T e

g —
% MUH31PAB POCCHH 7

e | MI-Q0#360-131011
CTEPCTBO 3/IPABOOXPAHEHHS IJ.OCCI/H‘/'IC})%(J?E OEJIEPALIN
: c !

| e ————

WHCTPYKIIUS
10 MEMIIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O TTPETTAPATA
U IAA®

Perncrpanuonnsiii Homep: JII1-004360
Toprosoe Hanmenosanue: DJITTUIA®
Mex/yHApOIHOE HENMATeHTOBAHHOE WJIH IPYNIMPOBOYHOEe HANMEHOBaHHUeE: JJICYJIb(aBupHH

JlekapcTBeHHasi popma: KarcyJibl

Cocras:

1 xancyma conepKur:

Oeticmeyloujee eeujecmso. dcyabdaBupur Hatpus 20,7 Mr (B mepecdere Ha 3ICyb(aBUPUH
20,0 mr);

6cnomozamenvHble 6euyecmea; JAKTO3bl MOHOTHAPAT, KpocKapMesio3a HaTpus, noBHI0H-K30,
MarHus creapar;

meepoas oceramunosas kancyna: tarana jguokcun (E171), kpacurens myHnossii [Ilonco 4R]

(E124), xpacurens xene3a okcun kpacHbli (E172), xenatun.

Onucanue
TBepbie xenaTuHOBBIE Karcyibl Ne 4 ¢ KOpIycoM 0eJ10ro HBETa U KPBIIIEYKOH KPaCHOTO IIBETA.

CozepXXuMoe KaricyJ1 — MOpOLIOK OeJIoro WM Mo4TH GeIoro 1BeTa.

dapmakoTepaneBTHYECKasi rpynna: npotuBoBupycHoe (BUY) cpenctso

Koa ATX: JOSAG

dapMaKkoJ0rHYeCKHe CBOHCTBA

dapMaKkoAHHAMHKA

ey nb(aBupHHE GEICTPO METAGONM3UPYETCS B [IEYSHH C 06Pa30BaHHEM aKTHBHOTO METabOHTa,
KOTOPBIH SBISETCS HEHYKJICO3HIHBIM HHTHOUTOPOM 00paTHOM TPAHCKPHUIITA3I (HHHOT) Bupyca
umMyHoOnedunuTa denoseka 1 (BWUY-1). AKTHBHBIH MeTabONMT HHIHOUPYeET obpaTtHy0
TpanckpunTasy BUU-1 u ne uHruGupyer odpatHyto Tpanckpunrtasy BUY-2 u JIHK-nnommepasy
(o, B, Y ¥ 8) KJIETOK YeJIOBEKA.

Ilpomueosupycrnana akmugrHocms in vitro

KOHUEHTpalks aKTHBHOTO MeTabojiuTa, NpH KOTOPOH in vitro HabmonaeTcs 50 %
uHrubuposanne aktupHocTH (MKso) pekoMOMHAHTHOTO (epmeHTa OOPAaTHON TPaHCKPHIITA3bI

BUY-1 (BUY-OT) mukoro tuna (mramm HXB2) cocrabnser 1,2 umonb. OCHOBHBIE MYTallUH



pexombunantaoir BUY-OT (L1001, K103N, V106A, E138K, Y181C, G190A, M230L,
L101I/K103N, KI103N/Y181C, V179F/Y181C), pesuctentnsie k napyrum HHUWOT, Obum
qyBCTBHTENBHBI K mpenapary DJIIIAJIA®. B skcnepumeHTax in vifro Ha KyIbTypax KIETOK
MT-4, 3apKEHHBIX BUU-1, uis 4eTbipex MyTaHTHBIX BUPYCOB C MyTallMsIMH B KOJUPYIOLIEH
yactu rena BUY-OT (V106A, G190A) u aBoitabix mytanToB (L100I/K103N u K103N/Y181C),
cootBercTByOmHe 3HaYeHuss UKso Obuti Oyu3ku K TeM, KoTopble ObuM moydens! 1 BUY-1
mukoro tuma (mraMM HXB2). Cpennuii moka3zarenb KpaTHOCTH ciasuroB or HXB2 juis
MHrHOUpoBaHUs perukanuu MytanToB V106A, G190A, L100I/K103N u K103N/Y181C e
MpeBbIIIAJl 1 QL

Biusinue ©O€IKOB YeIOBEYECKOW CHIBOPOTKM Ha MPOTHUBOBUPYCHYIO AKTUBHOCTH aKTHBHOTO
MerabouTa ompeaessuid Ha KyabType Kietok MT-4 B mpucyrctBum 40 % uenoBeueckoin
ceiBOopoTKH. Perumkarps BUY-1 mukoro tuna (mramm HXB2) momasnsiiack moj AeHCTBHEM
AaKTHBHOTO MeTabouTa, pH 3ToM cpenHee 3HaueHue VKso B cTangapTHOM KyJIbTypajbHOM CpeIe
coctaBmiio 1,3 HMOIb; B cpene, coaepxamiei 40 % yenoBeuecKol CbIBOPOTKH, CpeIHee 3HAUYCHHE
NKso cocraBuio 13,8 HMOJIB, 4TO COOTBETCTBYET ero yBenuueHuto B 10,6 pasa.
Pezucmenmmnocmeo

B skcnepuMenTax in vitro Ha KyJbTypax kietok MT-4, 3apaxxennsix BUY-1 nuxoro tuna (mramMm
HXB2D) 6Ii::IJII/I 0TOOpaHbl BApHAHTHI BUPYCa C MOHM)KEHHOM YyBCTBHUTEIIBHOCTBIO K TpenapaTy
DJITTUIA®. Haubonee 4acTo BCTpEYaroLIencs ObUTa JBOMHAs MyTalus
V1061/A + F227C, xoTopas TakKe CHJIBHO MOHMKala XKH3HECIOCOOHOCTH BUpyca (Ha 94 %).
JlanHass KOMOWMHAIIMS 9acTO COMPOBOXKAATACh OMHOM HIIM HECKOJBKHMH JIOTIOJIHUTEIBHBIMH
MyTaHI/I}IMI/I:‘I A98G, VI108I, E138K, M230L, P236L. Jlpyroii wyacTto BCTpeYaroLIeHCs
KoMOHMHaIueld Obula aBoiHas myrtamus V1061 + Y188L, wacro ¢ oxHOW WM HECKOJIBKHUMHU
nonoaauTensHbiME MyTammsmu: L1001, E138K, Y181C.

DKCIEPUMEHTBI in Vifro TIOKa3al¥, 4YTO Ipenapar DJIIIUIA® obnagaer Goiee BHICOKUM
FeHETHYECKAM 6aphepoM K TOSBIEHUIO PE3UCTEHTHOCTH 110 cpaBHeHHIo ¢ qpyrumu HHAOT. Jins
[OSIBJIEHHMS] 3HAUUTEIBbHONH PE3UCTEHTHOCTH K Ipenapary DIIIUJIA® Tpebyercs He oxHa
MyTaIus, a KOMOMHAIMS, KAK MUHEMYM, U3 JIBYX, 9aCTO TPeX MM Oojiee My Tallui.
ITepekpecmuas pezucmenmnocmeo

[TpoTrBOBHpYCHast aKTHUBHOCTH IIpernapara DJIMTAJIA® Obina ompenelieHa Ha IaHENIH H3
50 pexkOMOMHAHTHBIX BUPYCOB, OJIyY€HHBIX M3 00pa3IlOB I1a3Mbl TAIIKEHTOB, HHQUIIUPOBAHHBIX
BUY urdeximeil 1 IPOIIENIMX paHee Kypchl aHTHpeTpoBUpycHOU Teparnu (APT) Ha ocHoBe
HHUOT. YacToTa BCTpeyaeMOCTH My Talliii B KOJMPYIOLIECH MOCIeI0BATEIbHOCTH IeHa BUNY-OT,
CBS3aHHBIX C BO3HHKHOBEHHeM pesucTeHTHOoCTH K npumensembiv HHUOT, B u3ydasmeiics

nanesu u3 50 BEPYCOB GbLIA CX0%Ka CO 3HAYEHHUSIMH, 3aUKCHPOBAHHBIMH B TEKYIIMX BEPCUSX 6a3
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nanubix mo reny BUY-OT. HaubGonee yacTo BCTpedarOmUMHUCS B 3TOH NMaHeIH ObUTM MyTaluu
K103N (54 %), Y181C (41 %), G190A (41 %), K101E (17 %), A98G/S (37 %), V108I (24 %),
L100I (9 %), P225H (9 %), V1791 (15 %), K103R (11 %), K103S, G190S, V179D, V106A,
V1061, Y188L (4-7 %) u M230L (2 %). Bce 50 BupycoB 061agaiu BEICOKOH yCTOMYHBOCTBIO K
HHrHOUpYIomeMy AeiicTBrIo ddasupensa. IIpenapar DJITTUIA® uarubuposan permkammio 46
u3 50 BUPYCOB, YCTONYMBBIX K JIEUCTBHIO ddaBupensa, co 3HaueHusiMu MKso mmxe 10 amoins. C
Y4eTOM IIOIPABOK HA CBA3bIBaHHME ¢ Oenkamu B mpucytcTBud 40 % desoBedecKoi CHIBOPOTKH,
npenapar DJINMJA® wunruGupoBan permkanuo 92 % OPOTECTHPOBAHHBIX BHPYCOB CO
sgauenusMu UKso mmwke 100 amons. HampotuB, pedepeHcHble coenuHeHHs 3(aBHpEeH3 H
3TpaBUpPHH WHrHOMpoBamy pemmmkaimmoo y 0% u 62 % NpOTECTUPOBAHHBIX BHPYCOB,
COOTBGTCTBEHHO, co 3HaueHusMu MKso Hroke 10 HMOIIE.

IIpenapar DJITTUJIA® o61a1aeT MUPOKUM CIIEKTPOM aHTUBHPYCHON aKTHBHOCTH K Pa3IHYHBIM
mTamMmmaM M KInHH4YeckuM m3osstaM BUY uupexknuu, B TOM 4uciae yCTOHYMBBIM K JIPYIMM
HHHUOT.

Ipenapar DJIMUJIA® cnemmduuecku unrubupyer JJHK-nommmepasnyio akrusHocts BUY-OT
invitro, B Tom uymcne ¢ mytamusmu V106A, G190A, L100I/K103N u KI103N/Y181C.
[lepexpecTHasi pe3UCTEHTHOCTH IIpenapara DIIMUNIIA® ¢ npyrumu HHUOT B sKcriepuMeHTax

in vitro He HaOJIIOJaJIach.

DapMaKOKHHETHKA

Bcacuisanue

Ilocne mpuema BHyTph Tpemapar DJIITAJIA® 6vicTpo BeachiBaeTcsi B CHCTEMHBIH KPOBOTOK.
MaxkcumansHas KoHueHTpal#st (Cmax) AKTHBHOTO MeETabOIMTAa IIPH OJHOKPATHOM IpHEME
npenapara DJITTUIA® B no3e 20 Mr coctaBisier B cpeHeM 98 HI/MJI M JIOCTHIaeTCsl B TCUCHHE
3,54. Ilpu I“MHOI‘OKpaTHOM npueMe Ipenapara DIIIUIA® B no3e 20 Mr/cyT Cmax aKTHBHOTO
MeTaboJIHTA B TJ1a3Me KPOBH cOCTaBiisieT 164 HI/MII M JocTUraeTcs 3a 7-8 nHel.

Bnuanue nuwiu Ha écacvléanue

IIpueM >KMpHOM MHUINM HE OKa3blBaeT 3HAYMMOIO BIMSHHS HAa (papMaKOKHHETHYECKHE (®K)
napameTpsl Iipenapara DJIITUJIA®. Takum o6pasoMm, npenapart DIITTUJIA® MOKHO TPHHAMATH
BHE 3aBUCHMOCTH OT ITpHEMa ITHIIH.

Pacnpeodenerue

AKTHBHBI METabOIHUT JENOHHPYETCs B (POPMEHHBIX DJIEMEHTaX KpPOBH, IIE €ro COAEPIKaHHUE
3HAUMTEIHLHO BHIINE, YyeM B Iuia3Me. 3HaueHMe Cmax AKTHBHOTO MeTaboIHMTa B (POPMEHHBIX
3eMeHTax 'KpoBH cocraBiser 1041 Hr/MI M JocTuraercss 4epe3 6 JIHEH npueMa mpernapara

DIIMMUJA® B no3e 20 Mr/cyT.



Memabonusm

Meraboamrueckas cTabMIBHOCTD 3JCYIb()aBUpHHA B MUKPOCOMAX ME€YEHU M TeNaTOLHUTaX KpPbIC,
cobak, o00e3bsH M YeIOBEKa OIllEHWBaJach KaK [OCTaTOYHO HH3Kas, BO ¢pakuuu S9
3ICyTb(aBUpUH OBICTPO MpEBpaIIaics B aKTUBHBINA METa0OJIHT.

Meraborueckas cTabMJIBHOCTh AKTUBHOTO MeTabO0JIUTa B MUKPOCOMaX II€UYEHH M IenaTolMTax
KpBIC, co0aK, 00€3bsiH ¥ YesIoBeKa OLIEHUBATACH KAK JOCTaTOYHO BBICOKAs, YTO CBUIETEILCTBYET
0 €ro He3HaYMTEeILHOM ypoBHE MeTaboim3Ma. OCHOBHBIMH €0 METabOJIMTAMU B IE€NaTOLMTaX
OBLTH MPOAYKTHI THIPOKCHIMPOBAHUS C TOCIEAYIOIHMM ITIIOKYPOHUPOBAHHUEM, A TAKXKe KUCIIOTa
U aMHHOCYJTbHOHAMHU.

Ipenapar DJIIIUJIA® npakTHUECKH HE OKa3bIBAET WHTHOUPYIOIIETO JEHCTBUs Ha H30(hOPMBI
muroxpoma P450 (CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2El, CYP3A4) B
KOHIIEHTpalusx >50 MKMOJIb B MUKPOCOMaxX II€UYEHH YEJIOBEKA.

[Ipenapar @J’IHI/II[A® spigeTcs uHAyKTopoM skcrpeccun MPHK u3opepmentoB CYP2B6 n
CYP3A4, a taxxke cuibHO uHAymupyer aktuBHOCT CYP3A4. Crenenb MHAYKIMU (epMEHTa
CYP3A4 wu okcopeccun MPHK akTuBHBIM MeTabOIMTOM  CyIIECTBEHHO IPEBBIMIACT
UHIyLMpYIolee aeicTBre 3(daBupeH3a u pupaMnuuuHa. MaKCHMalbHBIA HHIYIMPYFOLIIHHA
3¢ GeKT akTHBHOTO MeTabOIMTa ITpenapara DIITTUJIA® Ha CYP3A4 B konnenTpanuu 0,1 MKMOJIb
OB COIOCTABUM C 3()aBHPEH30M U pUAMITUIIMHOM B KOHIIEHTpaMu 10 MKMOJIb.

B cBs3u ¢ 3THUM, €ro cieayeT MPHUMEHSATh C OCTOPOKHOCTBIO COBMECTHO C JIEKAPCTBEHHBIMH
TpenapaTaMmu, MeTabou3M KOTOPBIX MpoucxomuT ¢ ydactueM mzodopm CYP2B6 u CYP3A4
nroxpoMa P450 (cm. pasaen «BsaumoseiicTBre ¢ IpyTUMH JIEKapPCTBEHHBIMH NIPETIAPATAMHEY).
Bt;medehzuei

IIpenmapar DJITTUJIA® BBIBOmMTCS NPEMMYIIECTBEHHO C JKETYbIO B BHJE TJIIOKYPOHH/IOB
metabonmutoB. Ilepuon mnomysbBenenus (T12) akTUBHOrO MerabojMTa W3 IUIA3MBI KPOBH

cocTaBisieT 7-9 IHEH.

DapmakoKuHemuKka y 0codblx 2pynn RAyueHmos

Hapywenue pynkyuu nevenu

Hapymenune QyHKIMM TI€YeHH JIETKOM M cpelHel crenenu (kmacc A U B mo KJaccu(pUKaIu
Yaiinn-I1e10) He oka3biBaeT 3HauuMoro BiausiHUS Ha @K mapameTpbl npenapara DIITUTIA®.
dapmakoKMHETHKA IIpenapara DIIIIUJIA® y namuweHTOB ¢ HapylleHHeM (QYHKIMH I€YEHH
sokenoi crenenu (knace C no kiaccudukanuu Yaina-I1s0) He nu3ydanack.

Hapywienue pynkyuu nouex

®dapMakOKHHETHKA IIperapara DJIIIUJJA® y mnamueHToB €O CKOPOCTBIO KiIyOOUYKOBOM

¢unsrpanuu (CK®) menee 60 MJI/MUH HE H3y4Yalach.



Ilon u pacosas npunadnexcHocmeo

Y My)KUMH H JKEHIIHH, a TAK/KE Y TIAIMEHTOB Pa3IMYHON pacoBO! PUHA/UIEKHOCTH HAOIIONATHCh
cxonable ®K mapameTpsl.

IHosxcunvie nayuenmol

dapmaxokuneTnKa npenapara DJIITUIA® y namuenToB crapiue 65 JeT He H3yYanach.

Jlemu

dapmakoxkureTrka mpenapara DJIITUIA® v manmenToB muame 18 et He H3ydanacs.
p penap y Y

IMoka3zanus K NPUMECHECHHU IO

Jleuenne BUY-1 wHpEKuH y B3pOCIBIX B COCTaBe KOMOMHMPOBAHHOM aHTUPETPOBUPYCHOM

TEpaIHH.

IIpornBonoOKa3aHus

e [loBbIEHHAsS 9yBCTBUTEIBHOCTD K AJICYIb()aBUPUHY HITH TFOOOMY JpyroMy KOMIIOHEHTY
npernapara.

e HenepeHOCHMMOCTH JIaKTO3bI, NEPHUIUT JIAKTa3bl M CHHAPOM TIJIFOKO30-TaJaKTO3HOM
MaTbaGcopOIMH (IIpenapaT CONEePIKUT JTaKTO3Y).

e Jlerckuit Bo3pact 110 18 ner (B CBS3U C OTCYTCTBHEM JAHHBIX).

e bBepeMeHHOCTh M EPUOJI TPYAHOIO BCKAPMIIMBAHHUS.

e Hapymenue QpyHkimu neyenu Tsbkenoii crenenu (kimace C mo xinaccuduxanuu Yanna-
[Tp10) (B CBSA3M C OTCYTCTBHEM JAHHBIX).

e Hapymenue QpyHKuuu novek cpeaneit u tsokenoit crenenu (CK® <60 min/Mun) (B CBsi3H C
OTCYTCTBUEM JIaHHBIX).

e CoBMecTHOE IIPUMEHEHHE C MpernapaTaMy: aTOpBaCTaTHH, OMENPa30Jl, KJIapUTPOMHUIIMH,
puabyTHH, JIEBOHOPreCTpel+ITHHIIACTPaaHon (cM. pasaen «BsammopeidcrBue ¢

JAPYTUMHA JIEKaAPpCTBEHHBIMH npenapaTaMH»).

C 0CTOpPOXKHOCTHIO

e [lanumeHTsl ¢ TSHKETOW aHeMUEH U MaHIUTOIICHUEN.

e O/HOBpEMEHHBIH MIPHEM C IperapaTaMi, MeTab0Ju3M KOTOPBIX IPOUCXOUT C y4acTHEM
I/ISO(i)epMeHTOB CYP2B6 u CYP3A4 uuroxpoma P450 (cMm. pa3nen «B3auMonencTsue ¢
JpyTMMH JIEKAPCTBEHHBIMH IIPENIapaTaMmu»).

e TlanueHTs! C HapyIIeHHEM (YHKIMM TIe9eHH JIETKO! ¥ cpeHel cTeneny (xace A u B mo

kinaccudukanuu Yaina-I1e10).

Hpnmeﬂemle Inpu 6epememl0cTn M B IIepHO/J I'PYAHOr0 BCKapMJIHBAHHUA

[TpumeneHue npenapara SJITUJIA® npu GepeMEHHOCTH W B IEPHOJ TPYHOTO BCKapMJIHBAHHS



npomBonofca:;aHo.

bepemennocme

B Hacrosiee BpeMsl JaHHBIX 10 TIpuMeHeHuio npenapata DJINUJIA® y GepeMeHHbIX JKEeHIIMH
HeT. B JOKIMHMYECKHX HCCICIOBAaHUSIX INPH3HAKOB SMOPHOTOKCHYHOCTH M TEPATOTE€HHOIO
NeHCTBUS ﬁpenapaTa JIMIAIA® me obmapyxero. Ilpu neuenun mpemapatom DJITTUJIA®
cieyet u3beraTh HaCTyIUIeHHs OepeMeHHOCTH. HeoOxoauMo HConb30BaTh HaIEKHBIE METOIBI
OapbepHO# KOHTpALEIIIIUN B COYETAHUH C IpyTUMH MeToaaMu. [IockonbKy mpenapar DIITTATIA®
HUMEeT JUTMTENIbHBIA TIePHOJ TMOJYBBIBEICHUS, HEOOXOUMO MCIOIb30BaTh HAJIEKHBIE METOIbI
KOHTpAIENIUA Ha MPOTSDKeHHH 12 Helenb moclie MpeKpalleHus JedeHus npenaparom. [lepen
HayasoM siedeHus npenapatoM DJITTAJIA® xeHIMHBI, CIOCOGHBIE K AETOPOXKACHHUIO, TOJDKHBI
mpoiiTh TecT Ha OepemenHocTh. Ilpemapar DJIMIUJIA® He criemyer HasHayaTh BO BpeMs
OepeMeHHOCTH, 33 HCKITIOYEHUEM CITy4aeB, KOTa OTEHIMAIbHAs 110713 UL MAaTE€PH MIPEBBIIIACT
BO3MOJXKHBIN PUCK JIUIS IJI0/1a, M HET APYTHX aJlbTEPHATHBHBIX METOOB JieueHHs. Eciu jxeHimuna
npuauMaet! mpemapar DJIIIUJIA® Bo BpeMs NEpPBOrO TPUMECTPa OEPEMEHHOCTH WK
OepeMeHHOCTh HACTyIIaeT BO BpeMs IPUMEHEHHUs Tpenapara, OHa J0JDKHA OBITh peaynpexaeHa
0 MOTEHIIMAILHOM Bpe/ie s 0.

Ilepuoo 2pyonozo éckapmaueanun

Hewnspectno, Beimensercss au npemapar JJIMAJIA® ¢ rpyamem monokom. JKeHimmHawm,
npuEMMatomuM  npenapatr  DJIIIUJA® B mepuon Jakrauud, KOPMJICHHE TIDPYIBIO HE
pekomenayercs. Ilpu moObix  obcrostensctBax BWU-uHuuMpoBaHHBIM —MarepsM He

PEKOMEH/Iy€eTCsl KOPMUTH TPy /IbIo, 4T00bI n36exars nepenaun BUU undpexunm.

Cnocod npuMeHeHHs U 103bI

Ipenapar DJITTUIA® npuHUMaeTCsi BHYTPb BHE 3aBUCHMOCTH OT IPHEMA MUIIIH.

Karicysty mporsiaThiBaioT IEeTMKOM, HE Pa3iKeBhIBas, 3alIMBast IOCTATOYHBIM KOJIMYECTBOM BOJIbI.
Tepammio npenapatom DJITIAJIA® nomwken HasHadaTh Bpad, MMeIOMmmi onbir jevenus BUY
UH(DEKIHH.

Ipenapar DJITTUJA® nomkeH Ha3HayaThesi B KOMOMHAIME C IPYTHMH aHTHPETPOBHPYCHBIMHU
npenapaTamH.

B3pocnvie

IIpemapar DJITTUJIA® masznagaercs B mo3e 20 Mr 1 pa3s B CyTKM B KOMOMHAIMH C JpYTHMH
AQHTHPETPOBHPYCHBIMH IIpENapaTaMH.

B cayuae nponycka ouepeonoii 003bl npenapama

Ecnu namweHT He MpHHSI IIpernapar DJIIIUJIA® B npuBBMHOE BpeMs, W C MOMEHTa
YCTaHOBJIEHHOTO BPEMEHH IIPHEMa IIPOIILIO MeHee 6 4, CIIeyeT IPUHATH NPOITY ICHHYTO KarCy Iy

KaK MOKHO ckopee. CIIeIyIOIyio Karcyry HeoOX0IMMO MIPUHSATE B yCTAHOBJICHHOE BPEMSI.



Ecmu ¢ MmomeHTa YCTAHOBJICHHOT'O BPEMEHH IpUEMa IIPOMIILIO bonee 6 4, CICOy€eT IMPOAOJDKUTDH

IIpUEM Ha CJICHyIOIIII/Iﬁ JAC€Hb B YCTAHOBJICHHOC BPEMHI.

Ocobble 2pynnvl NAUUEHMOE

ITayuenmut c HapywieHuem )yHKyuu nevenu

Hapymenue QyHKIMH TE€YeHH JIETKOW W cpenHeil crenenu (kiacc A u B mo xiaccudukanuu
Yaitna-IIpi0) He oka3piBaeT 3HauMMoro BiusHHA Ha ®K mapamerps! mpemapata DJITTAJIA®.
Koppexiun 103 npenapara DJITTUJIA® e tpebyercs. [Tpenapar DJITTUIIA® cremyeT npuMeHSTH
C OCTOPOXKHOCTBIO y IaHHOH KaTeropuu ManueHToB (cM. pazzenbl «C OCTOPOXXKHOCTBIO» H
«OcoOble yKazaHHs»).

Usyuenne mpemnapata DJITTUJIA® y nmaumenToB ¢ HapymeHHeM (GYHKIMM TEYEHH TSKEIOM
crenenu (krace C mo kinaccupukanuu Yaina-I11si0) He mpoBoaunock. [Ipumenenue npenapara
DJIMTUJIA® y 3Toit KaTeropuy NalMEHTOB IPOTUBONOKA3aHO (cM. paszien «[IpOTHBONOKA3aHHUS»).
ITayuenmot ¢ HapyuieHuem yyHKyuu novex

VcenenoBanus hapMakoKHHETHKH 1 Ge3omacHocTd penapata DJITMIA® y nanuentos co CK®
meHee 60 Mir/MHH He mpoBommuck. IIpemapar DJIIIUJIA® mpoTHBONOKa3aH y NAIMEHTOB C
HapyIIeHusIMH QYHKIMH mo4ek cpeaneit u Tspkenon crenenu (CK® <60 mn/mun) (cM. pasaen
«IIpoTuBOTIOKA3aHUSAY).

Conymcmeyrowan APT

CoBmecTHblii npueM mnpenapata DJIIIMJIA® u josmyrerpaBupa HNPUBOAMT K CHIDKCHHIO
SKCIO3MIMH J0ayTerpaBupa Ha 43 %, 4ro TpeOyeT KOpPpeKIHH 103bl AoayTerpaBupa 10 50 Mr
2 pasa B CyTKH (CM. paszen « B3aumoeiicTBre ¢ APYTUMH JIEKApCTBEHHBIMH IIPETIapaTaMm»).
Iayuenmot c Kounghexkyue

B ciyuae xouHpeximu BUY u xporumdeckoro rematura C IpH COBMECTHOM TNPUMECHEHUH
npenapara DJITTAJIA® u komOuHanMK JaKIaTaceupa 1 coocOyBHpa KOPPEKIUHU 103 TIpenapara
DIITIUJIA® u codocOysupa He TpebyeTcs, a [03a AaKiIaTacBUpa JI0DKHA OBITh yBEIMYECHA [0

90 mr 1 pa3 B cyTkH (cM. pasaen « B3auMoeHCTBHIE ¢ IPYTHMH JIEKaPCTBEHHBIMU TIPETIapaTaMu»).

ITo6ouHoe nelicTBHE
YacToTa HeXKeaTeIbHBIX JIEKAPCTBEHHBIX PEaKIMi 110 OpraHaM i CHCTeMaM IIPHBEJIEHA COTTIaCHO
Knaccuukanuu BeemupHoit opranu3zaimy 31paBooxpanenus (BO3): oyens yacTo (>1/10), gacto
(>1/100, <1/10), mewacto (>1/1000, <1/100), pemxo (=1/10000, <1/1000) u oueH» peaxo
(<1/10000).

Tabauna 1

Kparkue 1aHHbIe 0 T000YHBIX PEAKIHAX, CBA3aHHBIX C IPHEMOM
npenapara DJIMUAJA®, na ocnoBanuu KU



Ka 1 CHCTEM Opr
RECHTLRCTEM OPIaNiOn Ilo6ounble peaknuu

H YacToTa

Hugpekyuonnsie u napasumapnsie 3a60.1€6anuA

Yacto MPOCTOH reprec

Heuacro reHUTAJIbHBIH reprec, reprec pOTOBOH MOJIOCTH, FPUOKOBas HHPEKLHsA

Hapywenus co cmopoHst Kpoeu u 1um@amuyeckoii Cucmembsl

Yacro JIEWKONEHUS, HEUTPOTIEHUS

Hapywenusa co cmopoHst IHOOKPUHHOIL CUCMEMDbL

Heuacto ayTOMMMYHHbIH THPEOUIUT

Hapywenus ncuxuku

Yacro PaccTpOMCTBO CHa, AEMPECCUBHBIE COCTOSIHUSA (IOIaBJIEHHOE HACTPOEHHE),
TPEBOXKHOCTb, anaTusl, pa3apaKUTeIbHOCTD

Heuacro arpeccusi, UBMCHCHHUE HACTpPOCHUsA, HApPYUICHWEC BHHMaHHWs, HaBA34YHBbLIC
MBICJIH, HOUHBIE KOLLIMaphbl

Hapywenus co cmoponst HepeHoul cucmembl

OuyeHb yacTo roJioBHas 00Jib
Yacrto rOJIOBOKpY KE€HHE, HeOObIUHbIE CHOBHEHHUS, COHIIMBOCTh
Heuacro CHW)KEHHE KOHILIEHTPAllMM BHUMaHMS, HapylIeHHe MaMsATH, OecCOHHML,

CHWKEHME KauecTBa CHa, HapylleHHe BKYCOBOH 4YyBCTBHUTEJIbHOCTH,
napecTe3us

Hapywenus co cmopoust opzana ciyxa u 1a0upurHmusle HapyuieHus

Heuacrto runepakys3us, IyM B ylIax

Hapywenus co cmoponst 0blxamenbHOU CUCEMbl, 0P2AHOE 2PYOHOIL KNIeMKU U CPeOOCmeHUA

Heuacro KallleJlb, O/IbIIIKA, GOJIb B POTOIJIOTKE, PUHOPEs, PACCTPOHCTBO OOOHAHHUS

Hapymenuﬂ CO CmMOpOHbl .uce.aydouuo—xumeuuozo mpaxkma

Yacro TOLIHOTA, Uapesi, CyXocThb BO PTy, pBOTa

Heuacro JHMCKOM(OPT B XKUBOTE, OOJIb B )KMBOTE, OTPBDKKA, [TIOCCAJITUSI, KOJTUT

Hapywenus co cmopoHsl Koxycu u ROOKONCHBIX MKAHel

Yacro ChIIb, 3y /1

Heuacro BbINa/ieHUe Bojioc, hypyHKyJie3

Hapymenuﬂ CO CmMOpPOHbI CKeIeMHO-MbIUEYHOU U COCOUHUMEIbHOII MKAHU

Heuacro apTpajrus

Hapywenus co cmopoHst ROYEK U MO4e6b1600AULUX nymel

Yacro NPOTEUHYPUs JIETKOM CTENEHH, MOJINY pUs

Heuacto yPOJIUTHA3, JIEHKOLIUTY pHsi

Hapymenuﬂ CO CMOPOHbI NOJIOBBLX OP2AHO6 U MOIOUHOU JHcene3bl

Heuacto 3a/1epXKKa MEHCTPYALIMH, MIOIMMEHOpes, CeKCyalbHas IMChyHKLHS

Obwue paccmpoicmea u HapyWeHusA 6 Mecme 66e0eHUA




TEM I
Kunaccol cucrem opranon ToGounbie peaxuun

H 4acTora

Yacro aCTCHHA, cna6ocn>, CHWKCHHUCE allleTUuTa, NMOBLILLICHHUE TEMIIEPATYPLI TEJ1a

Heuacto 60516 B rpyau

JlabopamopHsie u uncmpymenmabHbvlie OaHHbIE

OueHb 4acTo TMIOBBIIIEHHE AKTUBHOCTH ramMma-riyramuntpancdepassl (I'T'T)

Yacto MOBBIIIEHHE aKTMBHOCTH ajlaHMHaMuHOTpaHcdepassl (AJIT), moBbilieHHe
akTUBHOCTH KpeatuH(ochokuHazsl (KDK), nosbiieHre ypoBHS IITIOKO3bI
KpPOBHU

Heuacto MOBBIIIEHHE aKTUBHOCTH acniaprataMuHoTpaHcdepassl (ACT), noBeieHne

aApTEPHUAJIBHOIO AaBJICHHA, CHHXKCHUE BECa

Ecnmu moOble W3 yka3aHHBIX B MHCTPYKIMH NOOOYHBIX 3PPeKkToB ycyryoustorcs uiau Bel
3aMEeTHIIH JIIOOBIE Ipyrue mobovyHbie 3G GEKThI, HE YKa3aHHbIE B UHCTPYKIMHU, cO0OmHTE 00 ITOM
Bpauy. |

Ilepeno3upoBka

Ciydaes nepe1o3upoBky npenaparom DJITTUJIA® BeisiBIeHO He GBLIO.

B ciydae mepeno3upoBKH JI€U€HHE TOJDKHO COCTOSTH M3 IMPHHATHS MEP 0 YMEHBIICHHUIO
BcackiBanus npenapata DJINMJIA® (mpombiBaHue KeTy/Ka, MPUEM aICOPOEHTOB), KOHTPOIIIO
YKM3HEHHBIX TOKa3aTeliel B COCTOSIHUSI OCHOBHBIX OPTraHOB M CUCTEM. [l yCKOpEHHsI BBIBEICHHSI
HeaOCOpOMpPOBAHHOTO  Mpermapara  MOXHO  MCIOJIb30BaTh  AKTUBHPOBAHHBIM  yTroJb.

Crnenupuyeckoro aHTUAOTA HE CYLIECTBYET.

B3anmozeiicTBHe ¢ APYrUMH JIEKAPCTBEHHBIMH NPeNapaTaMu

AHmupemposupycHsie npenapamol

B pamkax KW 3 ¢pa3er mpemapar DJIIIUJIA® mpumensiics B coctaBe KoMmiuiekcHoi APT ¢
¢uxcupopannoii kom6unarmen 2 HUOT — tenopoBup u sMTpunutabus. Jlannas KoMOMHaMsI
XOPOMLIO NIEPEHOCHIIACH NAHEHTAMH.

B KM 1o oLeHKe MEXIEKapCTBEHHOTO B3aMMOJEHCTBUS YCTAaHOBIIEHO, YTO COBMECTHBIN MTPUEM
npenapara DJITTUJIA® u panrterpaBupa i KOMOMHAIMK JapyHaBHP/PUTOHABHDP HE OKa3bIBacT
3HaunMoro BiusHUS Ha K mapameTps! JaHHbIX npenapatoB. Hesnaunrtenbuble n3menenus OK
napaMeTpoB u okcnosuiuu (B mpenenax 30 %) He TpeOyroT KOPPEKTHPOBKH CTaHAapTHOTO
pexuma J03UpOBaHMs JaHHBIX [IPENapaToB.

Hasnauenue aTa3aHaBHpa IOCJE 3aBEPLICHMs TEpallMH IpernapaTom DIJIMMUIA® npuBomut K
Pa3BUTHIO TSDKEJBIX HEXENATeTbHBIX PEaKUUid €O CTOPOHBI JKEITyJIOYHO-KHIIEYHOTO TpakTa
(TomHOTa, pBOTA), XapaKTEPHBIX JUI aTa3aHaBUpPa, yCHUICHHOTO PUTOHABHPOM.

COBMECTHBIM TpUEM IIpernapara DIIIIUJIA® u nomyrerpaBupa NPUBOAUT K CHUIKEHHIO

SKCTO3MIMK J0JIyTerpaBupa Ha 43 %, uto TpebyeT KOPPEKIHHU J03bI JojyTerpasupa a0 50 Mr



2 pa3a B CyTKH.

/lpyzue nekapcmeernHsle npenapamoi

Uudopmanus o B3amMoneiicTum mnpenapara DJIIUJIA® ¢ apyrumu  JieKapcTBEHHBIMH

npernapaTamu npezicrabiieHa B Ta0muie 2.

Taoauna 2

B3aumoaeiictBus mexay npenaparom JJITITAJTA®
| IPYrHMH JieKapcTBeHHbIMH npenapatamu (JIII)

JII no Biausinne na ®K Pexomennanus B
TepaneBTHYEeCKHM Bansinue na ®K napaMeTpbl aKTHBHOIO OTHOLIEHHH
HanpaBJIeHHSIM, napametps! JIII MeTaboInTa COBMECTHOIO
MHH, no3npoBka (VM-1500A) NpHMEHEHHS
HHru6uTOpHI NPOTOHHOIO HACOCA
Omenpazon Cmax | B S pa3 Cmax T B 1,3 paza CoBMmecTHOE
20 mr AUC | B 8 pa3 AUC 1B 1,5 paza NPUMEHEHHE MPenapaTroB
NPOTHUBOIOKA3aHO,
T.K. MOXKET MPUBECTHU K
{ HEI0CTaTOYHOM
: 3 peKTHBHOCTH
omenpasosa
AHTHOMOTHKH
Knapurpomuuus Cmax | B S pa3 Cmax < CoBMmecTHOE
250 mr AUC | B9 pa3 AUC & NIPUMEHEHHE MPenapaToB
NPOTHUBOIIOKA3aHO,
T.K. MOXKET MPUBECTH K
HE1I0CTaTO4YHOM
3¢ dexTuBHOCTH
KJIapUTPOMHLIMHA
IIpornBoTYOEpKYy 1€3HbIC NpEenapaTbl
Pudamnuumn Cnax Cnax © CoBmecTHOE
150 mr l AUC & AUC < MpUMEHEHHE NpenapaToB
BO3MOXHO,
KOpPEKLHUs 103 He
Tpedyercs
Pudabytun Cirough § B 3 paza Coax © CoBMmecTHOE
150 mr Cmax | B 2,5 paza AUC < NpUMEeHEHHE NpenapaToB
AUC | B 2,5 paza NPOTHUBOIOKA3aHO,
T.K. MOXKET MPUBECTH K
HEJI0CTaTOYHOM
3¢ dexkTuBHOCTH
pudabyTtrHa
I'nnoannuaemuveckue cpeacrsa, HHruouTopsl 'MI'-KoA-pexykrassi
ATOpBacTaTHH Cmax | B 1,6 paza Cnax < CoBmecTHOE
80 mr AUC | B3 pa3a AUC & NpUMEHEHHE NpernapaToB

NPOTUBOIOKA3aHO,
T.K. MOXET MPUBECTH K
HENOCTATOYHOU
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JIIT mo

Biausinne na ®K

Pexomenpanus B

TepaneBTHYECKHM Bausinue Ha PK napamMeTpbl aKTHBHOTO OTHOLIEHHH
HanpaBJIeHHAM, napametpsi JIII mMeTaboIATa COBMECTHOIO
MHH, no3upoBKa (VM-1500A) NpHMEHEHHS
” 3¢ PEeKTUBHOCTH
aTopBacTaTUHa
IlepopajibHbIe KOHTPALENTHBLI
JleBoHOprecTpen + 3THH |J€BOHOPrecTpe Cmax T B 1,3 paza CoBmecTHOE
WIACTPAIMON Cmax | B 1,2 paza AUC 1B 1,5 pa3a NIPUMEHEHHE MpenapaToB
150 mkr + 30Mkr AUC | B3 paza NPOTHUBOINOKA3aHo,
T.K. MOXKET PUBECTH K
STHHHJISCTPaAHOI HE1I0CTaTO4YHOM
Cmax | B 1,3 paza 3¢ PEeKTUBHOCTH
AUC | B 2,4 paza KOMOMHALMH

JIEBOHOprecTpes +

STUHHWJIICTPAHOI
IIpoTHBOBHpYCHOE CPEACTBO
Jaknaracup 60 mr + JlaKJ1aTacBUp Coax © CoBmecTHOE
copocOysup 400 mr Cmax | B 1,4 paza AUC < MPUMEHEHHE NPenapaToB
(koMOMHaIK) AUC | B 3 paza BO3MOXHO,
TpeOyeTcsi  KOppeKuHs
copocOysmp JI03bl JaKJlaTacBUpa [0
f‘ Cinax < 90 Mr 1pa3 B CyTKH.
AUC & Koppexkuus JI03BI
cohocOyBupa He
Tpedyercs

1 — NOBBILIEHUE;
| — cHWxKeHue;
<« — 0e3 U3MEHEHHH;

Cirough — PABHOBECHAs KOHLIEHTPALWMS BELLECTBA (JIEKAPCTBEHHOTO MperapaTa) B KPOBH B HI/MJT;

Cumax — MAKCHMaJTbHAsl KOHLIHTpAlIMs BEleCTBa (JIEKAPCTBEHHOTO Mpernapara) B KPOBU B HI/MII;
AUC — miomaab noj KpuBOH, (hapMakOKHHETHYECKHH MapamMeTp, XapakTepusyOLIUi CyMMapHYO
KOHIIEHTPALIHMIO JIEKaPCTBEHHOrO Tpenapara B Iia3Me KpOBH B TeYEHHE BpEMEHH HaOJII0ICHHS

Huxe NPUBEJICHBI JICKAPCTBEHHBIC IIPCIIaparhl, KOTOpBIC CJIEAYET HCIOJIb30BaATh C ocoboii

OCTOpO)KHOéTI)IO IIPpH HEBO3MOXXHOCTH HaWTH AJIbTCPHATUBHBIE CXEMBI JICYCHHUA.

Cyocmpamot CYP2B6 u CYP3A4

HmmyHnocynpeccopbi: TAKIOCIIOPHH, TAKPOJIUMYC, CHPOIMMYC.

wauomepaneemuqecxue

npenapambl. JIOLETaKCEII,

TaMOKCH(]eH,

MaKJIMTaKcell,

nukaodochamu, JOKCOPYOUIHH, SpIOTHHUO, STOTIO3HU]I, ndochamu, TEHHI03U], BAHOJIACTHH,
BUHKDHCTHH, BHHJE3WH, UMAaTHHHUO, copadenuo, CyHUTHHHO, BeMypadeHHO, TEMCHPOIUMYC,
aHacTpo30J1, reH(aTHHuUO.

A30nbHble npomusoepubKoevie npenapamol.: KETOKOHA30J1, H”TPAKOHA30J1.

Maxponuovei: SpUTPOMHULIAH, KPOME a3UTPOMHIIMHA.
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Tpuyuxiuveckue  awmuoenpeccanmvl. — AMUTPHNTHIMH,  KJIOMHIPAaMHH,  HMHIIPAMHH,
IHKJI0O6EH3ANPHH.

Cenexmusnule uH2ubUMOpPsvl 06PAMHO20 3AX6AMA CEPOMOHUHA. TTATATIONPAM, HOP(IyOKCETHH,
CepTPAJIHH.

Jlpyaue anmuodenpeccanmul: MAPTa3ayH, He(a3o0H, peOOKCETHH, BeHIa()aKCHH, TPA30IOH.
Anmuncuxomuxu: rajJIonepUI0JI, APUITUITPA30JI, PUCTIEPHJIOH, 3UIIPACHIOH, IIUMO3H]I.
Onuoudnvie aunanveemuxu: aindeHTaHusa, OynpeHOpdUH, KOAEWH, (eHTaHMJ, TI'MIPOKOJIOH,
METaIOH, JIeBAIleTUIMETAI0]1, TPaMa0Jl.

Benzoouasenunwl. anmpo3oiiaM, MUa30J1aM, TPHA30JilaM, IUa3eram.

CHnomeopHbie npenapamyl. 30TIMKIIOH, 3aJI€IUIOH, 30JIITH/IEM.

Cmamunbl: 10BaCTaTUH, CAMBACTaTHH, [IEPUBACTATHH, KpOME IpaBacTaTHHA U PO3yBacTaTHHA.
Brokamopwt  kanivyuesvlx KaHauog: JUNTHAa3eM, (ENONUNUH, HUPEIUNUH, Beparmamu,
aMJIOIUIIMH, JIEPKAHHUIUITHH, HUTPSHUITHH, HUCOJAUIIMH, OCIIPHIAIL.

Anmuapummuxu: aMAOIApOH, TPOHENAAPOH, XUHHU/IUH.

Hneubumopwr pocghoouscmepaszei-5: cunnenadui, Taxanapu.

A2oHucmbl U aHMAOHUCMbL NOJIOBbIX 20PMOHOS8. (HUHACTEPUJ, SCTPAJUOJI, IPOTECTEPOH,
TECTOCTEPOH, TOpeMHUpeH, OuKaTy TaMHU/IL.

Anmazonucmer HI-peyenmopos: tepheHait, acTeMH3011, XJOpHEHAMHH.

Hnaubumopwr npomeasvl BUY: wHMHABHD, PUTOHABUD, CAKBUHABUP, HEJ(PHUHABHD.

Hekomopbze emoxorcopmuxocmepou()bz: 6YIICCOHI/III, THJAPOKOPTHU30H, NE€KCAMETAa30H.

Jpyzue cybcmpamst CYP2B6

BynponuoH, BaabIpoeBas KHCIIOTa, METOKCETaMHH, Tponodo, 3haBrupeHs.

Mpyaue cyocmpamor CYP3A4

Anpenurtant, OyCUpoH, BapapuH, 1alCoH, JOMIEPHIOH, TOHETIE3UI, Ko(enH, KIOmUI0rpel,
JIA0KAWH, MOHTEIYKACT, HATETJIMHHU], HEBUPANMH, OHJAHCETPOH, MPOIPAHOJION, CaIMETEPOIL,
[U3AIPU/I, STUIEPEHOH.

Ankanouowt CNOpbIHbU. SPrOTAMUH, TUTHIPOSPrOTaMHUH, SpProHOBHH, METHUI3PIrOHOBHH.

Oco0ble ykazanus

[TareHToB HEOOXOAMMO IPEIYNpeuTh O TOM, YTO COBPEMEHHBIC aHTUPETPOBHPYCHBIC
npenaparhbl He u3neduBaror BUY undexuuio u He MpeJOTBPAIIAIOT Tepeady BUY undexnun
JPYTHM JIOSM C KPOBBIO WM IPH MOJOBBIX KOHTaKkTaXx. Bo Bpems JeueHus MpernapaToM
SJIIIAJIA® nmamueHTsl  JOJDKHBI  IIPOJO/DKATh — COOMIOZATE — COOTBETCTBYIOUIME — MEpBI
PEIOCTOPOIKHOCTH.

[Ipenapar DJIUJIA® He IPUMEHSIOT B KauecTBe MOHOTepanuu Juts jedenus BUY UHEKIHH

(MO)KCT NPpUBECTH K pPa3BUTHIO yCTOﬁ‘-IPIBOCTPI Bupyca) WJIM B KayeCTBE CIHMHCTBCHHOI'O
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npemnapara, 100aBIeHHOT0 K He3(PEKTUBHOMY JedeHHuI0. JIedyenue NOIDKEH NMPOBOIMTH Bpad,
00Ia1aroIHii 10CTaTOYHBIM ornbiToM Tepanuu BUY undekimn.
VuuThIBas TPOIHOCTh aKTHBHOTO MeTaboIHuTa K HOPMEHHBIM 3/IEMEHTaM KPOBH, HEOOXOIHMMO C
OCTOPOYKHOCTBIO Ha3HAuyaTh Iperapar DIITIAJIA® nanmeHTaM C TSDKEJIOM aHeMHEH H
NaHIUTONICHUEH.
Conymcmeyrowaa APT
Ecii npreM Kakoro-iubo aHTHPETPOBHPYCHOTO Tpenapara B cocraBe KoMOMHMpoBaHHOH APT
OTMCHSICTCS. B CBS3M C IOJI03PEHHEM HA HENEPEHOCHMOCTD, HEOOXOIUMO PacCMOTPETh
BO3MOXKHOCTh OJJHOBPEMEHHOW OTMEHBI BCEX AHTUPETPOBHPYCHBIX IpenaparoB. Ilpuem Bcex
OTMEHEHHBIX AHTHPETPOBHPYCHBIX IpenapaToB [ODKEH OBITh BO300HOBJIEH cpa3dy IIOCIE
HCYE3HOBEHHS CHMIITOMOB HenepeHOCUMOCTH. He pexoMenayeTcs mpepbiBaeMasi MOHOTEpAIus |
[I0CJIeI0BATEIbHOE TOBTOPHOE HAa3HAYEHHE AaHTUPETPOBUPYCHBIX IIPENAPATOB W3-3a IOBLIIICHHS
BEPOSITHOCTH IMOSIBJIEHUS] PE3UCTEHTHOTO K TE€PAIluU BHPYyCa.
CoBMmecTHblii mpueM mnpemapata JJIIIMJIA® u nosmyTerpaBupa NpPUBOAMT K CHIDKCHHIO
SKCIO3MIMHK J0ayTerpasupa Ha 43 %, uro TpeOyeT KOppeKIHH 03Bl JoiyTerpaBupa 10 S0 mr
2 pa3a B CyTKH (cM. pasien « B3auMoieiicTBre ¢ IpyTUMH JIEKAPCTBEHHBIMHU TIPETapaTaMmu»).
Bnusnue nuwu

.
Ipenapar DJIMTUJIA® MOKHO TPUHMMATE BHE 3aBUCHMOCTH OT [IPHEMa ITHIIH.
Annepzuueckue peakyuu
B mposenennbix KW mnpu npueme mnpemnapara DIITIAIA®  annepruveckux —peaxiuit
3apErHCTPHPOBAHO HE OBLI0.
Cunopom 60ccmanosnenus UMMYHUmMema
Y BUY-MHQUUMPOBAHHBIX IANMEHTOB C TSDKEIBIM HMMYHOAEHIMTOM B  Havaie
KoMOuHHpoBaHHOW APT BO3MOXHO NMOSIBICHHE BOCTIAIUTEIHON PEAKIIMU B OTBET HA aKTHBAIIHUIO
BO30yUTeNeH GECCHMITOMHBIX MIIM OCTATOYHBIX OMIOPTYHHCTHYECKUX MH(EKIUM, YTO MOXKET
TIPUBECTH K CEPHE3HBIM KIMHUYECKAM COCTOSHHSM MIIH YCHIIEHHIO CHMITOMATHKH. OOBIMHO 3TH
peaKIiHi BO3HUKAIOT B TEYEHHE NEPBBIX HEJIENb HIIM MECSIEB MOCe Havana KoMIuieKcHo#i APT.
THIAYHBIME IPAMEPAMH SBJISIOTCS [IATOMETATIOBUPYCHBI PETHHHT, T€HEPATH30BaHHAs /WM
oyaroBasi MHKOOAaKTepHaTbHas MH(MEKIMs ¥ IHCBMOHHMS, BBI3BaHHas Preumocystis jiroveci
(P. carinii). TlosiBneHHe JOOBIX CHMIITOMOB BOCHaleHHs TpeOyeT oOOCIeIOBaHHS H, MpH
HEOOXOMMMOCTH, JIeYeHHs. AYTOMMMYHHbIE 3a00ieBanusi (Takue Kak Oonesnb ['peiiBca) Taioke
HAGIIOAMCH Ha (pOHE BOCCTAHOBJIEHHsS WMMYHHTETA, OJHAKO BPEMs MEPBUYHbIX IIPOSBIICHHH

BapbUpOBAJIO, U 3200JIeBaHHE MOTIJIO BO3HUKATH YEPE3 MHOI'O MECAIIEB IIOCJIC Hadajla TCPalnu.
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Macca mena u memabonuueckue napamempol

Ha d¢one mpoBomumoit APT moxeT HaOMOAaThCs yBEIMYEHHE MAcChl Tella M IOBBIICHHE
KOHIIEHTPAIMH TJIFOKO3bI U JIHITUIOB B KPOBHU. JIaHHBIE H3MEHEHUS YaCTUYHO MOTYT OBITH CBS3aHbI
¢ caMuM 3a0ojeBaHMEM M 00pa3oM JKU3HH. B HEKOTOpBIX Ciydasx [IOKa3aHO BIIHSHHEC
IPOBOIMMO¥ TEpAIiK Ha MOBBIIICHHE KOHIIEHTPAIIMH JIMIHIOB, HO HET yOEIUTENIbHBIX JIaHHBIX,
CBHJIETENILCTBYIOIIAX O BIHMSHHM TEpaldk Ha YBEIMYEHHE Macchl Tejaa. MOHHTOPHHT
KOHI_ICHTpaIIlI/II/I IJIIOKO3bI M JIMOUAOB B KPOBU CIEQyeT IPOBOJIUTH, PYKOBOJCTBYSCH
pexoMeHnanusmu 1o jedennio BUY undexnun. Hapymenus munuaHoro ooMeHa He0OX0auMO
KOPPEKTHPOBATH B CIIy4Yae KIIMHUYECKOH HEOOXOIMMOCTH.

JIunoducmpodpua u memabonueckue HapyuieHun

KOMGHHHpSBaHHaﬂ APT accouuupoBaHa C TEpPepacHpe/ieICHHEM I10JKOKHO-)KHPOBOM
kietdyatku Tena (mumommctpodus) 'y BUU-mHbMIMpOBaHHBIX NaiueHTOB. OTIajeHHbBIE
[IOCJIEICTBHS 3TOTO SBJICHUS TTOKA HEM3BECTHHI U MEXAHU3M €0 Pa3BUTHUS M3Yy4€EH HEIOCTATOYHO.
[Ipeanonaraercs CBA3b BHCIEPAIbHOTO JMIOMAaTO3a ¢ MPHMEHEHHEM HMHIMOMTOPOB MPOTEashl
BUY u munoarpoduu ¢ npumenenrneM HUOT. [ToBbIIeHHBIA PUCK Pa3BHTHUS JTHIOAMCTPODHH
MOKeET OBITH 00YCIIOBJIEH KaK HHIWBHU/IY ATbHBIMU (PaKTOpaMH, TAKAUMH KaK I0KUIJION BO3PACT, TaK
1 (BaKkTopaMH, CBA3aHHBIMM C IIPUEMOM IPEHapaToB, TaKHMHU Kak npojonkutenbHas APT u
CBs3aHHBIE ¢ Hel MeTab0IMYECKUE HAapyIIeHNUs. B CBSI3U € 3THM IIPH KJIMHUYECKOM 00C/IEI0BaHAUH
manyeHTa CleayeT IPOBOAWTH (H3HMKaIbHOE oOcienoBaHue, oOpamlas BHMMaHHe Ha
nepepacipeie/ieHie MOAKOKHO-)KHPOBOH KJIETYaTKH, a TaKKe ONPENeNsiTh KOHIEHTPAIMIO
JIUIHJIOB B CHIBOPOTKE KPOBH M KOHIIEHTPAIMIO TIIFOKO3BI B TJIa3Me KpoBHU HaTomak. Hapyuenus
JIOJDKHBI KOPPEKTHPOBATHCS B COOTBETCTBUH € KIMHHYECKMMH MTPOSBICHUSIMU.

Ocmeonekpo3

XO0Ts 3THOIOTHS JAaHHOrO 3abojieBaHWs MPHU3HAHA MHOTO(AKTOpHOM (BKJKOYas NMPUMEHEHHE
ITIFOKOKOPTHKOCTEPOUIOB,  3JI0YNIOTPEOIEHHE  alKOroJIieM, TsDKENIYI0  HMMYHOCYIPECCHIO,
MOBBIIIEHHBIN MHAEKC Macchl Tela), Clydad OCTEOHEKPO3a HaOIIONaIUCh MPEHMYIIECTBEHHO Y
nanueHToB ¢ aiaurensHod BUY uHbexknmed w/uiM y NalMEHTOB, UIMTEIBHO IIOJTyYaBIIAX
koMOuHMpoBarHyt0 APT. TlanueHTsl TODKHBI HE3aMEUIMTENIbHO OOpaTUThCs K Bpady MpH
TOSABJIEHAH GOJIEH B CYCTABaX, CHMMKEHHH MOIBUKHOCTH CyCTABOB HIIH TPYIHOCTSIX IIPA XOABOE.

B KU npenapara DJIITAJIA® naHHbIX peakiiuii 3aperucTpHPOBaHO HE ObLIO.

Ocobble zpynnbl nAYUEHMO8

Ilayuenmot ¢ 3a460166aHUAMU NEYEHU

Hapymenné QyHKIMM T€YeHH JIETKOH M CpefHed cremeHu (kmacc A M B no kmaccuduxanuu
o ®

Yaitna-IIpio) He okaspiBaeT 3HaumMmoro BiusHus Ha OK mapamerps! npenapara DIIIIUIA®. B

CBSI3H C 9THM KOPPEKILIMH 1035l IIpernapara DJIIIUJIA® y Takux nanueHTtoB He Tpedyercs. OaHaKo
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npenapar DJIIAJIA® ciemxyeT NIpUMEHATh ¢ OCTOPOKHOCTHIO Y THX NALMeHToB (cM. pasaen «C
OCTOPOXHOCTBIO»). JledeHne He0OXOAMMO TMPOBOAUTH IOJ  KOHTPOJIEM  aKTHBHOCTH
CBIBOPOTOYHBIX aMHUHOTpaHc(epas. Y MalUEHTOB C IOSBICHHEM KIMHHYECKUX IIPU3HAKOB
3a00jI€BaHMs TI€YEHH WJIW C YCTOHYMBHIM YBEIHYEHHEM aKTUBHOCTH CHIBOPOTOYHBIX
aMHHOTpaHCc(epa3s, MpeBbIIIAIMM 0ojee YeM B 5 pa3 BEPXHIOK I'DaHHMIly HOPMBI, 110JIb3a OT
pooIDKeHHs Tepanuy npenaparom DJITTUIA® nomkHa COMOCTABIATHCS C BO3MOXKHBIM PHCKOM
B OTHOIIIEHWH BO3HUKHOBEHHUS I€NIaTOTOKCHYHOCTH.

ITpumenenne npenapata DJITTMJIA® y nmanueHToB ¢ HapymeHHeM (yHKIMA MEYEHH TSKENIOM
crenenn (kmacc C mo kimaccudpukanuu  Yaitna-Ileio) npoTuBomokasano (cM. pasnen
«IIpoTuBONOKa3aHUAY).

ITayuenmeoi c 3a601e6aHUAMU NOYEK

Ipenapat DJITTMUJIA® npoTHBONOKa3aH y MANMEHTOB ¢ HApYIIEHHEM (YHKIMH IOYeK CPEHEH 1
tsoxenoi cternenu (CK® <60 min/mun) (cM. pa3aen «[IpoTuBonokazanus»).

Iayuenmoit c Koungpekyuei

Uccnenopannst npenapata DJIIMUJIA® y narmentoB ¢ xoundekumedi BUY-1 u Bupycamu
renaruta B He mpoBommuce. [lamuenTs! ¢ XxpoHnudeckuM renaturoMm B wim C, npuauMaromme
KoMOuHHpoBaHHYI0 APT, BXOJST B IpyIIly pHCKa Pa3BUTUS TSKEJIBIX HEXEJIATEIbHBIX PeaKui
CO CTOPOHBI TEYEHH, KOTOpPHIE MOTYT HPHBECTH K JICTAIBHOMY MCXOHy. Y MAlKEHTOB C
HapylieHHeM (YHKIMM TeYeHH B aHaMHe3e, BKJIIOYas XPOHHUYECKHHM TeNaTHT, MOBBIIACTCS
YacTOTa Pa3BUTHs HapylIeHHH (QYHKIHH TedeHd npu koMOuHupoBanHOH APT, mosromy Takue
HAIMEHThl JTOJDKHBI HAXOMUTHCS 1MOJ HaOmofeHHeM. Y MalMeHTOB C YXY/IIICHHEM TEUCHHS
3a0071€BaHUs TEYEHM WM C YCTOWYMBBIM YBEIMYCHHEM AaKTHBHOCTH  CHIBOPOTOYHBIX
aMHHOTpaHCdepa3, MPEBBIIIAIOIMM 0ojiee YeM B 5 pa3 BEPXHIOIO I'DaHUIly HOPMBI, 10JIb3a OT
MIPOJIOJKEHUS TEpAIHH [IPENnapaToM SJIITUJIA® nomkHA CONOCTaBIIATHCS C BO3MOKHBIM PUCKOM
B OTHOLICHWM BO3HMKHOBEHHUS IeMaTOTOKCHYHOCTH. B OTHOIIEHHMH TaKHMX IMAIlMCHTOB CIIEIYEeT
PaccMOTPETH BOTPOC O LIENeCO00PA3HOCTH MPEPHIBAHHS MITH OTMEHDI APT. Ilpu ofTHOBPEMEHHOM
NpPUMEHEHHH JIPYIUX JIEKAPCTBEHHBIX IIPENapartoB C M3BECTHOM TrenaToTOKCHYHOCTBIO
PEKOMEH Ty eTCsl TIPOBOIMTH KOHTPOJIb AKTHBHOCTH CBIBOPOTOYHBIX aMHHOTpaHChepas.

B cnyyae xoundexuun BUY u xponmdeckoro remarura C mpu COBMECTHOM IPUMEHEHHUH
npenapata DJITAJIA® n komOuHaLKMK JaKiaTacBupa H copocOyBHpa KOPPEKLMH 103 Mpenapara
SJIIIUJIA® u codocOyBrpa He TpebyeTcs, a [03a JaKIaTacBupa J0JDKHA OBITh yBEIHYEHA 10
90 mr 1 pa3 B cyTku (cM. pazzen «B3zaumoeicTBre ¢ APYTUMHU JICKapCTBEHHBIMU npenapaTamm»).
IMayuenmout noxcunozo eéo3pacma

Vcenenoanmst mpenapata DJITTUIA® y 10KAIBIX TAIMEHTOB HE TTPOBOIMIHCE.

[Memu
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Uccnenopanus npenapara DJITTUJIA® y nereii B Bo3pacte 10 18 jieT He mPOBOAMIIHCH (CM. paszes
«IIpoTuBOMOKA3aHUS ).

Bnuanue na pezynismamol 1a60pamopHbsix aHAIU306

Ipenapar DJITTUJIA® He mpoBOLMPYET BO3HHKHOBEHHE JIOKHOMOJIOKHUTEIHHBIX PEAKIHi Ha

KaHHAOWHOU/IBI.

Binsinne mnpemapara Ha CHOCcOOHOCTH YNPaBJATHL TPAHCHOPTHBIMH  CpPEACTBaMH,
MeXaHH3MaMH

He npoBoauioch uccienoBaHui Ipenapara DJITUIA® 115 OlEHKH BIMSHHS HA CHOCOOHOCTH
YOpaBjIATh ~ TPAHCIOPTHBIMH  CPEICTBaMH, MeXaHH3MaMmu. IlanmeHTOB  HEOOXOIMMO
IpeaynpesinTh, YTO NPH MPOSBICHHH y HUX OECCOHHHMIBI, TOJOBOKPYXEHHM H JpPYTHX
HeXenaTenbHbIX aBiieHui co ctoporsl [[HC uMm cienyer nzberats ynpaBiieHHs TPAHCIIOPTHBIMH

cp€acTBaMu, MEXaHU3MaMHU.

®opma BbIITyCKA

Karmcynbl, 20 mr.

ITo 30 Kkamecya B MONMATUICHOBBIA (IaKOH, YKYIIOPEHHbIH KPBIIKOM C BIArONOIIOTHTENEM H
KOHTPOJIEM MEPBOTO BCKPBITHSL.

1 ¢akoH BMecTe ¢ HHCTPYKIHEH 10 MPHMEHEHHUIO OMEINAOT B I1a4Ky U3 KapTOHA.

YcaoBusi XpaHeHHs
B 3amminesHoM oT cBeTa MecTe npu Temreparype He Bbime 25 °C. XpaHuTh B HEIOCTYITHOM IS

IeTed MecTe.

Cpok rogHocTu

2 ronga. He MIPUMECHSTH 110 HCTCUYCHUU CPOKa r'OTHOCTH.

YcaoBus ormycka

OTrnyckaroT 1o peLenty.

JlepakaTesib PerHCTPALIHOHHOIO Y/10CTOBEPEHHSI
000 «Bupuom», Poccus
121205, r. MockBa, TeppUTOPHS HHHOBAIIMOHHOTO IIeHTpa « CKOJIKOBOY,

yi. HoGens, 1. 5, 31. 1, mom. 1

IpoussoauTteib, PacoBuIHK (MePBHYHAS YIIAKOBKA)
AO «MUXPy», Poccust

MocKoBcKas 061, T.0. XHUMKH, T. XUMKH, yi1. Pabodas, 1. 2A, ctp. 1b

VinakoBmuk (BTopuuHas (MOTPeOUTEIbCKAs) YIIAKOBKA)

AO «MXPy», Poccust
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MockoBckas 001., 1.0. XHMKH, I'. XUMKH, yi1. Pabouas, 1. 2A, ctp. 1
OAO «®apmcrannapt-JlekcpencrBa», Poccus

305022, r. Kypck, yi. 2-s ArperartHas, 1a/18

Buinyckaomuii KOHTPOJIbL KayecTBa

AO «MINXPy», Poccus

MOCKOBCKa‘H 0071., r.0. XumkH, r. XuMku, yi1. Pabouas, 1. 2A, ctp. 1
OAO «®apmcrannapt-Jlekcpenctsa», Poccus

305022, r. Kypck, yiu. 2-s1 ArperatHas, 1a/18

Opraﬂmaunﬁ, NpHHUMAKIAas NPETEH3HH OT HOTpeﬁl/lTeJlSl

AO «MUXP», Poccust

141401, MockoBckas 0011., 1.0. XUMKH, I'. XUMKH, yJI. Pabouas, 1. 2A, ctp. 1

ten.: +7 (495) 995-49-41, www.iihr.ru

IIpu smoputmoli JYRAKOBKe U 6bINYCKAOUL{EM KOHmMpOJie Kayecmea npenapama

Ha OAO «@apmcmanoapm-/lekcpeocmea», Poccusa ykasviearom:
OAO «®apmcrangapt-Jlekcpenctsa», Poccus

305022, r. Kypck, yi. 2-1 ArperarHas, 1a/18

ten./daxc: (4712) 34-03-13, www.pharmstd.ru

['eHepanbHBIi TUPEKTOP
|

00O «Bupuom» : WL’_’_’

E. B. SIky6oBa
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