnndymapaT NPOHMKAET 4epe3 IUIALCHTApHBIH Oapbep B KPOBb SMOPHOHOB y KpBIC M
KPOJIMKOB, COOTHOIIEHHE KOHIEHTPALMA B KPOBH Itofa M camku pasHo 0,48 - 0,64 u 0.1,
COOTBETCTBEHHO. He ObLIO BHISBIEHO HOBOOOPA30BAaHUM Y KPBIC M KPOJIMKOB MPU MPUMEHEHUH
muMeTHIgyMapara B JI00bIX 103ax. [lepopaibHoe BBeleHHE AMMeTHI(ymapara GepeMeHHbIM
KpbICaM B MEPHOJI OPraHoreHe3a B 103ax 10 250 MI/KI/IeHb IPUBENO K MOSBIEHHIO MOOOYHBIX
>ppekToB y camku (1032 B 4 pasza BblIE TEPaNeBTHYECKOW) M K CHW)KCHHIO Beca I107a,
3ajiepikKe OCCH(HMKAIMK TUTFOCHEBBIX KOCTeH M (anaHT 3aJHMX KOHeuHocTed (no3a B 11 pas
BBIIIE TeparneBTHUecKoi). CHIKeHHe Beca IUI0Ja M 3aJepikKa ocCHpUKalUK ObUTH PaCeHEHBI
KaK BTOPMYHOE MPOSIBJIEHHE TOKCHMYECKOT0 BIMSHHUS Ha OPraHU3M CaMKH (CHHIKEHHE Beca Telia U
norpebieHre KopMa).

[TepopanbHOe BBe/IcHHE TuMeTHIpyMapara B 1o3ax 10 150 Mr/kr/aeH» GepeMEHHBIM KPOJIHKaM
B [IEPHOJI OpraHoreHe3a He OKa3aio BIUSHUS Ha sMOpuoderanbHoe pazBuThe. Bec Tena caMku
CHHMJKAQJICS TPU TPUMEHEHHH JI03 B 7 pa3 BbIIE TEPANEBTHUYECKOHW, 4YHCIIO BBIKM/IBIIIEN
YBEJIMYUJIOCH TIPU IPUMEHEHHUH /103 B 16 pa3 Bblllle TepaneBTUYECKOM.

[TepopanbHoe BBeaeHHe auMeTHiIdhymapara B 103aX 10 250 MI/KI/IeHB KpbICaM BO BpEMSs
OepeMEeHHOCTH W JIaKTallik TIPUBEJIO K CHI)KEHHIO Beca Tela IMOTOMCTBAa reHepauuu F1.
3ame IIeHHE TI0JIOBOTO CO3pEBaHMs caMIlOB reHepanuu F1 Habmroaanock npu NpUMEHEHUH 103 B
11 pa3 Bbiie TeparneBTHUecKoi. Mi3MeHeHunit GpeprunpHocTH moToMcTBa reHepanuu F1 otmedeno
He Obuto. CHWIKEHWE Beca Tella MOTOMCTBA OBUIO PacleHEHO Kak BTOPUYHBIN >ddekr 1o

OTHOMICHHUIO K TOKCHUYCCKOMY BJIMAHUIO MpEIapaTta Ha OpraHnu3M CaMKH.



IMoka3zaHusi K NPHUMEHEHHI0 FTACOBAR

[Ipenapar JlumeTnadymapar MoKa3aH JUlsl J€4eHUs B3POCIIBIX MAMEHTOB C PEUINBHPYIOIIM
PEMHTTHPYIOIIMM PACCESIHHBIM CKIIEPO30M (BaHas MHpOpPMAIHSA O MOMYJIALIMAX MAlHCHTOB,
JUIE  KOTOphIX  ycTaHoBieHa  A(GGEKTHBHOCTh — Mpemapara, HM3JI0KeHa B pasjene

«DapmMakoIMHAMUKAY).

Hpoumonoxasaﬂml
« [loBbrmenHas YYBCTBUTCJIbHOCTD K AKTUBHOMY BCHICCTBY HJIn H}O60My
BCIIOMOTaTeJIbHOMY KOMITOHEHTY ITpelapara.

«  Jlerckuit Bo3pacT 10 18 1€t (B CBSI3K C OTCYTCTBHEM KIMHUYECKUX JAHHbIX).

C 0cTOPOKHOCTHIO

« V TalMeHTOB ¢ MCXOAHO HHU3KMM OOIIMM KOJMYECTBOM JIMM(OLMTOB KpPOBU
(< 0,5x10%/n);

e VYV [aMeHTOB C TsOKEIBIMM HapyUIEHUSIMH (QYHKIUHM IOYEK (KIMPEHC KpeaTHHHHA
< 30 mu/mun/1,73 M%) wm neuvenn (kaacc C no mxkane Yaitnn-ITeto) (oTcyTcTBHE
KJTMHUYECKUX JaHHBIX);

« V nauueHToB ¢ 3a00J1€BaHUSIMH KEITYT0YHO-KUIIEYHOTIO TPAKTa B CTAJMH BBIPAKEHHOTO
o0ocTpeHus;

« VYV [nanWeHToB TNpPH  OJHOBPEMEHHOM  IIPHMEHEHHWH  IPOTHBOOINYXOJEBBIX U

UMMYHOCYIIPECCUBHBIX IIPENapaToB.

Ipumenenne npu 6epeMeHHOCTH H B IEPHO/ I'PY/IHOI0 BCKAPMJIMBAHHS

bepemeHHOCTD

JlaHHBIE O TIPUMEHEHHMH JuMeTHipymapara y OEpeMEHHBIX OKEHIIMH OrpaHu4eHsl. B
MCCIIEIOBAHMSAX Ha JKABOTHBIX OBLIO IOKAa3aHO TOKCHYECKOE JEHCTBHE Ipernapara Ha
pEnpoIyKTHBHYIO cucTeMy. He pexoMenjyercss mpuMeHsTh mpenapar Jlumeruadymapar 1pu
OepeMeHHOCTH U Y )KEHIIIMH PeNpoyKTHBHOTO BO3PACTa, HE MCIIOJIB3YIOMINX HAICKHBIC METO/IbI
koHTpanenuuu. Ilpemapar Jlumetwnpymapar MOXKHO Ha3HadaThb BO BpeMsi OEpEeMEHHOCTH
TOJILKO B Cly4ae KpaiHed HEoOXOOMMOCTH, KOIJa IOTEHIMalbHas I0Jb3a Ul MaTepH
MPEBBIIIAET BO3MOXKHBINA PUCK JUIS IUIO/A.

['pyaHO€ BCKapMIMBAaHUE

HCI/I3B€CTHO, MMPOHUKACT JIH )II/IMCTHII(l)yMapaT WA €ro MeTabOJIuTHI B rpyaHoe€ MOJIOKO
YeJIOBEKa, IMO3TOMY HEIb3sd HCKIIOYHUTH PUCK JIsI HOBOPOXIACHHBIX JIeTe M MJIAJICHLIEB.

Pemienre o MpeKpalieHHHd TPYJAHOTO BCKApMJIMBAHUS WM OTMEHE Tepalvu IpernapaTrom
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Jlumetrndymapar JI0KHO ObITH MPHHSTO TOCIE TIIATENBHOH ONEHKH COOTHOMIEHUS MOIb3bI

JUIS MAaTEPH U pUCKa JUIsl peOeHKa.

DepTUIbHOCTD

ﬂaHHbIC O BJIMSIHUH IIHMCTI/IJIQ)YMapaTa Ha (bepTHIILHOCTB YeJIOBEKA OTCYTCTBYIOT. Pe?.yanaTLx
JIOKJIMHUYECCKUX HMCCIIeIOBAaHUM HE BBISIBUJIUA TTOBBIIIIEHHOT'O PUCKA CHUIKCHUS (I)epTI/IJ'II:HOCTPI Ha

done nprMeHeHHs 1uMeTHIGyMapara.

Crioco6 npuvMeHeHHs U 1035l

Jlis mpreMa BHYTDb.

[IpuMenenue mpenapara He0OXOAUMO HA4YMHATh MO HAOIIOJEHHEM Bpaya, MMEOIIEro OIBIT B
JICYEHUHU PACCESIHHOTO CKIIEPO3a.

Karicyniel cieyeT TporiareiBaTh LEJWKOM. Karcyibl WM HX COJICPIKMUMOE HE CIENyeT
M3MeNbuaTh, JEIUTh, PACTBOPSATH, COCATh, JKEBaTh, TAK KaK KUIIEYHOPACTBOpPUMAas 000J0YKa
MeJUIeT, HaXOAAIIMXCS BHYTPH KariCysl, IMPensTCTBYeT pa3pakarolleMy BO3IEHCTBHIO Ha
cimsuctyro obomouky XKT.

HauaneHas 103a cocrasisier 120 mr 2 pa3a B AeHb. Uepes 7 aHel 103y CleayeT YBEIUYHUTD JI0
PEKOMEHIOBAHHON TouiepxuBatomneil 10361 240 mr 2 pasa B jenb (cM. pasjaen «OcoObie
YKa3aHus»).

[Ipy BO3BHMKHOBEHUH HeXenaTelbHbIX peakiuit co croponsl KKT mim snu3010B «IIPHIMBOBY
KPOBH, JI03y IperapaTa MOKHO KpaTKOBPeMEHHO CHU3HUTH 10 120 mr 2 pasa B CyTKH. B Teuenue
1 Mecsila peKoMeHyeTcsi BO30OHOBUTH TpueM mpenaparta Jumerundpymapar B jgoze 240 mr
2 pa3za B aeHb. [Ipenapar Jlumerundymapar cieayeT NPUHUMATb BO BPEMs €JIbl, YTO MOXKET
CIOCOOCTBOBATh YMEHBIIEHUIO WHTEHCUBHOCTH «IIPUJIMBOB» KPOBH M DPEAKIMH CO CTOPOHbI
XKKT.

[Ipu mpomycke 103bI 3ampelaercs MpueM IBOWHOW 03Bl mpemnapata Jnverundymapar. B
clydae, €CJIM JI0 CIEIYIOIEero IUIAaHOBOrO MpUeMa Iperapara ocraercs Oosee 4 4acos,
paspelaeTcst IpUeM MPOMYIIEHHOM 103bl. Eciu 10 creayromero miaHoBoro npueMa mnpernapara
ocraeTcs MeHee 4 dYacoB, CleAyeT NPUHATH IMpenapar B 3alUlaHUPOBAHHOE BpeMsi U HE
IIPUHUMATD IPOMYIIEHHYIO J103Y.

OcoOeHHOCTH IPUMEHEHHS] V OTAEIBLHBIX I'PYIII IAIIMEHTOB

Toorcunvie nayuenmal

B KJIMHWYECKHUX HCCIIEIOBAHUSIX npemnapara, COACPIKAIICTO Jmmemnq)ymapaT, ITPUHUMAJIO
y4aCTUC OrpaHUYCHHOEC YUCJIO MMAIIUCHTOB B BO3PACTE 55 neru cTapuie. Taxoxe B Ucce/10BaHus
He OBLJIO BKJIFOYEHO JOCTATOYHOE KOJIHUYECTBO MMAllMEHTOB B BO3pacTe 65 net u cTapuie 1J1s Toro,

YTOOBI CYIUTb O pa3juyusgx B MEPEHOCMMOCTH IMpernapara IMOXWIbIMU W MOJIOABIMHA
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MalMeHTaMy. YUUTHIBAsS MEXAaHW3M JIEHCTBHS aKTHBHOTO BEIIECTBA, €. TCOPETHYUECKOH TOUKH
3peHHMs, HET JOCTATOYHBIX OCHOBAHMH JUIsi H3MEHEHUS J103bl TIpenapaTa mpH AEYEHAN TIOKHAIBIX
MaIMeHTOB.

Jlemu u noopocmku

BesormacHocTs ¥ A(PEKTUBHOCTh TPUMEHEHUs JUMeTHIpymapara y JAeTei ¥ MOJXPOCTKOB B
Bospacte or 10 mo 18 sger He ycraHoBieHbl. IIpoBe/eHHBIC HCCIEIOBaHUS OMUCHIBAIOT
noGounbie dhdexThl, (hapMakoguHaMUKy M (apMaKOKHHETHKY auMeTHiIdymapara, HO Ha
OCHOBAHMY STHX JAHHBIX HEJIB3s J1aTh PEKOMEH/IAIMIO [0 PEXUMY JT03MpoBaHus. HeT 1aHHBIX 0
JleYeHNH AMMETHII(YyMapaToOM paccessHHOro CKilepo3a y aetedt miame 10 e,

[pumenenue y nayuenmos ¢ HApyuwleHUAMU GYHKYUil noYex u/unu nevenu

CrienMasibHbIX MCCIIE0BaHUN auMeTHAdyMapaTa y MAlMEeHTOB C TOYEYHOH M MEYEHOUHOH
HEI0CTATOYHOCTHIO HE TIPOBOIMIIOCK. 110 TaHHBIM KIHHHKO-(apMaKOJIOTHIECKHX UCCIIeI0BAaHUH
W3MEHeHHe J03bl Tperapata y JaHHOW KaTeropuu INammMeHToB He Tpebyeres. Jledenue
MAlMEHTOB C TSDKEJIOH IMOYEYHOM M MEYEHOYHOM HEIO0CTATOYHOCTBIO HYKHO IPOBOAUTH C

OCTOPOXXHOCTBIO.

IToGouHoe 1eiicTBHE

V nanMeHToB, NOJYYaBIIMX JedeHHe auMerwipymaparom, Hambosnee uacto (y = 10 %
MAlMeHTOB) OTMEYAlINCh TaKMe HeXeyarelbHble JsekapcTBeHHble peakuuu (HJIP), xak
«ripumBbl»y  kposu B HJIP co cropoust XKKT (B Tom yuncne, auapes, TOmHOTA, 060Ib B XKHBOTE,
Gomb B BepxHeil wactu skuBoTa). «[IpmmuBely kpoBn m HIJIP co croponsr XKT wamme
pa3BUBAIOTCS B Hayaje Tepanuy (B OCHOBHOM, B TE€UEHHME IEPBOrO Mecsua). Y MalUeHTOB, y
KOTOPBIX Pa3BUBAIOTCS MOIOOHBIE CHUMIITOMBI, «IIPUIMBB) KPOBH M IKEIyJT0YHO-KUIIECYHbIE
SIBJICHMSI MOTYT ITIEPHOIMYECKH BO3HHKATh W B TEUEHHE Bcero meproja jedenus. Hambosee
4acTo NMPUYMHONW OTMeHBbI aumeTHiadymapata (y > 1 % HaumeHToB) OBLIM «IIPHIMBBI» KPOBH
(3 %) u HJIP co cropons! KKT (4 %).

HJIP npezcraieHbl B COOTBETCTBUU € MOpaXKeHHeM opraHoB u cucteM opraHoB (MedDRA) u
kraccupukanueit BO3 no gactore BcTpeuaeMocTH: odeHb vacto: > 1/10 (> 10 %); gacro: ot
>1/100 mo < 1/10 (ot > 1 % no < 10 %); newacto: ot > 1/1000 mo < 1/100 (ot > 0,1 % no
<1 %); peako: ot > 1/10000 go < 1/1000 (ot > 0,01 % mo < 0,1 %); ouens peaxo: < 1/10000
(< 0,01 %); yacToTa HEM3BeCTHA (YACTOTA HE MOYKET OBITh OIIEHEHA M0 UMEIOIIUMCS 1aHHBIM).
Hughexyuonnvie u napazumapmule 3a0071e6anus; 4acmo - TaCTPOSHTEPHUT, YACMOMA HEU3BECMHA
- Iporpeccupyrolas MEOroovarosast jeiikosnuedaronarus (ITIMJI)*.

Hapywenust co cmoponvt Kposu u Jumgpamuyeckou cucmemvl. 4acmo - JIEAKONCHUS,

auMmQonenus, Hevacmo - TPOMOOIIUTONIEHHUS.
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Hapywenusi co cmopoHbl UMMYHHOU CUCMEMbL. HEYACmo - THIIEPYYBCTBUTENBHOCT, yacmoma
neuseecmna - aHaQUIAKTHUECKMM MIOK*, 3aTpyJHEHHE IbIXaHHUA*, THUITOKCHS™, TUIIOTEH3UA™,
AQHTMOHEBPOTUYECKUN OTeK™.

Hapywienus co cmoponbl neuenu U JCenqeébl6O0Suux nymeu: 4acmoma Heusgecmna -
OTKJIOHEHHS] OMOXMMHUECKHX MOKa3aTes el pyHKIIMN TTeYeHn ™.

Hapywenus co cmoponsl Hep8HOU CUCmeMbl: 4acmo - OLLYIIEHUE HOIKCHHUSL.

Hapywienus co cmoponsl cocyoo8: 04eHb 4acmo - «IPUIUBbBI» KPOBH, YACTO - OLIYIIEHHE JKapa,
COMPOBOX/IAIOIIEECS YUAIIIEHHBIM CepALeOMEHHEM.

Hapywenust co cmoponvl Hceiy00yHO-KUUEYHO20 MPAKma: OYeHb 4acmo - Jhapes, TOIIHOTa,
00Jb B BEPXHHX OT/le/IaX JKMBOTA, 0OJIb B JKUBOTE, Yacmo - PBOTA, JUCIENCHsS, TACTPHUT,
YKEJTy IOUYHO-KHIIIEUHOE pacCTPOUCTBO.

Hapymeﬂuﬂ CO CMOpPOHbL KOMHCU U NOOKOJNCHbIX MKAHEU. yYacmo - 3y, CBbIIlb, SpUTEMA.

Hapywenus co cmopoHvl noyexk u Mo4esbl600Auux nymeu. 4acmo - IpoTeUHYypHsI.

Obwue paccmpoucmea u HaApywienus 6 Mmecme 66e0eHuUs: 4acmo - OUIYIIEHHE JKapa.
Jlabopamopnvle u unHcmpymeHmanvHbie OdHHbIE. OYeHb YACmMo - KETOHYpHUS, wacmo -
ATBOYMUHYPHS, MIOBBILICHHE AKTUBHOCTH acrapraTaMHHOTpaHchepasbl (ACT),

astannHamMuHOTpancepassl (AJIT), nefikoneHus.

* HexenaTebHbIE peaKIliH, BbISIBIEHHBIE TOJIBKO B X0/1€ OCTPErUCTPALMOHHOIO IPUMEHEHHUS.
Jlonoanumenshan ungpopmauun

«lIpunruevl» kposu

«[TpuuBBI» OMUCHIBAIOTCS MALIMEHTAMHU KaK OIYIIEHHS PHJIMBA KPOBHU K KOKE WJIM OLIYIIEHUS
JKapa, HO MOTYT BKJIKOYATh U JAPYTUe MPOSIBICHUS (HAIpUMED, OLILYIIEHUS TeIlla, OKPACHEHHH,
MOKaJIbIBaHUS, JOKeHus). B xozme mniane0o-KOHTPOIMPYEMBIX HCCIEA0BAHUNA OTMEYaIOCh
YBEJIMYEHHE YacTOThl BO3HUKHOBEHHS JIH30J0B «IIPHJIUBOBY» KpoBU (34 % 1O CpaBHEHHIO €
4 %) n omymenue xapa (7 % mno cpaBHeHHIO ¢ 2 %), COOTBETCTBEHHO, Yy IMAllMEHTOB,
MOJY4YaBIIMX Tpernapar, coiep)aimuid auMeTuapymapaT, MO CPABHEHHIO € MAallMeHTaMH,
nostydaBmuMu 1uiane6o. B OonblIMHCTBE ClyyaeB MHTEHCHBHOCTb «IIPUJIMBOBY OTMEYallach
MalMeHTaMU Kak c1abo MM yMEpeHHO BbIpaxkeHHas. Cilydal TSKEIOro TEUEHMs «IIPHIINBOBY,
KOTOpBIC TPOSIBIISUTUCH PACIIPOCTPAHEHHOW JPUTEMOM, KOXKHOW CBHINBIO W/MIM 3yJ0M KOXH,
HaOmonamuch MeHee 4eM y | % manveHToB, NPUHUMABIIMX I[Ipenapar, CojepiKaliui
qumeTriIhymapar.

HJIP co cmoponbl J#ceny0odHo-KuumeyHo20 mpakma

V' nanuMeHTOB, MOJYYAIOUIMX IperapaT, CoAepkamuil JuMeTwiadymapaT, MO CPaBHEHHIO C
nalnueHTaMu, nojay4yaBmumu ianedo, yactora HJIP co ctoponsl XKKT ObL1a Bbiiie (Hanpumep,

muapest [14 % no cpaBaenuto ¢ 10 %], TomHoTa [12 % mno cpaBHenuto ¢ 9 %], 601b B BEPXHUX
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otnenax xuBoTa [10 % mo cpaBHeHuto ¢ 6 %], 601b B xHuBOTE [9 % HOleaBHCI}g/IL‘O ¢ 4 %], poTa
[8 % mo cpaBHenHIO ¢ 5 %] u aucnencus [S % 1mo CpaBHEHHIO-C 3 %]). B-6OJIBALHI/IHCTB€ CJIyvaeB
MHTEHCHBHOCTh CHMITOMOB cO cTopoHbl JKKT oTMeuanach ManMeHTaMH Kak cC1abo WiH
ymepenHo BeipaxenHas. Tsokensie HJIP co croporst XKKT, B ToM umciie, TacTpOSHTEPHT H
ractpuT, HaGmonamch B 1 % clydae y NAlMEHTOB, MPMHAMABIIMX NPEIapaT, COACPKaIIMH
aumeTuidymapar.

Axmuenocms « neYeHOYHbIX» MPAHCAMUNA3

Ha OCHOBAHWHM JaHHBIX IUIANEO60-KOHTPOJIUPYEMBIX UCCIETOBAHUMH, y OOIBIIMHCTBA MTALIMEHTOB
AKTMBHOCTH «TIEYCHOYHBIX» TPAaHCAMHMHA3 He INpeBbIlIaa BepxHHe rpanuibl Hopmbl (BI'H)
JaHHBIX TOKazaTesnei ©Oosee uwem B 3 pasza. lloBblieHMe aKTUBHOCTH «IEYEHOYHBIX)
TpaHcaMKMHa3 Yy  [AlMeHTOB,  [OJyY4aBIIMX  JIEYCHHE  MPErnapaToM,  COAEPKalnM
quMeTHIGyMapar, Mo CPaBHEHMIO C [MAlMeHTAMHM, MOJY4YaBIIMMHM Iiane6o, HabIoaaIock,
NPENMYIIECTBEHHO, B T€YEHHE IepBbIX 6 MecsieB Tepanuu. losbnuenne aktnsHoctH AJIT u
ACT B 3 u Gonee pas or BI'H oTmeueHbl, COOTBETCTBEHHO, y 5 % u 2 % mNAlMCHTOB,
mony4aBmux muanebo, 1y 6 % u 2 % [alMeHTOB, IOJYYaBIIMX IIpenapar, COJAepiKallui
aumetwipymapar. [loBbIIeHHE AKTUBHOCTHM — «IIEYEHOYHBIX» TpPaHCAMHMHA3  IMOCIYXHIIO
IPUYUHOW OTMEHBI Teparmiu MeHee 4yeM y 1 % DalMeHTOB Kak B TpyIIe MalHeHTOB,
MPYHAMABIINX Tpenapar, cojaepXamuii aumerwidymapar, Tak M Imianedo. B manebo-
KOHTPOJIMPYEMBIX HCCIIEI0OBAHUAX HE HAOIIIOIaI0Ch MOBBIIICHUS TPAHCAMUHA3 B > 3 pa3a BbILIE
BEpPXHEH T'PaHMIlbI HOPMBI C COYETAHHBIM MOBBIIIEHHEM oOmero OuimMpyOuHa Oosiee YeM B
2 pasa BblIllle BEpXHEW rpaHUIIbI HOPMBI.

B X0/1€ MOCTperucTpalMoHHOro MPMMEHEH s AuMeTHI(GymMapaTa coo0Ianoch 00 OTKIOHEHHUSX
OMOXMMHUYECKUX TOKa3arenell (YHKIMK redeHH (MOBBIIIEHUS TPaHCAaMMHA3 B > 3 pa3a BbILIE
BEPXHEH TPaHMIlbl HOPMBI C COYETAHHBIM MOBBIIIEHHEM oOmmero GumimpyObuna Oonee veM B
2 pasza BBIIE BEpPXHEH TI'paHUILI HOPMBI), KOTOPBIE pa3pellauCh IOCIE€ OTMEHBI JaHHOTO
npenapara.

Jlumgponenus

V GonpmuHCTBA nNanueHToB (> 98 %) He OBUTO BBISBICHO OTKJIOHEHMH OOINEro ducia
1uMQpOIUTOB B KPOBH JI0 NPUMEHEHHs TIperapara, CoJepiKallero JMMeTHIdymapar B paMKax
1a1e00-KOHTPOIMPYeMbIX HccienoBanuil. [locne Havana Jie4eHHs IpernaparoM OTMEYCHO
CHMIKEHHE o00mero uyuciaa JUM(AOIUTOB B TEUEHHE MNEPBOrO roja ¢ MOCIEAYIOIMEH HX
crabuwimsanueii. B cpeanem, obiee 9ucio JTUMQOIMTOB CHIKAIOCH mpumepHo Ha 30 % ot
MCXOMHOro 3HaueHusi. IIpy 5TOM MeauaHa W CpelHee YHUCIO JIMM(OLMTOB OCTaBalIUCh B
npezenax HopMbl. O6mmee uncio muMdomutoB < 0,5 x 10%/n mabmonanoch Menee, dem y 1 %

[MAlMEHTOB, [OJyYaBIIUX IU1anedo, H 6 % - MmOJyYaBIIMX I[Ipernapar, CcojAepIKaliun
y
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muvetwipymapar. KommdectBo numbornutoB < 0,2 X 1091 OTi}fIqu‘fIO Aky 1 manwuenTa,
NPMHKMMABIIETO Mpernapar, COAepXKallui IuMeTHIpyMapar, HO HE ‘Haﬁmé‘liaHOCb B Tpymme
iane6o. B KIMHHYECKUX MCCIeIOBAHUSAX, KAK KOHTPOJIMPYEMBIX, TAK U HEKOHTPOJIUPYEMBIX, Y
9 % malMeHTOB KOJIMYECTBO JMUM(OIMTOB HaAXoaWJIoch B auanazoHe ot > 0.5 x 10°/n no
< 0,8 x 101 B Teyenne kak MMHUMYM 6 MecsiueB; y 2 % MalMEHTOB YHCIIO JMM(MOIUTOB
cHU3WIOCH 10 3HadeHuit < 0,5 x 10%/71 Ha mepHoa AIUTENBHOCTBIO HE MeHee 6 MeCsIeB, U y
OOJIBIIMHCTBA U3 JTHX MMAIlMEHTOB CHI)KEHUE YUCIIa JTUM(OIIMTOB OCTABAJIOCH HA TOM JK€ YPOBHE
(< 0,5 x 10%1) npu mupomomkenuu Tepamud. OTMEUeHBI Ciydad IPOrPECCHpYIOIEH
MYJIbTH(OKATBHON JIeiKodHIIehaTonaTin Ha (OHE BBIPAKEHHOH H JUIMTETBHOH IMMpOIEeHHH
(cMm. pazaen «OcobOble yKazaHusy).

Jlpyeue uzmenenus 1abopamopHulx noxkazame.neu

B xo/e miane60-KOHTPOTUPYEMBIX UCCIIEIOBAHUH y MAIMEHTOB, KOTOPBIE MOJIyYalli IIpernapar,
cozepxaiuii uMeTriadymapar, ketonypust (1+ u BbIme) onpeznensiach dame (45 %), yem B
rpymne riane6o (10 %). Kiimaudeckas 3Ha4MMOCTh JaHHOTO HAOIIOACHUS HE OIIpeJiesieHa.
Konnentparwus 1,25-auruipokcuButaMuaa D B KpOBU CHUXKAIACh Y MAMEHTOB, IIPUHUMABIINX
Tmperapar, coaepkamui mumeTuadymapar, wim rianedo, COOTBETCTBEHHO, B cpeHeM Ha 25 %
1 15 % OoT UCX0HOTO 3HAYeHUs yepe3 2 roja JedeHus, a KoHueHTpauus naparropmona (I1TT)
IOBBIIIANIACh, COOTBETCTBEHHO, B cpeaHeM Ha 29 % u 15 %. Cpeanue 3HaueHUs 000MX
MoKasaresiel 0OCTaBaJIUCh B MPeJIeax HOPMBI.

B nepBble 2 MecsIa Tepaniy y NalueHToB 0TMEYalach TPAH3UTOPHAS 203MHO(DUITHS.

Jemu

be3zonacHocTh numeTwidymapara y getei ¢ pacCessHHbIM CKiIepo3oM Miaiaie 18 et He Obuia
u3ydyeHa. B HeGosbiioM 24-He1eIbHOM OTKPBITOM HEKOHTPOJIMPYEMOM MCCIIEIOBAHUM Y JIETEH C
PELIMIMBUPYIOIIUM PEMUTTUPYIOIIUM PaACCETHHBIM CKJIEPO30M B Bo3pacte oT 13 mo 17 zer
(120 mr 2 pa3a B cyTKH B TedeHue 7 aHei, 3atem 240 mr 2 pa3a B CyTKH 10 OKOHYAHUS JICYEHHUS;
BBIOOpKA JUISL OLIEHKH Oe30macHOCTH, n = 22), npoduiib 6€30MacHOCTH ObLT CX0KHUM C TAKOBBIM Y

B3pOCJ/IbIX MMAITUCHTOB.

ITepeno3suposka

3aperucTpUpOBaHbI Cllydau Nepeo3upoBky qumeTuadymapara. CUMITOMBI, ONMMCAHHbBIE B ITUX
ClIy4asiX, COOTBETCTBOBAIM M3BECTHOMY MPOGUIIIO HEXKETaTeIbHBIX SBICHUH IuMeTUI(ymapara.
B Hacrosiee BpeMsi HEM3BECTHO HMKAKMX TEPANeBTHMUECKMX BMEIIATENIBCTB, IO3BOJISIONIMX
YCKOPHTD 3TMMUHALMIO JUMeTHIhymMapaTa, KpoMe TOro, Ul IJaHHOTO COEIMHEHUS] HEM3BECTHO
HMKAKOIo aHTH0Ta. B ciryyae nepeao3upoBKH PeKOMEHIYeTCsl MPOBOAUTH CUMITOMATHUECKYIO

NOJACPIKHUBAOIIYIO TEPAITUIO 110 KIIMHUYCECKUM ITOKa3aHHUsIM.
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B3anmojeiicTBre ¢ IPYrHMH J1eKAPCTBEHHBIMH CPeICTBAMHU "
He npoBoausioch ucciel0BaHuil quMeTnIpymMapara B KOMOMHALAH € npOTHBooﬁyxoneBban
WIM MMMYHOCYIIPECCHBHBIMH IIpelapaTaMu, IO3TOMY IIpH OJHOBPEMEHHOM NPUMEHECHUH
J@HHBIX JIGKAPCTBEHHBIX MpPENaparoB CIeAyeT MpPOSBIATE OCTOPOKHOCTB. ComyTCTByIOImEe
KpaTKOBPEMEHHOE BHYTPUBEHHOE MPHMEHEHHE TTIOKOKOPTUKOCTEPOH/IOB JUIs MPOGHMIAKTHKH
PEllMIMBOB PACCEHHOTO CKJIEpo3a B XOJe KIMHMYECKHX HCCICOBAHMI  Ipenapara,
coJepyKaniero AuMeTwihpymapar, He CONPOBOKIATOCH KIMHUYECKH 3HAUMMbIM YBETHUCHUEM
4acTOTHI Pa3BUTUSI MHDEKIIHHA.

Bo Bpems Tepamuu npernapatoM JlumeTniadymapar MOKeT ObITh PACCMOTPEHO MCIOIb30BAHUE
MHAKTHBUPOBAHHBIX BAKIMH B COOTBETCTBUM C HALMOHAIBHBIMH Tpadukamu BakuuHauud. B
MCCIIEIOBAHUMHM € y4yacTHeM 71 manueHTa ¢ peluIHBUPYIOUIMM PEMUTTHPYIOUIMM PACCESHHBIM
CKJIEPO30M TIAIMEHTHI, NPUHAMABIIME TIperapar, coiepxkarmii qumernndymapar, no 240 Mr
2 pasa B CYTKHM He MeHee 6 MecsueB (n = 38) MM HeNmerwIMpoBaHHBIH HHTEP)EPOH HE MEHee
3 mecsieB (n = 33), JOCTUIVIM COMOCTABUMOIO MMMYHHOTO OTBETa (ONPENEIIABINETOCS Kak
JByKpaTHOe MM 0oJjiee TOBBIIIEHHE TUTpa 10 W I0CIe BAKIMHALMH) Ha CTOJOHSYHbIA
AHATOKCHH (CEHCUOMIM3MPYIONIMHA AHTUTEH) W KOHBIOTMPOBAHHYIO MEHMHIOKOKKOBYi0 C-
MOJICAXapUIHYI0 BaKIWHY (HEOAHTHIeH), B TO BpeMsl KaK MMMYHHBIM OTBET Ha pa3IM4HbIC
CEPOTHUIIBI HEKOHBIOTHPOBAHHOW 23-BaJEHTHOM MHEBMOKOKKOBOH IOJIMCAaXapuJHON BaKIMHbBI
(He3aBUCHMBIN aHTHIeH T-KJIETOK) BapbUpoBal B 00eux rpynmnax. [1010KnTebHbIi MMMYHHbIH
OTBET, ONPEIE/ISABIIMNACA YETHIPEXKPATHBIM M 0ojee yBEIMUYEHHWEM THTpA aHTHUTE K TpeM
BAKIIMHAM, OB JIOCTUTHYT Y MEHBINEro KOJIMYECTBA MAIMEHTOB B o0eux rpymmax. B rpymme
HENErnJIMPOBAaHHOT0 HHTEpdHepoHa ObUTH OTMEUYEHbI HEOOJIBIINE YUCIIOBBIE PA3JIMUMs B OTBETE
Ha CTOJIOHSYHBIA AHATOKCUH U MHEBMOKOKKOBBIH MOIMCAXapH/l CEpOTHUIA 3.

Wccnenoanus >()GEeKTHBHOCTH U GE30IMaCHOCTH TpUMEHeHHs Tpenapata Jlumeruadymapar
COBMECTHO C KHBBIMH OCJIa0JIEHHBIMH BaKIIMHAMHU HE ITPOBO/IUIINCE.

JKuBble BakIMHBI MOTYT MOBBIIATh PUCK WH(EKIMOHHBIX 3a00JEBAHUI, T0OITOMY HE IOJDKHBI
NPUMEHATBCS Y MAIMEHTOB, MOJIydYalomuX npenapar Jlumerunadymapar, 3a HCKIIOYEHHEM
cJTydaeB, KOT/1a MOTEHITHATbHAS 110J1b3a BAaKIIMHALIMHY TIPEBBILIAET PUCK €€ IIPOBEICHHUS.

Bo Bpemsi Tepanuu mnpenapatoM Jlumerwidymapar ciaeayer u30eratb OJHOBPEMEHHOTO
MPUMEHEHHUs JIPYTMX MPOM3BOIHBIX (yMapoBOM KHCIOTHI (KaK JUls MECTHOro, TaKk M JUIs
CUCTEMHOI'O IPUMEHEHHUS ).

[Tepen nomnaaHieM B CHCTEMHBIH KPOBOTOK AMMETHI(PyMapaT MeTabOIM3UPYETCsl B OpraHu3me
yelloBeKa NpH ydacTH ocrtepas. Jlamee B Meraboiu3Me y4acTBYIOT (DepMEHTBI IHKIa
TPUKAapOOHOBBIX KHCJIOT 03 ydacTus Hu30(pepMeHToB cucTeMbl wnuroxpoma P450. B

HUCCJIEIOBAHUSX [n Vilro He OBLJIO BBISIBJICHO IMOTEHIIMAIBHOTO pucka HHFI’I6I/IpOBaHPI5I H
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MHIYKIMA W30(EpPMEHTOB CHCTeMBI HMTOXpoma P450, Tak jxe Kak I1pu QUEHKE BIUSHUA
P-rMKONpOTEMHA M M3y4eHHWM CBS3bIBAHWS uMeTHndymapata M MOHOMeTHI(ymapara
(OCHOBHOH MeTaboauT aumeTwipymapara) ¢ OelkaMu I1a3Mbl KpoBH. bbuio mpoBeneHo
uccienoBanue  (hapMakOKMHETUKH, B  KOTOPOM — M3y4ajloCh COBMECTHOE IIPHUMEHEHHUE
KOMOMHMPOBAHHOTO TEPOPATBHOTO KOHTPALENITHBHOTO Tperapara ¢ JUMETHI(QYyMapaToM.
Jlumetniagymapar He OKasblBal 3HAYAMOIO BIMSIHMS Ha npopuib (HapMakOKMHETHKH
HOPAATECTPOMHHA M JTHHHIACTpaauona. Jlas mepopaabHbIX KOHTpPALCNTUBHBIX CPEICTB,
CoJIepIKaIIUX JPYrHe MporecTareHbl, He MPOBOIMIOCh HUKAKMX MCCIIEI0BAHMN B3aUMOICHCTBHSL:
TEM HEe MeHee, HUKAKOIo BIIMSHUS JUMETHIymMapara Ha UX YPOBEHb HE 0KUIA€TCs.
VCTaHOBIEHO, UTO unmepgepon Gema-la s BHYTPUMBILIEUHOIO BBEACHUS U 2ramupamepad
ayemam, 4acTo MPUMEHSIEMbIe JUIs JIEYeHHs PACCEHHOIO CKJIEpPO3a, HE OKa3bIBAIM BIMSHUS HA
(hapmakokuHeTHUECKHI Tpoduite tumeTHadymapara.

B xoz;e wuccaeI0BaHMNA Ha 30POBBIX J00pOBOJIBLAX BBIICHEHO, YTO «IIPHIIUBBI» KPOBH,
CBSI3aHHBIE C MPUEMOM IIpernapara, Cojepxkaliiero IuMeTuidymapar, BEposSTHO, OIOCPEI0BaHbI
NpOCTArIaHAMHOM. B Xoz1e ByX HcclieJoBaHuil Ha 3/I0POBBIX 100pOBOJIbIAX MpHeM 325 MI He
KUIIEYHOPACTBOPUMOM JIeKapCTBEHHON (HOPMBI AlleTHIICATUIIMIOBON KUCIIOTHI (MM aHasora) 3a
30 MHHYT 10 TIpHeMa mpernapara, cojepallero auMeTwidymapar, B TeueHue 4 JHEH WM
4 Henenb He OKa3bIBal BIMSHUS Ha (DapMaKOKMHETHYECKHi mnpoduiab aumeTuidymapara.
CrenyeT y4YUTBIBaThH MMOTEHIMAIbHBIE PUCKU NPUMEHEHHS aleTHJICAIMLUIOBONH KHCIOTHI JI0
NPUHSTHS pPEIICHHss O COBMECTHOM Ha3HAUYE€HHM C AUMETUI(ymMaparoM y IMalMEHTOB C
PEIUINBUPYIOIIMM PEMHUTTHPYIOIIMM PACCeSHHBIM CKJepo3oM. JluTenbHOE IPUMEHEHHUE
(6onee 4 Hejenb) alETUICATUIMIOBOW KHCIOTHI B KOMOMHAIMU € JAUMETWI(GymMapaTtoMm He
u3ydanoch. OJHOBpeMEHHOE NMPUMEHEHHe JTUMETUIPymMapara ¢ JIEKapCTBEHHBIMU CPEICTBAMH,
o0amaromuMu  HePOTOKCHYECKAM JIeHCTBUEM (TaKMMU KaK aMHMHOTJIMKO3MIBI, JUYPETHKH,
HECTepOU/IHbIe TMpoTHBOBOCTaTUTENNbHBIE cpeacTBa [HIIBC] umm nmpenapatsl JUTHS), MOXKET
noBbimark puck HJIP co cTopoHbl mouyek M MOYEBBIBOASIIMX IyTei (HampuMmep, BbI3bIBATh
nporeunypuio cM. «[lobounoe neiictBre», «Ocobble ykazaHusi», mojapasnen «Jlaboparopuble
MOKa3aTesIny).

YnorpebieHne  yMEpEHHOTO  KOJIMYECTBA  AJKOTOJIi  HE  M3MEHSET  DKCIO3UIUIO
qumeTridymapara u He conpoBoxkaaeTcs nopbierrneM 4yactotel HJIP. TloTpeGaenus 6osbmoro
KOJIMYECTBA KPENKHUX aJIKOTOJIbHBIX HAMUTKOB (Oonee 30 06 %) caenyer n3berath Kak MUHUMYM
B TeueHWe | dYaca Tmocje TPHMEHEHHs Ipenapara, COJep)Kallero IuMeTHiadymapar, T.K.
AJTKOT0JIb MOKET TPUBOIUTH K MOBbIIeHUI0 yacToThl HJIP co ctopons! XKKT.

Pe3ynbTarhl MCCIIe0BaHUN in Vitro BOBMOXKHOM MHIYKIUH M30(DE€PMEHTOB CUCTEMBI HIUTOXPOMA

P450 He oOHapyXua¥ B3aUMOJCHCTBHS MEXAYy IUMETWIhymMapaToM U IepOpalbHBIMU
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KoHTparenTuBamMu. McciaenoBanus in vitro 1o H3yYCHHUIO B3aHMoneﬁCTBm ’c—tnéﬁdp’:anbﬂmMH ‘
KOHTpAlLENTHBaMK He MpoBoAWINCh. Hecmorps Ha TO, 4TO B3anMoillé17f,é;'ﬁBi&fe_, MEKIY |
auMetuadymaparoM, M [EpOpalbHBIMH  KOHTPAlENTHBAMH  MaJOBEPOSTHO,  CIEAYyeT
PaccMOTPETh BO3MOXKHOCTh IPUMEHEHHUS] HErOPMOHATLHBIX KOHTPALEITUBHBIX CPECTB Ha (poHE

JledyeHus npenaparoM JumeTtundymapar.

Oco0Oble ykazaHus

JlaboparopHble TOKa3aTeIu

[Ipumenenre auMeTHIpymMapaTa MOXKET COIMPOBOKIATHCS CHHKEHHEM OOIIEro KOIMYecTBa
aumdonuToB B KpoBu. JlumeTuindymapar He M3ydald y IalUEHTOB, KOTOPbIE HCXOAHO UMEIH
CHMI)KEHHOE KOJIMYECTBO JIMM(OIMTOB, MOITOMY CIEIyeT COOI0JaTh OCTOPOKHOCTL IPU
NPUMEHEHHH TperapaTa y TakuxX IaiueHToB. Jlo Hadaia JIeUeHHUs CIIEYeT OIICHUTh Pe3y/IbTaThl
Pa3BEPHYTOrO KJIMHUYECKOTO aHATH3a KPOBH MAIMEHTA, BKIIFOYAs MOJACYET YMCIa JUMQOIHUTOB.
Ecan konmuecTBO JIMMGPOIMTOB HUIKE HOPMAIBHOTO YPOBHS, CIEIYET OLEHUTH BO3MOXKHBIC
IPUYKMHBI 3TOTO MIEpe/l HaualloM Tepanuu npenaparom Jlumeruadpymapar.

[Tocie Hayama Tepanuy TOJHBIM aHATM3 KPOBH, BKJIIOYAs IOJCYET YHCIa JIMMQOIHUTOB,
PEKOMEHTyeTCsl IPOBOAUTH KaXK/ble 3 MecsIa.

HeoOXxoaumMo  paccMOTpeTh  1LelecoOOpa3HOCTb — MepepbiBa B I[IpUEME  IIperapara
Jlumetuadymapar y [alMeHTOB €O CHIDKeHHeM uuciaa aumdonutoB < 0,5 X 10%/n,
COXPaHSIOMIMMCS Ha TPOTshKeHHH Oosiee 6 MecsineB. OIEHKY MOJIb3a/pPUCK TEpaluu CIEAYeT
MIEPeCMOTPETh B X0J€ 0OCYK/IEHHs C MAllMEHTOM B KOHTEKCTE JIPYIMX JIOCTYIHBIX BapHaHTOB
neuenus. Kimaudeckue (HakTopsl, OlleHKa JIOOBIX 1a00paTOPHBIX U BU3YalIbHBIX UCCIIEI0BAaHUN
MOIyT OBITh BKJIIOYEHBI B 3TOT MmepecMoTp. Ecau jedeHue npoaosnkaeTcs, HECMOTps Ha
MOCTOSIHHOE ~ KosmdecTBO ymMpommToB  <0,5 x  10%/n,  pekoMmenjyercst MOBBIIIEHHAS
HaCTOPOXKEHHOCTh (cM. Takxke moapasaen mo [IMJI). Tloxacder umcna 1uMAOUUTOB ClIEAyET
MPOBOJMTL JIO BOCCTAHOBIEHHWSI HOPMaJIbHOro KojuyecTBa. Ilocie  BOCCTaHOBIIECHHS
HOPMAJIbHOTO KOJIMYECTBA JTUM(OIIUTOB NPH OTCYTCTBUH AJIbTEPHATUBHBIX BAPUAHTOB JICYCHHUS,
peleHre O TOM, CIeIyeT JU BO300HOBHTH mpueM mpenapara Jlumetundymapar mnocie
IIpeKpaleHust JISUeHUs, J0PKHO OCHOBBIBATHCS HA KIIMHUYECKON OLIEHKE.

CrenyeT OLEHUTh COOTHOIICHHE I0JIb3a/pPUCK TEpalUu y MAalUeHTOB ¢ KOJHYECTBOM
mumponuToB ot > 0,5 X 10%/71 10 < 0,8 x 10°/11 B TeueHue Gosiee 11ECTH MECSIIEB.

M3MeHeHHs OTIENbHBIX (YHKIMOHAIBHBIX TIOKa3aTejled TEeYeHH M Io4YeK HabIIoJaluch B
KJIMHMYECKUX MCCIIEIOBAHMAX Y TMAIMEHTOB, MPHHUMAIOMNX aumetHiadymapar. Kiunnueckas
3HAYMMOCTh 3THX H3MEHEHMH HeHM3BecTHA. PeKoMeHyeTcss KOHTPOJIUPOBATh (DYHKIHIO IOYEK

(HanpﬂMep, 10 pe3yjabTaTaM HCCJICIOBAHMSA a30Ta MOYEBHUHBI U Kpe€aTHHHHA KPOBH, ob1iero
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aHaJIM3a MOYHM) 0 JIEYeHHs W CIycTss 3 U 6 MecsleB OT Hayaja JIEYEHHUs, a 3aTeM - Kax/Ible

B
6-12 MmecsileB B 3aBUCUMOCTH OT KJIMHUUYECKHMX [TOKa3aHUH.

[Ipu npuveHeHUH MMeTHI(yMapaTa MOMKET pa3BUBATBHCS JIEKAPCTBEHHO-OMOCPEIOBAHHOE
HapylieHne QYHKIMHU MeYeHH, KOTOPOe MOKET BKJIIOYATh MOBBIIIECHHE aKTUBHOCTH TE€YCHOYHBIX
depmentos (B 3 u Gonee pa3 BI'H) u moBblmeHne KOHIEHTpaluu odmero oumupyouna (B 2 u
oonee pa3 BI'H). Ykazanuble n10OOYHBIE PEAKLMH MOIYT Pa3BUThCS KakK Cpasy Mocie Mpuema
rmpenapara, Tak M Yepe3 HEeCKOJIbKo Heseldb M Ooiee mocie. Paspemenue moOOUHBIX peakiui
HaOIIOAIOCh  TIOCJIe  TIPEKpalleHusl JiedeHHs. PeKOMEHIyeTcs OlLEeHKa ChIBOPOTOYHBIX
amuHoTpancdepas (Hanpumep, atanuHaMuHOTpaHchepassl (AJIT), acmapraramunoTpancdepass
(ACT)) u KoHIEHTpanKuK oO1mero OuIupyOruHa 10 Hayala ¥ BO BPeMs JICYEHHs], B 3aBUCHMOCTH

OT KJIMHUYECKUX ITOKa3aHUMU.

[IpeammecTByOMIas TEpAIusi UMMYHOCYIIPECCOPAMU UM UMMYHOMOAYJIATOPAMHU

UccnenoBanuit 2 hekTHBHOCTH U Oe30macHOCTH Tpenapara JlumeTuiadymapar 1npm nepeBoje ¢
JPYTHUX MIpernapaToB, H3MEHSIONMX TedeHue paccessHHoro ckiaeposa (IIMTPC), ne mpoBoauocs.
BiusiHue mpeamecTByIoed KMMYHOCYTIpeCCUBHON Tepanuu Ha pa3sutue [IMJI y nmauuenTos,
IPUMEHSIOINX TuMeTHIIhymapar, HeusBecTHO. [Ipu nepeBoae nanuentos ¢ apyrux [TUTPC na
npenapar Jlumetundymapar, cieayeT YUUTHIBaTH IE€PHOJ IIOJYBBIBEACHHS M MEXaHHM3M
JEWCTBHUS IPYroit Tepanuu, yToObl U30exkaTh aJIMTUBHOTO 3G deKTa Ha IMMYHHYIO CUCTEMY, B
TO )K€ BpPeMsl CHUIKAsi PUCK pPEaKTUBALIMU PACCESHHOTO CKJIepo3a.

Pexomenayercss omneHka oOIero anaiums3a KpOBH II€pe]l HA4YaJoM TEpaIluU IIpernapaTrom
Jlumetnidymapar ¥ peryyispHo BO BpeMs JiedeHHs (cM. mojpaszaen «JlaGoparophsle
MOKa3aTesn» BhILIE).

B uenom, tepanuto npenaparom Jlumerunadpymapar MOKHO Ha4MHATh HE3aMEUIMTENIBLHO I10CIIE
peKpaleHus npuemMa uHTepdepoHa WM riiatTupaMepa anerara.

Tsoxesnnble HapyvineHUs GYHKIMAN [T0YEK U [TI€YEHH

B cBsi3u ¢ Tem, 4ro aumeTWI(GymapaT HE WU3ydald Yy MAlMEHTOB C TSIKEIbIMU HApyLIEHHUSIMH
GYHKIMHA [MOYEeK M MEeUeHH, MPUMEHSATh €ro y JaHHON KaTeropuu MNalMeHTOB CIEIyeT ¢
OCTOPOKHOCTBIO.

3a00s1eBaHUS HKEIYI0UHO-KUIIEYHOT0 TPAKTA B IEPUO/T BBIPAXKEHHOTO 00ocTpeHus

B cBs3u ¢ TeMm, 4To AuMeTHIhymMapar He M3ydadd y MAlMEeHTOB C BBIPAKEHHBIMH OOOCTPEHHUSIMH
3aboneBanuit JKKT, npuMeHsTH €ro y JaHHON KaTeropuy MalMeHTOB CIIEAYET C OCTOPOIKHOCTHIO.

« IpuJIUBBI»Y KDOBH

B KJIMHMYECKMX HCCleoBaHUAX 34 % NalMeHTOB, MOJIydarOIIUX IIpernapar, COAEepIKaIlni
quMeTHadgymMapar, OTMEYald «IPUJIUBBI» KpPOBH. B OONBIIMHCTBE CIy4aeB HHTEHCHBHOCTb

«IIPUJIMBOB» OICHUBAJIACh KaK JIETKasd WJIX YMEPEHHO TsDKEIasd. B xoxe uccinenoBaHuil Ha
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3JI0pOBBIX J00POBOJIBLIAX BBIACHEHO, YTO «IIPHIMBBI) KDPOBH, éBﬁiai{ﬁﬁié @ aneMQM
auMeTHII(pymMapara, BEpOSTHO, OIIOCPEA0BAHBI IPOCTATIAaHIUHOM. HauHeHTaM‘épx—;é"cieppnm;@in
NPUJIMBAMH MOJKET OBITh TMOJIE3eH KOPOTKHE Kypc 75 MI' HE KHIIEYHOPACTBOPHMOM bopmbl
AlETH/ICAJMITMIOBOM KHCJIOTHL. B BYX HCCiIEIOBAaHHUSAX HA 370POBBIX J0OPOBOJIBI@X HacTOTA
BO3HMKHOBEHHS M BHIPAKEHHOCTD TIPUIMBOB CHIKAIACh BO BPEMs MPUEMa alle THIICATHIIHIOBOI
KHUCIIOTBI.

[lo JaHHBIM KIMHUYECKMX HccaenoBaHuit y 3 w3 2560 mnanueHToB, MPUMEHSBIINX
JuMeTHIhyMapar, CHMIITOMBI «IIPHJIHBOBY XapaKTepH30BaIUCh KaK Tskesble. Bo3MoxHO, oHH
OBLTH 00YCIOBJIEHB PEAKIIASIMH THIIEPYYBCTBUTEILHOCTH HITH aHADUIIAKTONIHBIMU PEAKIIUAMH.
YKa3aHHbIE PEAKIMM HE HOCHIM JKM3HEYIPOXKAIOIIEro XapakTepa, OJHAKO CTald MPAYAHOU
FOCIUTAIN3AIMA TTAIIMEHTOB. Bpaun ¥ MalnueHThbl I0/DKHBI OBITh OCBEOMIIEHBI O BO3MOKHOM

IIPUYNHE Pa3BUTHS Y TTAIIUEHTOB BBIPAXKEHHBIX CUMIITOMOB «ITPUITABOB».

AHabuiaKkTUYeCKue pPeakiuu

Coobmanoch 0 ciydasx pa3BUTHS aHADUIAKTHYECKHX M aHA(HMIAKTOMIHBIX pPeaKluil Ha
rpenapar, CoAepKalluii auMeTHidymapar, B MOCTPETHCTPALMOHHOM Iepuoje. CHMIITOMBI
MOTYT BKJIFOYATh OCTAHOBKY JIBIXaHHs, THIOKCHIO, TMIIOTEH3MIO, aHTHOHEBPOTHYECKHH OTEK,
CHIMb MJIM KPANMBHHIY. MeXaHW3M HWHAYIHPOBAaHHONW IuMeTHIdymMapaToM aHapuIaKCHH
HensBecTeH. Peakiuu OObIYHO HAOIONAKOTCS IMOCTIE MEPBOM 103bl, HO MOTYT IOSBISTHCS B
1060 MOMEHT BO BpeMs JieueHHsl, ObITh CEpPbe3HBIMH W JKM3HEeyrpoxkarommumu. B ciydae
MOSIBJICHHs] TPU3HAKOB WJIM CHUMIITOMOB aHAa(WIAKTHYECKHX PEaKIUi CIeIyeT HEMEIJICHHO
NPEeKPaTHTh IIPHEM [pernapara M OOpaTHUThCsS 3a MEIMIMHCKOH NoMOIIb. Bo300HOBIATH
JIeYEHHE B TAKOM CJIyyae 3alpeiieHo.

Uudekuuu

Yactora mHpeKMOHHBIX 3aboneBanuit (60 % wmu 58 %) m MHQEKIMOHHBIX 3a00JeBaHMUM
TsoKenoro teueHus (2 % wium 2 %) Obuia conoctaBuMa y NallMEHTOB, MPUHAMABIINX Mpenapar,
cozepxamuii  guMetwiadymapar, u mianebo, cooTBeTcTBeHHO. (OHaKo, B CBS3M €
MMMYHOMOJIYJIMPYIOIIMMH ~ CBOWCTBAaMH  mpemapata  Jlumermnpymapar — (cMm.  pasjen
«®apMaKoIMHAMHKaY), TIPH Pa3BUTHH y MAIlMEHTa THAKeJ0H WHOEKINH ClIeyeT PacCMOTPETh
HEOOXO0IMMOCTH TIepephiBa B JeueHur npenapatoMm /lumernndymapar. [ penienus Bonpoca o
BO300HOBJIEHHH JICYEHHUS CJIEJYeT MOBTOPHO OIEHUTh COOTHOLICHHE I0JIb3bl U PHUCKA JUIs
nanvenTa. [lanuenTsl, mojydarome mpernapar JuMeTuidymapar, T0KHBI HHOOPMHPOBATH
Bpaya O BO3HMKHOBEHMHM CHUMNTOMOB uWHpekuui. I[lanmenrtam ¢ TsKeabIM TEYCHHEM
MH(EKIMOHHOrO 3a00JI€BaHKs HE ClIEyeT HAYWHATh IPUMEHSTh npenapat J{umerunpymapar 10

€ro U3JICUCHUS.
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He wnabmoaanoch TMOBBIIEHUS! YaCTOThI Pa3BUTHS TSKEIIBIX Hn(bekulm y nauHeHTOB +
KkosmuecTBoM uMbouuToB B kpoBn menee 0,8 x 10%/1 wan menee 0,5 X 109/JI (cM. paznen
«ITobouHoe geiicTBuMe»). B ciyuae mNpoaO/DKEHHs Teparnuy [PU HAIMYMH  JJIMTEILHOU
AUMQOTIEHHH CpeIHel WM TSDKEJIOH CTENEeHH PHCK BO3HUKHOBEHHs ONMOPTYHHCTHYECKHX
nadekmii, Bxmoyas [IMJI, He MoxeT ObITH HMcKiIOueH (cM. pasjen «OcoOble yKasaHHs,
nonpazaen [IMIJI).

Hauano mepanuu

Tepanuio npenaparoM JlumeTridymapar cieayeT HauMHATh HOCTENEHHO, YTOObI CHU3UTH PHCK
pa3BUTHS IPUIKBOB U MOOOYHBIX peakiuit co cTopoHbl KKT (em. pasuen «Criocod mpuMeHeHus
U J103bI»).

MPT

[lepen nHauanom Tepanuu npermaparoM Jumetundymapar ciexyer caenats OasoByro MPT
(oObIUHO 3a 3 Mecslla) W HMCIONB30BaTh ee Ul JaibHeiiero cpaBHeHus. Cremyromue
MPT-ckanupoBanuss HEOOXOAMMO TPOBOAMTH B COOTBETCTBMM C HAIUOHAIBHBIMH H
JOKaIbHBIMM  pekoMenganusivd. MPT MOXHO paccmaTpuBaTh Kak 4acThb MEPONPHUSITHHA
MOBBIIIEHHON HACTOPOKEHHOCTH Yy TAIMEHTOB ¢ MOBBIMEHHBIM puckom [IMJI. B ciyvae
KIMHUYECKOro 1oa03penus Ha [TMJL, uist AMarHOCTHYeCKUX Leeil HeMeUIeHHO 10JKHA ObITh
BoinoiHena MPT.

IIporpeccupyromasi MHOroo4aropas JeiikodyHuedanonarus

Cnyuau [TMJI peructpupoBainch Ha (OHE CPETHETSIKENON Win TshkeaoH mumdonennu nocsie
MpPUMEHEHHUs TpernapaTta, cojepkamero aumerwidymapar. [IMJI - sto onmopryHucTHYECKas
BUpYyCHasi HHMEKIUS TOJIOBHOrO MOo3ra, Bbi3biBaemasi BupycoM JIxona Kannunrema (JC-Bupyc),
KOTOPBI MOXET MPUBOAUTH K CMEPTH UJIH TSIKEION HHBAJIUIM3ALIUH.

[IMJI nabmomaercs Toibko Ha ¢oHe uHbexmu, BbBbBaeMoil JC-Bupycom. B ciydae
npoBesieHnst aHanu3a Ha JC-BUpYC HEOOXOAMMO YYMTBIBATh, YTO Y MAIMEHTOB, IOJYYaBIINX
npenapar, cojepaimii JuMeTuwihymapar, He U3y4auoch BIMSHUE JTUM(ONEHHH HA TOYHOCTh
ananm3a Ha antutena Kk JC-supycy. Kpome Toro, HeoOX0AMMO yUMTHIBaTh, YTO OTPHLIATEIBLHBIN
pe3yapTarT aHanM3a Ha aHTHTesna K JC-BHpycy (y NMalMEHTOB ¢ HOPMAbHBIM KOJIHYECTBOM
TUMGOIIMTOB) HE HUCKITIOYAET BO3MOXKHOCTH JIAIbHEHIEr0 WHPHUIUPOBAHUS JaHHBIM BHPYCOM.
Cumnromel [IMJI mMoryr ObITh CXO0XH € OOOCTPEHHEM pACCEsSHHOIO CKiepo3a. TunuuHbIe
kanHudeckue mnposisienus [IMJI pasHoponsbl, a1 HHX XapaKTepHO MPOrpecCUpOBaHUE B
TEUEHNE HECKOJIBKUX JHEH WM HeJellb, OHHM BKJIIOYAIOT HApacTAIoONIyl0 cJ1abocTh € OIHOM
CTOPOHBI Tejla WM HEJIOBKOCTh [JBIKCHHH KOHEYHOCTEH, 3pHTEIbHBIE pacCTpOMCTBa,
HApYIICHUs TaMSTH, MbIIUICHUS M OPUEHTALMH, BEAyIIME K CIYTAHHOCTH CO3HAHUS H

JJMYHOCTHBIM U3MCHCHUSM. HpI/I MMOSABJICHUH NEPBBIX CUMIITOMOB HJIH xcano6, XapakKTEPHBIX IJIS
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[IMJI, cienyeT MPHOCTAaHOBUTD TIPUEM IIperapara, CoJAepIKaIiero TUMETHIIPYMapaT; A IIpOBECTH

Hajuiekalee o0ce/I0BaHue. JACOBAK

Bansinne Ha cn10cOOHOCTH YIPABJISATH TPAHCIIOPTHBIMH CPEICTBAMH, MEXaHH3MAMH

IIpenapar JlumerwiadymapaT He OKa3bIBAaeT HJIM OKa3blBAaeT HE3HAYUTEIBHOE BIIMAHHE HA
CIIOCOOHOCTD YIPABJIATH TPAHCIIOPTHBIMU CPEICTBAMH, MEXaHU3MaMu. VIcciie10BaHui BIUSHUS
Ha CIIOCOOHOCTD YIPABIEHHs TPAHCIIOPTHBIMU CPEJICTBAMM, MEXaHM3MaMH HE POBOAMIIOCH, HO
B KJIMHUUECKHX MCCIIEI0BAHUAX He HaOroanoch s dexToB tuMeTnidpymapara, MoTeHIIHATBHO

OKa3bIBAKOIIUX BJIMAHUC HA OTY CITOCOOHOCTB.

®opMma BBINIYCKA

Karncyssl kummeunopactBopumblie 120 mMr u 240 mr.

[To 7, 10 uam 14 xarncys B KOHTYPHYIO STY€HKOBYIO YIIAaKOBKY M3 IUIEHKH IOJTMBHHHUIIXJIOPUIHOM,
60 TIEHKHM IOJMBHHUIXJIOPHIHOMN/MOIHBHHIIMACHXIOPUIHON U (GOIbIM  amlOMHHHEBOU
MeyaTHOM JTaKUPOBAHHOM.

1, 2, 3, 4, 5, 8 wm 10 KOHTYpHBIX SYEHKOBBIX YIAKOBOK BMECTE€ C MHCTPYKIIHECH IO

MEIMITMHCKOMY TPUMEHEHHIO TIOMEINAIOT B KAPTOHHYIO YIIaKOBKY (I1a4Ky).

Yea0Bust XxpaHeHHs
[Tpu Temmneparype He Bbie 25 °C.

XpaHuTh B HEIOCTYITHOM JUIS JI€TEH MecTe.

Cpoxk roanocru
2 rosa.

He IIPUMEHATH IO UCTEYECHUU CPOKA I'OTHOCTH.

YcaoBus ornycka

OTmyckaroT 1o penenry.

Jlep:kaTe/ib perucTpannoHHoro yrocropepenusi: 000 «ATtom

Poccus, 445351, Camapcekast 0601, 1. Kurysnesck, yi1. ['uapocrpontenei, 1. 6.
[IpomsBoauTean: OO0 «O308»

Poccus, Camapckast 0011., T.0. JKurysesck, r. XKuryiesck, yi. ['napocrpourenei, 1. 6.
Opranuszanus, npuaamamasi nperersun: Q00 «O3o0n»

Poccus, 445351, Camapckas 0071, 1.0. XKurynesck, r. )Kurynesck, yi1. ['uapoctpourenei, . 6.

22



o . e =

MuH3IPAB POCCHH !i
Ten.: +79874599991, +79874599992 n-008164-160522 \
E-mail:ozon@ozon-pharm.ru ' COTHACOBAHRO =

e—

R S

[IpeacraBurens OOO "Atomnt"

Wsaceko IO,
110 I0BEPEHHOCTH
M3 PD

KCTTEPTHBIN OTYET B
E NEACTBUTENEH JULsl JAHHOM| ¥

BEPCHH AOKYMEHTA k4 A
3

0000000003 137455

23



