INPUJIOXEHHUE I

KPATKASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O CPEJICTBA

1. HA3BAHME MEJMIMHCKOI'O MPOJIYKTA



TaneBycmet® 50 Mr/500 mr, 50 Mr/850 mr, 50 mr/1000 mr
2. KAYECTBEHHBIN 1 KOJIMMECTBEHHBIN COCTAB

Oeticmayrouee gewjecmao. BUIIATIANTAH, MeTHOopMuUH (B BUIe MeTHOpMHUHA
TUAPOXJIOPHUIA);

1 Tabnetka 50 mr/500 mr conepxut 50 mr Buuinarmuntaaa 1 S00 Mr methopmuHa
THIPOXJIOPHIA;

1 Tabnetka 50 mr/850 mr conepxut 50 mr BrimarmunTiaa 1 850 Mr meThopMuHa
THIPOXJIOPHIA;

1 Tabnetka 50 mr/1000 mr cogepskut 50 mr Bungarauntuaa u 1000 mr merdopmuHa
THJIPOXJIOPHIA;

ecnomozamelibHvle 8euecmea:
[TonHbIM IepeyeHb BCIIOMOTaTeNbHbBIX BEUIECTB, CM. pa3aen 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE MIIEHOYHOW 000T0YKOIA.

Tabnemku 50 m2/500 me: TabNETKH, MOKPBITHIE MIIEHOYHOM 000104KOH, OBaIbHON (OPMBI CO
CKOIIEHHBIMH KPasiMH, CBETJIO-KEIITOTO 1BeTa, ¢ oTTUCKOM "NVR" ¢ ogHoit cropons: u "LLO"
— C IpYTOH;

Tabnemku 50 m2/850 me: TabNETKH, MOKPBITHIE MIIEHOUHOM 000104KOH, OBaJIbHON (POPMBI CO
CKOIIECHHBIMH KpasiMH, >KENTOro 1Bera, ¢ oTtuckoM "NVR" ¢ omgnoit ctoponst u "SEH" — ¢
JIPYrou;

Tabnemku 50 m2/1000 me: TabneTKHU, MOKPHITHIE MJICHOYHOM 000J104KO0I, OBaJIbHON (hOPMBI CO
CKOIIEHHBIMH KpasiMH, TEMHO-KENITOTO 11BeTa, ¢ OTTHCKOM "NVR" ¢ ogno# croponst u "FLO"—
C ApYrou.

4. K/IMHHUYECKUE JAHHBIE
4.1 Iloxka3aHusi K NPUMEHEHMIO.

TanbBycMeT® MOKa3aH B KA4€CTBE JOMOIHEHHUS K JUETE M YIPAKHEHUSM C LEIbI0 YIyqIIeHUS
KOHTPOJISl yPOBHS TJIFOKO3BI IIPH JICYEHUHU B3POCIIBIX MAIIMEHTOB C CaXapHbIM 11abeToM 2 TuMa:

* IpU JICUEHUHU NAIMEHTOB, Y KOTOPBIX HaJJIekKallUi KOHTPOJIb YPOBHS IJIIOKO3bl HE
MOJKET OBbITh 00ecIedeH NepopabHbIM IPUEMOM MET(GOPMHUHA KaK MOHOIIpenapara;

* IpM JICYCHWM TAIMEHTOB, KOTOPBIE YK€ TMONy4Yalld Tepanuio KoMOWHammen
BIWIJIATJIUITHHA U METPOPMHHA B BUJIE OTAEIbHBIX IPENapaTos;

* B KOMOMHAIIMU C IPYTHMMHU IpenapaTaMu JUisl JICYSHHs CaXapHOTo auadera, BKIIoYast
MHCYJIMH, €CJIM OHM He 00€CIIeYMBaIOT JOCTATOYHBIN KOHTPOJIb YPOBHS INIFOKO3BI.

4.2 Jlo3mpoBKa M c1OCO0 NPUMEHEHHUS.

Bspocnvie

IIpy wucnonbp3oBaHWMM TpenapaTa IpH caxapHoOM auabere 2 Tuma B KadyecTBe
AHTUTUIIEPIIIMKEMUYECKOTO CPEACTBA, €ro J03y NOJAOMpaloT WHAUBUAYAIbHO, C YYETOM
>(p(HEKTHBHOCTH U MepeHocuMOcTH. Ilpu HasHadeHuu npenapata IanbBycMer®™ He cremyer
MPEBBILIATh MAKCUMAJIBHYIO CYTOUHYIO 103y BuiaariuntuHa (100 mr).

PekoMeHlyeMass HawanbHas 103a mHpenapata lambBycMeT® J0/kKHA ObITh OCHOBAHA Ha
COCTOSIHUM TIAIIMCHTA W/WJIM COOTBETCTBYIOIICH 03¢ BWINATIUNTHHA W/WiIH MeT(opMuHa



TUIPOXJIOPHIA, KOTOPYIO MallMeHT B HACTOSIIEE BpEMS IPUHUMAET.

Bo u3b6exanne mo6ouHbx 3¢(dexToB MeThopMuHa THAPOXIOPUIA CO CTOPOHBI KETYJOUHO-
KMILEYHOro TpakTa, npenapaT 'ansBycMmer® clefyeT IpUHMMAThL BO BpeMs eibl. B ciydae,
eciu f103a npenapara [ansBycmeT® Gblia IpoIyIeHa, To e He00X0UMO IPUHATh, KaK TOILKO
MAIMEHT BCIIOMHUT 00 3ToM. /[BoiiHast 103a HE TOJIKHA MPUHUMATHCS B OJJUH U TOT K€ JICHb.
- Hauanvnaa 0oza ona nayuenmos, uyve cocmosHue He KOHMPOIUPYEMCs HAOLeHCaujum
00pazom npu MoHomepanuu GUIOATUNIMUHOM.

OcHOBBIBasICh Ha OOBIYHBIX HAYAIBHBIX 103aX MeThopMuHa Tuapoxiopuaa (500 mr n8a pasza B
neHb 6o 850 M ofMH pa3 B JeHb), JeueHHe mpenapartoM I anpBycMeT® MOXKHO HAuaTh C
npuema Tabnerok 50 mr/500 Mr aBa pasza B JieHb, IOCTENIEHHO TUTPYS O3Bl TOCTE OLICHKH
a/JIeKBaTHOCTHU TePareBTUYECKOr0 OTBETA.

- Hauanvnaa 0oza ona nayuenmos, uyve cocmosHue He KOHMPOIUPYEMCs HAOLeHCaujum
00pazom npu MoHomepanuu Mem@opmura 2uoOpOXI0pUOOM.

OcHoBBIBasich Ha TEKyIIed 103¢ MeThOpMHHA TUIPOXJIOpUIA, MPUHHUMAEMOW MAIIMEHTOM,
npuMeHeHue npenapaTa [anpBycMeT® MOXKHO HAauaTh ¢ TabIeToK JF060it 10361: 50 Mr/500 Mr,
50 mr/850 mr umm 50 mr/1000 Mr 11Ba pa3a B ICHb.

- Hauanvnas o0oza ona nayuenmos, komopwvie nepexoosm ¢ KOMOUHUPOBAHHO2O NedeHUs
BUNOATIUNIMUHOM U MEMPOPMUHOM 8 8UOe OMOETbHbIX NPEenapamos.

IIpumenenue npenapara I'anbBycMeT® MOKHO HauaTh ¢ TabIeTOK 11060 103561 50 Mr/500 Mr,
50 mr/850 mr mnu 50 mMr/1000 Mr, OCHOBBIBAsICh Ha 103€ BUJIIATJIMIITUHA WIH METPOPMHUHA,
KOTOPBIE YK€ IPUHUMAIOTCS MAI[HEHTOM.

- Hauanvbnaa ooza 014 nayuenmos, Komopvle paHee He HOAYYAIU — MEPAnuio
npomueoouabemuyecKuMu npenapamamu.

Jleuenue npenapatom ['ansBycMer® MOKHO HauaTh ¢ npuema TabaeTok 50 Mr/500 Mr ouH pas
B JIEHb, IOCTETICHHO TUTPYS 03Bl 10 MakcuManbHoi 50 mr/1000 Mr nBa pasa B A€HB, IOCIE
OLICHKH aJIeKBATHOCTH TE€PANEBTHYECKOTO OTBETA.

- Hauanvnas 0oza ons nayuenmos, komopuvle nepexoosim ¢ KOMOUHUPOBAHHO20 Je4eHUsl
Mem@OpMUHOM C CYTbPOHUIMOUEBUHOU.

Jlo3a mpenapata FanbsBycmer® nomkHa obecriednts 50 M BUIIArIMITHHA [Ba Pa3a B JEHb
(cyrounass mo3a 100 mr) m go3y merdopmuHa, MPUHUMAeMyl0 MalMeHTOM paHee. Eciu
npenapar [anbBycMer® HpuHMMaeTcs B KOMOMHAIMM € CyIb()OHHIMOYEBUHOM, CIexyeT
paccMoOTpeTh BO3MOXHOCTh Ha3HadeHHs Ooyiee HUBKUX 103 CYIb(OHUIMOUYEBUHBI IS
CHWDKCHHUS PUCKA PAa3BUTHSI TUTIOTIIMKEMUH.

- Hauanvnas o0oza ona nayuenmos, komopwvie nepexoosm ¢ KOMOUHUPOBAHHO2O NedeHUs
UHCYTUHOM U MAKCUMATILHO NEPEHOCUMOTU 00301 MembOpMUHA.

Jlo3a npenapata [ansBycMer® nomkHa obecreunBaTh 50 M BUIIATIUNTHHA JBA Pa3a B JEHb
(cyrounas no3a 100 mr) u 103y MetpopmMuHa, TPUHIMAEMYIO TTAIIMEHTOM paHee.
besomacHocth w3 PexkTUBHOCTH  BWIJAINIMITHHA U METPOPMUHA B  COCTaBe
TPEXKOMIIOHEHTHON KOMOWHUPOBAHHOM T€panuy ¢ TUA30JIUIMHANOHOM HE YCTAHOBJIEHA.

Ocobbie epynnuvl nayuenmos

IToyeuyHass HEAOCTATOYHOCTD

Ckopocts kiyboukoBori ¢unbTpanuu (CK®) criemyer ompenensarh 10 Havyana JICUYCHUS
MeT(GOpMUHCOIEpKAIMMH Tpenapatamu (Hanpumep, IanssycMet®™) U, 1o KpaifHeil Mepe, pas
B IO/l IIOCJIE 3TOr0. Y MAalMEeHTOB C MOBBIIIEHHBIM PUCKOM JaJIbHEUIIETO MPOrpeCCHPOBAHUS
MOYEUHOM HEJJOCTATOYHOCTU U Yy MOXKHIIBIX JII0/IeH, HOYEUHYI0 (DYHKLHUIO CeyeT OLICHUBATh
yarie, HarnpuMmep, pa3 B 3—6 MecsIeB.

MaxkcuManbHyI0 CyTOUHYIO 7103y METQOpPMHHA MIPEANOYTUTENBHO Pa3/IeIuTh Ha 2—3 mpuema.
@DaKTOpbI, KOTOPBIE MOTYT YBEIHYUTh PUCK Pa3BUTHSA JIAKTOALNA03a TOJDKHBI OBITH TIPHUHSTHI
BO BHUMaHHME [0 Hayaja IpueMa MeTPOPMHUHCOJEpXKAIUX IpenapaToB (Hampumep,
TanbBycmet®) namuentamu ¢ CK® <60 ma/mun. TansBycMeT® NpoTHBONOKa3aH NALMEHTaM C
CK® <30 ma/MuH, Tak Kak OH COAEPKUT MET(HOPMUH.

Crnenyrone peKOMEHJIAUU IO JO3UPOBKE OTHOCITCS K METQOPMHUHY M BWIJAIVIUIITUHY,
IPUHUMAaEeMbIM OTJEJIBHO WJIM BMECTE, MallMeHTaMU C HapyleHueM (yHKiuu noyek. Ecmu
npenapar [aneBycMeT® B JIOCTaTOYHOH  JO3MPOBKE HE JOCTYNEH, TO BMECTO



KOMOMHHPOBAHHOTO Mpenapara ¢ (PUKCUPOBAHHOM TO3WPOBKOW JIOJKHBI HCIIOJIB30BATHCS
OTJIeTIbHbIE KOMIIOHEHTBHI.
KoppekTupoBKkH 103bl1 [1JIsl NALIMEHTOB € NOYE€YHOH HEI0CTATOYHOCTHIO

CK® ma/mun | Merdopmun BuigaraunTuH
60-89 MakcumanbHasg CyTo4yHas J03a | MakcuMmanbHass CyTOYHas J103a
cocrapiseT 3000 mr*. cocraBmusieT 100 mr.
B cnywsae cHmwkeHus GyHKIUU
MoYeK MOKHO paccMoTpeTh
BO3MO>KHOCTh YMEHBIICHHUS J103bI.
45-59 HavanpHast mo3a mommkHa ObITh He | MakcuMmasnbHash CyTOYHas —J103a

6omnee 1000 Mr mpu MakcuManbHO | cocTaBiseT 50 mr.
cytounoit no3ze 2000 mr*.
3044 HauanpHas nosa noinkHa OBITH HE
6onee 500 Mr mpH MaKCHUMaJIbHOM
cytouHoi no3e 1000 mr

<30 MetdopMuH MPOTHBOMIOKA3aH.
* Ecaun JO3bI1 MeT(I)OpMI/IHa, MMPEBBIMAOMINEC A03bl, JOCTUTAaCMBIC IIPU IIPUEMC TOJIBKO raJ'II)ByCMeT®,
CUHUTAIOTCA HCO6XO,I[I/IMBIMI/I.

IHanueHTHI MOKWJIOT0 BO3pacTa (=65 ser).

[TockonbKy MeT(GOPMHH 53KCKPETHPYETCs IOYKaMH, a B IIOKWIJIOM BO3pacTe HMMEETCs
TCHICHIMS K CHIDKCHHI0O UX (QYHKIMH, HEOOXOIUMO pEryispHO KOHTPOJIUPOBATH
(QyHKIMOHANBHOE COCTOSHHE MHOYEK BO BpeMs JiedeHHs mpenapatoM [ anbBycmer® y
NalMEeHTOB 3TOi Bo3pacTHOM Kateropuu. Jo3upoBka npenapata I'anbBycMeT® s HOKHIIBIX
MAIMEeHTOB >65 JIeT T0JKHA OBITh CKOPPEKTHPOBAaHA, OCHOBHIBASICh HA (PYHKIIUH TTOYEK.

IMauueHTHI ¢ HapyHIeHHeM (PYHKIMU NeYeHH.

He pexomenayercss HazHauaTh mpemapar [aapBycMeT  NalUEeHTaM C KIMHUYECKUMH HIIH
J'Ia60paTOpHBIMI/I MMPOABJICHUAMU MICYCHOYHOM HEAOCTATOYHOCTH, B TOM 4YHCJIC B ClIy4aix,
KOTJa TepeJ HadaloM JICUCHHs aKTHBHOCTh anaHMHaAMHHOTpaHcdepassl (AJIT) wmm
acnapratamuHoTpancdepasbl (ACT) Oonee uem B 2,5 pa3a NMPEBBIIAET BEPXHIOI T'PAHUILY
HOPMBI.

®

IlennaTpuyeckue NanMeHTHbI.
BesonacHocTh M 3(p(EKTUBHOCTh NpPUMEHEHHUs IIpenapata lanmbBycmer® y geTell He
ycTaHOBJIeHbl. [109TOMy He peKOMeHIyeTcsi Ha3HayaTh mpenapar IanbBycMeT® HalueHTam

miazmie 18-meTuero Bo3pacra.

4.3 IIporuBonoka3aHus.

® TMOBBINIEHHAS YYBCTBUTEIBHOCTh K BUJIIATIIUIITUHY WIH MET(HOPMHUHA THIPOXJIOPUIY
WJIH K JTIOOBIM JIPYTUM KOMITOHEHTaM Ipernapara;

e JuabeTHyecKas MPeKoMa;

® OCTpPBHI WIM XPOHHYECKHU META0ONWYCCKUH aIua03, BKIIOYAS JIAKTOANMI03 WIIH
Ira0eTHYEeCKUM KeToalmuao3 ¢ B 0e3 KOoMbl. JMaOeTHyecKuil KEToalua03 IOKCH
JICUUTHCS UHCYJTUHOM;

e Tmkenoe HapymeHnue Gynkiuu nodek (CK® <30 mu/mun);

® OCTpbIE COCTOSIHMSI, IPOTEKAIOIINE C PUCKOM Pa3BUTHS HapyUICHHUs (YHKIMH MOYEK,
TaKMe Kak: Jeruaparanus, Tsokenas HWH(QEKIUs, I[IOK, BHYTPUBEHHOE BBEICHHE
HOIMPOBAHHBIX KOHTPACTHBIX CPEJICTB;

®  OCTpbIe WM XPOHUYECKHE 3a00JIeBaHMsI, CIIOCOOHBIE BbI3BATh TMIIOKCHIO TKAHEH, TaKKe
KaK cepJieuHas iU JIbIXaTeJIbHAS HEJO0CTaTOYHOCTh, HEJIABHO IMePEHECCHHBIN HH(APKT
MHUOKap/a, MIOK;

®  OCTpas aJKOTOJIbHAs MHTOKCUKAIUS, AlIKOTOJIN3M;



e HapyleHus (yHKIUH [IEYEHH;
® [IEPUOJ I'PYyAHOIO BCKAPMIIMBAHUS.

4.4 CnenmnajJbHble peaynpe:kIeHns 1 Mepbl NPeI0CTOPOKHOCTH NPH UCII0JIb30BAHUM.
TanbBycMeT® He 3aMeHsieT MHCYIMH Y HHCYJIMH3aBUCHMBIX NanuenToB. [Ipenapar He J0IKeH

OPUMEHATbCA y MalMeHTOB ¢ aAuaberoM 1 Tuma WM JUIsl JIYEHUS JAUabEeTHYEeCKOro
KETOoaIU103a.

Jlakmoayuoos

JlakToanumo3 SBISETCS OYEHb PEIKHUM, HO CEPbE3HBIM METa0OIUYECKHUM OCIIOKHEHHEM,
KOTOpOE dalle BCEro COMPOBOXKIACTCS PE3KHM YXYIIIEHHeM (QYHKIWW TOYeK WU
KapAHOpecUpaTOpHbIX 3a0oeBaHui, Win cencuca. Hakormienue MmetpopmMuHa NpoucxXouT ¢
PE3KUM yXyALIEHHEM (DYHKIUH IIOYEK U MOBBIIIAET PUCK PA3BUTHUS MOJIOYHOKHUCIIOTO allu103a.
B cnyuae oGe3BokuBaHMs (HallpuMep, U3-3a TSDKENOH AMaped WU PBOTHI, JTUXOPAAKH WU
CHIDKEHMsI MOTpeOJIeHUs KMIKOCTH), MAIMEeHT JOJDKEH MpPEeKpaTHTh HpUeM Ipernaparos,
cozepxaiux Metdopmun (Hanpumep, lanbBycmer®), 1 HeMeJIEHHO 0OPATUTHCA K Bpayy.
ITanyenTsl, TPUHUMAIONIUE TIPeHapaThl, coaepKalue MeTpopMuH (Takue kak [aabBycmer®),
JIOJDKHBI HaYMHATH MPHUEM JICKApCTBEHHBIX IPENapaToB, KOTOPhIE MOTYT PE3KO YXyAUIMTh
GyHKIMIO TOYeK (TaKWe KaK MPOTHBOTUIIEPTOHWYECKHE, MOYETOHHBIE W HECTEPOUIHBIC
IPOTHBOBOCTIAJIUTENBHBIE CPEJICTBA), C OCTOPOXKHOCTBIO. J[pyrue (akTopbl pHCKa pa3BUTHUS
JAKTOAIM103a BKIIIOYAIOT Ype3MEPHOE NOTPEOIEHUE aIKOroIsl, HapyleH!e GyHKIUU IEYCHH,
HEKOHTPOJIUPYEMBIN TUa0eT, KeTO3, JUIMTEIbHOE T0JI0JaHUE U JIIOOBIE YCIIOBUS, CBSI3aHHbBIE C
THIIOKCUEH, a TaKKe COMYTCTBYIOUIMH NpPUEM JIEKApCTBEHHBIX CPEJCTB, KOTOPbIE MOTYT
HPUBECTH K JAKTOALMI03Y.

Huaenocmuxa nakmayuoosa

[laneHTsl W/MNK NUIA, OCYIIECTBISIIOIIME YXOA 33 HUMH, JOJDKHBI OBITh OCBEIOMIICHBI O
pHUCKe JakToanuao3a. JlakToanumo3 xapakTepusyercs alua0THYECKONW OABIIKOM, O0IsIMU B
JKUBOTE, MBIIICYHBIMU CyJOpPOTraMH, aCTEHHEW W THIIOTEPMHUEH C IOCienyrmed KoMon. B
cilydae TMOSIBIICHHS TPEANONaraéMbIX CHMITOMOB TIalIMEHT JOJDKEH NPEKPATUTh MpPHEM
TIpenapaToB, COAEPKAIUX MeT(hOpMHH (TakuxX kak I'anmpBycMer™), M HeMeUIEHHO 0OpPaTUThCS
K Bpauy. /[narnoctudeckue 1abopaTopHbIe TaHHBIE BKIIOUalOT CHIKEHHBIN pH kpoBH (<7.35),
HOBBIILIEHHBIE YPOBHMU COJIEH MOJIOUHOM KHUCIOTHI B IUIa3Me (>5 MMOJIB/J), yBETUYEHHBIN
aHMOHHBI MHTEpBaJl W COOTHOILIEHHE JakTrata/mupysata. [Ipu mMmoxo3peHuM Ha
METa0OIMYECKUI alu03 JeueHHe IpernaparaMu, CoJepKalluMu MeT(OpMHUH (Hampumep,
TansBycMeT®), clielyeT NpeKpaTUTh M HEMEJIEHHO TOCTIMTAIN3UPOBATH MALMECHTA.
Konmpone pynkyuonanbHo2o cocmosmus nodex.

CK® cnemyer omeHHWBaThH 10 Hadaia JICUYCHHUS W PETYISIPHO BO BpeMs Tepanud. [Ipenaparsl,
conepsxaiie MeTGopMuH (Takue Kak I'anpBycMeT™), MPOTHUBOMOKA3aHbl ManueHTam ¢ CK®
<30 MJI/MHH, U HMX TpUEM JOJDKEH OBITh BPEMEHHO IPEKpaIleH NPHU HAJIWYMM YCIIOBHH,
KOTOpbIE BIUAIOT Ha PyHKIHUIO oueK. Mi3BecTHO, YTO MeT(hOpMHUHA THAPOXIIOPU, B OCHOBHOM
BBIBOAMTCS MIOYKAMM, & PUCK aKKyMYJIUPOBaHHU METPOPMHUHA THAPOXJIOPUAA U JJAKTOALU103a
BO3pacTaeT MO Mepe YyXyIIeHUus (GYHKUUU TodeK. [ToCKONbKy NpEeKIOHHOMY BO3pacTy
COITyTCTBYET CHIDKEHHME (DYHKIMHU TOYEK, MpenapaThl, coaepkaime MeTropMuH (Hanpumep,
TanbBycMeT®), JOMKHBI THIATENBHO THTPOBATHCA Y MOKMIBIX JIEOJEH, 4TOOBI YCTAHOBUTH
MUHHMAJIBHYIO J103Y, TOCTaTOYHYIO JJIsl TOCTH)KEHUS aJJeKBaTHOTO MIMKeMUYecKoro s dekra,
KpOMe TOro0, (PyHKIMIO TOYEK CIIELYET PErysIspHO KOHTPOIUPOBATH.

Conymcmsylowee npumeHenue JNeKAPCMBEHHLIX CPeOCms, KOmopble MO2Ym 6luimsv Ha
@yHKYUIO NoYeK uiu IKCNOUYUI0 MeEM@POPMUHA SUOPOXTOPUIA



ConyTcTBylolee NPUMEHEHHE JIEKaPCTBEHHBIX CPENICTB, KOTOPbIE MOTYT BIUATH Ha (DYHKIIHIO
MOYEK, MOXKET MPUBECTH K 3HAYUTEIbHBIM U3MEHEHHUSIM T€eMOAMHAMUKH WM HHTHOMPOBAHUIO
MOYEYHOTO TPAHCIOPTa M YBEIUYECHHUIO CHCTEMHON OJKCMO3UIMH MeTdopMmMuHa. JlaHHBIE
JIEKAPCTBEHHBIE CPEICTBA CIIETYET MPUMEHSTH C OCTOPOKHOCTBIO.

Hapywenusa ¢ynkyuu nevenu.

He pexomenyeTcst Ha3HAYaTh BUIIATIIMIITHH MAIMEHTaM ¢ HapylIeHneM (yHKIIUU TICUYeHH, B
TOM YHCIIE B CTy4asx, Kornaa qo Hayana jedeHnus ypoBau AJIT wiu ACT 6onee uem B 2,5 pasa
MPEBBIMIAIOT BEPXHIOIO TPAHUILY HOPMBI.

Koumpons akmusnocmu ¢oepmenmog neuenu.

Coo01manocr 0 peakux ciydasx HapymeHus (QYHKIMU MeYeHU (B TOM YHCIIE TeMaTUTe) BO
BpeMs JISUCHUS BUJIATTIUIITUHOM. DTO OCJIOXKHEHHE, KaK MPaBUIIO, MPOTEKaI0 OECCUMITOMHO
U 0e3 OCTaTOYHBIX SBJICHHM, (PYHKIIMOHAIbHBIE MPOOBI MEYEHH MOCJIe OTMEHBI Ipernapara
BO3BpalIaNuch K HopMme. Jlo Hauana JedeHus mpenapartoM | ambBycMer® clefyeT OLEHUThH
(GYHKIIMOHATTFHOE COCTOSTHUE TICUCHU TAIHEHTA.

Ha npoTsXeHHH NepBOro rojia jgeueHus npenapatoM IaneBycMeT® cieyeT KOHTPOIHPOBATh
(GyHKIMOHATBHBIE MPOOBI MEUEHN KK IbIe 3 MecsIa u nanee nepruoandecku. [Ipu BeIsiBIeHUN
MOBBIIIICHHONW AKTUBHOCTH TPAaHCAMHMHA3 TAIMCHTY JOJDKHO OBITH BBITIOJHEHO ITOBTOPHOE
UCCJIEIOBaHKUE ISl MOATBEPKACHUS IOJYYEHHOTO pe3yJIbTaTa, BIIOCIEICTBHH HEOOXOAUM
YacThli KOHTPOJIb (PYHKIIMOHAIBHBIX MPOO MeYeHW A0 UX HopMmanu3zauuu. B ciydae ecnu
B0300HOBIseTcs nosblieHne akTuBHOCTH AJIT nnu ACT, npessimatomee BI'H B 3 pasza wnu
6onee, neyenue npenaparoM I'ansBycMer® peKOMeHIyeTcs IpeKpaTHTh. IIpy BOSHUKHOBEHUH
KENTYXU WIH IPYTUX MPU3HAKOB HApYIICHHUS (PYHKIIUY NIEYCHH MAUEHT JT0JDKEH MPEeKPaTUTh
npuem npenapara I'ansBycmer® 1 HeMeIIeHHO 00paTUThCS K Bpauy. B ciryuae, ecu npenapat
TaneBycMeT® GBI OTMEHEH MO NPUYHHE PA3BUTHSA HOOOUHBIX YP(PEKTOB CO CTOPOHBI MEUEHH,
HE CleIyeT BO30OHOBIATH JIEUEHHME ATHUM MpenaparoM Iocjae  HOpMalHu3aluu
(yHKIMOHANBHBIX Npo6 neueHu. [anpBycMeT® He peKOMEHIyeTCs Ha3HAyaTh MAllUeHTAM C
HapyHIeHUSIMH (PyHKIIUU TI€UYEHH.

Cepoeunas nedocmamounocms.

KnnHnueckoe uccnenoBanie npuMeHeHus Buaarauntuia y nanqueHtoB ¢ XCH kimacca [-111
no NYHA mnoxkazano, 4To Je4yeHHE BWIJATJMITHHOM HE BIUSET Ha (YHKIHIO JIEBOTO
XKeNyJlouka WM Ha mporpeccupoBanue yxke umetouleiics XCH no cpaBHeHuio ¢ miane6o.
Kmuanueckuit onbiT y nanmenToB ¢ XCH kiacca 11 mo NYHA, npuHrMaBImIMX BUJIIATIUITHH,
MO-TIPEKHEMY OTPaHUYCH M UMEET HEOIIPECIICHHBIC PE3YJIbTATHI.

OnbIT NpUMEHEHUS BUIAATIUIITHHA B KIMHUYECKUX UCTIbITaHUAX y nanueHToB ¢ XCH kiacca
IV o NYHA otrcyTcTByeT, MO3TOMY €ro IpUMEHEHNE Y TAKUX MAIUEHTOB HE PEKOMEHIyETCSI.
Cocmosinus, conposoicoarouuecs 2UnoKcuell.

CepaeuHo-coCyTUCTBI Koarnc (II0K), OCTpas 3acToiiHas cepaeyHash HEIO0CTaTOYHOCTD,
OCTphbIi MH(PAPKT MUOKApAA U APYTHUE COCTOSHUS, COMIPOBOXKIAIONTUECS THIIOKCEMUEH, MOTYT
NPUBOANTH K Pa3BUTHIO JIAKTOALIM]103a, a TAK)KE BBI3bIBATh MpPEpPEHANIbHYIO azoTemuto. [lpu
BO3HHKHOBEHHU IIOJOOHBIX COCTOSHHI BO BpeMs JeueHHs IpemapaToM I ambBycmer”,
npenapar J0JKEeH ObITh HEMEIJIEHHO OTMEHEH.

Hapywenus co cmoponwl kodicu.

OnpIT NpUMEHEHHUs Yy MalMeHTOB C AMA0ETUYECKUMH OCJIO)KHEHUSMU KOXXKH OTpaHHYEH.
[Tockonpky B TOCTMApKETHMHTOBOM OMbBITE COOOHIANIOCh O chydasx OyJjIe3HBIX H
9KC(OTMATUBHBIX MOPAKEHUN KOXKU, PEKOMEHIYETCS PETyJSIpPHBbIi MOHUTOPHHI COCTOSHHS
KOXKM NAIIMEHTOB HA HAJIMYME HAPYIICHUM, TAKUX KaK BOJABIPH WA U3bSI3BIICHUS.
Hanxpeamum.



[TockonpKy B MOCTMApKETHHIOBOM OIIBITE€ COOOIIANOCH O CIydasx OCTPOTO IMaHKpeaTHTa,
cienyer npouHGOPMUPOBATh MAIlMEHTa O XapaKTEpPHOM CHUMIITOME OCTPOrO MaHKpeaTHTa —
MOCTOSTHHOM CHIIbHOM 00y B kuBoTe. Habmoanocs ncue3HOBEHHE CUMIITOMOB MTaHKpeaTUuTa
nociie TMpeKpalleHus MpheMa BUAArIuNTUHA. [Ipu HamWYuMM B aHaMHE3e OCTPOro
MaHKpPEeaTHTa, BUIIATIIUITAH CIIEAYeT OTMEHUTD.

Ynompebnenue anxozons.

Y CTaHOBIIEHO, YTO AJKOTOJIb yCHIIMBaeT 3G (eKT MeT(HOpMHUHA THAPOXJIOPHIAa HAa METaO0IH3M
naktata. IlarmueHTOB cieqyer NpeaynpexaaTh O HEIOMYCTUMOCTH —3JI0yHOTPEOICHUS
aJKorojeM Ha (oHe mpreMa MeThOPMHHCOAEPIKAIIHMX MTPenapaTos (Takux kak I'anmpycMer”™).
AJKOTONIbHAs MHTOKCHKAIMS CBS3aHA C IOBBIIIEHHBIM PHCKOM DPAa3BUTHS JAKTOAIM]103a,
O0COOCHHO B CIIy4asiX TOJO0JaHus, HeJJOeJaHUs WM HapyIIeHUs (QyHKINN EYCHU.
Tunoenuxemus.

V NanueHTOoB, MONYYaloIMX TONbKO mpenapar [ anbBycMeT®, THMOTIHKEMHs OOBIYHO HE
BO3HUKAET, OJHAKO ATO BO3MOXKHO IMPH HEAOCTATOYHO KAaJOPUIHOM MUTAHHUU, B CIydae €CIU
IIPY MTHTCHCHUBHBIX (PU3WUYECKUX HATPYy3KaX YHEPTreTHUCCKHUE TIOTEPH HE BOCTIOIHSIOTCS MTUTICH,
WIH TIPU TIpueMe aimkorouist. [IpeapacmonokeHpl K pa3BUTHIO TUITOTIMKEMHUH JIUTA TTOKUIIOTO
BO3pacTa, 0CJIA0JICHHBIC WM IUIOXO IMUTAONIUECS TMAIIMCHTHI, MAIMEHTHI ¢ HEAOCTATOYHOCTHIO
KOpbl HAJAMOYEYHUKOB, TUMOMUTYUTAPU3MOM WM AaJKOTOJIbHOW HHTOKCHKAIMe. Y il
MOKUJIOT0 BO3pacTa W MAIMEeHTOB, MOJyYarolux Oera-aJpeHO0JIO0KAaTOphI, pacro3HaBaHHE
TUMOTJIMKEMHH MOXKET OBITh 3aTPYIHEHO.

[Tpemapatel  cynbdonmnmoueBunsl (IICM) BbI3bIBalOT  TUNOMIHKeMHIO. [lanMeHTsI,
NPUHUMAOIINE BWINATIUNTAH B KoMmOuHaimu ¢ [ICM, moryt ObITh TOJIBEPKEHBI PUCKY
pa3BUTHUSA THUNOTIMKEMUH. [l CHWXKEHUS pHUCKA pPa3BUTUS THUIOTIMKEMHH CIEAyeT
paccMOTpeTh BO3MOKHOCTh Ha3HAYeHHs Oosee HU3kuX 103 [ICM.

Bruanue na yposenv eumamuna Bi».

Bo Bpems neueHus MeT(OpMHUHOM, SBISIOIIMMCA OJHMM M3 KOMIIOHEHTOB IIpernapara
TaneBycMeT®, mpuOIU3UTENHLHO Y 7% MalMeHTOB HaOII0AaI0ch 6ECCUMITOMHOE CHUKEHHE
yYPOBHs BUTaMHHa B12 B CBIBOPOTKE KPOBH.

3TO OTKIIOHEHHUE KpaifHe PEIKO COMPOBOXKAAIOCH aHEMHUEH 1 OBICTPO MCYE3aII0 TTOCIIE OTMEHBI
MeTGOpMHHA THAPOXJIOPUAA W/WIM TOcie Ha3HadeHus BUTaMuHa Bi2. Pexkomennyercs
KOHTPOJIMPOBATH J1a0OpATOPHBIE MMOKA3aTeNId KPOBU y TMAIMEHTOB, MOIYYAIONINX Mpernapar
TansBycMet®, He peske 1 pasa B ToJ1, B Clydae 0OHApYKEHHUS TFOOBIX BHIPAKEHHBIX OTKIOHEHHI
OT HOPMBI JJOJDKHO OBITh HA3HAYEHO COOTBETCTBYIOIIEE 00CIeI0BaHNE U JiedeHue. [lanneHTs
OTIpeIeIeHHON KaTeropuu (Hanpumep, pyu HEJJOCTATOYHOM COJIEpKAHUU B palliOHE BUTAMHUHA
Bi2 wnm xampnus, a Takke HApYIICHHHM BCACBIBAHUS 3THUX BEIIECTB) MPEIPACIOIOKECHBI K
CHIDKEHHIO YPOBHs BUTaMHHA Bi12. YV Takux manMeHToB oNpaB/iaH peryispHbli (Kak MUHUMYM
1 pa3 B 2-3 rosia) KOHTPOJIb YPOBHS BUTaMHHA B12 B CBIBOpOTKE.

Xupypauueckue emewiamenscmaa.

IIpueM MeTGOPMHUHCOAEPKAIIMX IIPENapaToB (TakuxX Kak L ambBycMeT®™) HOJDKEH OBITH
IpeKpalleH Ha BpeMsl ONepariu 1o o0Iiel, CIMHAIBHOM WM SIUAYpaIbHOM aHecTe3unel (3a
UCKITIOUEHHEM HE3HAYUTEIbHBIX MPOLEAYpP, HE CBA3AHHBIX C OrPAaHMYCHUEM NpHEMa MHIIH U
KUJKOCTH), 1 MOXET OBITh BO30OHOBJICH HE paHee, 4eM depe3 48 4acoB MOCIie ONepanuy Win
MOKa TEpOopajbHOE TMHTAaHUE IMAalMeHTa HE BO30OHOBUTCS, W TOJBKO €CIH HCCIECIOBAHUE
(GyHKIMH TOYEK MOATBEPKIACT €€ CTAOMIBHOCTD.

H3zmenenue cocmosanus nayueHmos ¢ panee KOHMpOoaUpyemvlM caxapuvim ouabemom 2 munda.
[TaneHTOB ¢ caxapHbBIM AMAa0ETOM 2 TUIA, paHEe XOPOLIO KOHTPOJIUPYEMBIM IPU HOMOIIU
npenaparta ['anpBycMeT™, IpU pa3BUTHM OTKIOHEHHI OT HOPMBI B TaOOPATOPHBIX MOKA3aTENAX
(ocobeHHO, eclTi CUMITOMBI ¢71a00 BBIPa)KEHBI HJIM HE YCTAHOBJICH JUArHO3), HEOOXOAMMO KaK
MOXHO ObIcTpee 00cCiIeoBaTh Ha MpPEAMET KeToalua03a W/WiHM JakToaluao3a. B ciyudae



oOHapyXeHHs M000H n3 3TMX (GopM anumosa mpenapar I ameBycMeT® JOMKEH OBITH
HEMEICHHO OTMEHEH, a MallMeHTy Ha3HaYeHO COOTBETCTBYIOIICE JICUCHHE.

Tlomepsi KOHMPOJIL 27IH0KO3bL 8 KPOBLUL.

Y namueHToB €O CTaOWIBHBIM MEIUKAMEHTO3HBIM KOHTPOJIEM TJIMKEMHUH, CTPECCOBHIE
BO3JICHCTBUS, TaKhe KaK JIMXOPaJaKa, TPaBMbl, HHPEKIUU, XUPYPTUUECKUE BMEIIATEIHCTBA,
MOTYT BBHI3BIBATh BPEMEHHYIO MOTEPI0 TIIMKEMHUYECKOTO KOHTPOJSA. B MOmOOHBIX ciydasx
MOYET BO3ZHHKHYTh HEOOXOJMMOCTh BO BpPEMEHHON OTMeHe mpemapaTa I ampBycMeT® u
Ha3HayeHuM uHCynuHa. [locie KynupoBaHUs CUMIITOMOB JiedeHue TpenapaTom Iansycmet®
MO3KET OBITh BO30OHOBIICHO.

Buympucocyoucmoe sedenue tio0cooepaicauux KOHMPACMHbBIX 8eUiecma.

BuyTpucocynucroe BBeNEHHE HOACOACPkKAIUMX KOHTPACTHBIX BEIIECTB MOXKET BBI3BaTh
KOHTPACT-MHAYLUPOBAHHYIO HEPPONAaTHIO, KOTOpasi MPUBOIUT K HAKOIIEHUIO METHOPMHUHA U
HOBBIIIEHHOMY PUCKY pa3BUTHs JIakToanuo03a. [Ipuem mpenaparos, copepkamux MeTopMuH
(takux kak [anpBycMer®), NOMKeH OBITH NPEKpAIleH A0 WIX BO BPEMsS BU3yalbHOIO
oOciieloBaHus, U HE JIOJDKEH BO30OHOBIIATHCS B TeueHue 48 yacoB mocie oOcienoBaHus, a
NOCJIEIYIOIIUI €ro MPHUeM MOXET ObITh Ha3HaueH TOJBKO €CJIM HCCIeI0BaHNe (PYHKIIUHN TOYEK
HOJTBEPKIACT €€ CTAOMIbHOCTb.

4.5 B3aumojgeiicTBHe ¢ JPYrHUMH JIEKAPCTBEHHBIMH CpeICcTBAaMHM M JApyrue (opMbl
B3aUMO/JAeHCTBHS.
Bo Bpems opHOBpemeHHOro mnpuMeHenusi BwinarmunTuHa (100 mMr 1 pa3 B AceHB) H

metdopmuna rugpoxiopuaa (1000 mr 1 pa3 B JA€Hb) KIMHMYECKH 3HAYMMBIX
(apMaKOKMHETUYECKUX B3aMMOAEHUCTBUM He Habmofanock. B3aummopeilicTBue Kakaoro us
KOMIIOHEHTOB TIIpenapara lambBycMeT® C JIpyrHMH JIEKADCTBEHHBIMH CPEICTBAMH OBLIO
TIIATEIBHO U3YYEHO.

Hwxke mnpuBeneHsl CBeNEHHS, OTOOpaKaIOUIME JIOCTYMHYIO WH(GOPMAIMIO OTHOCHUTEIHHO
WH/IMBUAYAIBHBIX IEHCTBYIONINX BEIIECTB (BUIIJATIUIITHHA U METQOPMHUHA).

Bunoaenunmun

BunparnuntuH uMeeT HU3KMHM TNOTEHLIMAN PAa3BUTUS JIEKAPCTBEHHOIO B3aUMOJCHCTBHS.
[TockonbKy BWIArIMITHH HE sBiAETCS cyOcTpaToM (EpMEHTOB CHCTEMBI IIUTOXpOMaA
P (CYP) 450, a takxke He uHruOupyet u He unayuupyet pepmentsl CYP 450, B3aumoneiicteue
BIWJIJATJIMIITUHA C JPYTUMHU JICKApPCTBEHHBIMHM CpEACTBAMH, SIBISIOIIUMUCS CyOcTpaTramu,
UHTUOUTOpAMH WM WHAYKTOPAMH 3TOH (PepMEHTHOM CUCTEMBI, MAJIOBEPOSITHO.
BunparnmunTuH He BAMSET HA METa0OJMUECKUI KIMPEHC MPETapaToB, METa0OIH3UPYOIINXCS
c yuactueM CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 u CYP 3A4/5.
Bbun  BBINONHEHBI MCCIEIOBAHUS B3aUMOACHCTBUS BMJINATTUMITHHA C JIEKAPCTBEHHBIMU
CpEeICTBaMH, 4acTO Ha3HAuYaeMbIMH IIPU CaxapHOM Jauabere 2 THIA, a TAKXKE ¢ MpenapaTaMy,
UMEIOIMMHU  Y3KHI TepameBTHYEeCKMH Juama3oH. B pe3ynbraTte 3THUX HCCeIOBaHUH,
KJIMHUYECKH 3HAUYUMBIX B3aUMOACWCTBUI BWIJAMIMITUHA C JPYTUMH IME€pOpabHBIMU
CaxapoCHIKAIOIIMMHU IpernapataMu  (IJIMOEHKIAMUIOM, IHOTJIMTa30HOM, MeT(opMuHa
THIIPOXIIOPUIOM), aMJIOIUTTUHOM, JUTOKCHHOM, PAMUIIPUIIOM, CUMBACTaTHHOM, BaJICAPTAaHOM
U BappapuHOM 00OHApPYKEHO HE OBLIO.

Kak u B cinyuae ¢ JIpyrumMu NpOTHBOAMAOETUYECKUMH JIEKAPCTBEHHBIMU CpPEICTBAMU,
THITOTIIMKEMHYECKOE JISHCTBUE BIIIIATITMIITHHA MOXKET OBITh OCJIA0JIEHO TAKUMH BEIIECTBAMU
KaK THa3HU/1bl, KOPTUKOCTEPOUIbI, THPEOUIHBIE CPEICTBA U CUMIIATOMUMETHKHU.
Memceopmuna 2udpoxnopuo

OTHOCHTENBHO (PAPMAKOKMHETHUECKUX B3auMoIeiicTBUI MeT(hOpMUHA U3BECTHO CIIETyIOIEe:




@ypocemuo. Dypocemus ypenunauBaeT Cmax 1 AUC MmeThopMHHa B KPOBH, TOUYEUHBIH KIUPEHC
MeT(hopMHUHa ITPU ATOM OcTaeTcss Hem3MeHHBIM. MeTdopmun cHmkaeT Cmax ¥ 3HaUeHne AUC
dypocemuia B KpOBH, HE OKa3bIBasi BIMSHUS HA IOYCUHBIA KIIMPEHC MOCIICIHETO.
Hugheounun. Hudenunun yckopsier BcackiBanue, yBenuduBaeT Cmax 1 AUC meTdopmuHa, a
TaKXKe YCHJIMBAET €ro 3KCKpeuuto ¢ Mouoil. MerdopMuH He OKa3bIBaeT CYLIECTBEHHOI'O
BJIMSAHUSA Ha (PapMaKOKUHETHKY HU(EIUITHHA.

Tubypuo. T'muOypua He BimseT Ha (QPapMaKOKHHETHYECKHE M (papMaKkoqMHAMHYCCKUC
napameTpsl MeTdopmuHa. [Ipr ogHOBpeMEHHOM NpHMEHEHHH MeT(HOpMHUHA W TIHOYypHIa,
HaOmonanu cHmwkeHne Cmax 1 AUC rnubypuaa, OIHAKO BBIpaXXEHHOCTh 3Toro 3¢ dexra
BapbHUpOBaja B MIMPOKHX INpenenax. KimHnueckoe 3HaYeHUE MOTyYeHHBIX JJAHHBIX HESICHO.
Hoocooepacawyue xonmpacmuvle cpedcmesa. TIpreM TpenapaTos, coaepKalux MeTHOPMUH
(tTakux kak [aneBycmer®™), NOMKEH OBITH NpPEKpPAIlEH A0 HIX BO BPEMs BU3yalbHOTO
o0cnenoBaHus, U HE JOJDKEH BO30OHOBIATHCS B TeucHHe 48 vacoB mociie oOclieIoBaHus, a
MOCJIEIYIOIIUI €ro IpHUeM MOXKET ObITh Ha3HAYeH, TOJIBKO €CIIU UCCIIe0BaHNE (PYHKIIUU TOYEK
MOJITBEPKJIAET €€ CTAOMIIBHOCTb.

Jlexapcmeennvie cpedcmea, cHudcarouue 8bigedenue MempopmuHa.

ComyTcTByIoIiee NPUMEHEHHE JIGKAPCTBEHHBIX  CPEJACTB, KOTOpPBHIE  MPEMSATCTBYIOT
(YHKIMOHMPOBAHUIO  OOIIEH  TPAHCIOPTHOW  CHUCTEMBI  IOYEYHBIX  KaHAJIBIIEB,
3aJIeiiCTBOBAHHOM TIPW BBIBEICHUHM MeT(GOpPMHUHA TOYKaMU (HAIIp., TPAHCIIOPTEP OPTraHUYECKIX
kaTuoHOB 2 (OCT 2)/ ”HTHOUTOPBHI OENKOB IKCTPY3UH JIEKAPCTBEHHBIX MPENapaToB U TOKCUHOB
(MATE), Takue Kak paHOJIa3WH, BaHICTAaHUO, IOJNYTErpaBUP M IUMETUIWH), MOXKET
YBEJIMYUBATH CHCTEMHYIO KCIIO3ULIUI0 MeT(hOpMUHAa.

Ilpouue npenapamei. Hexoropsle mpenapaTsl MOTYT OTPULATEIBHO BIMATH HA (YHKIIHIO
MOYEK, YTO MOXKET YBEIMYUTh PUCK PAa3BUTHA JIAKTOAINI032a, HAIPHMEP, HECTEPOUTHBIE
IPOTHBOBOCTIAJIUTENBHBIE CPENICTBA, BKIIIOYAs CEJICKTHBHBIC HHTHOUTOPHI IIHKIOOKCUTCHA3HI
(IOI") I, uaruduroper AIID, aHTaroHWCTHl peHENTOPOB aHrHoTeH3WHa Il w muypeTuku,
ocobOeHHO meTnieBbie. [Ipy Havase npreMa WM UCTIONh30BaHUH TaKUX CPEACTB B COUCTAHHUHU C
MeTGOPMHUHCOAEpKAUMH  TpenapatamMu  (Hanpumep, lanbBycMer®),  HE06XOmUM
TIHIATEJIHBIA KOHTPOJIb (YHKIMH TO4YeK. HekoTopble JeKapCTBEHHBIE CpPEICTBA MOTYT
BBI3BIBATh TUIEPIIMKEMHUIO M, BCJIEICTBHE 3TOTO, JIEKOMIICHCAIMIO CaxapHOro auadera.
[MonoOupIM 3¢ dekrom o0O0magarOT THA3UABI U TMPOYUE JAUYPETHKH, KOPTHKOCTEPOHIIBI,
(eHOTHAa3MHbI,  MpernapaTthl  TUPEOWIHBIX  TOPMOHOB,  AICTPOTCHBI,  IEPOpaIbHbIC
KOHTPAIICTITUBBI, (PCHUTOMH, HHUKOTHHOBAs KHCJIOTa, CHUMIIATOMUMETHKH, OJIOKATOPHI
KaJbIIMEBHIX KAHAJOB W W30HWA3WA. [Ipy Ha3HAYEHWH WIH OTMEHE JTHX IPErapaToB
NalMeHTaM, IOJyYalomuM MeTGOPMHH, HEOOXOJAMMO YacTO KOHTPOJIUPOBATh YPOBEHBb
TJIFOKO3bI KPOBH U CBOEBPEMEHHO KOPPEKTHPOBATH 103y MET(HOPMHHA.

[MarmenTsl, noayyaromue MeTGOpMHH (OHY U3 aKTHBHBIX CyOCTaHIIMN, BXOMISIIYIO B COCTaB
npenapara I'anbBycMeT®™), MMEIOT MOBBIIIEHHBI PUCK Pa3BUTHS JaKTOAIMI03a BO BPEMs
OCTPOH aJKOTOJBLHON MHTOKCHKALUU (OCOOCHHO Ha (poHE ITUTENBHOIO MepHojia ToJI0AaHus,
UCTOIIECHUS WM TEYEHOYHOW HenoctaToyHOCcTH). CriemyeT n30erarh mpHeMa alkoroyis U
aJIKOTONIbCOEPKAILMX MPENapaToB BO BpeMs JiedeHus npenaparoM I anssycmer”.

4.6 @epTHIBHOCTH, 0ePEMEHHOCTH U KOPMJICHHE IPYABIO.
Ilepuoo bepemennocmu

HccnenoBanusi BHYTpUYTPOOHOTO pa3BUTHS IJI0Ja (T€PATONOrHs), IPOBEACHHBIE Y KPBIC U
KPOJMKOB TMpH KOMOWHUPOBAHHOM TPUMEHEHUW BWIJATIUNTHHA C MeT(hopMuHA
TUAPOXJIOPUAOM B cooTHomeHuu 1:10, mokaszanu OTCYTCTBHE NMPU3HAKOB TEPATOTEHHOCTH Y



o0oux Bu0B. ONBIT IPUMEHEHHUS ITpernapaTa y OepeMeHHbIX KSHIIHH HEJ0CTaTOUEH, TI03TOMY
npenapat [ansBycMeT® He J0JKEH NPUMEHATHCS BO BPEMS GEPEMEHHOCTH.

Ilepuoo xopmaenus epyovio

HccnenoBanuii Mo MPUMEHEHHIO KOMOWHAIIMU aKTHBHBIX CYyOCTaHIIMH, BXOMSIINX B COCTaB
npenapara 'anbBycMeT®, BO BpeMs KOPMJIEHHs TPYIbI0 HE IIPOBOAMIOCH. MeT(hopMuH
BBIBOAMTCS C TPYIHBIM MOJIOKOM uyesioBeKa. IlOCKONbKY HEW3BECTHO, BBIBOJUTCSA JIU
BUILJATJIMOTHH C TIPYAHBIM MOJOKOM 4eJoBeka, Ipemapar [anbBycMeT® He JIOIDKEH
NPUMEHSTHCS Y KEHIIUH, KOPMSIIHUX TPYABIO.

DepmunbHocmo

Bnusaue npenaparta Ha GepTHIBHOCTD y YeIOBEKa HE M3ydanoch. MccnenoBanus Ha KpbIcax
HE BBISBWIM OTPULATEIBHOTO BIMSHHA Ha (PEpTUIIBHOCTh WM paHHEE 3MOpPHOHAIBHOE
pa3BHTHE.

/lemu.

BesonacHocTh ¥ 3(p(EKTUBHOCTh HpUMEHEHUs Ipemapata lambBycmer® y neTeil He
ycTaHoBIeHbI. [103TOMy He peKoMeHyeTcss HasHayarh mpernapaT [anbBycMer® MamueHTam
Mmiazme 18-meTHero Bo3pacra.

4.7 Oco0eHHOCTH BJIMSIHMS JIEKAPCTBEHHOI0 CpPeICTBa HA CIOCOOHOCTH YNPABJISATH
TPAHCMOPTHBHIM CPEeACTBOM HJIU APYTHMH NOTEHUHMAJIbHO ONACHBIMU MeXaHU3MaMHU.
HccnenoBanuii o BIUSIHUM Ha CIOCOOHOCTH YIPABIATH aBTOTPAHCIIOPTOM MIIM MEXaHU3MaAMHU

HC TIPpOBOAUJIOCH. HaI_II/ICHTaM, Y KOTOPBIX MOXCT BO3HUKHYTb TOJIOBOKPYKCHHEC, KakK
HC6HaFOHpI/I$ITHaH peakuus, CICayeT n30erarhb YHOpaBJICHUA aBTOTPAHCIIOPTOM WJIM APYT'MMHU
INOTCHIMAJIBbHO OIIaCHBIMHU MCXaHHU3MaMU.

4.8 IloOouHble peakuuu.

[IpencraBieHHbIE Aanee NJaHHbIE OTHOCATCS K MPUMEHEHHUIO BUIIIATIIMIITHHA U MET(QPOpPMHHA B
BU/JIE CBOOOIHBIX U (PUKCUPOBAHHBIX KOMOWHAIIUA.

Kpartkas nadopmanms o npoduiie 6e3onacHocTu.

Cy1iecTBYIOT COOOIIEHHS O PEIKUX CIy4yasX aHTMOHEBPOTHUYECKOIO OTeKa, HAOII0AaBIIErocs
BO BpeMsl JISUSHHsI BUJIATIMIITUHOM C TaKOM jK€ 4aCTOTOM, KaK U B rpyIine KoHTpods. YactoTa
3TOro MOOOYHOTO SIBIE€HHS ObLIa BBIINIE CPEIW MAlMEHTOB, IMOJYYaBIIUX BHJIJATJIUNTHH
OJTHOBPEMEHHO C HWHTHOUTOPOM aHTHOTEH3WHIpEBpamiarmero ¢gepMeHta (MHIMOUTOPOM
AII®). B GonbIIMHCTBE CITydaeB STO MOOOYHOE sIBICHHE OBLIO JIETKUM W HCYE3aJI0 TPH
MPOJOJHKAIOIIEM S MTPHeMe BUIAArIUITHHA.

CymmecTByIOT COOOMICHUSI O PEAKUX ClIydasX HapymeHus (QyHKIHMH NedeHH (B TOM YuCIe,
pa3BUTHUS TeMaTUTa) BO BPEMsl JICUEHUS BHIJATTUNTHHOM. DTH OCJIOKHEHUS, KaK IMPaBUIIO,
OBLIM JIETKUMHU 1O TSKECTH U 0€3 OCTATOYHBIX SBJICHUH, (QyHKUIHMOHAJIBbHbIE POOBI NMEYECHU
nociie OTMEHBI Mpenapara BO3BpallaIuCh K HOpMe. B KOHTpoIupyeMbIX HCCIEAOBaHUSAX TIPH
MOHOTEpANUi M JOMOJHUTEIBHOW Tepamuu JUIMTENIbHOCTBhIO 10 24 Henenb, Cclydau
npesbimennst ypoBHer AJIT mnm ACT B 3 pasza Beimie BepxHed rpanuiibl HopMmbl (BI'H)
(YCTaHOBIIEHHBIX HE MEHEE, YeM B 2-X MOCIEJOBATEIbHBIX M3MEPEHHUSX WJIH HAa UTOTOBOM
Bu3uTe JedeHus) coctaBisiu 0,2%, 0,3% u 0,2% nns BungarnuntaHa B o3¢ S0 MI//neHb,
BUJIZIATJIMIITAHA B 103€ 50 MT IBaXK/Ibl B ICHb U BCEX MPENapaToB CPaBHEHHUS, COOTBETCTBEHHO.
Kak mnpaBuno, moBbIIEHWE aKTUBHOCTH TpaHCaMUHA3 OblI0 OECCUMITOMHBIM, HE
IIPOrPECCUPOBAJIO U HE COIIPOBOXKIAIOCH XOJIECTA30M WIIH KEITYXOM.

B knmuHMYecKkux uccieoBaHuAX MPUMEHEHUs] KoMOMHAIK BUuiAaraunTua+merdopmud 0,4%
MAIMEHTOB BBIHYKICHBI OBLITU MPEKPATUTD JICUCHUE U3-32 PA3BUBIIUXCS TOOOYHBIX PEAKITUH B
rpymnre, npuHUMaBmield S0 mr BungarauntuHa 1 pas B AeHb + meTdopmuH. B rpymnmax,
MPUHUMABIIUX BIIIATTUNTHH 50 MT IBaXK/IBI B ACHD + MET(HOPMUH UM TuTanie00+mMeTGopMuH,
0 CcIy4asix OTMEHBI TepaIuu 13-3a TOOOUHBIX PEAKIIMI He COO0IaIoCh.



['unornukeMusi B KIMHAYECKUX MCCIIEIOBAHUSX HaOmoganack Hedacto: y 0,9% manueHTos,
MOJTy4aBINIUX BIJIAATIUNTHH B 03¢ 50 mr 1 pa3 B AeHb B coueTanuu ¢ Mmetgopmunom, y 0,5%
MAlMeHTOB, TOJYYaBIIMX BWIAArIUOTHH B 103¢ 50 Mr 2 paza B JCHb B COYCTAaHUH C
merpopmunoMm, u y 0,4% manueHToB, MOMy4YaBIIMX IUIae60 ¥ MeTPOopMHH. TsKembix
TUTIOTJIMKEMUYECKUX PEAKIUi, CBA3aHHBIX C BUJIATTIUIITHHOM, 3aPETUCTPUPOBAHO HE OBLIO.
Bunpgarnuntua HelTpasIeH Mo OTHOIICHHIO K Macce Tela MPU MPUMEHEHUH B KOMOMHAIIUU C
MeT(HOpMUHOM.

[Mo6ounsie peakiuu XKKT, B ToM urcne quapes v TONTHOTA, KaK U3BECTHO, BCTPEUAIOTCS OYEHB
4acTo BO BpeMs Hadayia mpuema MeTdhopMuHa rufapoxsiopuaa. [Ipu KTnHUYecKol mporpaMMe
MOHOTEPANUY BUIIATIIUITAHOM (n = 2264), TIe BIWIJATTUNTHH moirydand 50 Mr ofuH pa3 B
neHb, 50 Mr ABa pasa B AeHb, Wik 100 Mr oiMH pa3 B J€Hb, YacTOTa Auapeu cocrasuia 1,2%,
3,5% u 0,8%, COOTBETCTBEHHO, a 4YacToTa TOIIHOTHI coctaBuna 1,7%, 3,7% u 1,7%,
COOTBETCTBEHHO, 2,9% a1t 060uX IpyMIl IO CpaBHEHUIO ¢ Tpymnmoii rianedo (n=347) u 26,2%
u 10,3%, cOOTBETCTBEHHO, B rpymIe MeTGpopMHuHa ruapoxiopuaa (n = 252).

Bce mo6ounsie peakuu Obutn osrydeHsl y 13,2% narmentoB (50 Mr ouH pa3 B IeHb WIH J1Ba
pasa B JICHb), KOTOPBIE MOTyYaTd KOMOWHAIMIO BIJIJATTUITHHA H MET(GOPMUHA THIPOXJIOPHIA
B cpaBHeHMH ¢ 18,1% MmanneHToB U3 rPyIIibl, MOJTy4YaBIINX MOHOTEPAHIO METQPOPMUHOM.
[ToGouHbIe peakluy, MOJTYYEHHBbIE OT MAI[MEHTOB, KOTOPbIE MPUHUMATIM BHIJATTIUNTHH B
JBOMHBIX CIIETBIX MCCIICJIOBAHUSX B KaUECTBE MOHOTEPAIIMU W JOIMOJHEHUS K MEeT(HOPMHHY,
MIEPEYUCIICHbl HIDKE A KaXXJO0ro MOoKa3zaHus, Mo kiaccam cucrteM opranoB MedDRA u
a0COJIFOTHOM YacToTe.

B kaxx1om kitacce CUCTEMbl OPraHOB OOOUYHBIE PEaKIMU paclipeieNIeHbl 0 YaCTOTe, HAYuHAs

c OoJiee yacThIX peakuuid. B kaxo0ii rpyme no 4actore NOOOYHbIE peakIMy MPECTaBICHbI B
nopsiike yobIBaHUS TsDKeCTH. KaTeropust 4acToThI 17151 KaX/10r0 HOOOYHOTO SIBJICHUS OCHOBAaHA
Ha cienyromux kpurepusx (CIOMS III): ogenp wacto (> 1/10), wacto (> 1/100; < 1/10),
HeuacTo (> 1/1000; < 1/100), peaxo (> 1/10000; < 1/1000), ouens peaxo (< 1/10000).

Ilpu npumenenuu memghopmuna 2udpoxnopuoa 6 KOMOUHAUUU C 6UTOATUNMUHOM
Co cmopoHvl Hep8HOIL cucmeMbl. 4aCTO — TPEMOP, TOIOBOKPYKEHHE, TOJIOBHAs 0OIb.

Ilpu npumenenuu memgopmuna 2udpoxnopuoa ¢ KOMOUHAUUU C GUTOATURMUHOM U
cynvhonunmouesunoi

Co cmopoHbl Hep8HOUL cucmeMbl: 9aCTO — TOJIOBOKPYKEHHUE, TPEMOP.

Memabonuueckue Hapyuienus: 9aCTO — TUTIOTJIINKEMHUSI.

Co cmopoHbvl KoY U NOOKOICHBIX MKAHEl: 9aCTO — THIIEPTUAPO3.

Obwue nHapyweHus u peakyuu 6 Mmecme 66e0eHUs1: 9aCTO — ACTCHH.

Ilpu npumenenuu memopmuna 2udpoxnopuoa 6 KOMOUHAUUU C GUIOAZTUNMUHOM U
UHCYTIUHOM

Hccneoosanus: 4acTo — TUTIOTTTUKEMHUSL.

Co cmopoHvl Hep8HOUL cucmeMbl. 9aCTO — TOJIOBHAS O0JIb

Co cmopoHbl nuwesapumenbHol cucmemsl. 9acTo — TOIIHOTA, TacTpol3odareampHast
pedarokcHas 60€3Hb; HEYacTO — AUAPEs, METEOPU3M.

Obwue Hapywenus u peakyuu 8 mecme 88e0eHUsl. 4acTo — 03HOO.

Ilpu monomepanuu eunoaziunmuHom

Co cmopoHvl Hep8HOU cucmembl: 4aCTO — TOJIOBOKPYKEHHE; HEYacTO — FOJIOBHAas! 0OJIb.
Co cmopoHbl nuwjesapumenbHol cucmemsl. HEYaCTO — 3a1op.

Memabonuueckue napyuienus: He4aCTO — TUIIOTJINKEMUSL.

Obwue napywenus u peakyuu 6 mecme 68edeHus; HEIaCTO — NepruhepUIECKU OTEK.



Ilpu npumenenuu memghopmuna

Co cmopoHbl HepEHOIl cucmeMbl. 4aCTO — TUCTEB3USL.

Co cmoponbl nuujesapumenvbHou cucmemvl: OYEHb YacTO — METEOpU3M, TOIIHOTAa, PBOTA,
nuapes, abIoMUHaIIbHAsT OOJIb.

Co cmopoHbvl cenamoounuapHoll cucmemsl. O9CHb PEIKO — renaTuT™*,

Memabonuueckue HapywieHus: OYE€Hb YacTO — CHIKEHHE AamNIeTHTa; OYeHb PEIKo —
JaKTOALNI03.

Co cmopoHbl KodtcUu U NOOKONCHOU MKAHU: OUYEHb PEKO — KOKHbIE PEaKIUU TUIIA SPUTEMBI,
3y/Aa, KpaTuBHUIIBL.

HUccnedosanus: o4eHb PEIIKO — CHIPKEHUE BCACHIBAHUS BUTAaMHUHA B12*, OTKIIOHEHHE OT HOPMBI
nokazatenel GyHKIMOHANBHBIX P00 MeYeHH.

*Bo BpEMs UIMTCJIBHOT'O JICHCHUA MeT(I)OpMI/IHOM OYCHb PEAKO Ha6HIOZ[aCTCSI HapylmeHUC BCAaCbIBaHUSA
BHUTaMHHa Blz U CHHIXXCHHE €TO0 YPOBHA B CBIBOPOTKE, KaK IIpaBHJIO, 3TO OTKIIOHCHUC HE HMECT
KIMHUYCCKOI0 3HAa4YCHMHA. HpI/I BO3HUKHOBCHUU Yy MallUCHTA CUMIITOMOB Merano0JIaCTHOH aHeEMHUU
CJICAYCT PaCCMOTPETb BO3MOKHOCTb TOTO, UTO OHA ObLIa BBI3BaHa MeTq)OpMHHOM.

*#CyIIecTBYIOT OTAEIbHBIE COOOLIEHHSI 00 OTKIIOHEHWH OT HOPMBI (DYHKIIHOHAIBHBIX P00 MeueHU
WUJIK TCHAaTUTC, KOTOPLIC pa3peIlnInuCh IMOCJIC OTMCHLL MeT(bopMI/IHa.

[To6ounsie neiictBust co croponbl JKKT ormevarorcss Hambojiee YacTo B TEPHOA Hadaaa
TEparuy U TPOXOAT CIIOHTAHHO B OONBIIMHCTBE ciiy4aeB. C IHEIbI0 UX MPEIyNPEKICHUS
pEKOMEH TyeTcs TIPUMEHSATh €XeIHeBHYI0 103y LanbBycmeT® B 2 mpuema, BO BpeMs WU TI0CJIE
npucMma Mnmuiiu.

B npouecce nocmmapxkemunzoeozo nHaoawoenus cooOIAIOCH O CICAYIOUIMX MOOOYHBIX
s dekrax:

yacmoma Heu38ecmua:

— aptpanrus (MHOTHA TshKenast), rematuT (0OpaTHUMBIN Mocie MpeKpamleHHus Tepamun),
OTKJIOHCHHE OT HOPMBI IOKa3aTenedl (PyHKIMOHAIBHBIX MPOO IMeueHu (oOpaTHUMbIC
moclie TPEKpaIleHus Teparnuu), KparnuBHHIA, OYJUIe3HblE M IKCPOTUATHBHBIC
MOPAKEHUSI KOXKH (BKJIIOUast OyJUIe3HBIN TeM(UTron,T), KOKHBIN BaCKYJIUT, TAHKPEATHUT.

4.9 Ilepeno3upoBka.

Bunoaznunmun

WNudopmanus o cMMITOMax BO3MOKHOW MIEpE03UPOBKY BIIIIATTIMIITUHOM OblIa MOJyyeHa U3
UCCJIEIOBaHMSI Ha 3J0POBBIX TI0OPOBOJIBIAX, KOTOPbIE IPUHUMAJIHN BUJIJArJIUITHH B CYyTOYHBIX
no3ax 25 mr, 50 mr, 100 mr, 200 mr, 400 mr u 600 mr nocnegoBatenbHO 10 10 KaneHAAPHBIX
nueit. 1ozl 1o 200 mMr xopomio nepeHocuiuch. [Ipu npuMenenuun npenapara B go3e 400 mr,
HaOJIIOaMMCh CIy4ad MBIIIEYHOM OONMM M EIUHMYHBIC CIIydau JIETKOW W MpexoJsieit
NapecTe3ny, JUXOPaaKH, OTEKOB U TPAH3UTOPHOIO IMOBBIIIEHUS AKTUBHOCTH JUMNa3bl (10
ypoBHs, B 2 pasa npesslmatoniero BI'H). Ilpu npumenenun npenapara B go3e 600 mr
HaONIOJAINCh OTEKU KUCTEH M CTOII, MOBHIIICHHE aKTUBHOCTH KpeatrHpochoknHaszsl (KDK)
Beiie BI'H, a takxke moBeleHne akTUBHOCTH acnapTaraMmuHoTpancdepasbl (ACT), ypoBHeit
C-peaxTuBHOro O€nka U MUoriaoOuHa, mapectesus. [locie oTMeHbI mpenapaTa BCe CUMITOMBI
UCUE3IIH, U TAOOpaTOPHBIE MTOKA3aTENIN BEPHYIUCH K HOPME.

BunpgarnuntuH He BBIBOAWTCS MpH JWalM3€, OJHAKO €ro OCHOBHOW MeTaboJuT,
oOpa3yrommiics B pe3ynbrate ruapoin3a (LAY 151), MoxkeT ObITh yaJIeH 13 OpraHu3Ma My TeM
reMouanusa.

Memgopmuna euopoxiopud

Cy1iecTByIOT COOOIIEHUS O Cay4yasx Nepeno3upoBKH MeThOpMHHA THAPOXIOPUAOM, B TOM
quciie Ipy MpueMe rnpemnapara B go3ax csbiie 50 r. [Ipu stom B 10% cinyyae HaOmonanach



TUMOIVIMKEMHsI, OJIHAaKO €€ MPUYMHHAs B3aHUMOCBS3b C MET(HOpPMHHA THIPOXJIOPHUIIOM
ycraHoBneHa He Obuia. I[lpuGnusurtensHo B 32% chnyyaeB mnepeno3upoBKa MeT(HOpMHHA
TUAPOXJIOPHUIOM COMPOBOXKIANACH JIAKTOAUA030M. B ycioBusx ctabuibHOM reMOJMHAMUKI
MEeT(GOpPMHUHA THAPOXJIOPUA BBIBOAUTCS IyTeM IHAaiN3a, MPU 3TOM €ro KIMPEHC JTOCTUTAET
170 mu/mun. [TosTOMY MpH TIOJTI03pEHUHT HA TIEPETO3UPOBKY METHOPMHUHA THAPOXJIOPHIOM JIJIst
OYHILEHUS KPOBOTOKA OT Iperapara MOXeT ObITh UCIIOIb30BaH I'eMOAUAIIH3.

B cnyuyae mepeno3upoBKH B COOTBETCTBUU C HMEIOLIUMUCS CHUMITOMAMH JIOJDKHO OBIThH
Ha3HAa4Y€HO NOJIEP/KUBAIOLIEE JICUEHHE.

5.  ®APMAKOJIOIMYECKHE CBOMCTBA

5.1 ®apmakoauHAMUYECKHE CBOCTBA.

CpenctBa Uit JeueHHst caxapHoro jauabera. CaxapoCHIDKAalomIype TmpenapaTsl s
nepopajgbHOro nprueMa. KomOunanms OuryanuioB 1 MHTHOUTOPOB AUMETITHANIIICITHAA3HI-4
(AI1-4). Merdopmun u Bungarauntud. Kog ATC A10BDOS.

IIpenapar ansBycmeT® npeacTapiseT co60i KOMOMHAIMIO IBYX CaXapOCHMKAIONIUX CPEICTB
C PAa3NUYHBIMM MEXaHU3MaMHU ACUCTBHUS [ YJIyUUIEHHMs] TJIMKEMUYECKOTO KOHTPOJSA Yy
NAallMeHTOB C CaxapHbIM AMa0eToM 2 THIA: BWIJATJIMITHHA M3 KJacca WHTUOMTOPOB
munentuaninentuaassl-4 (AI111-4) n meTdhopMuHa THIPOXIIOPHIA U3 KJIacca OUTyaHUIOB.
BunpgarnuntuH sBIsSeTCS MPEACTaBUTENEM KJlacca CTUMYJISTOPOB OCTPOBKOBOIO ammapaTa
MO/KEITY IOYHOM 7KeJIe3bl M CUIIbHBIM CcelIeKTUBHBIM HHTHOUTOpOoM JI1I1-4, npenHa3sHaueHHBIM
JUIsL YJIYyYIIEHUsI TIIMKEMUYecKoro KoHTpoisi. B pesynerare yruerenust JI111-4 Bo3pacrtaroT
YPOBHU 3HJOTEHHBIX MHKPETUHOBBIX TOPMOHOB TItOKaroH-nogoo0Horo nentuaa-1 (ITII-1) u
TJII0K0303aBUCUMOr0 MHCynuHOTponHoro nonunentuaa (I'MIT) natomak u mocne mpuema
MUILH.

MeTtdopmuHa rHIPOXIOPUI CHUKAET MPOAYKIHUIO TITIOKO3bI B IEYSHH, T10/IaBIISIET BCACHIBAHHE
[JIIOKO3bl B KHUIIEYHHUKE W YJIydllaeT YyBCTBUTEIBHOCTb K WHCYJIUHY IIyTEM MOBBIIICHUS
nepuepuyeckoro 3axBaTa H  YTHIM3AIUH TJIIOKO3BL.  MetrdopMuHa THIPOXIOPHT
CTUMYJIMPYET  BHYTPHUKJIETOYHBIM  CHHTE€3  TJMKOI€HAa  IIyTeM  BO3ACHCTBUA  Ha
[JIMKOT€HCUHTETa3y M YBEJIMYEHUS TPAHCHOPTHOW CHOCOOHOCTH HEKOTOPHIX MEMOpPaHHBIX
nepenocunkoB rmoko3sl (GLUT-1 u GLUT-4).

Ipenapam I'anveycmem®

D¢ dexkTnBHOCTH M 6€30MACHOCTH OT/AEIBHBIX KOMIIOHEHTOB Iperapara yCTaHOBJICHBI paHee,
IpY 3TOM KOMOWHUPOBAHHOE MPUMEHEHHE OTACIbHBIX KOMIIOHEHTOB Ipernapara U3y4eHo Ha
npeaMer SPQPEKTHBHOCTH W 0€30MacHOCTH B KIMHUYECKHUX HCCIEOBaHUSAX. JlaHHBIE
UCCJIEIOBaHMsI YCTAHOBWIIM JOIMOJHUTEIBHOE MTPEUMYIIECTBO BIIIJATJIUITHHA Y TAIIUEHTOB C
caxapHbIM 11a0eTOM 2 THIIA, Y KOTOPBIX JIeYeHHE MET(GPOPMUHA THIPOXJIOPUIOM HE MO3BOJISLIIO
JIOCTHYb aJIEKBATHOTO KOHTPOJIS.

Bunoaznunmun

[Tpriem BUIIATTUNTHHA IPUBOIUT K OBICTPOMY U MOJTHOMY MofaBieHuto akTuBHocTu JI1T1-4.
VY manueHToB ¢ caxapHbIM TUa0eTOM 2 TUIIA, BUIJATTUNITHH MOIaBIsSET aKTUBHOCTH (pepMeHTa
JIII-4 na nmporsxenuun 24 4. IlyreM yBenndeHMs] SHAOT€HHBIX YPOBHEH HMHKPETHHOBBIX
TOPMOHOB, BHWJIJATJIMITHH TOBBINAET YYBCTBUTEIBHOCTh O€Ta-KIETOK IOXKEITyI0OUHON
JKeJe3bl K III0K03€, YTO MPUBOAMT K YCWJICHHIO TIFOKO303aBUCHMOI CEKpELMH WHCYJIWHA.
Buwnnarmuntua B go3e 50 mr wnum 100 Mr B CyTKM 3HAQYMTENBHO YJIYYINAET IMOKa3aTeNH
byHKIMN OeTa-KJIETOK Yy MAallMeHTOB C caXxapHbIM AuaberoM 2 Tuma. BeIpakeHHOCTH ATOTO
a(ddekxra 3aBUCUT OT HMCXOAHOW CTETNCHW HapymieHus (yHKIUU OeTa-KIEeTOK; y JIWI, HE



CTPaJAIOLIMX CaXxapHbIM JUa0eTOM (C HOPMaJbHBIM YPOBHEM IJIFOKO3bl) BHJIAATJIMITHH HE
YCHJINBAET CEKPELMIO MHCYJIMHA U HE CHUYKAET YPOBEHB IIFOKO3BI.

VYBenuuuBas ypoBeHb 3HHOreHHoro [TIII-1, BunmariunTUH NMOBBILIAET YyBCTBUTEIBHOCTH
anb(a-KIeTOK K IJIIOKO3€, YTO MPUBOJIUT K YIYUIICHUIO KOHTPOJI CEKPELUH IJIIOKaroHa
MOCPEJICTBOM TJIFOKO303aBUCUMOI0 MeXaHu3Ma. B cBo10 odepenp, MmonaBieHUE W30BITOYHOMN
CeKpeLMH TJIOKaroHa B OTBET Ha TPUEM THUIIM  CHOCOOCTBYET  CHHXKEHUIO
MHCYJIMHOPE3UCTEHTHOCTH.

VYBenuyeHne COOTHOIICHUS HWHCYJIMH/TIIOKaroH BO BpEMSl THIEPIIIMKEMUU BCIEICTBHE
NOBBIIICHUS] YPOBHSI WHKPETUHOB, MNPUBOJUT K CHHXXEHHMIO BBIPAOOTKM HATOIIAK U
HOCTIPaHAXATIBHOMN NPOIYKIMHU TTIIOKO3bI B IEYEHHU, OJ1arofaps 4eMy JOCTUTaeTCsl CHUKEHUE
TJINKEMUH.

3anepaKKa ONOPOKHEHUS JKeIyAKa, SIBISIIOIIASCS OJHUM M3 U3BECTHBIX 3(()EKTOB MOBBIIIECHUS
ypoBust I'TIII-1, Bo BpeMs jeueHHs BHIAATIMOTHHOM He HaOmomanack. Kpome Ttoro, mpu
NPUMEHEHUN BIIIJATIMIITUHA HAOI0AAaTI0Ch CHIDKEHHE YPOBHS MOCTIPAHANAIBHOMN TUIIEMHUH,
HE CBSI3aHHOE C ONIOCPEI0BaHHBIM HHKPETUHAMM yJTIy4lIEeHUEM (DYHKLIUU OCTPOBKOBBIX KJIETOK
MOKETY IOYHOM KEJE3bI.

Memdepopmuna eudpoxnopuo

MetdopmMuHa ruIpoXIopua YIydIIaeT TOJEPAaHTHOCTh K IJIFOKO3€ y MAI[EeHTOB C CaxapHbIM
nuabeToM 2 Tumna, CHHKas Kak Oa3aslbHBIM, Tak M MOCTIPAHJUAIBHBIA YPOBHH IJIIOKO3bI B
wiazMe. B oTnmune or mpemapatoB Cyiab(OHUIMOYEBHHBI, METQPOPMHMHA T'HMIPOXIOPHI HE
BBI3BIBACT I'MITOTIIMKEMHIO HU Y MAIIEHTOB C CaXapHbIM 1Ua0eToM 2 THIIA, HU Y 3/I0POBBIX JIUI]
(32 MCKITIOYEHHEM 0COOBIX OOCTOSATENLCTB) M HE MPUBOAMT K IMOBBIIICHUIO YPOBHS MHCYJIHHA.
Bo Bpems nedenust MeT(hopMUHA THAPOXIOPUIOM CEKPELIUs HHCYJIMHA OCTAeTC HEM3MEHHOM,
a 0a3aJIbHBIM U CTUMYJIMPOBAHHBIM YPOBHU MHCYJIMHA B IJIJa3M€ MOTYT AK€ CHUKAThCSL.

MetdopMuHa THIPOXIOPHUI OKa3bIBaeT OJAaromnpHsATHOE JEHCTBHE Ha OOMEH IHUIHIOB, HE
3aBHUCSIIEe OT €ro caxapocHwxaromero odddexra. MerdopMruHa TUAPOXIOPUI B
TEepaneBTUYECKUX J03aX CHIKAeT YpPOBEHb oOImiero xosjectepuna, xosecrepuna JIITHIT u
TPUTIUIIEPUIIOB.

5.2 ®dapmakokuHeTHYeCKHE CBOICTBA.

Bcacvisanue

CaneBycmer®

B uccneoBanuu GMO3KBUBAIEHTHOCTH TPEX PasHbIX 103 mpenapat Ianseycmer® (50 mr/500
mr, 50 mMr/850 mr u 50 mr/1000 mr) cpaBHUBaJIM CO CBOOOAHBIMH (HE(PUKCHPOBAHHBIMH)
KOMOWHAIMSMH BIJIJATTUNTHHA U MET(OPMHUHA THAPOXIOPUAA B COOTBETCTBYIOIIUX JI03aX.
boula nponeMoHCTpUpoBaHa OWOJKBUBAJCHTHOCTh OOOMX KOMIIOHEHTOB IIperapaTa
FaJILByCMeT® o nokazatessiM AUC 1 Cmax KOMIIOHEHTaAM CBOOOIHBIX KOMOMHAIIHIA.

[Tpuiem MUK He BIUSAET HA CKOPOCTh U CTENEHb BCACHIBAHUS BHIIJATIUNTHHA MPU MpPHEME
npenapara FansBycMer®. Cmax 1 AUC MeTdOpMHHA TMAPOXIOPUIA, BXOIANIETO B COCTaB
npenapara ['ansBycmer™, Ipu IpueMe 3Toro npenapara BMecTe ¢ MuIeil cHuskarores Ha 26%
U 7% COOTBETCTBEHHO. YBenHueHue moka3atens Tmax MeThopMuHa ruapoxiopuaa (ot 2,0 1o
4,0 v) mpu mpueMme MpernapaTa BMECTE€ C MHILEH CBUAETEILCTBYET O TOM, UYTO CKOPOCTb
BCaChIBaHMsI MeT(hOPMHHA ITPU 3TOM TaKKe CHUXkKaeTcs. [Ipu mpueme o JHOBpEMEHHO ¢ TTUIICH
MeT(hOpMHUHA THAPOXJIOPHAA B BUIC OTICIBHOTO IMperapata HAOMIOMAIOTCS MOJA00HBIC, HO
Oosee BblpaxkeHHbIe U3MEHEHHSI Cmax 1 AUC. BrnsHue npuema numu Ha apMaKOKUHETHKY
BUIJATJIMOTHHA ¥ MeTGOPMUHA THAPOXJIOpHAA B cOocTaBe mpemapaTa I anbBycMer® GbLIO
TaKUM ke, KaK ¥ Ha (hapMaKOKWHETHKY BUIAATJIUNTHHA U METPOPMUHA TUAPOXITIOPUAA B BUJIE
OTJICIbHBIX MPENapaToB.



BumarnmunTug

[Toce mprema BHYTph HATOIMAK BWJIJATJIMIITHH OBICTPO BCACHIBAETCS, €r0 KOHIIEHTPAITUS B
T1a3Me JOCTUTAaeT MUKOBOro YpoBHs uepes 1,75 u. [Ipu npueme npenapara oqJHOBPEMEHHO C
MUIIEH CKOPOCTh €r0 BCACHIBAHMSI CJIETKA CHUYKAETCSI, O YeM CBUJIETEIILCTBYET CHIDKEHUE €TO

IIMKOBOM KOHIEHTpaluu B I1azMe Ha 19%, U yBennueHHe BPEMEHM AOCTHXKEHHS ITHUKOBOU
KOHIIEHTpauuu 10 2,5 4. Bmecre ¢ TeM mpueM MUINKM HE BIHMSIET Ha CTENEHb BCACBIBAHUS
npermapata U ero o6Omyt dkcrnosunuio (AUC). AOcomroTHas OHOAOCTYIMHOCTh TIPH
NepOpabHOM Npueme coctaBisieT 85%.

MeThopMuHa THAPOXJIOPUI

I[Ipu npueme BHYTph Haromak 500 Mr meTdopMUHA TUAPOXIOpUAA €ro aOCOITIOTHAsS
OMOIOCTYMMHOCTh  cocTaBisieT okoio  50-60%. B wuccrmenoBaHWsAX, OCHOBaHHBIX Ha
OIHOKPAaTHOM  TEpOpaTbHOM TMpUeMe TaOJIeTHPOBAHHOTO IMpemapata MeTGopMUHA
ruapoxyopuaa B 103e oT 500 mr g0 1500 mr 1 ot 850 Mr g0 2550 Mr, OBUTO YCTAHOBJIEHO, YTO
dapMakOKMHETHYECKHE TMapaMeTpbl MeT(GOpMHUHA THUAPOXIOpUAA HE MPOMOPIHOHATHHBI
BBEJICHHOW J103€, 4YTO OOYCJOBJICHO CKOpee YXYJAIICHWEeM BCAChIBAaHWs TMperapara ¢
YBEJIMYEHUEM [03bl, YeM H3MEHEHHEM CKOPOCTH €ro BbIBeJACHHUA. lIpueM muiu CHUXKAET
CTENEHb BCACHIBAHMS M, B MEHBIIEH CTENEHU, CKOPOCTh BCAChIBaHUA MeT(opMHHA
TUAPOXJIOPHUA, O UEM CBUICTENBCTBYET CHIKEHUE Cmax MpuOmm3uTensHo Ha 40%, CHIDKEHUE
AUC Ha 25% u yBenuueHue BpeMEHH JOCTHKEHUsI TUKOBOM KOHIIEHTpauuu B miia3Me (Tmax)
Ha 35 MUH Npu OJHOKpaTHOM npueme 850 Mr TabaeTHpoBaHHOTO METHOPMHUHA TUAPOXIOpUIA
OJIHOBPEMEHHO C THIIECH MO CPaBHEHHUIO C MPUEMOM TOM >K€ 03Bl IpernapaTa HaTOIIAK.
Knunnueckoe 3HaueHHE 3TUX HAOIIOIEHUN HEU3BECTHO.

Pacnpeoenenue

Bungarnuntux

CreneHb CBS3pIBAHMS BWIJAMIMNOTHHA € OenkamMu Tutasmbl Hu3kas (9,3%), mnpemapar
PaBHOMEpHO paclpeaensieTcss MeXAy IUa3Mol U spuTporuramu. llociae BHYTpHUBEHHOTO
BBEJICHHS CPEIHUM 00BEM pachpelesieHUs] BIIATJIMIITHHA B PABHOBECHOM COCTOSIHUH (Vss)
coctapisieT 71 11, 4TO CBUIETENBCTBYET O PaclpeAesieHUU BO BHECOCYIUCTOM MTPOCTPAHCTBE.
MetrdopMuHa THAPOXIIOPHI

[Tocne ogHOKpaTHOTO MpUeMa BHYTpb 850 Mr MeT(hopMUHA THAPOXIOPUAA, KAKYIIHNCIT 00beM
pacnpenenenus (V/F) B cpenrem coctaBisier 654 + 358 1. MerdhopMuHa THIPOXIOPH]T TTOYTH
HE CBS3BIBACTCA C OCNKAMHU TJIa3Mbl, B OTJIIMYKE OT MPErnapaToB CyIb(HOHUIMOUYEBHHBI, CTETICHb
CBSI3BIBAHUS C OCJIKAMH IIa3MBl KOTOPBIX mpeBbimaet 90%. MeTtdopmMuHa THIPOXIOPUT
HAKaIJIMBACTCsl B SPUTPOILIMTAX, CO BPEMEHEM €ro KOHILIEHTPALHS B )PUTPOLIUTAX BO3PACTALT.
[Tpu mpruMeHEHHH OOBIYHOTO PEKUMA JIO3UPOBAHUS PABHOBECHAS! KOHIICHTPAIUS METPOPMHUHA
TUAPOXJIOpHAA B TuIa3Me Jocturaercs 3a 24-48 4 u coctaBisier 00bi9HO MeHee | Mkr/mi. B
X0JI€ KOHTPOJUPYEMBIX KIMHUYECKUX HWCIBITAHUHN, NaXXe MPU JICUCHUH MaKCHUMaJIbHBIMU
n03aMH  METQOpMHUHA TUIPOXJIOpUIA €ro MaKCUMajbHas KOHIIGHTpalus B IUIa3Me He
IpeBbIIIaNa 5 MKI/MIL

buompancgopmayus/memabonuzm

Buparnuonrug

MeTab0113M B IEUECHHU SBISETCS OCHOBHBIM ITyTEM SITUMUHAIINY BIJIJATTUNITHHA Y YE€TIOBEKa,
TakuM 00pazoM, BBIBOIUTCS 69% BBemeHHOW 03bl. OCHOBHBIM METAa0OJIUTOM, B BHUIC
KOTOpOro BBbIBOAUTCS 57% BBemeHHOM m03blI, siBisietcss LAY151 — dapmakonorudecku
HEAKTHBHOE COCJIMHEHHME, O0pa3yrolleecss B pe3yjbTaTe THAPOIHM3a IUaHOTpynmbl, 4%
BBEJICHHOW [103bl BUJIJATJIMNTHHA BBIBOJAWUTCA B BHUIE MeTabonurta, 0Opas3yrolierocs B
pe3yabpTaTe THAPOJIM3a aMUIOTPYIIbl. BUIIATIUNTHH HE METa0OJM3UPYETCS C y4acTHEM
dbepmeHTOB cucteMbl IuToxpomMa P450 B konmmyecTBax, MOAMAIONIUXCS KOJMMYECTBEHHOU
orieHke. B omnbiTax in vitro ObpUI0 POIEMOHCTPUPOBAHO, YTO BIJIATJIMIITHH HE HHTUOUPYET U
HE UHIYIHPYET (pepMeHThI CUCTEMBI ITUTOXpoma P450.

MerdopMuHa THAPOXIIOPHI

MetdopMUH BBIBOAWTCS C MOYOHM B HEU3MEHEHHOM Buae. MeTtabonutel He OBLTH
UACHTU(DHUIIMPOBAHBI Y JTFOCH.

Buiseoenue




Bunparnuntua

IMocne nmpyeMa BHYTPh BUJLIANIMOTHHA, MedeHoro 110 [ *C], okono 85% m03bl SKCKpeTUpyeTCs
¢ mouoH, 15% — ¢ kanom. 23% npuUHATON BHYTPb 1036l BEIBOAUTCS MIOYKAMHU B HEU3MEHEHHOM
Bune. llpu BHYTPHUBEHHOM BBEACHHMM 3IO0POBBIM JHIIAM OOIIMA M TOYEYHBIH KIUPEHC
BWJIJATIUNTUHA cocTaBimsger 41 n/u w13 1m/ga coorBercTtBeHHO. CpemHuil mepuon
MOJIYBBIBEJICHUS TIpenapara nocjie BHyTPUBEHHOTO BBEACHUS cOCTaBisieT okoiio 2 4. [lepuoa
MOJTyBBIBEJICHUS TIOCTIE PUEMA BHYTPh COCTABIISIET OKOJIO 3 4 U HE 3aBUCUT OT J03bI.
MetdopMHHA THAPOXIIOPHT

B wuccrnenoBaHusiXx, OCHOBaHHBIX Ha OJHOKPATHOM BHYTPMBEHHOM BBEIE€HUU MeT(opMHHA
TUAPOXJIOPHIA 3J0POBBIM JIUIAM, ObLIO MPOJIEMOHCTPUPOBAHO, UTO MIpernapaT IKCKPETUPYETCs
C MOYOIi B HEU3MEHEHHOM BH/I€, HE TIOJIBEPraeTcss METabOIMYECKUM IPEBPAIICHUSIM B IIEYCHH

(metabonuTel MeThOpPMUHA Yy UYeNOBeKa He OOHApY>KEHbI) U HE BBIBOJUTCS C >KEITUBIO.

[Toueunslii kTUpeHC MeTOPMHUHA THIPOXIOPHIA MPUOTUUTENHHO B 3,5 pa3a NpeBHIIIAET
KJIUPEHC KpeaTMHUHA, YTO CBMJETENbCTBYET O TOM, YTO IIpenapar BBIBOIAUTCS
PEUMYIIIECTBEHHO IIyTEM CEKpEelUH B MOYeYHbIX KaHaiblax. [locie npuema BHYTpPH OKOJIO
90% BcocaBlierocsi mpemnapaTa BBIBOJUTCS THOYKaMU B TEUEHUE INEpPBbIX 24 4, mepuoa
NOJYBBIBEICHUS] TIpenapata B IUIa3M€ COCTaBisieT mnpuoOamsurenbHo 6,2 4. Ilepuon
MOJIYyBBIBEJICHUST MET(HOpPMHHA THIPOXJOpUIA B KPOBH COCTABISIET OKojio 17,6 4, d9TO
YKa3bIBaeT Ha TO, YTO IIPENapaT MOXKET HAKAIUIMBATLCS B SPUTPOLUTAX.

Jlunetinocmo

Buparnuonrug

B tepaneBTHuecKOM MHTEpBAJE /103 MTUKOBAsI KOHIIEHTPalMs BUIIJarunTiHa B 11azme u AUC
MPHUOIM3UTEIIEHO MPOTIOPIIMOHATBHBI BBEJICHHON J03€.

DapmakoKuHemuka y omoeabHulX Kame2opuii NayueHmaos

Brusinue nona

Bunarnmuonrug

Paznmuumit B (hapMaKkOKMHETHYECKHX IMOKA3aTelsX BHIJATTUNTHHA MEXIy MalueHTaMu
MY>KCKOTO M KEHCKOTO T0JIa Pa3IUYHOr0 BO3pacTa M C PA3TUYHBIM HMHACKCOM MAacChl Teya
(MUMT) BeissBieHo He Obu10. CIOCOOHOCTH BHIJIATIIMIITHHA MOAABIATh akTMBHOCTH JIIIII-4
TaKKe HE 3aBHCeIa OT MoJIa.

MeTtdopMUHa THAPOXJIIOPH

3HaunMBbIe pa3nuuus GapMaKOKMHETUUECKUX MapaMeTpOB METPOPMUHA THIPOXIOPUIA MEKITY
UCTIBITYEMBIMU PA3JIMYHOTO TOJIA, CPEeId KOTOPBIX OBUIM 3J0pOBBIE JHIA M MAIMEHTHI C
caxapHbIM JuabeToM 2 THMa, OTCYTCTBOBAIM (B HMCCIEJOBAHUM INMpPUHUMaAIU ydacTtue 19
My>K4uH U 16 xenmuH). Kpome Toro, B KOHTPOIHPYEMBIX KIMHUYECKUX MCCIETOBAHUIX IO
IPUMEHEHHI0O MET(POpPMHHA THAPOXJIOPUAA MPHU caxapHOM auadere 2 THUIA BBIPAKEHHOCTb
caxapocHmKaroniero 3 Qexra npenapara y naldeHTOB pa3IU4YHOTO Moja Oblia CPaBHUMOM.

DapmaxkoKuHemuKa y nayueHmos noACUL020 803pacma

Bunarnmunrug

VY npakTU4ecKu 310pOBBIX MOXKHIIBIX MaueHToB (cTapuie 70 jeT) HabII0JaNn0Ch yBEIMUEHUE
o0mielt sxcno3unuy BugarauntuHa (npu npueme 100 mr npenapara 1 pa3 B nenb) Ha 32% u
MMMKOBOW KOHIIEHTpAIlUU B T1a3Me — Ha 18% 1o cpaBHEHHIO CO 370POBBIMH JIUIIAMH OoJiee
monomoro Bo3pacta (ot 18 mo 40 mer). [lomararoT, 4TO 3TH H3MEHEHHUS HE WMEIOT
KJIMHUYECKOr0 3HaueHHd. B uccienoBaHusiX ¢ ydyacTHEM MalMEeHTOB JaHHBIX BO3PACTHBIX
TPy ciocoOOHOCTh BIIIJATTUNITHHA MOAABIATh akTuBHOCTE J{I1I1-4 He 3aBucena ot Bo3pacra
nanueHTa.

MetdhopMuHa THAPOXIOPUT

CornacHo orpaHMY€HHBIM JIAHHBIM, TOJTy4YE€HHBIM B KOHTPOJIHUPYEMBIX (PapMaKOKMHETUYECKUX
UCCIICIOBAHMSIX, Yy 3J0POBBIX JIHI[ IOXHIOTO BoO3pacTta oOOHMi KiIupeHC MeThopMuHa
TUAPOXJIOPHIA CHMXKEH, MEPHOJ MOJNYBBIBEICHUS MPOJOHTUPOBAaH M Cmax yBEIHUYEHA IO
CPaBHEHHMIO C TIOKA3aTENISIMH Y MOJIOABIX 3I0POBBIX Jinil. 3 3TOTO Ccrieayer, uTo HabIo1aeMoe




C yBEJIMYEHHEM BO3pacTa HM3MEHEHHE (apMaKOKHMHETUYECKUX MapaMeTpoB MeT(opMHuHA
THIIPOXJIOPH/IA B IIEPBYIO OUEPEb CBSI3aHO C YXYAIICHUEM (DYHKIIUH MTOYEK.

[lepen HazHaueHumeMm mpemapaTa | ambBycMer® mamueHTaM cTapmie 80 JeT HeoOXOIuMO
yOeauThCsl B COXPAaHHOCTH (DYHKIIMU TIOYEK ITyTeM ONpEIEICHUs KIMPEHCca KpeaTHHUHA.

Oorcupenue

BumarounTua

3aBucUMOCTH (hapMaKOKHHETHUYECKUX MapaMeTpoB BuiaarnunTuaa oT UMT obnapyxeHo He
0p110. CrTOCOOHOCTH BHIIIATIIUIITHHA MOAABIIATh akTUBHOCTH [I1T1-4 Takke HEe 3aBHCena OT
UMT namuenra.

Ileuenounas nedocmamounocms

Buigarmuntus

Brusinue HapymeHuss QyHKIMH MMeYeHN Ha (apMaKOKHHETUKY BHJAATIWIITHHA W3ydallach y
MAlMeHTOB C HapyIIeHWEeM TEeYCHOYHON (DYHKIIMU JIETKOH, CPeAHEH W TSIKENON CTereHeu
cornacHo knaccudpukanuu Yainga-Ileto (ot 6 6ammoB mo mkane Yaina-ITeto mpu nerkoit
CTEMEHU TSOKECTH 10 12 0amioB MpH TSHKEJION CTENEeHH) U Y JIUIl ¢ HOpMalIbHOW (yHKIIUEH
NeYeHU. Y MalMEeHTOB C HApYIICHUEM NeYeHOYHOU (PYHKIIMH JIETKOH U CpeTHEN CTETIeHH OCIIe
OMHOKpaTHOro mnpueMa BwigarmnTuHa (100 Mr) HaOMIOZANOCh CHIKEHHE CHCTEMHOU
skcno3unuu npenapata (Ha 20% u 8% COOTBETCTBEHHO), B TO BpeMs Kak y MAaIMEHTOB C
TSDKCJION CTENICHBIO HAPYIICHUS MEYCHOYHOW (DYHKIIMM 3TOT TOKa3aTesb Bo3poc Ha 22%.
MakcumanbHO€ U3MEHEHHEe (yBelIMUYeHHE MO0 CHIDKEHHE) CHCTEMHOM HKCIO3UIUU
BUJIZIATJIMIITAHA COCTaBIIsIeT 0K0JIO 30% OT MCXOAHOTO YPOBHS, UTO HE paccMaTpUBACTCs Kak
KIMHUYECKH 3HauuMoe. He BBIABIEHO 3aBUCUMOCTH MEXKAY TSKECThIO HApPYIICHUS
NEYEHOYHON (QYHKIMHU U BETUYMHON U3MEHEHUS] CHCTEMHOM SKCIO3ULIMY BUJIIArJIUIITHHA.

He pexomenayercs Ha3HayaTh BWIJATVIMITHH TMallMEHTaAM C HapyHIEHHMEM IE€YeHOYHON
(GyHKINH, B TOM YUCIIE B CIIy4asx, KOraa 10 Hadana jedeHus aktiBHOCTh AJIT wim ACT Gonee
yeM B 2,5 pa3za npesbiinaer BI'H.

MetdhopMuHa THIPOXIOPUT

HccnenoBanus GpapMakOKHHETUKH MET(OpPMHUHA THAPOXIOPHAA Y MAIMEHTOB C MEUYEHOYHOM
HEJ0CTaTOYHOCTHIO HE IPOBOAUIIUCE.

Hapywenue ¢pynxyuu nouex

Bungarnuntua

VY mnanuweHToB ¢ HapymieHHeM (DYHKIHH TOYEK JIETKOH, YMEPEHHOH W TSIKEIION CTeIeHH,
3HaueHne AUC BuigarnunTiHa BO3pociio B cpeaHeM B 1,4, 1,7 u 2 pa3za, COOTBETCTBEHHO, 110
CpaBHEHHIO cO 310poBbIMHE Juiamu. 3HadeHrne AUC metabomura LAY 151 Bo3poco B 1,6, 3,2
u 7,3 pasa; miia metabonura BQS867 3Hauenue Bo3pocio B cpeaHeM npumepHo B 1,4,2.7u 7,3
pasa y NaryeHToB C JETKOH, YMEPEHHON U TSDKEIIOW CTETICHBIO HApYIIeHUsT (PYHKIIMH TOYEK,
COOTBETCTBEHHO, MPU CPABHEHUU CO 3I0POBBIMH A0OpoBosbliaMu. OrpaHUYEHHBIE TaHHBIE O
MalMeHTax ¢ TEPMUHAJIBHOW CTaJAMEH MOYEYHOM HENOCTATOYHOCTH YKAa3bIBAIOT HA TO, YTO
SKCHO3UIMSl BWIJATJIUIITUHA CXO0XKAa C TAKOBOM Yy TMALMEHTOB C TSKEIOM MOYEeYHOU
HepoctaToyHocThi0. Konuentpaums LAY151 y mnanueHTOB € TepMUHANbHOM cTaguel
MOYEYHON HEJOCTATOYHOCTH ObljIa MPUMEPHO B 2—3 pa3a BbIIIE, YEM Yy MAIUEHTOB C TSHKENOM
MOYEYHON HEJIOCTATOYHOCTHIO.

BriBenenme BuijarnunTHHA MOCPEICTBOM I'eMOINaIn3a HOCUT OTpaHUYeHHBIN xapakTep (3%
B T€UCHHE 3—4 4acOB reMOoIMalIn3a, TPOBEJACHHOTO CITYCTS 4 4yaca ¢ MOMEHTA MPUHATHS TO3bI).
MeTthopMUHA THAPOXIOPHUI

Y nmanueHToB co CHIKEHHOU (PyHKITHEH MmoYeK (COTIacHO MOKa3aTeto KIMPEHCa KpeaTHHIHA),
HaOI0JaeTCs yATMHEHUE TIepHOo/a MOTyBhIBEICHUS METQPOPMUHA THAPOXIOPHA B IJIa3Me U B
KpOBH, a TaK)XK€ CHU)KEHHE IMOYEUHOTO KJIMPEHCa Mperapara, MpONOPIHOHATIEHOE CTEIEeHU
CHUKEHUS KIIMPEHCA KPEaTUHUHA.

Omuuueckue epynnoi
Bunparnuonrug




Jannsle 00 oTnuMuusIX B (apMakOKMHETHMKE BWIJATJIMITHHA Cpeaud MpeJcTaBUTENeH
Pa3IMYHBIX STHUYECKHUX TPYII OTCYTCTBYIOT.

MeTtdopMuHa TUIPOXIOPUIT

HccnenoBanuii  papMakOKMHETUKH MET(OPMHHA THUAPOXJIOpUAA Yy IpelCcTaBUTENCH
Pa3IUYHBIX pac HE MPOBOAMUIOCH. B KOHTpOMUpPYEMBIX KIMHUYECKHX HCCIIEIOBaHHUIX IO
MPUMEHEHHI0O MET(OPMUHA TUIPOXIOpUIA MPU CaxapHOM auadeTe 2 TUMa, BHIPAKEHHOCTH
caxapocHmkaromero 3¢dexra y mpencraBuTeneld eBporneouIHoi pacel (n=249), HErpouIHOM
pacsel (n=51) u natuHoamepukanieB (n=24) ObliIa COMOCTABUMOM.

Jlemu
Her ganHBIX 0 apMaKOKMHETHKE TIpemnapara y IeTe.

6. ®APMAULHEBTHYECKUE JAHHBIE
6.1 IlepedyeHb BcmoMorateJibHbIX BelleCTB.

THUAPOKCHUITPOITHIIIICITIONIIO3A,

Marausi creapar,

TUIIPOMEIIII03a,

tutana guokeun (E 171),

MTOJTMA TUIICHTJTMKOJTb,

TaJbK,

okcuy xxenesa xentoiid (E 172),

TOJIbKO 11 1o3upoBkH 50 Mr/500 Mr - okcua xkenesa kpacHseiii (E 172).

6.2 HecoBMeCTUMOCTD.
Her.

6.3 Cpok rogHocru.
24 mecsa.

6.4 CrnenmanbHble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHHUH.
Xpauuth nipu Temneparype He Bbimie 30°C, B OpUTMHAIBHON YMAaKOBKE, MPEIOXPAHATH OT
BO3JICMCTBUS BIIary.

XpaHUTh B HEAOCTYITHOM JIJIs IeTeil mecte!

6.5 IIpoucxoxaeHue U coaepkaHue YNIAaKOBKH.
ITo 10 Tabnerox B 6mucTepe, o 3 unu 6 6GIUCTEPOB B KOPOOKE M3 KAPTOHA YIIAKOBOYHOTO.

6.6 Oco0bie MepbI NPEIOCTOPOKHOCTH AJIS YTHIM3ALMH.
Her

7. BJIAJEJIEIN PETUCTPAIHIMOHHOI'O CEPTU®PUKATA

Hosaptuc ®@apma AI' / Novartis Pharma AG
Jluxtmtpacce 35, 4056 bazens, [lBeitapus / Lichtstrasse 35, 4056 Basel, Switzerland

8. JATA IEPECMOTPA TEKCTA

Ilpu 603HUKHOGEHUU HeIHCEIAMENbHBIX AGTEHUIL U/UNIU HATUYUU NPEmEeH3 Ul O Kauecmay,
nosxcanyiicma, cooouume na e-mail: drugsafety.cis@novartis.com






