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CMEPTHOMY OTHETY

NHCTPYIKHMSE
IO MEJUIITHCKOMY ITIPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITIAPATA

AJIIMTA® (ALIMTA®)

PerncrpaumonHblii HOMep

JIC-000355

Toprosoe HauMeHOBaHHE MpeNAPATA

AJIAIMTA®

Me:xxyHapoxHOe HeNATeHTOBAHHOE HANMEHOBAHHE
[Temerpexcen (Pemetrexed)

JlexapcTBennas ¢opma

JImodummisar Uit MPUroTOBIEHHS pacTBOpa it HHY3ui
CoctasB

B oxsOM (hi1axoHe comepKuTes:

AKMUuBHOEe 6eujecmeo. TIEMETpeKcea AAHATPUS TenTarufpar — 713 Mr, SKBHBaJICHTHEBIA

500 Mr nmemerpekcena;

écnomozamenvhvie geujecmea; MaHHUTON - SO0 MT, XJIIOPUCTOBOJOPOAHOM KHCIIOTHI PACTBOP

10% - nna noBenenus pH, Hatpus ruapokcuna pacrBop 10% - mis nosenenus pH.
Onucanue

HHO(bHHH3aT oT 6enoro A0 CBETJIO-KEJITOr0 HMJIN CBETIIO-XKCJITOrO € 3CJICHOBATHEIM OTTCHKOM

IBETA.
PapmMakoTepaneBTHYECKAN IPyNIa
[TpoTuBOOITyX0JIEBOE CPEACTBO, RHTUMETAOOIHT.
Kon ATX

LO1BAO4.

dapmakoIornyecKue cBoiicTBa

Dapmakoounamuxa



HCMCTPCKCCJI SIBJACTCA MHOTIOLCIIEBBIM IIPOTHE
OKa3bIBacT CBOC JeHCTBUE oyTéM HapyIICHHA KIHOYCBBIX (I)OJIaT-SaBI/ICI/IMBIX

MeTa00IHYECKHUX oponeccoB, KpaﬁHe BAXXHBIX JIA PCINIMKAIUA KICTOK.

Wccnenosanus in vitro IOKa3ad, YTO IEMETpEKcel BeleT ce0s Kak MHOIOLEIEBOH
antudonar, wHrHOUpys TteMmumwiarcuarasy (TS), murmapodonarpemykxrazy (DHFR),
rmnuHaMaapuoonykieotuapopmmrrparachepazy  (GARFT),  xoropele  SBIAIOTCA
KIIOUEBBIMH  (poNaT-3aBUCUMBIMH  ()epMEHTaAMH UOpH OHOCHHTE3e THMUIMHOBBIX U
IYPHHOBBIX HYKIeOoTHIOB. [leMeTpeKkcex IOCTyImaeT B KIETKH C IIOMOIIBIO IIEPEHOCYHKA
BOCCTAHOBJICHHBIX ()0JIaTOB 1 MEMOPAHHBIX OENKOBBIX ()OJIaT-CBS3BIBAIOINUX TPAHCIOPTHBIX
cucteM. [locTymas B KIEeTKy, meMmerpekcen Obictpo M 3¢deKkTHBHO IpeBpamaercs B
HoJMIIyTamMarabie  GopMbl ¢ IOMOMBIO (epMeHTa  (DOMMIIONHUIITYTaMaTCUHTETa3HL.
IMTomurmytamarHele (GOpMBI 3aJEPHKHUBAIOTCS B KIETKaX H SBIIOTCA Oojiee MOIIHBIMU
uarubutopamu TS u GARFT. IloauriayraMUHEpPOBaHHE — 3TO 3aBUCHMBIA OT BPEMEHH H
KOHIIEHTPALMK IIPOIECC, KOTOPHIA BCTPEYAeTCAd B OIYXOJEBHIX KIETKaX M, B MEHBIIEH
CTEIICHH, B HOPMAIBHBIX TKaHAX. Y MeTabolMTOB, IIONYYEHHBIX B IIpolecce
IOJIMTIyTAMAHAPOBAHNS, YBEJIMYEH BHYTPHKIETOYHBI  TEPHOA  IIONYBHIBEECHU,

BCIICACTBUC YE€TO YBEIIUINBACTCA JeiicTBUE nopenapara B OITYXOJIEBBIX KIICTKaX.

HpI/I KOMGI/IHI/IpOBaHHOM INPpUMEHCHHUN IIEMETPEKCENA U MUCINIATHHA B HCCICAOBAHUAX in

vitro HabIoaJICsl CHHEPIU3M NPOTHBOOITYXO0JIEBOTO JEHCTBHUA.
DapmaKoKuHemuKa

TToCTOSHHET 06BeM pacIpeneIeHHa TeMeTpekcena paseH 9 /M. MccnemoBanus in vitro
nokaszanu, 4rto okono 81% memerpekcena cBa3bIBaeTcs ¢ Oenmxamm rutasMbl. Hapymenue
GYHKIMH @OYeK pa3HOH CTENEeHH TWDKECTH HE OKasblBAJIO 3aMETHOTO BIHUSHUSA Ha
CBA3BIBaHME MeMeTpeKcena ¢ OenkaMu miazMel. [lemerpexcen orpaHUYEHHO IOJBEPraeTcs

MCTaGOJII/ISMy B IICYCHU.

ITemerpexcer B OCHOBHOM BBIBOJIUTCS MOYKaMU, pu 3ToM oT 70 1o 90% BBemeHHOM 03B
O0HApYXUBAcTCSs B HEM3MCHEHHOM BHJIE€ B TEUEHHE IICPBHIX 24 4YacOB IIOCJIE BBEACHUS.
UccnenoBanus in vitro NOKa3bIBaIOT, 4TO IeMeTpeKcell aKTHBHO cekperupyercs OAT3
(IepeHOCUYNKOM OPraHMYECKUX aHHOHOB 3). ¥ HallMeHTOB ¢ HOPMA&IbHOM QyHKIMEN IoYeK
(xmapenc kpeatuauHa 90 MI/MUH) 0OIOME CHCTEMHBIH KJIMPEHC IIEMETpEeKcena COCTaBIAET
91,8 Mi/MMH, IIEpHOA IOXYBBIBEACHUS U3 IUIA3MBI COCTaBNsgeT 3,5 yaca. MexnmanueHTHas
BapualeNbHOCTh KIMpeHca yMepeHHas, coctaBiasger 19,3%. IInomane mnom xpusoi

«koHnenTpanus — Bpema» (AUC) uW MakcHUMaJpHas IUIa3MEHHAas KOHIEHTpaIys
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TeMeTpeKcela YBEIHYMBAIOTCSA MPONOPIHOHAFHO A03¢. PapMaKOKNHETAKA TIEMCTPEKCERa

OCTaeTCs HEU3MEHHOM B TEUCHUE HECKOJIBKUX I[HKIIOB TEpaIuu.

OnHOBpEMEHHOE BBENCHHE IUCIUIATHHA HE OKa3bIBaeT BIHSHNE Ha (papMaKOKMHETHYECKUE
cBoiicTBa memerpekcena. [IpuMeHeHre (onueBOoH KHUCIOTHI NEpOpalbHO M BHTaMHHA Bi2

BHYTPUMBIIIEYHO HE BIUUIO Ha (papMaKOKMHETHKY NeMeTpexceaa.
Ioxa3zannsa X NpUMeHEHHIO

HeMenkoKIeTOUHEI paK JIETKOro

[penapar AmumTta® B KOMOMHAIMK C IUCINIATHHOM IIOKA3aH 1 IepBOil JIHHHH TepalHH
IAHEHTOB C MECTHOPACIIPOCTPAHEHHBIM HIIH METAaCTAaTHYECKUM HEMEIKOKIETOUHBIM PAKOM

JIETKOT0, KPOME IIPEUMYIIECTBEHHO INIOCKOKIETOUHOM THCTONIOIMYECKOH (POPMEL.

IIpenapar Anamra® B KadecTBe MOHOTEpANMH MOKA3aH IS IOJJIEPXHBAIONIEH TepamdH
MECTHOPACIIPOCTPAHEHHOTO MM METacTaTHYECKOIO0 HEMENIKOKIETOYHOrO paka JIerKoro,
KpOME IPEHMYIIECTBEHHO IIIOCKOKIETOYHOM TI'MCTONOrMYecKoif (OpMBI, Y IIaUMEHTOB C
OTCYTCTBHEM IIPOTPECCHPOBaHMA IIOCTE NEPBOM JMHHH Tepamid Ha OCHOBE MpEmapaToB

IJIaTAHEI.

Ipenapar Amumta® B KadecTBE MOHOTEpPAIIMH IIOKA3aH JUIS BTOPOM JIMHUM TEpalHH Y

TIAaTACHTOB C MECTHOPACIIPOCTPAHEHHBIM MW METACTATHYCCKUM HCMCIKOKICTOUYHBIM pPaKOM

JIETKOT'0, KPOME NPEUMYIIECTBEHHO MIIIOCKOKIETOYHOM T'UCTONOTHIeCKO# HOopMBL.

3nmokavyecTBEHHAS. ME30TEIHOMA IJICBPBI

Ipenapar AmumTa® B KOMOMHAIMK ¢ IUCIUIATHHOM HOKa3aH IUIA JICUCHHS NALMEHTOB C

Hepe3ekTabeIbHO 3/I0Ka4eCTBEHHON ME30TEIHOMO IIJIEBPEL, paHee He HIPOXOAUBIONX KypC

XAMHUOTEpAIHH.
ITpoTuBOMOKA3aHUA

° FHHCP‘I}’BCTBI/ITGJ’IBHOCTL K IIEMCTPEKCCAY WM  BCIIOMOTaTCIBHBIM  BCINCCTBAM,
BXOJAINMYUM B COCTAaB IIperiapara,

e Muenocynpeccus (abcomornoe yucno Heirpodmmos <1 500/mm3, wucno TpoMOOIHTOB

<100 000/mm3);
¢ BrlpaxeHHas oYedHas HEJOCTATOYHOCTD (INIMPEHC KpeaTHHUHA <45 MJI/MHH);
¢ BepeMeHHOCTB, IEPHOJ] IPYJHOTO BCKapMIIHBAHHST,

e Jletckuii Bo3pacT (OTCYTCTBHE JJaHHBIX 110 6e30macHoCTH B 3)PeKTHBHOCTH);
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e  OaHOBpEeMEHHOE IPHMEHEHHE C BAKIIMHON IIPUTHB JKEITON JINXOPAAKH.

C 0CTOpPOXKHOCTHIO

o [Ipn napymennyu QyHKIAN IEUEHH;
e Ilpm Taxkenbx 3aboJeBaHHSX CEPIACYHO-COCYAUCTOM CHCTEMBI, B TOM HHCIE

uH(dapkTe MEOKapia X HAPyIICHHH MO3IOBOT0 KPOBOOOpAIIEHHUS.
IIpnvMeHeHne mpy 0epeMEeHHOCTH U B IEPHO/ IPY/XHOr0 BCKAPMJINBAHHUS

KonTpanennus y My>X9dH ¥ KESHITAH

l'IeMeTpeKcen MOXCET BBI3BIBATH I'CHCTHYCCKHC HApPYIICHUA. XKenmuHel B ACTOPOAHOM
BO3pacTe JOJUKHEI II0JIB30BATHCA 3(1)(I)CKTI/IBHI>11VII/I METOAaMU KOHTPANCIIIIHNHA B XOAC TCpaun
NEMETPCKCEAOM U B TEUCHHUEC 6 MECALICB MOCJIE €€ 3aBCPIICHUA. HOJ’IOBOSpCJ’IBHVI MyX49HHaM
CICAYCT HCIOJB30BaTh HAAEXKHBIE CPEACTBA KOHTpANCHIUHM, TaK KaK HE PEKOMCHIYCTC

CTaHOBUTCA OTIIaMH Ha MPOTHKECHUHU TEPAIIUU U 10 3 MecsIIeB IOCIe €€ 3aBCPIICHUS.

Bepemennocth

JlaHHBIE O TpPUMEHCHHIO NEMeTpeKcela y OepeMEHHBIX JMKEHIMMH OTCYTCTBYIOT, HO
IpeNIoaraeTcs, YTo OH, Kak M Jpyrue aHTUMETaOOJUTHI, MOXKET BBHI3BIBATH CEPHE3HBIC
BpOXIIEHHbIe e(EeKTHl NMPH NPHAMEHEHWH BO BpeMsi OEPEeMEHHOCTH. B wcclenoBanusx Ha
XKHUBOTHBIX HAOMIONAOCh TOKCHYECKOE JEHCTBHE HA PENPOAYKTHBHYIO (DYHKIIMIO.
IlemeTpekcen He ciemyeT IPUMEHATh BO BpeMs OepeMEeHHOCTH (CM. paszen

«IIpoTrBOTIOKA3aHUY).

["pynHoe BckapMIIMBAHUE

HewnspecTHOo, BRIAENAETCS JIM IIEMETPEKCE]] B IPYIHOE MOJOKO, TaK YTO HENB3S! UCKIFOYUTH
HeXeNaTeNbHbIX peaklui y rpyaHoro pebenka. KopmieHue rpyapio BO Bpems Tepamud

IIEMETPEKCEIOM CIIEAYET IPeKpaTuTh (CM. paszaen «[[pOTHBOMOKa3aHUAY).

DepTHIHLHOCTD

BCJ’IG,Z[CTBHC TOro, 4TO T€palud NCMETPEKCCAOM MOXXET BEI3BIBATH HeOGpaTI/INIOC 6ecm101me,
MYX4YHHAM PCEKOMCHAYECTCA PACCMOTPETH BO3MOXKHOCTHL COXpaHCHHs CHEPMBI OO Hadala

TEpalyH.
Crioco6 nmpuMeHeHNs U A03b1

Teparmﬂ IipenapaTomM AJ'II/IMTa® MOXKET HNPOBOAUTHCA TOJBKO IION HaﬁJIIOJICHI/ICM Bpaua,

HMEIOIIET'0 OIIBIT IIPUMCHCHHUS IIPOTUBOOITYXOJICBBIX IIPCIIAPaTOB.
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Anumma® 6 xombunayuU C YUCNAAMUHOM

PexomeH0BaHHAS J103a MpemnapaTa Amamra® cocraBiser 500 Mr/M> B BUIE BHYTPHUBEHHOK

nH(y3uH B TeueHne He MeHee 10 MUHYT B IEpBBI A€HB KaXA0T0 21-AHEBHOIO HUKJIA.

PexoMeB/I0BaHHAs 1033 IUCIUIATHHA COCTABIISET 75 MI/M> B BH/le BHYTPHBEHHOH HH(Y3UH B
TeUYEHHe 2 4acoB MpUMepHO yepe3 30 MHHYT HOCIe 3aBepIIeHs HH(Y3HH IeMeTpeKceaa B

IEpBBIA JeHh Kaxjaoro 21-mHeBHOro nmkina. [lanmuedram JomxHa OBITH MpOBEAEHA

IOPOTHBOPBOTHAA TEpallud, a TaKXE OGeCnequa AJCKBATHAA THApATAUg 10 H/HIH_TIOCIIE

BBEIICHUS ITMCIUIaTHHA (Takxke clexyeT OOpaTUThCs K WHCTPYKIMH IO MEAUIIMHCKOMY

OPUMEHEHHIO IHCIUIATHHA C IENBI0 MOJNyYeHHS CHeMU(UUIECCKHX peKOMeHAanmit

OTHOCHTECJIBHO IIOBHpOBaHI/ISI).

Anumma® 6 xauecmee monomepanuu

Jns Danm@eHToB ¢ HEMENKOKIETOYHBIM pakoM JIETKOrOo Ioclie  XMMHOTEepanuu
PEeKOMEHI0BaHHAs [103a Ipernapara Ammta® coctaBnser 500 mr/m? B BUIE BHYTPUBEHHOM

nHby3un B Tedenre 10 MUHYT B IEpBBIi JeHb KaXI0r0 21-THEBHOTO IUKJIA.
Pexomenoayuu neped Havanom npumenenus npenapama Anumma®

Ji1s CHEDKEHHST 9aCTOTHI BOSHUKHOBCHHUS U CTEIICHH TSDKECTH KOXHBIX peaKIiii HeoOX0quMOo
IPAMEHATh TIFOKOKOPTHKOCTEPOHABI 38 [A€Hb OO BBEACHHA, B JI€Hb BBEIEHHA H Ha
CIIEAYIOIMHM JEHb IIOCIE BBEHNCHWS NEMETpeKceAa. [ IOKOKOPTHKOCTEPOUI AOJDKEH OBITh
SKBHBAJIEHTEH 4 MTI' JeKCaMeTa30Ha, IPUHIMAaeMOTro MepopaibHO 2 pasa B AeHb (CM. pasien

«Oco0rie yKazaHus»).

s  CcHMXEHWST  TOKCHYHOCTH  Ipenapara NalWeHThl, IMOJIy4alollue  TEpaIHio
EMETPEKCEIOM, JNOJDKHBI €XEJHEBHO NPUHUMATH Ipermaparbl (OJHEBOH KHCIOTHl HIX
MYJIETHBHTAMHUHEI ¢ cofiepaanneM ¢omueBoit kucnots! (0T 350 mo 1000 mxr). Heobxomumo
NPUHAT, MUHUMYM IATH 103 (PONMEBOH KHUCIOTHI B TEUSHHE CEMM JHEH Iepel MEepBBIM
BBeieHHeM neMerpekcena. [lpmemM IODKEH NpOAOJDKAThCS Ha MPOTSHKEHHH BCErO Kypcea
Tepaliy IIeMETPEeKCeJIoOM, a Takxke B TedeHHe 2] 1HI Docie HOCIEAHEro BBEICHHS
neMerpekcena. B 7-mHeBBII nepuon mepen IEpPBEIM BBEACHHEM IeMeTpeKcela MamueHTy
Heo0XO0TMMO BBECTH OIHY BHYTPUMBIIEYHYIO HHbEKIMIO BUTaMuHa B2 (1000 MxrT), manee —
[0 OJHOM MHBEKIMH KakIple Tpu muiia. Ilocnexyromue mHbeKIuN BATaMHHA B2 Moryt

OBITH BBIMOJHEHBI B TOT XK€ A€Hb, 9TO BBCACHHUC IICMCTPCKCEIA.

Habnrooenue
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Ilepen xaxabIM BBEIACHHEM IIEMETpeKcena
MAlMEHTOB, KOTOPBIA BKIIOYAEeT B ce0s 00Ul aHammu3 KpoBH ¢ JeiikonurapHoi opmynoi
U OIpeJeieHIe Ticia TpoMOouToB. [ onieHKH GYHKIHUH MOYEK ¥ NEYSHH Nepe KaKAbM
BBEJICHHEM IEMETpeKcela He0OX0AUMO BBIIIOJIHUTH OMoXuMudeckuit ananus Kposu. Ilepen
HAYaJIOM Ka)XIOTo UKJIa XMMHOTEpaNuHd y NalHEeHTOB AOJDKHBI HAaOMIOHAaThCs CICHYIOMHUE
moKasaTenH: abcomoTHoe umcio HedTpopumor (AYH) >1 500 xaetox/mMm®; wmcio
tpomboruTos >100 000 Krerox/MM>, KimpeHc KpeaTHHHEA JI0JDKEH COCTABJIATE>45 MJI/MHH.
Konnentparus obmero 6unupy6una fomkHa OBITH B <1,5 pasa OT BepxXHel IpaHUILIBI HOPMBI
(BI'H). VYpoBens menounoii ¢ocdarassr (IL[P), acmaprarammuorpanchepassl (ACT) u
anagnaamMuBoTpadchepassl (AJIT) momxen 66Tk B <3 pasza or BI'H. Yposers I[®, ACT u

AJIT B <5 pa3 ot BI'H monycTim npy Halpyuy METacTa3oB B IEYCHH.
Pexomenoayuu no xoppexyuu 003wt

Koppexnuio m0361 nepes NOBTOPHBIMH IHMKIAMH CJIEIyeT NPOBOAWTH, OCHOBHIBASCH Ha
Haubollee HU3KOM K3 I'éMaTOJOTMYECKAX MOKa3aTeNiell WM Ha MaKCHMAIBFHO BBIPAKCHHOM
HEreMaToJIOTHYeCKOd TOKCHYHOCTH B TeYCHHE MpeNBIOyLIero NuKia JiedeHus. Jlewenue
MOXeT OBITh OTTIOXEHO € IENbI0 BOCCTAHOBIEHMS OT IPOSBICHHUH TokcHIHOCTH. Ilo Mepe
BOCCTAQHOBIICHHUS TEPALIUIO CIEIYET IPOJOJDKHTD B COOTBETCTBUM C PEKOMCHIAISMI,
IpUBEJCHHEIMH B Tabnumax 1-3, KOTOpBIE OTHOCSTCS K IPUMEHCHHIO IIeMETpeKcena B

MOHOTCpAIlu UK B KOMOHMHAITAH C ITACIIATHHOM.

Tabnuna 1. Pexxum qo3upoBanus neMerpexcena (pH MOHOTEPATIMH HJIM IPH

KOMOMHMPOBAHHOH TepaNnMM) H NHCILIATHHA

I'emaToJsiornyeckasi TOKCHYHOCTH Koppexuus 10361 (Mr/m?2)

MunuManpHoe abcomoTHOE unucio | 75% oT IpeabIIy e JO3BI
HeiTpoduioB <500/MM> ¥ MUHEManbEHOE YMCIO | (EMETPEKCe T ¥ IHUCTIIATHH)

TpoMbonuToB >50 000/3m>

MuHUMAaJIBHOE YHCIIO TPOMOOIIUTOB 75% oT IpeapIay e O3Bl
<50 000/ MM>, HE3aBHCHMO OT MHHHMAIBHOIO | (IEMETpEeKCe M IUCIUIATHH)

abCoIIOTHOTO YncIa HeWTpodhMIIoB

MuHsuManbHoe 9UCI0 TPOMOOITUTOB 50% ot  unpempimyme#  JO3BI
<50 000/ MM ¢ KpoBOTEIEHHEM?, HE3ABICHMO OT | (IEMETpeKCe ] ¥ IUCIUIATHH)

MHHHUMAaJIbHOI'O abCoOIIOTHOTO quciia
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HeHUTpohuIOB

2 DTH KPUTEPUH COOTBETCTBYIOT OINIPEIETICHUIO KPOBOTEUEHHS > 2 CTEIICHH B COOTBETCTBHH C

O6mumu xputepusma Tokcuaaoctd HarponansHoro uactuTyTa paka (NCI-CTC).

[Ipu pa3sBUTHH HEI€MATOJIOTHUECKOH TOKCHYHOCTH (32 MCKIFOYEHHEM HEHPOTOKCHYHOCTH) =
3 cremeHd, JleUYeHHWE HEOOXOAMMO OTJIOXKHTH O BOCCTZHOBJICHHS IIOKa3aTelei,
COOTBETCTBYIOUIAX YPOBHIO MEHEE WM PAaBHOMY YPOBHIO y HAalMEHTa OO Hadaja JIEIEHHUS.
Hanee Ttepamuio HEOOXOQMMO BO30OHOBHTH B COOTBETCTBHH C PEKOMEHAISIMH,

[IpUBEICHHBIMH B Tabiure 2.

Tabmuna 2. Pe:xnM no3upoBaHus neMeTpexcena (MIpH MOHOTepPaNHH WM IPH

KOMOHHHMPOBAHHON TepalMN) U NACIIATHHA

HeremaToaxornuecxast Koppexuust 10351 Koppexuus 103b1

6

TOKCHYHOCTB™ neMeTpexcena (Mr/m?) HUCIUIATHHA (MI/m?)

Jiobass Toxcmunocth 3 wmmm 4 | 75% ot npensimymeii | 75% oT npensyrymeit
CTeleHH 3a HUCKJIFOUEHHEM | JO3BI JIO3BI

BOCHAJIEHHS CITM3UCTOH 000I0UKH

Junapes, Tpebytomas | 75% ot mnpensiaymeit | 75% ot npenbuxymen
rocuuTaau3anuy (HE3aBUCHUMO OT | JO3bI JIO3BI
CTEICHH), WNM jauapes 3 wmm 4

CTCNICHU

Bocnanenne cnmsucroit obomouxm | 50% ot npemsimymei | 100% or npensimymeit

3 unu 4 creneHn JO3bI 0361

2 Corntacuo xpurepusim NCI CTC;

® 33 pcKImOUCHHEM HEHPOTOKCHIBOCTH.

B ciygae HEHpPOTOKCHYHOCTH DPEKOMEHIOBAHHAs KOPPEKUHMs [O3bI IeMeTpeKkcena M
IUCIIaTHHA IIpejicTaBiieHa B Tabmuie 3. Ilpu HeHpOTOKCHIHOCTH 3 MK 4 CTEIICHN TEPATHIO

HEO0OX0TUMO IPCKPATUTh.

Tabaumna 3. Pexxum no3upoBanust neMerpexcena (IpH MOHOTEPANHH WM IPH

KOMOMHHMPOBAHHOMH Tepanun) U UACILIATHHA

Crenenn Koppexnus no3ni Koppexuus 103b1

HCﬁpOTOKCH‘IHOCTHa nmeMeTpeKCceaa IUCIIJIATHHA
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100% or npeppigymmeit
0-1 100% oT npeapITyIIEH 10361
JIO361 :
100% or npensiaymen
2 50% ot npeapIymeH 10351
JO3BI

2 Cornacuo xpurepusm NCI CTC.

Tepamuio meMETPEeKCeOM CIEAyeT OTMEHHMTh, €CIIM Yy IalueHTa Halmomaercs
reMaToJIOTHYeCKasd WA HEereMaTOJIOTHYecKas TOKCHYHOCTh 3 WM 4 CTEIeHM IIOocie IBYX
CHHIKEHHMH  JI03BL Tepanuio cnemyer HEMENJIEHHO IPEKPaTHTh UpH  HAWMYHA

HEHPOTOKCHYIHOCTH 3 M 4 CTENICHH.
Ocobvie epynnel nayuenmos
Tooicunvie nayuenmor

[Ipy npoBeeHUY KIMHAYECKHX HCCIENOBaHUN He OBUIO IOJYYEHO JAHHBIX O IMOBBINICHUA
pHCKa pa3BUTHS HEXENaTeNbHBIX PEeaKiliil y IAlWeHTOB B Bo3pacTe 65 JeT u crapime Io
CPaBHEHHUIO C MaI[MeHTaMH B Bo3pacTe A0 65 ner. PexuM CHHOKEHHMS JI03 COOTBETCTBYET

00ImUM peKOMEHIAMsIM.

Hemu

IIpenapar AmumTa® He IpenHA3HAYEH I IPAMEHEHHS Y JeTel.
THayuenmor ¢ Hapywenuem Qynkyuu novex

[lemerpekcex B OCHOBHOM BBIBOJHWTCS B HEM3MEHEHHOM Buje nouxamu. [Ipu mokazartemnsx
KIUpeHca KpeaTHHuHa >45 MII/MUH KOppeKIus Ho3sl He TpebyeTcs. [lanmueHTaM, y KOTOPBIX
KJIMpEHC KpeaTHHHHAa MeHee 45 MII/MHH, IpHMEHEHHE TeMeTpeKcea He PEKOMEHAYETCS B
CBSI3M C HENOCTATOYHOCTHIO JAHHBIX II0 IPUMEHEHHIO Ipemapara y STOH KaTeropuu

nanueHToB (cM. pazzaen «Ocobble yka3aHua» U «[[poTHBOIIOKA3AHUSAN).
Ilayuenmur ¢ Hapyutenuem Qynkyuyu neyenu

He Oputo ycraHoBieHo B3auMocBs3u Mexnay nokazatemsmMd ACT, AJIT wium obmero
Ouymmpy6uHa 1 papMaKOKHBETHKON neMeTpexcena. HerocTaTogHo JaHHBIX 110 IPUMEHEHHIO
Iperapara y IaUeHTOB ¢ HapyleHueM (QYHKIMH ME€YeHH C ITOBHIICHHEM KOHIIEHTpPAIUU

Owmpybrna Oonbme, wem B 1,5 pasza or BI'H, u (Winm) nmoBpOIEHWEM AaKTHBHOCTH



COOTB

amuHOTpancdepas Gonbue, geM B 3,0 pasa oT j : €HH),

unu 6ospure, ueM B 5,0 pa3 ot BI'H (mpu Hamumy MeTacTa3oB B ICYCHH).
Pexomendayuu no npuzomosnenuio pacmeopa Ons un@gy3uii
1. B xadecTBe pacTBOPHUTENS UCHONB3YIOT TOIBKO (0,9% pacTBOp HaTpHUs XJIOPHIA.

2. Conepxumoe ¢rakoHa (500 mr) pacteopsror B 20 M 0,9% pacrBopa HaTpus Xjiopuaa
UIs MHBeKnuii (0e3 KOHCEepBAaHTOB) MO KOHIEHTpamumd 25 mr/mn. Kaxasrt ¢iakoH
aKKypaTHO B30aNTHIBAIOT ITyTEM BpaIeHHs OO IIONHOTO pPacTBOPEHMA IHOdHIM3aTa.
[NomyyeHHBII pacTBOp JODKEH OBITH IPO3pavyHBIM; JOINYCTHM IIBET pacTBopa OT
OecIBETHOr0 IO JKENTOr0 MM 3eJIeHOBaTo-kenToro IBera. HeGnarompusTHOro
BO3JICHCTBHUS Ha Ka4yecTBO IIpellapara IIpH 3TOM He okasbiBaercs. pH BocCTaHOBIEHHOrO

pacTBopa coctaBiger ot 6,6 1o 7,8. Tpedyeres najnnHelimee pa3BeaeHne.

3. CootBercTByIomuii 005EM IOITYUYEHHOTO pacTBOpa memerpekcena pasBoiar mo 100 mn

0,9% pacTBOpOM HaTpus XJIOpUIa AN HHbeKIHi (6€3 KOHCEPBAHTOB).

4. PacTBOpHI IEMETpeKCeaa, IPUTOTOBICHHBIE COITIACHO HHCTPYKIUAM BBIIIE, COBMECTHMBI

¢ cucTeMaMu Ui HHQY3Hui U3 TONUBHHIIIXJIOPHIA ¥ HOIHoIehHHA.

5. Ilepen BBeneHHEM pacTBOp Iipenapara HEOOXOAWMO BHU3yallbHO NPOBEPUTH Ha HAIWUWE
MEXaHWYECKUX BKIIOYCHHWH M M3MeHeHue [BeTa. Ecnu HaOMOZAIOTCS MEXaHWYECKHe

BKIIXOYCHHS, paCTBOP HC BBOIAT.

6. PacTBOp 111 BBE€AEHUS HEOOXOIMMO HCIIONB30BATh HEMEIEHHO MM B TEUEHHE 24 JacoB
IIpY YCIOBHM XpaHEHWs Ipu Temueparype 2-8 °C, Tak Kax pacTBOp IeMeTpeKcena He
COIEPKUT aHTHOAKTEepHATHHBIX KOHCEPBAHTOB. PacTBOp IpeAaHa3HadeH TOJBKO M
OJHOKpPAaTHOro IpuMeHeHHs. Heucmonp3oBaHHBI pacTBOpP IIpemapara IOJUISKUT

YHHYTOXXCHHUIO.

Mepbl OpeaoCTOPOKHOCTH IPH IIPUTOTOBIECHUH ¥ BBEICHUH

Kak u mpu oOpameHuH ¢ ApYrHMH HOTCHIMANBHO TOKCHYHBIMH IIPOTHBOOITYXOJIEBBHIMU
mpenapaTtamMi, CIeAyeT INpPOSBIATH OCTOPOXKHOCTh Ipd OOpalieHWd M IIPUTOTOBJICHHH
pacTBopa M MH(Y3HM MeMeTpeKcena. PeKoMeHOyeTcs HCIONb30BAaTh NEpYATKH. Ecim
pacTBOp NeMeTpeKcea Imonal Ha KOXy, CIeAyeT HEMEIEHHO U TINATEIBHO IPOMBITH KOXY
Bozloi ¢ MbUIoM. Ecim pacTBOp memerpekcena IOnajl Ha CIM3HCTYIO 000I0YKy, CIEHyeT
TIIATEeNLHO IPOMBITH ee BoJo#. [leMerpekcen He OKa3bIBaeT KOXKHO-HAPHIBHOIO JIEHCTBHS.
Ilpu mOBpeXICHHH COCyJa HE CYIIECTBYET CIEINHANBHOIO aHTHAOTA. 3adHKCHpPOBAaHO

HE3HAUUTCIBHOC YHCIIO CIIYYacB IIOBPEXKIACHHUSA CoCyda IIpH BBCACHUH IIEMCTPEKCENA,
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KOTOPBIE HE OUCHUBAIUACE HCCIIENOBATEIIEM

HEOOXOAUMO CIIEIOBATh JIOKAJILHBIM CTaHAapTaM JISUeHHS.
Ilo0ouHoOE neiicTBHE

Haunbonee pacnpocTpaHEHHBIMH HEXENATEIbHBIMHU SBICHHSIMH, CBS3aHHBIMH C TepanMed
neMeTpekceioM (B Ka4eCcTBE MOHOTEpANIK HMIIM B KOMOMHAPOBAHHON TEpanuy), SBIIOTCS:
nojaBieHHe (YHKIHH KOCTHOI'O MO3ra, IpOsBILIIONIeecs B BHAEC AHEMMH, HEHTPOIICHHH,
JIEAKOIICHNH, TPOMOOIIMTOIIEHHH; eIy JOYHO-KMIIECYHAs TOKCHYHOCTh, IPOABILIIOMANACS B
BHUJle aHOPEKCHH, TOINHOTHI, PBOTHI, IMapeH, 3anopa, GpapHHIUTa, BOCIAICHHS CIHU3UCTOH
obonouxy u cromaruta. Jlpyrue HexelaTelIbHBIE SBICHUS BKIIOYAIOT HEPPOTOKCHIHOCTD,
NOBBINICHHBI YPOBEHb aMHHOTpancdepas, ajJolelHIo, yCTaloCcTh, 00e3BOXKHUBAHHE, CHIb,
nHpekmro/cencuc U Hefipomaruio. Pemko HaOmomaroTcsl Takwe SBICHUSA, KaK CHHIPOM

CtuBeHca-J[)XOHCOHA M TOKCHYECKHUH MU pMaIbHbI HEKPOIII3.

Hmxe IIPUBEACHEI CBEACHHUS O HEXCIATCIIbHBIX ABJICHUAX IIPUMCHCHHA IIEMETPCKCEIA KaK B
Ka4eCTBC MOHOTEpAllui, TaK H B KOM6I/IHaIII/II/I C APYTHMH JIEKAapCTBCHHBIMH CpEIACTBAMH
(HCSaBI/ICI/IMO oT HpI/I‘H/IHHO-CJIC,Z[CTBCHHOﬁ CBﬂSH), Ha6J'[IOIIaBII[I/ICC$I B KIHHH4YCCKHUX

HCCJICAOBAHUAX U B IOCTPETHCTPAITUOHHOM IICPHOJE.

HexenarenbHple peakIid IIPUBEICHEI B COOTBETCTBHH C KJIaCCAMH CHCTEM OpPraHOB,
NPECTaBICHHBIMA B MEIUIIMHCKOM CJIOBape UIs HOPMAaTHBHO-IIPABOBOM JIEATEIHHOCTH
(MedDRA). B xaxxnoMm Kitacce CHCTEM OpraHOB HEXEJATeIbHBIE PEaKIMU PaclpeeIeHbl U
IIpeCTaBNeHb] TI0 YaCTOTE Pa3BUTHUA: OYEeHB uacTele (>1/10), gactrie (oT >1/100 mo <1/10),
HevacTeie (oT >1/1000 mo <1/100), pemxme (ot >1/10000 mo <1/1000), oueHs pemxue
(<1/10000), ¢ Hen3BeCcTHOI YacTOTOM (YACTOTa HE MOXKET OBITH YCTAaHOBJICHA HA OCHOBAaHHHU

JNOCTYIHBIX JAHHBIX).

Hwmxe npencraBineHbl HexenaTeNbHbIE SBICHUS Pa3HOM CTENEHH TSHKECTH, HE3aBUCHMO OT
IPUYHHHO-CIICACTBEHHON CBSI3U, HaOMOAaBIINecs B X0Je KIMHUYECKHX UCCIEe0BaHUH IIpu
NIPUMEHEHUH TIeMEeTpeKCela B CPaBHEHUH C JIOLETAKCEIOM, IPH IPUMEHEHNH IIeMeTpeKce1a
B KOMOMHANWy C IUCIDIAaTUHOM B CpPaBHEHMHM C TIeMIMTabMHOM B KOMOWHAIMU C
UMCIUIATUHOM, IIpM INpHMEHEHMHM IIeMeTpekcena B KOMOMHAIMM C IMCIUIATHHOM B
CPaBHEHHH C MOHOTEepamued IUCIIAaTHHOM, IpH IPHMECHECHHH IIEMETPEKcena C
ONTHMAJILHOM TOANCPXKUBAIONICH Tepanmueli B CpaBHEHMM C Ianebo ¢ ONTHMAaJIbHOH

HOJIIEPXKHUBAIOIIEH Tepanueil U B MOCTPETUCTPAIHOHHOM IIEpHOJE:
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HH¢€KHMM U uHeasuu. OYCHb 4aCToO — I/IH(I)CKII

— IEpMOTHIIOAEPMHT.

Hapywenus co cmopoHbl Kpogu U Tum@pamuyeckoli cucmemvl: OYEHb JaCTO — HEHTPOIICHNUS,
JIEAKOIICHAS], CHIDKEHHE YPOBHS TIeMOINIOOMHA, 4acTo — (eOpribHAT HEUTPONEHH,
TPOMOOIMTONICHHUS, HEYACTO — MAHIUTONEHHS, PEAKO — ayTOMMMYHHAs TeMOJHUTHIECKAs

aHCMus.

Hapywenus co cmoponvl uMmMyHHOU cucmembl: 9acT0 — TMIEPIyBCTBATEIBHOCTD, PEJIKO —

apadUIaKTHICCKHH ITOK.
Hapywenus co cmoponvl 06meHa eewyecme y nUmanus: 9acTo — JeTHAPATaIV.

Hapywenusa co cmoponvl HepeHoti cucmembl: 9acTo — HapyIIeHHe BKyca, nepudeprdeckas
MOTOpHas He#ponarus, nepudepayeckas CEHCOpHas HEUPONaTHs, TOJOBOKPYKEHHE,
HEYaCTO — OCTpO€ HapyINeHHe MO3TOBOIO KpOBOOOpPAINEHWS, HINEMHYECKHAN HHCYIBT,

BHYTPHYEPENHOE KPOBOUITHUIHHE.

Hapywenu}z CO CmOpOHbL Op2aHa 3peHusd. 4YaCcTO0 — KOHBIOHKTHBHT, CYXOCTH TIJIas3,
HOBBIIICHHOC CJIC30TCUYCHHC, CYXOﬁ KEPATOKOHBIOHKTUBUT, OTCK BCK, 3ab0JIeBaHAA

NOBEPXHOCTHBIX TKaHEH ri1asa.

Hapywenus co cmoponwr cepoya: 4acto — cepedsas HeZ0CTaTOYHOCTh, apUTMHUS, HEYacTO
— CTeHOKapius, MHGapKT MHOKapia, WireMudeckas OOJIe3Hb Cepiua, HalDKeJyI0ouKoBast

ApUTMHUA.

Hapywenus co cmoponst cocydos: HedacTo — nepupepuueckas HIIeMHs”.

Hapywenus co cmoponvt OblXamenvHOU CUCMEeMbl, OpP2aHO8 2PYOHOU KIemKU U

cpec)ocmeuuﬂ: HEYacCTO — JICrOYHAas 3M6OJII/I}I, HHTEpCTHIHATIbHAA HHCBMOHI/IH2’4.

Kenyoouno-xuweunvie Hapyuienus: O4€Hb JacTO — CTOMATHT, AHOPEKCHUs, PBOTA, JUapes,
TOIIHOTA; YaCTO — AUCIIENCHS, 3a110p, 60JIb B )KUBOTE; HEUACTO — PEKTAIBHBIE KPOBOTEUEHUS,

JKEITY IOYHO-KANIEYHEIE KPOBOTEIEHHS, TIephopanus KHIICTHHKA, 330(aruT, KOIUT .

Hapymenuﬂ CO CmOpOHbL NE4YeHUu U wceﬂtteebzeoaﬂwux nymeﬁ: 9acTO — ITOBBIINICHHBIN

yposens AJIT, noseinennsiii ypoBess ACT, penxo - remarur.

Hapymenwz CO CMOPOHbBL KOJMCU U NOOKOJMCHLIX MKAHell: 09eHb JacTo — CBIIIb, INCITYINCHUC,
JaCTO — rHNEPIATrMCHTaNYA, 3y, MyJIBTI/I(I)OpMHaH JpHUTEMA, AJIOIICIUA, KPAIIMBHUIIA, PEAKO

— 3pUTEMA, OYEHb PEIKO — CHHIAPOM CTHBCHca-I[)KOHCOHaz, TOKCHYICCKUM C-)HI/II(epMaJ'IBHHﬁ
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HeKponu3Z, memburonn, 6yIIe3Hb epMaTuT;

SPUTEMATO3HBIH OTEK®, TICEBIONEIIIONHT, IEPMATHT, SK3EMa, IIPYPHTO.

Hapywenus co cmoponvr novex u mouesvigooawux nymeii: 09€Hb HacTO — CHEIKCHHE
KIMpeHca KPEaTWHHMHA, YyBEJIMYEHWE YPOBHS KPEaTHHWHA; 4YacTo — [OYedHas
HEJOCTaTOYHOCTh, CHUXKEHHE CKOPOCTH KIyOOUYKOBOH (HIBTpAIlMH, YacTOTa HEM3BECTHA —

He(poreHHbI! HecaxapHEIA 11abeT, HeKpo3 TIOYEIHBIX KaHAIIICE.

Obwue napywieHus u peakyuy 8 mecme 66e0eHysA. 04eHb YacTO — YTOMIISIEMOCTD; JacTo — -

nupexcus, 60Jb, 0TEK, O0JIb B TPYAH, BOCIAICHHE CIM3UCTOM 000IOUKH.

Pesynbmamer nabopamophvix u UHCMPYMEHMANbHBIX UCCEO08AHUN: JACTO — IIOBBIIIEHHE

ypoBHs ramma-riaytamuinrpancdepasst (ITT).

Tpa6mel, unmoxcuxayuu u OCLOJACHEHUS NPOYedyp: HEYACTO — JIyH4EBO# 330(aruT, JydeBoit

ITHEBMOHMT, PEIKO - CIIyJad peluanBa Mo609HEIX 3 dekToB IyueBoii Tepamnun.

! _ ¢ meliTponenueit uiu 6e3 Hee

2 _ WHOTJIA C JICTAHHBIM HCXOI0M

3 _ gHOTNA IPHMBOJUT K HEKPO3y KOHEYHOCTEH

4 _ ¢ IpIXaTenpHOM HeMOCTATOUHOCTHIO

- Ha61110)1anoc5 TOJIBKO B KOM6I/IHaI_[I/II/I C IMACIIATHHOM

8. IpeMMyIECTBEHHO HIKHUX KOHEYHOCTEH.

Ilepeno3mpoBka

3aperucTpUpoBaHHbIE CHMIITOMBl II€PEJO3MPOBKH BKIIOYAIH HEHTPONECHMIO, aHEMHIO,
TPOMOOIUTONEHUIO, BOCHAICHUE CIU3UCTOH OOOJOYKH, CEHCOPHYIO IOJUHEHPOIATHIO H

ChIIIb.

O’xpiaeMble OCJIOXKHEHHS IEPeTO3MPOBKM BKIFOYAIOT IIOJABJICHHE (YHKIMH KOCTHOIO
MO3ra, INPOSIBIISIONIEECS HEUTpoUeHHeH, TpoMOoruToneHueli u anemueil. Takke MOTYT
Habmoarbes npucoequHeHne MHQeKnuit ¢ Juxopaiakod wiu 0e3 IMXOpaakd, Juapes H

(uin) BoCHaTICHHE CIIM3UCTOH 000JIOUKH.

B cnydae momo3peHus Ha MEpeIO3UPOBKY Ipelapara CIeAyeT PEeryJIsipHO KOHTPOIUPOBATh
obmmii anamm3 kpopu. Jleyenue - cUMITOMaTHYECKOE, BKIIIOYasi HEMEIJICHHOE IPUMEHEHHE

KaJpIus GoymHaTa.

B3auMmoaeiicTBHE € APYIrMMH JICKAPCTBCHHBIMH CpeACTBaAMU
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HeMeTpeKce,u B OCHOBHOM BBIBOJHTCA B HCHIMCHCHHOM BHAC TTOYKaMH TOCPCACTBOM —

KaHAJIBIEBOM CEeKpeluH U, B MeHbIIeH CTENeHH, IOCPEACTBOM KIyOOYKOBOM (HIBTpAIHH.
CoBMecTHOE TNIpUMEHEHHE C  HE(QpOTOKCHYHBIMH  IIpemapaTraMu  (TaKUMH, Kak
aMHMHOIJIMKO3M/BI,  «IETIEBBIC»  IUYPETHKH,  IUIATHHOCOAEpXKAIMe  IIpemaparsl,
IUKJIOCTIIOPHH) MOXET IIPUBECTH K CHIDKEHHIO KIMpeHca nemerpexcena. Cuemyer ¢
OCTOPOXXHOCTBIO IPUMEHATH TaKue IpernapaTbl B KOMOMHAMM € IEMETPEKCEOM, IpH

HEO0OXO0MMOCTH TIIATEIHHO CIICIUTD 3a KIIMPEHCOM KpE€aTHHHUHA.

CoBMecTHOE TpHMEHEHHE IIpenapaTroB, KOTOpBIE TakkKe BHIBOAAICA IIOCPEICTBOM
KaHANBIIEBOM CeKpenuy (HampuMmep, NpOOEHEIH, NCHHIMUIANH), MOXET IPHBECTH K
CHIDKEHHIO KIHMpeHca neMeTpekcena. CiemyeT ¢ OCTOPOXKHOCTBIO IPUMEHATh TaKue
IpenapaTsl B KOMOMHAIMK C IEMETPEKCEIOM, TpU HEOOXOAUMOCTH TIIATENBHO CIEIUTH 3a

KIIMPEHCOM KpCaThnHWHA.

VYV mnanmenTOB ¢ HOpManbHOM (yHKImel mnodek (ximpeHC KpeaTmHHHa >80 MII/MHH)
IPUMECHEHHE HECTEPOUIHBIX NPOTHBOBOCHaIUTENbHBIX IpemaparoB (HIIBII) B Beicokmx
no3ax (mampumep, uOynpodena >1600 MI/CyTKM WIH AleTHICATHIMAIOBON KHCIIOTHI
>1,3 r/cyTKH) MOXET IIPHUBECTH K CHMKEHHIO KIMpeHCca IeMeTpeKkcela W, KaK CIeACTBHE,
MIOBBICUTH YacTOTY HEXENATEeNbHBIX peakiuii Ipy NpUMEHEHHH IeMmeTpekcena. Cuenyer ¢
ocTopoxsHOoCcTEIO NpuMeHATs HIIBII B BRICOKHX 103aX OJHOBPEMEHHO C MEMETPEKCEIOM Y

MAIUEHTOB ¢ HOPMaJibHOM (QyHKIHell novek (KIupeHe xpeaTnHuHa >80 MII/MAH).

VY nman@eHTOB ¢ IMOYEYHOM HENOCTATOYHOCTBIO JIETKOM WM YMEPEHHOU CTEeleHM (KIIMpPEHC
KpearuauHa OT 45 no 79 mu/mmH) ciexyer m30erarb OJHOBPEMEHHOIO IPUMEHECHHS
nemerpexcena ¢ HIIBII B BbIcOKMX m03aX B TEYCHHE JBYX IHEH mepen NPUMEHEHHEM
IeMeTpeKce/ia, B JEHb NPUMEHEHHS H B TEYeHWE JBYX JMHEH mocle NpUMEHEHHS

nemMerpekcena (cM. pazaen « Ocobble yKazaHuI»).

BBugy OTCYTCTBHS N@HHBEIX O BO3MOXXHOM B3aUMOJEUCTBHM MEXIY MEMETPEKCEAOM H
HIIBII ¢ piuTensHBIM IIEPHOJOM IIONYBHIBEACHUS, TaKUMH KaK IHPOKCHUKAM W
podexkoxcnd, OJHOBpEMEHHOE IPUMEHEHHE OSTHX IHpENapaToB C IMEMETPEKCEIOM Y
MAIHEHTOB ¢ IIOYEYHOM HEJO0CTATOYHOCTHIO JIErKOM MM YMEPEHHOM CTENeHW CIIeAyeT
MpPEeKpaTHTh Ha CIEIYIONIMA IEepHOJ BPEMEHH: KaK MHUHUMYM IISTh JHEH 10 BBEACHUS
eMeTpeKceia, B IEHb BBEICHHUS H B TCUCHHE KaK MMUHHAMYM JBYX JAHEH IlOociie BBEICHUS
nemerpekcena (cM. paznen «Ocobbie ykaszanus»). Eciu TpeGyercs COBMECTHOE IPUMEHEHHE

HIIBII m memerpexcena, y NamdeHTOB JOKEH HPOBOAUTHCS CTPOTMH MOHHUTOPHHI
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I'IpOHBJIeHI/Iﬁ TOKCHYHOCTH, 0COOEHHO MHe! ocyHpeccH—H—TOKCHIHOCTH —CO—€CTOPOHBE

KEIIyAOYHO-KAIIECYHOT'O TPaKTa.

IlemeTpekcen moxaBepraeTcsi OTpaHWUYEHHOMY MeETaboau3My B I€UEHH. Pe3yibTaThi
HCCIEIOBaHUH in vitro ¢ NpPHMEHEHHEM MHUKPOCOM IICUCHM dYelIOBeKa IMOKa3alM, YTO He
OXHMJAETCs KJIMHHYECKM 3HAYUMOIO HMHIHMOMPOBAHHSA IEMETPEKCEIOM METaboIMmdecKoro
KIMpEHca NpenaparoB, KOTopsle Merabonmsupytorcs usopepmentamu CYP3A, CYP2D6,
CYP2C9, CYP1A2.

BaaumoneiicTeus, 061mue JUis MUTOTOKCHIECKUX NIpenapaToB

W3-3a BpICOKOrO pHCKa TpoMOOOOpa3oBaHHMsS Yy MANMEHTOB C OHKOJOrHYECKMMH
3aboneBaHMSMH ~ 4YacTO  IPOBOMUTCS  AHTHKOAry)UIIMOHHAs  Tepamus.  BhIcokas
HHIMBHIYyalbHas BapHaOEIbHOCTh COCTOSHHS CBEPTHIBAIOMmMEN CHCTEMBI KPOBM B TECUCHME
3ab0JIeBaHusI M BO3MOXKHOCTE B3aHMOACHCTBYS MEXITY IEPOPATIbHBIMY aHTHKOATYJISHTAMH U
IPOTHBOOIYXOJICBOM XUMHOTepanueil TpeOyIoT MOBBIIEHHOH YacToTh MopuToprHra MHO
(MexIyHapoaHOe HOpMaJIM30BAHHOE OTHOINEHUE), €CITH IPHHAMAECTCS PEIICHHE O JICYSHHH

Nagu€HTa IepOpaAIbHEIMH aHTHKOAIl'yJITHTaMH.

HpO”’ZUGOﬂOKCBGHO 0()H06p€.M€HHO€ npumenenue. BaKIIMHa IIPOTHB JKeITon JIAXOPAAKA
BBHY pHCKa FeHepaJIHBOBaHHOﬁ BaKIWHAIBHON 0OJIE3HH C JIETAIBHBEIM HCXO0O0OM (CM.

pasznen «IIpoTuBonOKa3aHUAY).

He pexomenOyemcs 00HOBpeMEHHOE NpUMeHeHue: XUBbIE aTTCHYUPOBAaHHBIC BaKIIHHBI
(kpoMe BaKIMHBI IPOTUB JKEITOH JHXOPaJKH, ¢ KOTOPOH OJHOBPEMEHHOE NpHUMEHEHHE
IPOTHBOIIOKAa3aHO) BBUAY pPHUCKAa CHCTEMHOro 3a00JieBaHMS C BO3MOKHBIM JICTABHBIM
HCX0/10M. PHCK NOBHIMAETCS ¥ MAIMEHTOB C YXKe UMEIoMIeicss MMMYHOCYIIPECCHEH H3-3a MX
¢onoBoro 3aboneBanus. CieyeT NIPUMEHATh HHAKTHBAPOBAaHHbIE BAKIMHBL, €CJIM TaKOBEIE

CymecTBYIOT (momoMuenuT) (eM. pasaen «OcoOble yKa3aHusg»).

(DapMaKOKI/IHCTI/IKa IIEMETPCKCeaa HE U3MCHACTCA IIPH IIPUMCHCHHHU C (bOJII/IeBOfI KHCJIOTOM
IIEPOpaIbHO, BUTAMHHOM Bi2 BHYTPHUMBIIICYHO U IIpH KOMGI/IHI/IPOBaHHOM IIPAMCHEHUHN C

MHUCINIATAHOM.

IlemeTpekcel HECOBMECTHM C pPacTBOpaMH, COAEPKAIIMMHM KaJbIMid, B TOM YHCIE C
pactBopoM Punrepa nakrara u pactBopoM PuHrepa. B OTCYTCTBHM MHBIX HCCIIEOBaHMM
COBMECTHMOCTH IIeMeTpeKcel He CJefyeT CMEINNBaTh C JPYIHMMH JIEKapCTBEHHBIMH

Ipenaparam.

OcoOble ykazanus
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Ilemerpexcen MOXET IOAABIATH (YHKIMIO KOCT

HEHTponeHny, TPOMOOIMTONICHNH U aHeMHH (WK maHmuroneHuyn) (cM. pasnen «Ilobounoe
IeiictBue»).  Muenocympeccust  SBISETCS — JO30JIUMHTHUPYIOINEH  TOKCHYHOCTHIO
nemeTpekcena. Ilepen kaxapM BBEEHUEM IEMETpeKcea HeoOX0MMO IPOBOAUTH oOmmuiA
aHaIu3 KPOBHU C MOJACYETOM JeHKkonuTapHoi Gopmysl u gucia TpoMboruToB. [lemMerpexcen
HE CJIEQyEeT NMPUMEHSTH A0 TEX IOp, IoKa aOCOMIOTHOE YHCIO HEUTPOGHIOB HE JOCTHTHET
>1 500 xieTok/MM>, a YHCIO tpoMbonmToB - >100 000 ki1eTok/MM>. CHIDKEHWE O3Bl B
Hayajle O4YEepeIHOro IMKJIa OCHOBHIBAETCS Ha HamMEHbMMX 3HadeHHsXx AUH, uwmcna
TpOMOOIINTOB U MaKCHMAaIbHOMH HelfemaTonornqecxoﬁ TOKCUYHOCTH, KOTOPHIE Ha6m0)1annc§

B IIpeAbLAyINeM IukIe Tepanuu (cM. pasaen «Criocod mpruMeHeHHs 1 T03BD»).

B Tex cimydasx, Koraa mpoBoAuWiIachk rpeMeuKanus HorueBoi KUCIoToi 1 BUTaMHEOM B,
OTMEYaJHCh MEHBIIAS TOKCUYHOCTh ¥ CHIDKEHHE YacTOTHI TeMaTOJOrHMYeCKOH M
HETeMaTOJIOTHIeCKOH TOKCHYHOCTH CTeleHH 3/4, Takoil Kak HeHTpomeHHd, (eOpuibHas
Helirporienns W uHdexnus c Heiitponenueit cremenm 3/4. IlosToMy BceX NanMeHTOB,
IPUHAMAIOMMX TEPalMi0O IEMETPEKCeAOM, ClIeQyeT IPOMHCTPYKTHPOBATH IO HOBOAY
npueMa (QonmeBOii KUCIOTH M BHTaMHHA Bi2 B kadecTBe MpOGMIAKTHIECCKON MEpHI OIS
CHIDKCHHS TOKCHYHOCTH, CBS3aHHOM c Tepamued (cM. pazzen «Cmoco® mpuMeHEHHs

JIO3BI»).

VYV manueHTOB, HE IONYYaBIIMX MPEMEIUKAIHUIO ITIOKOKOPTHKOCTEPOUIOM, OTMEYAIHCH
KOXHBIE peaxnuu. llpemMenmkarus neKcaMeTa3oHOM (WX SKBUBAJICHTHHIM IIpelapaToM)
MOJKET CHH3UTh YaCTOTYy M CTEHNEHb TSDKECTH KOXKHBIX peakmui (cM. paszen «Crocob

IIPAMEHEHHS U JI035I).

BbUIO0 M3y4eHO HENOCTATOYHOE KOJMYECTBO IAIMEHTOB C KIMPEHCOM KpPEaTMHHHA HIDKE
45 mn/mus. IlosToMy nprMeHeHHE IeMeTpeKcea Y MalMeHTOB ¢ KIMPEHCOM KpeaTHHWHA
<45 wmn/Mur He pexkoMenayercs (cM. pasgen «Cmoco0 TpUMEHeHWs ¥ JO3BI» U

«IIpoTuBOTIOKA3aHU»).

VYV manueHToB ¢ MOYEYHOH HEJOCTAaTOYHOCTHIO JIETKOM WM YMEpeHHO# cTeneHH (KIHpeHC
kpeatuHuHa oT 45 nmo 79 mu/muH) cnemyer m3berats nmpumenenms HIIBII, takux kax
ubynpoden u anermwicamMImIoBas kuciora (>1,3 r/cyTku), B TedeHHe NBYX AHEH mepen
NpUMEHEHHEM IIeMeTpeKcena, B JAEHb NpPUMEHEHHS M B TeUeHHE JBYX IHEH Iocie
IpUMEHeHHs nemeTpekcena (cM. paszen «BzammopnelicTBue ¢ IpyrMMHE JIeKapCTBEHHBIMH

CpEICTBAMMUY. ).
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VYV nanmueHToB ¢ IMOYCHHOMR HEAOCTAaTOYHOCTRIOACTKOW M- YMCPCHHOH CTCHCHN, KOTOPBIM

IIOKasaga TEpalus IEMETPEKCENOM, IIPUMCHCHHUC HIIBII ¢ pauTenbHBIM ICpHUOAOM
IIOJIYBBIBCACHUA OOJDKHO OBITH IOpCKpami€HO KaKk MHHHMYM 3a IIATh JHCH OO0 BBEICHHUS
IICMETPEKCEaa, B JICHb BBCACHUA M B TCYCHHEC KaK MHHHUMYM JIBYX JIHEH TIOCIIe BBEIEHUS

nemerpekcena (cM. paszaen « BzaumonelcTBre ¢ APYr¥MH JIEKApCTBEHHBIMH CPEACTBAMMUY).

IIpn MoHOTEpanyy IeMeTpeKcenOM WM IPH €ro NPHMEHEHNH B KOMOWHAIMH C JIPYTHMH
XVMHOTEpANleBTHYECKAME TIpernaparaMd OTMEYalNCh CEphE3HBIC SBJICHMS CO CTOPOHBI
IIOYEK, B TOM YHCJIe OCTpas MOYeyHas HeAOCTaTOYHOCTh. [Ipy 3TOM y MHOTHX MAIMEHTOB, ¥
KOTOPBIX OHH HaOJTFOATiCh, Gme (axTopsl pucKa pa3BUTHS SBJIECHHU CO CTOPOHBI IIOYEK, B
TOM 4HCJIe 00€3BOXKHMBAaHHE WM YK€ HMEIOINHecs TUumepreHsus wm nuaber. CoriacHo
IIOCTMapKETHHIOBbIM JTaHHBIM, IPH IPUMEHEHHH IEMETpeKcella B KauyecTBE MOHOTCPAIIHU
WIN B KOMOMHAIMY C APYTUMH XMMHOTEPANEBTHYECKUMH [IpernapaTaMy TakkKe OTMEUYAIHCh
Cllydal Pa3BUTHs HE(PpOreHHOro HecaxapHOro auabera W HEKPO3a IOYEYHBIX KaHAJIBIIEB.
BonpIMHCTBO ciyyaeB paspellaiuch MOCHE HpeKpaleHHs NPUMEHEHHS IEeMETPEKcea.
HeobxomuMm perynsapHbi KOHTPONb 3a COCTOSIHHEM MAllMEHTOB Ha IMPeIMET pa3BHUTHSL
OCTpOro TyOyJISpHOTO HEKpO3a, CHIDKEHHS (YHKIMH HOYEK M IIPU3HAKOB M CHMITTOMOB

He(pOoreHHOro HecaxapHoro auadera (HampHuMep, THIEPHATPUEMHEH ).

BinsHue TKaHEBOH XHMIKOCTH, HApHEMeEP, IUIEBPATLHOIO BHITOTA WK aclMTa, Ha JCHCTBHE
IEMETPEKcela 10 KOHIla He olpeaeneHo. B Xone KIMHIYeCKUX WCCIIeIOBAaHMM Y MallMeHTOB
C CONHAHBIMHU OIlyXOJSIMH YCTOMYMBOE CKOIUIEHUE TKAHEBOM JMXHAKOCTH HE OKa3hIBAJIO
BIMAHMS Ha INIa3MEHHYIO KOHIEHTpPAUMIO HIIH KIUPEHC IEMETpEKCceda IO CPaBHEHHUIO C
nanueHTaMu 6e3 CKOIUICHHs TKaHEeBOH XUAKOCTH. TakuM oOpasoM, cieayeT paccMOTPETh
BO3MOXXHOCTh JPEHHPOBAHHS CKOIMBIUEHCS OJKMAKOCTH II€pell HayajJoM Tepalnuu

IIEMETPEKCEIOM, OJHAKO, OHO MOXKET HE HOHEI,Z[OGHTBCH.

BBuay xeiry109HO-KUINEYHOH TOKCHYHOCTH IIeMeTpeKcela, IPUMEHIEMOr0 B KOMOHHAMH
C IHCIUIATHHOM, HaOMIONANOCh CHIbHOE 06e3BOXKMBaHHME. IlalieHTaM MODKHA OBITH
IIPOBEACHA IPOTHBOPBOTHAS Tepamus, a TaKkKe obecliedueHa aJeKBaTHAas THIpaTalus o

Y/HIM TI0CIIE TEPaliH.

CepbesHble CepIeYHO-COCY IUCTHIE COOBITHS, B TOM YHCIEe HH(pApKT MHOKapa ¥ HapyIIeHHe
MO3rOBOr0 KpOBOOOpAIeHHs, HaOIIOaIiCh HEYAaCTO B XOJ€ KIMHHYECKHX HCCIIENOBAHUMN
HeMeTpeKceia, KaK IPaBIIIO, IPH IPUMEHEHNH B KOMOUHAIIMY C APYIUM IUTOTOKCHYECKUM
[IperapaToM, IIpH 3TOM B OCHOBHOM Y IAIHEHTOR ¢ ()OHOBBHIMH (haKTOpaMH pHCKa CEpIEeUHO-

COCYIHUCTHIX 3aboneBanuit (cM. paznen «Ilobounoe nelicTBuey).
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(Bxopawmih M3 N24225316)
ITocKONBKY COCTOSHHE HMMYHOCYIIPECCHH PaCHpPOeTpareHo- Y- OHKOTOTHICCKIXHaHHEHTOB;

HE PEeKOMEHJyeTCs COIYTCTBYIOIIAs BaKIMHAIMS JXKUBBIMH aTTEHYHPOBaHHBEIMM BaKIMHAMH
(cm. paspemst «lIpoTuBomokazanusi» M «B3auMoneiicTBUE € JApYIMMH JEKapCTBEHHBIMHU

CpeICTBAMMY).

BBumy Toro, 4To meMeTpexcen MOXKeT BBI3BIBATH M€HETHUCCKUE HAPYNIEHHS, II0JOBO3PETIBIM
MYXXUYMHAM HE pPEKOMEHIYeTCS CTAaHOBHUTbCA OTHAMH Ha TPOTHKEHHH TEepaluy
MEMETPEKCEIOM M JI0 3 MeCsleB mocie Hee. PeKOMEHIyeTcs HCIIONB30BaTh HaNEKHBIE
METOIBI KOHTPAUENIMHA WA BO3AEPXKUBATHCI OT IOJIOBOHM W3HH. BenencTsue Toro, 4ro
MEMETPEKCEN MOXET BBI3HIBATH HeoOpaTuMoe OecIIofue, MYXYMHAM PEKOMCHIYETCS

PACCMOTPETH BO3MOXKHOCTE COXPAaHEHUA CIICPMBI O Ha4Yajla TCPAIliu.

JKeHIMHEI B IETOPOAHOM BO3pacTe JAOJDKHBI IPUMEHATh Hale)KHBIE METOBI KOHTPALETIHA
BO BpeMs TepalllHd IEMETPEKCEe[IOM M B TeUeHHE 6 MecsIeB IOCie ee 3aBepIUCHHS (CM.

paznen «lIpumeHeHne ipu 6epeMEHHOCTH U B IIEPHOJ TPy AHOTO BCKAPMIIMBAHUY).

OTMeyanuch Ciry4ad Jy49eBOro IIHEBMOHHUTA Yy MAIMEHTOB, ONMYYaBOIAX JIYIEBYIO TEPAIHIO
JI0, BO BpeMs HJIH TOCTE TEpalvd MeMETpeKCeIoM. TakuM MaleHTaM IOJDKHO OBITh
yIeneHo ocoboe BHUMaHHE; CIEAYyeT C OCTOPOXXKHOCTBIO IPHMEHSATh JpyrHe

panuoCceHCHOMITH3NPYIOIIHE IpenapaThl.

v IIaOUE€HTOB, IPOXOAUBIIMX JIYHUCBYIO TCpaIldiO HCCKOJIBKO HEACIb HJIM JIET Haslal,

OTMEYAJINCh CITy4au peluuBa II0O0UHBIX SBICHUH JTy4eBO# TEparii.

[Ipenapar conmepxuT okomo 54 Mr Harpus Ha (JIakoH, YTO BKBHBIEHTHO 2,7% OT
pexomernoBannoii BO3 MakcumanpHOH CYTOUHOM JO3BI HATpHs JUIS  B3pOCIHBIX,

COCTaBJISIIOIIEH 2 T
Bnnsiane Ha cHocOGHOCTH YIIPABJATH TPAHCIOPTHHIMH CpeJCcTBAMH, MeXaHH3MAMH

Brusane memerpekcena Ha CIOCOOHOCTh YINPaBISATh TPAHCHOPTHBIMH CPENCTBAMH HE
uzyqanocs. OJHAKO OTMEYANOCh, YTO IIEMETPEKCe] MOXET BBI3bIBATH IOBBINEHHYIO
yToMmiusgeMocTb. IlosToMy manmmeHTOB, Yy KOTOpBIX HaOmrojaeTcs  IOBHINIEHHAS
YTOMJISIEMOCTB, CIIEeQyeT MpenocTepedb OT YIPaBICHHUS TPaHCIOPTHRIMH CPEACTBAMH H

paboTHI ¢ MEXaHU3MaMH.
®opMa BbIITycKa

JImodumnuzar s IPUrOTOBRICHHS pacTBopa Wit uHy3ui, 500 mr.
IIpenapar nomemaioT Bo (1akoH M3 IPO3pavyHOro CTekia THMa I, yKynmopeHHbIH pe3sHHOBOM

poOKO# IMoJT AMOMUHHEBOH 00KATKON M 3aKPHITHII OIUIPONMICHOBOR KphIIKoH. MakoH
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
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(Bxopawmii !

TIOKPHIT NIPO3padyHOl 3alMUTHOMN IUIEHKOH, H
TIOBBINICHHOH kecTKOCTH. [1o omHOMY (1akoHy ¢ HHCTPYKIMEH 0 IPUMEHEHHUIO IOMEIIAIOT

B IIAYKy KapTOHHYIO.
Yecaosus xpanenns

IIpu Temneparype ot 15 go 25 °C.
ITpurorosnenssli pacTBop: npu Temueparype ot 2 1o 8 °C ne 6onee 24 gacos.

XpaHUTB B MECTaX, HEAOCTYIHBIX JJIS ACTEH.
Cpox rogaocTn

3 rona.

He ncnonb30BaTh 10 HCTEYEHUH CPOKA F'OJHOCTH, YKa3aHHOTO Ha YIIAKOBKE.
YeaoBus oTnycka U3 anrex

ITo penenry.

IIpon3BoauTean

IIpou3BoaCTBO TOTOBO¥ JIEKAPCTBEHHOM ()OPMEI U IIEPBUYHAS YIIAKOBKA:
Baitanexc C.A.

[InanT C, 16-# xM Mapacosoc ABenro, Ilanmman Attaku, 15351, I'perus
Plant C,16th km Marathonos Avenue, Pallini Attiki 15351, Greece
BropuyHas ynakoBKa U BBITYCKAlOIIUI KOHTPOJb KayecTna:

JInmn ®panc

3ona Uapactpusins, 2 Py oy Konoren JIummm, 67640 ®erepmeitm, ®panims
Zone Industrielle, 2 Rue du Colonel Lilly, 67640 Fegersheim, France
IIpencraBuTenncTBo B Poccun/Aapec niist npeabsiBiaeHUS NpeTeH3Mi

IlpencraButensetBo AO «Qmu JImmm Boctok C.A.» g g ? /0

123112, Mocksa, [Ipecuenckas Hab., 1. 10 e
ten. +7 (495) 258 50 01
daxc +7 (495) 258 50 05
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