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WMHCTPYKIIUA
[10 MEJJUIITUHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEIIAPATA

Tpaiikop

PerucrpannoHHsiii Homep:
Toprosoe HanmenoBanue: Tpaiikop
MexayHapo/HOe HelaTeHTOBaHHOe HanMeHoBaHue: peHopubpar

JlekapcrBennas ¢popma: TabIeTKH MOKPBIThIE IJIEHOYHOH 000104KO#

Cocras

Kaxas TabieTka coaepKuT:

LeiicTByrouiee BewiecTBo: heHopudpat (MUKpOHU3UMpOBaHHbIi) 145,0 Mmr.

BcnomorarenbHble BelecTBa: caxaposa - 145,0 mr; Hatpus naypuicyasdar - 10,2 mMr; 1aKTo3bl
MoHOruzapar - 132,0 Mr; KpOCMOBHJIOH - 75,5 Mr; LIeJUTI0/103a MUKPOKpUCTa/IIMYecKas - 84,28 mr;
KPEMHHUS IMOKCH/I KOJUTOMAHBIN - 1,72 Mr; runpomesuios3a - 29,0 mr; goKky3aT HaTpus - 2,9 Mmr;
marHus creapart - 0,9 mr.

[lnenounas o6osouka: Onanpait® OY-B-28920: [monuBuHMIOBBIA cnupT - 11,43 mr; TuTana
quokeun - 8,03 mr; tanbk - 5,02 Mr; equTHH coeBbli - 0,50 Mr; kame/b KcaHTtaHoBas - 0,12 mr] -
25,1 mr.

Onucanue
[IpogonroBareie TabiIeTKH MOKPBITHIE TUIEHOYHON 0007104KO# 6e10ro 1Bera, ¢ Haanucho «145»

Ha OJJHOW CTOPOHE M JIOTOTUIIOM =~ Ha JPYroil CTOPOHE TabJIETKH.

®dapmakoTepaneBTHYECKasi FPYNIA: UIOJIUTTHAEMHYECKOe CPeCTBO - hubpat
Koa ATX: C10ABOS

dapmako/I0rnyecKne CBOHCTBA

DapmakoouHamuxa

AxtuBupys PAIlll-anbda (anbda-penentopbl, akTUBUpYeMbIe MpoardepaTopoM MepoKCHCOM),
(deHopubpaT yCHUIMBACT JUIOIM3 U BHIBECHUE U3 M1a3Mbl KDOBH aT€POr€HHBIX JIMITOMPOTEHI0B
C BbBICOKOM KOHLEHTpauued TPUIVIMLUEPUIOB I[IyTEM AaKTUBALMH JIMIONPOTEHHIIMIIA3bl U
yMeHblueHus cunresa anonporenta CIII. AktuBauus PAIIII-anbga Takke npUuBOJUT K YCHICHHUIO
cuHTe3a anonporeMHoB Al u All.

®enopubpat sBaseTcs NPOU3BOAHBIM (UOPOEBOH KHMCIOTHI, CIIOCOOHOCTb KOTOPOH HM3MEHATh
KOHLIEHTPALMIO JIMITK/IOB B OpraHu3Me uesioBeka onocpenaoBana aktupauueit PAIIIT-ansda.
Onucannbie Bbilie 3¢pdexTs GeHopubOparta Ha JIUNONPOTEHIbl MPUBOJAAT K YMEHBLICHHIO
KOHUEHTpauuu (pakuun nunonporennoB Huzkod (JITIHIT) u oyeHp HU3KOH IJIOTHOCTH
(JITTOHIT), K uKcily KOTOPbIX OTHOCUTCS anonpoTeuH B, n yBeIMYeHUIO KOHLEHTpALMU (paKkLuu
JMMONPOTEeU0B BbIcOKOM miaoTHocTH (JITIBIT), k unciy KoTopeix oTHOCATCS anonporerHsl Al u
All

Kpome Toro, 3a cyer KOoppeKkiMd HapyleHuit cuHte3a v katabonusma JITIOHIT denodubpar
nosbiwaet kaupenc JINMHIT u cHukaeT KOHLEHTPALIMIO MUIOTHBIX M HEOOJIBLIOrO pa3Mepa YacTHIL
JITTHIT, noBbllieHHe KOTOPLIX HAOIIOAAETCS y MALMEHTOB C aTEPOreHHbIM (EHOTHIIOM JIUITH/IOB,
YacTbIM HApYyLIEHUEM Y MALMEHTOB C PUCKOM HILIEMHUYECKOM 60Ie3HH cepata.
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B X0/1€ KJIMHHYECKUX MCCIIE0OBaHMI ObLIO OTMEYEHO, YTO NMpuMeHeHue genodubpara cHUKaeT
KOHLIEHTpaLHIo obiero xonectepura Ha 20-25 % u tpurnuuepuaos Ha 40-55 % W noebiliaet
koHuenTpauuio JINBII-xonectepuna Ha 10-30 %. ¥V nmaumeHTOB ¢ IHNEPXOJIECTEPUHEMHUECH, Y
KoTopbiX KoHueHTpauus JITTHII-xonectepuna cHuwkaercs Ha 20-35 %, npumeHeHue
denopubpaTta NPUBOAMIO K CHIDKCHHIO COOTHOLICHMH: «oOmmii  Xxonectepun/JITBII-
xonecrepun», «JITTHII-xonecrepun/JINBII-xonectepun» u «Ano B/Ano Aly, spisrommxcs
MapKepaMH aTepOreHHOro pucka.

VYuuteiBas BausHue ¢peHopubpata Ha koHueHtpauuto JIITHII-xonecrepuna v TpUriniepuaos,
npumeHeHue npenapata IPQPEeKTHBHO y TMALUMEHTOB C THUIEPXOJECTEPUHEMHEH, Kak
COTPOBOXK/IAIOLIEHCS, TaKk M HE CONPOBOXKIAIOLIEHCS TUNEPTPUIIIMLEPHIEMHUEH, BKIIOYas
BTOPHYHYIO THIEPIUIIONPOTEMHEMHIO, HAIIPUMED, TIPU caxapHOM auabeTe 2-ro Tura.

Bo Bpemsi neuyenus ¢eHohuOpaTOM MOTYT 3HAYUTEIBHO YMEHBIUMTBCS W JaXKe [MOJHOCTBIO
MCYE3HYTh BHECOCY/IMCThIE OTIOKEHHS XOJNECTePUHA (CYXOXKUIIbHBIE U TYOEpO3HbIE KCAHTOMBI).

VYV nainMeHTOB C MOBBIIIEHHOW KOHUEHTpauued QuOpHHOreHa, MoJy4YaBUIMX JIEYEHHE
denodpubpaToM, OTMEYEHO 3HAUMTEIPHOE CHMJKEHME JAHHOIO IOKa3aTess, TakkKe Kak Wy
MalMEHTOB C MOBBIIIEHHONH KOHIEHTpalMed JUnonpoTenaos. Jlpyrue Mapkepbl BOCHaI€HHU,
Takue Kak C-peakTHBHBIN O€JIOK, TAK)KEe YMEHBILAOTCS MPH JIeYeHUH GeHopubpaTom.

JIis nauMeHToB ¢ AMCIAMIUAEMHEH M TUNEepypUKEeMHEH ONOJHUTEIbHOE MPEUMYILECTBO
3aK/ouaeTcss B ypukozypuueckoM addexre ¢deHoduOparta, MNPUBOIAIIEM K CHIKEHHIO
KOHLIEHTPALMK MOYEBOW KUCIIOThI MPUOIU3UTENLHO Ha 25 Y.

B Xo/ie KIMHHUYECKOrO MCCIEI0BaHUsS M B SKCMEPUMEHTAX Ha JKMBOTHBIX ObUIO MOKA3aHO, 4TO
(deHopuOpaT CcHWKAeT arperamuio TPOMOOLMTOB, BBI3BAHHYIO — aneHo3uHaudochaToM,
apaxuI0HOBOH KMCIOTOMN U 3MTHHE(YPUHOM.

BiusHue ¢penodubparta Ha NpOrpeccCUpoOBaHUE MHUKPOCOCYAUCTBIX OCJIOKHEHHH Yy MALMEHTOB C
caxapHbIM inabeToM 2 Tumna ObIIO MOKa3aHO B MEXK/TyHapOHBIX PaHIOMH3MPOBaHHbIX Iu1aLe6o-
KOHTPOJIMPYEMBIX MCCIIEIOBAHUSX.

B uccnenoBanuu ACCORD (BetBb «KACCORD-eye») B noarpynne, Bkaovapuiei 1593 nauuenra
¢ caxapHbiM aAuabeTom 2 TuIa, MporpeccupoBaHue auabeTHuecKol peTHHonaTuu Ha 3 u Gosee
MyHKTOB 1o MexayHapoanoi mkane (The Early Treatment Diabetic Retinopathy Study Severity
Scale - ETDRS) Obu1o BbisiBIeHO y 6,5 % NalMeHTOB, MOTY4aBIIMX KOMOWHMPOBAaHHYIO
TUIMOJIMITHIEMUYECKYIO Teparuio, BKIIOYABLIYIO CMMBAcTaTUH U (eHodubpar, B CpaBHEHHH C
10,2 % mnauMeHTOB, MOJydYaBIIMX cUMBacTaTuH M maunebo (OLI 0,60; 95 % JIA, 0,42-0,87;
P=0.006).

Tepanus ¢eHodubpaToM TakKe MpUBesia K YMEHBILICHUIO NMOTPEOHOCTH B JIA3€PHOM JIEYEHHH
nuabetnueckoit peruHonatiu (3,6 % no cpaBHeHuto ¢ 5,2 %, P=0,0003) B uccnenosanuu FIELD.

DapmakoKunemuxa

Tpaiikop 145 Mr TaGneTKu TOKpbITbIE IUIEHOYHOH oOonovkoi coaepxkar 145  wmr
MHUKPOHU3MPOBaHHOTrO (heHoPuOpaTa B BU/1€ HAHOYACTHULL.

Hcxonubiii  peHodpubpar B mia3me KpoBu He oOHapyxuaercs. OCHOBHBIM IUIa3MEHHBIM
meTtabonuToMm siBisiercst henodubpoepas KucioTa.

Bcacwvisanue

MakcumainbHas KOHLEHTpalUs B IUIa3Me€ KPOBHM JOCTUraercs 4epes 2-4 yaca mociie npuema
BHYTpb. [IpH IJIMTEILHOM TMPUMEHEHUWHM KOHLIEHTpalMs Mpernapara B IJ1a3M€ KPOBH OCTaeTcs
CTaOMJIbHOM HE3aBUCHMO OT MH/MBH/1yaJIbHBIX OCOOEHHOCTEH MalMeHTa.

B otauume oT npeabAyIKX JekapcTBeHHbIX GopM deHodubpaTa, MaKCMMallbHas KOHLEHTPALMS
B IJ1a3Me KpOoBH M obuiee jeiicTBue peHopuOpaTa B BUJE HAHOYACTULL HE 3aBUCAT OT BPEMEHH
npuema muiu. [Toatomy Tpaiikop 145 Mr MOXHO MPUHUMATH B J1000€ BpeMs HE3aBUCHMO OT
npuema Mully.

Pacnpeoenenue

®eHopuOpoeBas KUCIOTa MPOUHO CBSA3BIBAECTCS C aTbOYMUHOM M1a3Mbl KpoBH (6osiee 99 %).



Ilepuoo nonyswvieeoenus

[lepuon nonyesiBeaeHus peHoGUOPOEBOH KUCIOTHI - 0KOJ0 20 4acoB.

Memabonusm u evigedeHue

[Tociie mpuema BHYTpb (eHoduOpaT ObICTPO rWaponu3yeTcs 3cTepazamu. B miasme Kposu
OOHapyKUBaeTCs TOJBKO OCHOBHOM aKTHBHbINH MeTabomut (enodubpara - denopubpoesas
kuciora. @enopudpar e spasercs cydberpatoM s uzopepmenta CYP3A4 u He npuHHMaeT
y4yacTus B MUKPOCOMaJIbHOM MeTaboIu3Me.

BeiBOAMTCS raBHBIM 00pa3oM Modkamu B Bujae (GeHopHOpoeBOH KMUCIOTHI M KOHBIOraTa
rmoKyponuaa. B tedenune 6 aueit herodubpar BHIBOAMTCS MPAKTUUECKH MOJHOCTBIO. OOLIMi
KiupeHe GeHohuOpoeBoit KUCIOTHI, ONPEAEASEMbIN Y MOKUIILIX NALMEHTOB, HE H3MEHSETCS.
[Ipenapat He KyMyJHpYeT Moc/e OJHOKPATHOrO MPUEMa U MPU JAJTUTEILHOM IIPUMEHEHHH.

[1pu remoimanuse He BHIBOJUTCS.

Ocobvie epynnel nayuenmos

Jemu

D dexTUBHOCTB U 6€30MaCHOCTh HE YCTAHOBIIEHBI, JaHHbIE OTCYTCTBYIOT. [l03TOMY nprMeHeHne
npenapara Tpaiikop npoTuBonokas3aHo y aereit 1o 18 ner (cm. pazaen «lIpotuBonokasanus»).
Ilayuenmur nodxcunozo 6ozpacma

Prick noGo4HbIX peakuuii Ha npenapaT TpaiKkop MOXKeT ObIThb BBILLIE Y MALMEHTOB ¢ HAPYILICHHEM
(yHKUMHM TOYEK, MOCKOIbKY (eHodubpoeBas KHUCIOTa B 3HAYUTEIbHON CTEMEHU BBIBOIUTCS
noukamu. BozaeiictBue dheHoHOpOEBOii KMCIOTHI HE 3aBUCUT OT Bo3pacta. B Buay TOro, 4ro
pacnpoCTpaHEHHOCTh HapyIIEeHUH (YHKLUH MOYEK CPeIH MALUEHTOB MOKHUJIOro BO3pacTa BhILIE,
JI03MpOBaHue npenapara Tpaikop ciieayer MpoBOAUTH ¢ y4eTOM (QYHKLMH MOYeK (CM. pasiesibl
«Cnocob mpumenenuss U 103b» U «lIpoTrBOnokazanusy»). [lauuentam noxuioro Bospacra ¢
HOpPMaJIbHOM (YHKIMEH MOYeK KOppeKuuH [103bl He TpelOyercs. HeobOxoaum MOHMTOpPHMHI
(GYHKIMK MOYEK NaHHOI KaTeropuu NalMeHToB NpH NpUMEHeHUH npenapara Tpaiikop.
Iayuenmoi ¢ napyweHusamu GyHKyuu nevenu

dapMaKOKMHETHYECKHE HCCIIEIOBAHHMS Y MALMEHTOB C HapylWEHUAMHU (YHKUMHM TEYEHH He
MPOBONJIUCH.

IHayuenmer ¢ HapywenuaAMu GYHKYUU NOYeK

VY NanueHTOB ¢ TSHKEJIBIM HapylleHHeM (YHKIMHU MOYeK CKOpOCTh KiupeHca (eHopudpoesoit
KUCJIOTBI 3HAUYUTEIbHO CHHIKAETCS, B CBS3U C YEM COEJMHEHHME MOXKET aKKyMYJMpOBaThCs NpH
MHOTOKPaTHOM HCIOJIb30BaHHH.

VY nauueHToB ¢ yMepeHHbIM HapyleHueM ¢yHkuuu nouek (kiaupenc kpearununa (KK) ot 30 1o
60 MJI/MHH) KIMpPEHC M 00BeM pacrpejesieHHs NMpu nepopajbHOM rpueme peHopudpoeBoii
KHCJIOTBI YBEJMUYMBAIOTCS MO CPABHEHHIO CO 370pOBbIMU Ao0OpoBoabulamu (2,1 1/u u 95 n B
cpaBHenuu ¢ 1,1 1/4 u 30 1, COOTBETCTBEHHO). Y MALMEHTOB C YMEPEHHBIM HApyIICHHEM
bynkuuu noyek tpedyercs Koppekuus a03bl. Eciu 6osnee HU3Kas 103MPOBKA OTCYTCTBYET, TO
(dhenodubpar He peKOMEH/I0BaH K IPUMEHEHHMIO.

VYV nauueHToB C TsKenbiM HapymeHuem ¢yHkuuu nodek (KK<30 mu/mMuH) npuMeHeHue
(henodubpara nporusornokazano (cm. paszaen «IIpoTuBonokazanus»).

IToka3aHusi K NPUMEHEHH IO

['unepxonecTepuHeMusi W TUNEPTPUIIMLIEPUACMHUS  M30JMPOBAHHAs  WJIM  CMELIaHHas
(mucmunuaemus tan Ila, Ilb, 111, 1V, V no knaccudukaunn @peapukcoHa) y NauMeHTOB, Ui
KOTOpBIX JH€Ta WM JApYrHe HEMEIMKAMEHTO3Hble Jie4eOHble MEpONpUATHS (HampuMmep,
CHIDKEHHE  MacChl Tela WIM  yBeJWYeHHe  (U3MYECKOH  aKTMBHOCTH)  OKa3aJluch
Hed(pHeKTUBHBIMU, OCOOEHHO MPH HAJTWYMM CBS3aHHBIX C AUCIMNMAEMHEH (PaKkTOpOB pucKa,
TaKUX KaK apTepuaibHas THNepTeH3Ms U KypeHue.

Jng nedeHHs BTOPUYHOM TMIIEPIMIIONPOTEMHEMHH T[pernapar MPUMEHSETCs B TeX Cly4Yasx,
KOrJla TUIMepIUIIONPOTEHHEMHUS COXpaHAEeTCs, HEeCMOTPs Ha A(PdEeKTUBHOE JI€UEeHHE OCHOBHOIO
3aboneBaHus (HampuMep, AUCIUIUIAEMUS NPU CaxapHOM auadere).



IIpoTuBONOKa3aHus

- TIOBBILIEHHAs YyBCTBUTEILHOCT K eHOGUOpaTy Wi ApyrMM KOMIIOHEHTaM JIEKapCTBEHHOIO
Cpe/CTBa;

- TSOKeJIble HapylueHus GyHKIMU neyenu - knace C no wkane Yaina-I1sto (Bkiovas OuinapHblii
LMPPO3 U MEPCUCTUPYIOILEE HAapyLIeHHe (PyHKLUH NEeYEeHH HESICHON 3THOJIOTHH);

- TSDKEJI0e ¥ YMepeHHOe HapylieHue GyHKIMU novek (KIMpeHe KpeaTHHUHA Hibke 60 M1/MHUH [uis
JIaHHOM JO03UPOBKU Mpenapara);

- Bospact 10 18 ner (3¢ppekTuBHOCTH M 6€30MaCHOCTE HE YCTAHOBIIEHBI);

- HaJIM4YMe B aHamHe3e (HOTOCeHCHOMIU3ALUKU UK HOTOTOKCHYHOCTH TIpH JieueHuH (udparamu
WM KETONPO(EeHOM;

- 3a00/1€BaHUs JKETYHOrO My3bIpsl B aHAMHE3E;

- MEPUO/] IPYIHOrO BCKapMJIMBaHMS;

- BPOXK/JEHHAs rajJlakTO3eMMUs, HEOCTATOUHOCTD JIaKTa3bl, HAPYLIEHUE BCAChIBAHHUS TJIFOKO3bI U
rajiakTo3bl (Mpenapar CoAEpKUT JIAKTO3Y);

- BpOKJIEHHas (pyKTO3eMHsl, HEJOCTATOYHOCTh Caxapasbl-M30MajbTa3bl (Mpenapar COAECPKUT
caxaposy);

- MAUMEHTBI C aJUIEPrueii K apaxucy, apaxMcoOBOMY Maciy, COEBOMY JICLMTHHY MJIH POJACTBEHHBIM
MPOJyKTaM B aHaMHe3e (B CBSA3M C PUCKOM Pa3BUTHS pPEaKLMH MOBBIILIEHHON YyBCTBUTEILHOCTH);
- XpPOHMYECKHMH WM OCTpbIH MaHKPEAaTUT, 32 MCKIIOYEHHMEM CIIy4aeB OCTPOro IaHKpeaTHTa,
00YC/IOBIEHHOTO BBIPAXXEHHOMN TMIEPTPUTTHLIEPUAEMHUEHA.

C 0CTOPOKHOCTBIO

VY nauueHToB ¢ hakTopamu, npeapacroiaraloliiMy K pa3BUTHIO MHONIATHH U/WIIK pabIOMUOIIH3A,
BKJItoYass Bo3pacT crapuie 70 jer, OTArOUICHHBbIH aHaMHe3 [0 HAaCIEeJACTBEHHBIM MbIIIEYHBIM
3abosieBaHUsAM, TMIIOTUPEO3 U 3710ynoTpedieHue aakoroaem (cm. pazaen «Ocobble yKazaHUusi»);
MpUMEHEHHUe Npu 6epeMEHHOCTH; MPHU OJIHOBPEMEHHOM MPUEME NEPOPATIbHBIX AHTUKOATrYJISIHTOB,
uHruoutopoB 'MI'-KoA-peaykrassl (cM. pa3zen «B3aumoaencTeue ¢ ApyruMHu JIEKapCTBEHHBIMU
Cpe/ICTBaMmu»).

IIpumenenne npu 6epeMeHHOCTH H B EPHO IPYAHOr0 BCKAPMJIHBAHHUS

Depmunvrocms

B JOKJIMHUYECKUX HUCCIEI0BAHUAX PENPOIAYKTUBHON TOKCUYHOCTH HE BBIABICHO 3((EKTOB MpH
ucnosb3oBaHuu peHopubparta Ha GepTUIIbHOCTD KUBOTHBIX. O1HaKo, HabmoAanack obpaTHMas
TUTMIOCTIEPMHUS. M BAKyOJIM3allMsl SIMYEK, a TaKkKe He3pesiocTb SUYHUKOB B MCCIICOBAHUH
TOKCHYHOCTH Ha MOJIOJIbIX cOOaKax MpU MHOTOKPaTHOM BBe/IeHHH (peHOPUOpOeBOH KUCIOTHI.
KnuHuyeckue AaHHbIE MO BIMSHUIO Tpernapata Ha (GepTUIIBHOCTb y MY)KYMH MM JKEHIUMH
OTCYTCTBYIOT.

Bepemennocme

OTCyTCTBYIOT JOCTAaTOYHBIE JaHHBIE O MpUMeHeHuM ¢eHopubpata OepemeHHbIMUH. B
MCCIIEZIOBAHUSAX, TMPOBEACHHBIX HA MbIlIAX, Kpbicax W KpOJMKAX, TepaToreHHelid 3¢dekr
¢denopubpata He Habmopancs. IMOPHUOTOKCHMYHOCTH OTMEYaiach MPU HA3HAYEHUM B XOJ€
JNOKJIMHUYECKUX HCTbITAHUN /103, TOKCHYHBIX U1 MaTepUHCKOro opraHusma. I[Ipu mnpueme
npenaparta B BbICOKHMX /103aX OTMEUAJIMCh MPOJIOHralMs nepuoja 6€peMeHHOCTH U OCJIOKHEHUS
MpH pojax.

[ToTeHUMaNbHBIM PUCK /U 4YelOBeKa HeusBecTeH. [103ToMy mMpUMeHsATh mpenapar BO Bpems
6epeMEHHOCTH MOXHO TOJIBKO IMOC/Ie THIATEIbHOM OLEHKH COOTHOIIEHHS 0JKUAAeMO MOJb3bl K
BO3MOKHOMY PHUCKY.

Ilepuoo zpyonozo eckapmaueanus

Henoctarouno uHdopmaunu o6 sxkckpeunn dpeHopubpara u/uam ero MeTaboIMTOB B IpyIHOE
MOJIOKO. Henb3si MCKIOUMTh PUCK Ui TPpyAHBIX JeTeil. He cieayer npumeHsaTs mnpemnapar BO
BpeMs TpYAHOro BcKapmuBaHusA. [Ipy HEOOXOAMMOCTM NMpPUMEHEHMs Ipernaparta B MEPHOL
JIaKTaLMK, IPyAHOE BCKApMJIMBAaHHE HEOOXOAUMO MPEKPATUTD.
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Cnoco0 npuMeHeHHUs H J03bl

Heobxoaumo npoo/mkaTh coOmoJaTh MMIIOX0JIECTEPHHEMUYECKYIO JMETY, KOTOPOH MalUeHT
NpuIepKUBaJICS JI0 Havaa edeHus npenaparom Tpaiikop 145 mr.

Ta6nerku Tpaiikop 145 mr crieyeTr nporaaTbiBaTh LEJIMKOM, HE pa3)KEeBbIBas, 3ar1Bas BOJIOM.
Tpaiikop 145 Mr MOXXHO IPUHUMATH B JIIOO0E BpPeMs Hs, HE3aBUCUMO OT BPEMEHH NIPHUEMA TMUILH.
Bapocible.

ITo onHoii Tabnetke npenapata Tpaiikop 145 Mr ouH pa3 B CyTKH.

[TauMeHTsl, MPUHUMAIOLIKE 10 O/IHOM Kancyie peHodubpara MukpoHu3upoBaHHoro 200 Mr uim
no oxaHoit Tabnetke (enopubpaTa MUKpOHM3MpOBaHHOrO 160 Mr (BO3MOXKHO NPHUMEHEHHE
npenapara Tpaiikop B 103e 160 Mr) B CyTKH, MOTyT nepeiiTu Ha npueM | TabieTku npenapara
Tpaiikop 145 mr 6e3 10NOTHUTEILHOW KOPPEKTUPOBKH J03bI.

Hoxcunvie nayuenmol 63 HapyuieHUl QYHKYUU nOYex

PekomeHyeTcs NpUHUMATh CTaHAapTHYIO 103y /1 B3pocibIX (1 TaGieTka B CYyTKH).

D¢ deKTUBHOCTD Tepanuu CJeayeT OLEHUBATH 10 KOHLEHTPALMH JIMMKA0B (0OLIEro XoaecTeprHa,
JITTHII, TpuUriMiuepuaoB) B ChIBOPOTKe KpoBH. [Ipu OTCyTCTBHM TepaneBTHYecKoro sddekra
10CJIe HECKOJIBKMX MECSLIEB Tepanuu (Kak MpaBuiIo, nocie 3-X MeCALEB) claeyeT pacCMOTPETh
1esecoo0pa3HOCTh Ha3HAUEHHS COMYTCTBYIOLIEH WM ajlbTePHATUBHON TEPAIHH.

ITayuenmyi ¢ Hapywenusmu QyHKyuu nevenu

B cBsi3M ¢ HEZOCTATOYHBIM KOJIMYECTBOM HAKOIUICHHBIX JAHHBIX 110 MPUMEHEHHIO Tpenapara
Tpaiikop y MauMeHToB ¢ HapyLEeHUsAMU QYHKLNU NIEUYEHH, HE NIPEACTABISAETCS BO3ZMOXKHBIM 1aTh
PEKOMEH/IalMKU 10 MPUMEHEHHIO MpenapaTa y AaHHOH Kateropuu 60/IbHbIX.

Ilayuenmvi ¢ HapyweHUAMU QYHKYUU NOYEK

[TaieHTaM ¢ JIerKoi XpOHHYECKOH MOYE€4YHON HE0CTaTOYHOCTBIO (KIMPEHC KpeaTMHMHA BbILLIE
60 MJI/MUH) KOppeKLHs 103bl He TpeOyeTcs.

ITo6ouHoe neiicTBHE

Bo Bpems mianebo-KOHTPOIMPYEMBIX KIMHHUYECKUX MCCIE0BaHUN HAOIIOJAIUCh ClIe/yIOIIUe
HexenatesbHble (PeKThl, Klaccupuuupyemble cIeIyrolmM o0pa3om: oueHb 4acTeie (>1/10),
yacteie (>1/100, <1/10), Heuactoie (>1/1000, <1/100), peaxue (=1/10000, <1/1000) u oueHn
peakue (<1/10000), yacToTa Heu3BecTHA (HE MOKET ObITH MOACYMTaHA HA OCHOBAHUH MMEOLIIMXCS
JIAHHBIX):

Hapywenusi co cmoponsl Kposu u aumgamuieckoil cucmemoi:

Penkue: cHIKeHUE reMorjio0uHa U JIEHKOLUTOB.

Hapywenusi co cmopoHsl umMMyHHOU cucmembl.

Penkue: peakuMu runepyyBCTBUTEILHOCTH.

Hapywenus co cmopoHbl HepsHOU cucmembt:

Heuacteie: rosioBHast 60J1b.

Hapywenus co cmoponul cocyoos:

Heuactbie: TpomGo3mMGonus (TpomMGoIMOONIUs JIeroyHoil aprepuu U TpomOO03 IIyOOKHX BeH
HWKHHAX KOHEUHOCTEeM)**.

Hapywenusi co cmoponwl dceny00uHo-KuueyHo20 mpakma:

YacTele: MPU3HAKK M CUMITTOMBI PacCTPOMCTBA XKeTyJOYHO-KUILEYHOro TpakTa (60J1b B )KMBOTE,
TOLLHOTA, PBOTA, AMapesi, METEOPU3M).

HeuacTtble: mankpeaTuT*.

Hapywenus co cmoponvi nevenu u sceniebl800sauux nymeii:

YacTble: MoBbILIEHHE AKTUBHOCTH ChIBOPOTOYHBIX TPAaHCAMUHA3.

Heuacteie: xonenuruas.

Penkue: renatur.

Hapywenust co cmopomnsl Kodtcu u NOOKOIHCHbIX MKAHE:

HeuacTtble: KOXKHbIE peaklMi MMIepPYyBCTBUTEILHOCTH (HAlpUMep, KOKHas Chlllb, KOXKHBIH 3y,
KpanuBHHULIA).

Penkue: anoneuus, peakiuu GOTOYYBCTBUTEILHOCTH.



Hapywenus co cmopoHbl cke1emHo-MbluleYHOU U COCOUHUMENbHOT MKAHU:

HeuacTtele: mopakeHus: Mbiuill (Harnpumep, auddys3Has Muaurus, MHO3MUT, ClasM MBI H
MbllI€YHas c1ab0CTh).

Hapywenusi co cmopoHsl no106bIX OP2AHOB:

Hewacteie: 3peKTuiibHas AUCHYHKIHSL.

Brusinue na pe3yibsmamul 1a60pamopHuX U UHCHPYMEHMANbHBIX UCCIe008AHUIL

OueHb YacThie: MOBBIIIEHHE YPOBHS FOMOLIMCTEHHA B KpOBU* **

HeuvacTble: MOBBIILIEHUE KOHIIEHTPALMU KPEaTHHHHA B CHIBOPOTKE KPOBH.

Pesikue: MOBbIIIEHHE KOHIIEHTPALIMK a30Ta MOYEBHHBI B CbIBOPOTKE KPOBH.

* B paHIOMH3MPOBAHHOM, II1aLe00-KOHTPOIUPYEMOM KiIMHM4YeckoMm uccneaoBanun FIELD,
NpOBEAEHHOM Y 9795 mauueHToB ¢ caxapHbIM AnabeToM 2 THIA, MoTy4aBIIUX peHoubpat, 6b110
BBISIBJIEHO CTATUCTHYECKM 3HAYUMOE YBEJIMUCHUE 4acTOThl ciydaeB nankpeatuta (0,8 %, 40 u3
4895 namenTos) no cpaBHeHuio ¢ 0,5 % B rpynne mwianebo (23 u3 4900 nauuentos); P=0,031.
** Coo0anoch O CTaTHCTHYECKH 3HAYMMOM MOBBILICHUH YacTOThI Pa3BUTHs TPOMOOIMOOIHH
nerounoit aprepun (0,7 % (32 u3z 4900 nauueHTOB) B rpymnne, NpuHMMaBLIeH mianedo, no
cpaBHenuIo ¢ 1,1 % (53 u3 4895 naiyeHTOB) B rpyIne NaldeHToB, MPUHUMaBLIMX (eHopudpar;
P=0,022) 1 0 CTATUCTUYECKH HE3HAUMMOM TOBBILIEHUH YaCTOTHI pa3BUTHA TPoMOO3a riyO0OKHX
BeH (mpu npumereHuu miaueto: 1,0 % (48 uz 4900 naiuenTtoB); npu npumeHeHuu penodubpara:
1,4 % (67 u3 4895 nauuenTton); P=0,074).

*¥**  CpenHee yBeJMUYEHHE YPOBHS TOMOLIMCTEHHA B KPOBM Yy MALMEHTOB, IOJY4YaBLIMX
benodpubpart, coctaBuao 6,5 UMOJB/TT U MMeso oOpaTuMblil 3G deKT Npu npeKpaleH!y JeYeHus
denopudbpatom. [loBbiieHHBbIH pucK TpomOo3a riIyOOKHMX BeH MOXKEeT ObIThb CBf3aH C
yBEJIMYEHHUEM YPOBHS romouuctenHa. OJHAKO, KIMHUYECKass 3HAYUMOCTb BBILIEONHMCAHHOIO
SIBJICHUSI HE YCTAHOBJICHA.

B nepuoa nmocTMapKeTHHrOBOrO MPUMEHEHHS TMOCTYMajld CHOHTAHHbIE COOOLIEHUS O psje
no6o4HeIX 3¢ dekroB. [To UMerOUMMCs JaHHBIM YCTAaHOBUTH TOYHYIO 4acTOTy 3TUX 3 deKToB
HEBO3MOXKHO, MOATOMY OHa KJ1acCCU(PULMPYETCs KaK «4acTOTa HEM3BECTHA.

Hapywenus co cmoponvi HepeHOll cucmembl: YTOMISEMOCTb.

Hapywenus co cmopoHsl ObixamenbHol cucmemsl, 0peaHo8 2pyoHOU Kiemku U CpeooCmeHUs.:
MHTEPCTULIMATIbHOE 3a00JI€eBaHUE JIETKHX.

Hapywenuss co cmoponvl neveHu u icenyeevleo0suyjux nymei: KENTyXa, OCIO0KHEHHUS
XoJlenuTrasa (Harmpumep, XoJIeMCTUT, XOJaHIUT, JKeTYHas KOJIMKa).

Hapywenus co cmoponst K0xicu u NOOKOJNCHbIX MKaHell: TSHKEIble KOKHbIE peakluy (Hanpumep,
mHoroopmuas spurema, cuHapoM CrHuBeHca-J/[KOHCOHA, TOKCHYECKMI 3MuaepMaibHbIi
HEKpOJIn3).

Hapywerusi co cmopoHsl ckeiemHo-MbluleYHOU U COeOUHUMENbHOU MKaHu: PadJIOMHUOIIN3.

Ilepeno3upoBka

HMeroTcs TONBKO eIWHMYHBIE COOOIIEHHS O mnepeno3upoBke. B OonbIIMHCTBE ciay4aeB o
CUMIITOMAX TMepe03UpOBKH He coobmmanoch. Crnenuduueckuit aHtupotr HeussecteH. [lpu
MOI03PEHUH Ha MEPEeI03UPOBKY CJIEAYET Ha3HAYMTh CUMIITOMATHYECKOE M, TPU HEOOXOAUMOCTH,
nojJepxuBaroiee jeyenue. ['emoauanus HeapeKTHBEH.

B3aumoeiicTBHe ¢ APYTrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

lepopanvuvie aumuxoazynsinmoi

®enodubpar ycunupaer 3¢dexT nepopasbHbIX AHTUKOAryJSHTOB U MOXKET IMOBBICUTH PHUCK
KPOBOTEUYEHHUA, YTO CBSI3aHO C BBITECHEHMEM AHTUKOAryJIIHTAa U3 MECT CBS3bIBAHUS C OesIKaMu
maasMbl  KpoBM. B Hauvane sieuenus ¢GeHopuOpaToM pPEKOMEHIYETCS CHU3UTH 103y
AQHTUKOATYJISHTOB MPHOJIM3UTENBHO HA TPETh C MOCIEAYIOUIUM MMOCTENEHHBIM MO0A00POM 103bl.
[TogGop /03Bl pEKOMEHAyeTCs MpoBOAMTH Moja KoHTpoaem MHO  (MmexayHapoaHoro
HOPMaJIN30BaHHOTO OTHOLLEHHUS).



Luxnocnopun

OnucaHo HECKOJIBKO TSKENBIX CiTy4aeB 00paTHMOro HapylIeHHs MOYeuHOH (QyHKLMH BO BpeMs
OJIHOBpeMeHHOro JiedeHus QeHodubpatom u wuukiaocnopurom. [lostomy HeoGxoaMMO
TIIATEIbHO KOHTPOJMPOBATH COCTOSHUE MOYEUHON (PYHKLUMM Y TaKMX MaUUEHTOB U OTMEHHMTHb
(beHodubpaT B cilyyae Cepbe3HOro U3MEHEHHs 1ab0paTOPHBIX MMOKa3aTelei.

Huzubumopur I MT-KoA-pedykmasvl (cmamunvi) u opyaue ghubpamei

[Tpu npueme peHopubpara ogHoBpemeHHO ¢ uHruoéuTopamu I' MI'-KoA-peaykrassl Win Apyrumu
¢ubpaTaMu MOBBILIAETCS PUCK CEPbE3HOIO TOKCHYECKOrO BO3/ICHCTBUA HA MBILIEYHbBIE BOJIOKHA.
Takyr0o KOMOMHMPOBaHHYIO TEparui0 CleAyeT MPOBOAUTH C OCTOPOKHOCTBIO M TIIATEIBHO
KOHTPOJIMPOBATH COCTOSIHUE MALMEHTOB Ha MPEJIMET HaTM4Usl PU3HAKOB TOKCHYECKOTrO BIIMSHUS
Ha MBILIEYHYIO TKaHb (cM. pazaen «OcoOble yKazaHUs»).

IIpasacmamumn

OnHoBpeMeHHoe npumeHeHne (erodudpara (B 103e, sKkBUBANCHTHOH 145 Mr ¢enodubpata) u
npaBactatiHa (40 mr 1 pa3 B cytku) B Teuyenue 10 aHeit y 23 340poBbIX J00pOBOJIBLEB
COMPOBOXK/IAJIOCH YBEIMYEHHEM Cpe/iHell MaKCUMaIbHON KOHIEHTpaLUH B 11a3Me KpPOBH (Cmax)
npaBacTaTuHa Ha 36 % (aMana3oH U3MEHEHHit: OT CHUKEHUs Ha 69 % no yBenuyenus Ha 321 %)
M YBEJIMYEHHEM CpeJHell BeIMYMHBI IUIOIAAM 1oJA  (apMaKOKMHETUUYECKOHW KpHBOM
«koHueHTpauusa-spems» (AUC) npaBactatuHa Ha 28 % (auana3oH W3MEHEHMH: OT CHHKEHHs Ha
54% pno ysenuuenus Ha 128 %). Ilpm OAHOBpEMEHHOM TMPUMEHEHUU I[IpaBacTaTHHA C
deHopubpatom Takxke Habmomanoch yBenudeHue cpeaHeid Cmax OCHOBHOro Mertabosnuta
npaBactatuHa (3-anbda-ruapoKCH-u3o-rnpaBactatiia) Ha 55 % (auana3oH W3MEHEHHH: OT
cHIKeHus Ha 32 % 10 yBennueHus Ha 314 %) u yBenuyenue cpeaneit eanuuasl AUC 0CHOBHOTO
meTabonuTa npaBactaTiHa Ha 39 % (1Mana3oH U3MEHEHUH: OT CHUXKEeHUS Ha 24 % 10 yBEJINUEHHUS
Ha 261 %).

Cumsacmamun

B knaunuueckom wuccienoBaHuu (eHopuOpaT NMpUMEHsSUICS B J03€, SKBMBAJICHTHOW 145 wmr
(denodubpara, 1 pa3 B cytku B Teuenue 10 nueit. Ha 10# nenb k denopubpaty Obin nobasiieH
cumBactaThH B a03¢ 40 mr. Cpeansas BennurHa AUC cuMBacTaTUHOBOM KHCJIOTBI, OCHOBHOIO
aKTUBHOro Metabonuta, Ha (oHe mnpuema ¢eHopubpara, cHuxkanace Ha 42 % (amanas3oH
U3MEHEHUI: OT cHKeHus Ha 77 % o ysenudenus Ha 50 %). @enodubpar He Bausa (0 %) Ha
cpeaHior BeTMYUHY Crax CHMBACTaTMHOBOM KHUCIIOTHI (IMANa3oH U3MEHEHUH: OT CHHXKEHHUS Ha
67 % no yeenudenus Ha 92 %). Cpenusis MuHUManbHas KoHueHTpauus (Cmin) peHodubpoesoit
KHMCJIOTBI YBeIU4MIach Ha 14 % (nuana3oH U3MEHEHMI: OT CHUKEHHUs Ha 7 % J10 yBEIMYEHHUs Ha
48 %) mnocne NpUMEHEHHs CHMBACTaTHHA, 4YTO CBHJIETEJIbCTBYET 00 OTCYTCTBUM BIIMSHUA
cUMBacTaThHa B 103¢ 40 Mr Ha KOHLeHTpauuio GeHoGuOpoeBoit KUCIOTHI B IJ1a3M€ KPOBH.
Amopeacmamun

OpHoBpeMeHHOe npuMeHenne peHopubOpara (B 103e, FKBUBaICHTHOH 145 mr ¢enodubpara) u
aropBactatuHa (20 mr) oauH pa3 B cyTkd B TeueHue 10 auei y 22 310poBbIX JOOpPOBOJIbLEB
MYCKOI0 MoJ1a CONpOBOX/AI0Ch CHYKeHUEM Ha 14 % cpeaneii Bennuunbl AUC aTtopBacTtaThHa
(1Mana3oH U3MEHEHUI: OT CHUXKeHHUsl Ha 67 % 10 yBennueHus Ha 44 %). Cpeanee 3HaueHHE Crax
aTopBactaTiHa He u3MeHsnock (0 %) (amana3oH W3MeHeHMH: OT cHukeHus Ha 60 % 1o
yBenuyeHust Ha 136 %). Ilpy COBMECTHOM MHOrokpaTHoM nmpueme (¢eHopubpata U
aTOpBacCTaTHHA HE BBISBJICHBI 3HAYMMBbIE (PapMaKOKMHETHYECKUE U3MEHEHHS Cpe/IHEH BeIMUHHbI
AUC (cHmxkeHnue Ha 2,3 %; 1uana3oH U3MEHEHUIt: OT CHIKEHUs Ha 39 % 10 yBennuenus Ha 40 %)
unu cpesineii BeauuuHbl Cmax (CHMOKEHUE Ha 3,8 %; 1Mana3oH U3MEHEHMIA: OT CHIKEHHs Ha 29 %
1o yBenuueHus Ha 42 %) heHopubpoeBoit KUCIOTHI.

Pozysacmamun

OnHoBpemeHHOe NpumeHeHue penoduodpara (67 mr 3 paza B cyTku) U pozyBactaTiHa (10 mr 1 pa3
B CYTKH) B TeUeHHE 7 qHEH He MPUBOJNIIO K KIMHUYECKU 3HAUUMOMY U3MEHEHHIO KOHLIEHTPaLUH
000MX JEHCTBYIOIIMX BELIECTB B [J1a3M€ KPOBH.

Dzemumud

B dapMakokMHETHYECKOM HCCIIEOBAHUH, NP OJHOBPEMEHHOM MpUMeHeHHH ¢ peHodudpaTom
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KOHLIEHTpalMs o0lero 33eTuMuba yBennuuBaiach npumepHo B 1,5 pasa. JlaHHoe moBblleHHE
pACLICHHBAETCs KaK KJIMHWYECKH He3Haunmoe. DddekTuBHOCTL M GesonacHocTh (eHopubpara
TPU OJTHOBPEMEHHOM TPUMEHEHHH C H3ETUMHOOM Obljia H3y4eHa B KJIMHUYECKOM UCCIICIOBAHUH.
O/1HOBpeMEHHOE NpUMeHeHHe 33eTumuba ¢ apyrumu ¢ubpatamu (knopubpar. Gezapudpar.
rempuOpo3uiI) U3y4eHO He GBUIO (CM. HHCTPYKLIMIO 110 IPUMEHEHHIO MpernapaTa 93€TUMHUO).
Cexeecmparnmbl HCeNyHbIX KUCTIOM

Abcopbums GubpaToB yMEHBILAETCS XOJECTUPAMUHOM.

Dcmpoeenvi

DCTPOreHbl MOTYT MPUBECTH K MOBBILIEHHIO YPOBHS JIMITHUIOB.

IIpou3eo0Hbie MuazonuOUHOUOHA (2IUMA30HbL)

[Ipu oaHOBpeMeHHOM mpuMeHeHnH (eHodubpata M rIMTa30HOB COOOIIANOCH O HECKOJIBKHX
ciay4asx oOpaTUMOro MapagoKCaIbHOTO CHIDKEHHS KOHLEeHTpauuu Xonecrepuna JITIBIL
[TosToMy IpU MPOBEAEHHH OJHOBPEMEHHOW Tepanuu PpeKOMEH/YEeTCs KOHTPO/Ib KOHIIEHTPALMU
xosecrepuna JITIBII, u B ciiydae BbIpaXKEHHOTO CHWKEHMSI KOHLeHTpaluu xosectepuna JINTBII
npenapaTbl OTMEHHUTb.

Hzopepmenmor yumoxpoma P450

HccreoBanus MHKPOCOM M3 [€YEHHM 4elloBeKa in vitro mnokasaau, uto ¢eHodubpar u
(denopubpoeBasi KUCIOTa HE SBIAIOTCS UHIMOMTOPAaMHU ClIEAYIOLIMX H30(epMEHTOB LIUTOXpOMa
P450 (CYP3A4, CYP2D6, CYP2EI umu CYP1A2). B TepaneBTMUECKUX KOHLEHTPALMUAX ITH
coelMHeHHs ABIAIOTCS clnadbiMu uHruburopamu usodepmentros CYP2C19 u CYP2A6 u
cnaObIMu MM yMepeHHbIMU uHruoutopamu CYP2CO.

[TauuenTsl, npumensitoue ¢eHogudpaT COBMECTHO C JIEKAPCTBEHHBIMU IpenapaTam,
metabomusupyembimu 3odepmentamu CYP2C19, CYP2A6 u ocobenno CYP2CY9 ¢ y3kum
TEpaneBTUYECKMM HMHIEKCOM, IOJDKHbI HAXOAWTHCS MMOJ TLIATEIbHBIM HAOJIIOJCHUEM H, MPH
HEOOXOAMMOCTH, PEKOMEH/TyeTCsl KOPPEKTUPOBATH 103bl 3THX MPENapaTos.

Oco0ble ykazanus

[lepen Tem Kak NPUCTYNMHUTh K JedyeHuto npenaparom Tpaiikop 145 Mr, cieayer NnpoBeCTH
COOTBETCTBYIOILIEE JIEYEHUE /IS YCTpAaHEHHUS MNPUYMHBI BTOPUYHON THMIIEPXOJIECTEPUHEMMH,
HanpuMep, Mpu Takux 3a00JeBaHMSAX KaK HEKOHTPOJIMPYEMBIH caxapHelii auaber 2 TuIa,
TUMOTHPEO3, HePPOTHUECKUIT CHHPOM, AUCTIPOTEMHEMHUS, OOCTPYKTHBHBIE 3a00/I€BaHHS MI€YEHH,
MOCJIE/ICTBUSA MEIMKAMEHTO3HOM Tepanuu, ajaKoroinsm.

Y nanMeHTOB C TUMNEPJMIUAEMHUEH, TMPUHUMAKOLIMX 3CTPOreHbl WM TI'OPMOHAJIbHbIE
KOHTPALENITHBBI, COIEPIKAIL[He 3CTPOreHbl, HEOOXOUMO BbISCHUTb, UMEET JIM TUIEPIHITUAEMHS
MEePBUYHYIO MM BTOPUYHYIO MPUPOAY. B TakuxX ciaydasx MOBBILIEHWE KOHLEHTPALMH JIMITHIOB
MOXeT ObITh BbI3BAHO MPUEMOM ICTPOTCHOB.

Bnusinue na cepoeuno-cocyoucmyio 3a601e6aemocms u CMEPMHOCHb

KimHnyeckoe paHaoMu3nMpoBaHHoe Muianebo-konTpoupyemoe ucciaegopanne ACCORD 6bu10
MpoBeieHO ¢ ydyacTheM 5518 mnauMeHTOB ¢ caxapHbIM JAuMabeToM 2 TuMa, MOJy4aBLIMX
(denopubpat B A0MOJIHEHHE K Teparii CUMBAcTaTHHOM. B rpynne komGunatmu ¢penopubdpara ¢
CUMBACTaTUHOM OBUIO TPOJAEMOHCTPUPOBAHHO CTAaTUCTUYECKHM HE3HAYMMOE YMEHBIICHHE
OTHOCHUTEJIBHOIO PUCKA BO3HUKHOBEHHS CEPbE3HBIX CEp/IeUHO-COCYAUCTBIX COOBITHH, BKIIKOYas
HedaTtaabHbIi HHGAPKT MUOKap/a, He(aTalbHbIi HHCYJIBT UK CMEPTh OT CEPACYHO-COCYAMCTHIX
Ha 8 % 1Mo CpaBHEHHIO C MOHOTepanuei cumBacTaTUHOM (oTHoweHue puckos 0,92, 95 % JIU
0,79-1,08, P=0,32; aGcomoTHOe cHMKeHue pucka: 0,74 %). AHanu3 noArpynnbl NaudeHTOB C
mucunuaemueit (yposenb tpurauuepugoB (TI) >2.3 mmonb/n M ypoBeHb XOJI€CTEpHHA
aunonporenioB  Bbicokoi miotHoetw  (JINBIT) < 0,88 mmonw/i), npoaeMOHCTpUpOBAa
CTATUCTHUYECKH 3HAYUMOE CHMIKEHHE OTHOCHUTEIbHOTO pPHUCKA BO3HMKHOBEHHS CEPhE3HBIX
CepJICUHO-COCYIMCTHIX COOBITHI Ha 31 % B rpynne komOuHaUuKu peHodudpaTa ¢ CHMBACTaATHHOM
10 CPaBHEHHIO C IPYIIONA MOHOTEpANMK CUMBACTaTMHOM (oTHOweHue puckos 0,69, 95 % JIU
0,49-0,97, P=0,03; aGcontoTHOe CHUXKEHHE pucKa: 4,95 %). Jlpyroit aHanus NOArpynIbl BbIABUII
CTAaTUCTHYECKH 3HAUMMOe paznuuue Mexay nonamu (P=0,01), ykasbiBaroliee Ha BO3MOKHYIO
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10Jib3y KOMOMHMPOBaHHOM Tepanuu y MyxuuH (P=0,037), HO moTeHuManbHO Gojiee BBICOKHMA
puck y xeHumH (P = 0,069) no cpaBHEHHIO K MOHOTEPAIIMH CHMBACTaTHHOM.

5-7eTHeE  paHIOMHM3HpOBaHHOE IUlanebo-KoHTpoaupyemoe wuccienosanue FIELD — Obuto
MpoBeJeHO ¢ ydacTHeM 9795 mnauuMeHToB € caxapHbiM JAuabeToM 2 Tuma, MOIy4YaBIIUX
denodubpar. PenopudpatT MPOAEMOHCTPUPOBAT CTATUCTUUECKHM He3Hauumoe 11 % cHukeHue
MEPBUYHOrO MCX0/a 3a00JIeBaHUI CepACYHO-COCYAUCTON cHcTeMbl (OTHOWEHHE puckos 0,89,
95 % JIN 0,75-1,05, P=0,16) u cTtatucTiuyecku 3Hauumoe 11 % cHuKEHHe BTOPUYHOIO MCXoja
o61MX 3a601€BaHuMI CEpIeYHO-COCYIMCTOM cucTeMbl (cooTHomeHue puckos 0,89 % (0,80-0,99),
P=0,04). HaGmoanoch HeA0CTOBEpHOE yBennyeHue obuei cmeprHocTd Ha 11 % (oTHOWIEHME
puckoB 1,11, 95% JIKX 0,95-1,29, P=0,18) u HEAOCTOBEpHOE YBEIMYCHHUE CMEPTHOCTH OT
vLeMu4ecKon 6one3nu cepaua Ha 19 % (otHowenue puckos 1,19, 95 % JIN 0,90-1,57, P=0,22)
npu npumeHeHun perHodubpara B cpaBHEHUH ¢ M1anedo.

DyuKyua neyeHu

[Tpu npueme npenapara Tpaiikop U JApyrux MpenapaToB, CHWKAIOUIMX KOHLUEHTPALMH JIUITH/IOB,
y HEKOTOpPBIX MAalMEHTOB OMMCAHO TMOBBIIICHHE AKTUBHOCTH «II€YEHOYHBIX» TpaHcamuHa3. B
OOJBILIMHCTBE  CIy4yaeB TaKOe TOBBILIEHUE OBbLIO BPEMEHHBIM, HE3HAYUTEIbHBIM U
6eCCUMNTOMHBIM. PexomeHayercs KOHTPOJIMPOBATh aKTUBHOCTb TpaHCaMHHa3
(ananunamunotpancdepasa (AJIT), acnapratamunorpancdepaza (ACT)) kaxabie 3 mecsua B
TeYeHHE MepBbIX 12 MecsLeB U MepUoMYECcKH B TeYEHHE JajbHeiiero nevyeHus. IlaumenTsl, y
KOTOpBIX Ha (OHE JieYeHMs MOBBICHIACh AKTUBHOCTb «IIEUYEHOYHBIX)» TpaHCaMUHa3, TpeOyioT
BHUMaHMs, ¥ B ciaydae noBbiieHus aktiBHOCTH AJIT n ACT Gosiee yeM B 3 pasa 10 CpaBHEHHIO
C BEpXHEH rpaHMUeldl HOpPMbI MpUeM rMpenapata npekpawaoT. [Ipy nossjaeHHH CHMITOMOB
rernatuta (JKeaTyxa, KOXKHBIN 3y/1) CledyeT MpoBeCTH 1ab0paTOpPHbIE UCCIIEI0BAHKS H, B CIyYae
MOATBEPK/ICHUS AMarHo3a renaTtuT, OTMEHUThb npenapat Tpaiikop.

Iankpeamum

Bbliv onucaHbl ciyyad pa3BMTHsS MaHKpeaTuTa B MNEpPHOJ JieueHus mnpenapatom Tpaikop.
B0O3MOXHBIMM MPUYHHAMM MTAHKPEATHTa B 3THX CIydasx ObLIM: HeocTaTouHas 3G PEeKTHBHOCTD
npenapara y NalMeHTOB C TSKEJI0HM rUnepTpuriuLepuaeMueii, npsamoe Bo3/JIeiCTBIE Mpenapara,
a TaK)Ke BTOPHYHBIEC SBJICHHUS, CBA3aHHbIE C HAJIMYMEM KaMHeil MM oOpa3oBaHMEM OcCajka B
JKEJTYHBIX MPOTOKAX, COMPOBOMK/IAOLIMXCS HEMPOXOAUMOCTBIO OOIIIEro KEITYHOrO MPOTOKA.
Mbruynt

[Ipy npueme npenapara Tpalikop W JApYrHX JIEKApCTBEHHBIX CPEICTB, CHMKAIOLIMX
KOHLEHTPALMH JIMITU/IOB, OMHUCAHbI CIIy4au TOKCHYECKOrO BJIMSAHUA HAa MBILIEYHYIO TKaHb, C WIIU
6e3 HapyleHHii GyHKUMH MOYEeK, BKIIFOUasi OUeHb peIKUe cliydau padaomuonusa. Yactora Takoro
HapylleHHs TOBbIIAETCS B Clly4ae TIMMOAJbOYMHUHEMHUH W HapyleHUi (QYHKLMHM TOYEeK B
aHaMHese.

Tokcuyeckoe BIMSHUE HA MBIIIEYHYIO TKaHb MOKET ObITh 3aMOJ03pEHO Ha OCHOBAHMH Kajaob
naiueHTa Ha ciabocTh, MG PY3HYIO MUAITHIO, MHO3UT, MbILIEYHBIE CTIa3Mbl U CY0POTU W/HIH
BBIPAKEHHOTO MOBBILIEHUS aKTUBHOCTH KpeaTuHHHpochokuHazel (KDK) (Gonee yem B 5 pas no
CpaBHEHHIO C BEepXHEel rpaHuLieii HOpMBI). B 3THX ciiyuasx neyenue npenaparoM Tpaiikop 145 mr
HEOOXOIMMO MPEKPATUTD.

Puck pa3Butus pabaoMHOIM3a MOKET MOBBILIATHCS Y MALMEHTOB C MPEAPACIONOKEHHOCTIO K
MHONATHH WKW pabJOMUONIN3Y, BKIIIOYas Bo3pacT ctapiue 70 JeT, OTArOIIEHHBIH aHaMHEe3 110
HACJIEICTBEHHBIM MbIILIEYHbIM 3a00JIEBAHUSM, TUTIOTUPEO3, 3710yN0TpedeHue ankoroieM. Takum
MauueHTaM cleJyeT Ha3HayaTh [Mpernapar TOJIBKO B TOM cCllydyae, €C/IM O)XHIaemas I[10Jb3a
MpeBbIILIAET BO3MOXKHbBII PUCK pa3BUTHs paba0MHOIIH3A.

[1pu npueme npenapata Tpaiikop 145 mr ogHoBpemeHHo ¢ uHruouropamu I'MI'-KoA-penykrasbl
WM JpyruMu  puOpaTtamMu TMOBBIIIAETCS PUCK CEPbE3HOr0 TOKCHYECKOro BO3/IEHCTBUA Ha
MBIILIEYHBIE BOJOKHA, OCOOEHHO €CJTH MAlMEHT /10 Havasa Je4eHus uMen 3abosieBanue mbiul. B
CBSI3M C 3TUM, COBMECTHOE Ha3Ha4yeHue rnpenapara Tpaiikop 145 Mr u ctaTvHa 10y CTUMO TOJILKO
NPy HAIMYMM Y TAUMEeHTa TAKEIOW CMEMIAHHOW [UCIIMIHUAEMHH M BBICOKOIO Cep/e4HO-
COCYIIMCTOrO pHCKa, MpPU OTCYTCTBUM 3a00/ieBaHMsS MBIl B aHaMHE3€ M B YCIOBMAX
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MPUCTAILHOTO KOHTPOJIS, HAMpPAaBJIEHHOrO Ha BbIABJICHUE NPH3HAKOB PAa3BUTHS TOKCHUYECKOroO
BJIMSIHUSL HA MBILLEYHYIO TKaHb.

Iloueunas gynkuun

B ciyyae noBblleHUs: KOHLEHTPALMK KpeaTuHUHA Oosee uem Ha 50 % BbIlIE BEPXHEH IpaHHULIbI
HOPMBI JIeYEHHE CIIeyeT MNPUOCTAHOBHTh. PeKoMeHayeTcs OonpeaensTb KOHLEHTPALHIO
KpeaTHHHHA B TEepBbIe 3 Mecsla U MEPHUOIMUYECKH B TEYEHHUE JIaJIbHEHILIETO JICUCHHS.
I'emamonozuueckue napywenus

[Tocne Hauyama tepanuu (peHopuOpaToM y MaLMEHTOB HabIIOJA/IOCh JIETKOE WM YMEPEHHOE
CHIKEHHE YPOBHS TeMOrJIOOMHA, CHMJKEHHE TIeMaTOKpMTa W YMEHBIICHHE KOJIMYeCcTBa
neiikouuToB. OIHAKO, MPHU UIMTEILHOM NPUMEHEHUH Npenapara 3Hau4eHUs JaHHbIX MoKa3aTesieH
crabumsupytotcs. Cooliianoch 0 BOZHMKHOBEHMHM TPOMOOLMTONEHMH M arpaHyjioluTosa y
OTJE/NbHBIX MAalMEHTOB, Moiay4yaBwux ¢eHopudbpar. Ha mnpoTsKeHWH NEpBLIX BEHAILATH
MeCsIeB ¢ MOMEHTa Hayaja Tepanuu npernapatoM TpalKop peKOMEHIyeTcs NEPHOAMYECKHUiA
KOHTPO/Ib YPOBHS 2PUTPOLIUTOB H JIEHKOLIMTOB.

Peaxyuu zunepuyscmeumensnocmu

T'unepuyscmeumenvHocms HeMeONIeHHO20 MUnNa

B xozie mocTperucTpalMoHHOro npuMeHeHus ¢genodubpaTa ObLIM 3aperuCTPUPOBAHbI ClTy4au
BO3HUKHOBEHMS aHA()MIAKCHH M aHTMOHEBPOTUYECKOTO OTeKa. B HEKOTOPBIX cily4asX noao0HbIe
peakuuu NpeACTaB/isid COOOK yrpo3y /Ui JKM3HM MalMeHTa M TpeOGoBaiuM MNPOBEACHMS
HEOTJIOXKHOM Tepanuu. B ciyvae, ecau HaOMOAAOTCS  MPU3HAKM MM CHMITOMBI
FUIIEPYYBCTBUTEIBHOCTH HEMEJIEHHOTO THIA, HEOOXOAMMO HEMEUIEHHO 0OpaTUTLCS K Bpady M
MpeKpaTUTh npuMeHenue penopubpara.

TI'unepuyscmeumenvHocms 3ame0reHHO20 Muna

B Xo/e mocTperucTpaldoHHOro rnpumeHeHus ¢enodubpara ObLIM 3aperMCTPUPOBAHBI CTyYau
BO3HMKHOBEHHS CEPbE3HBIX HEKEIATE/IbHBIX PEAKLMi Ha JIEKApCTBEHHBIN Mpenapar co CTOPOHbI
KOXKH, BKJIIOYABIIMX B cebs cuHapom CTtuBeHca-/[KOHCOHA, TOKCHYECKHH SMUAepMajibHbIN
HEKPOJIU3, a TAK)Ke JIEKAPCTBEHHYIO PEaKLMIO C S03MHO(GMINEH U CUCTEMHBIMH NPOSABICHUAMU
(DRESS-cunapom). Takue peakuuu pa3BUBAJMCh B TEYEHHE IIEpUOJa  BPEMEHH,
MPOJOJDKMTEIBHOCTH KOTOPOTrO COCTaBJIsIa OT HECKOJBbKUX JHEH JI0 HECKOJIBKHX HEJeNb C
MoMmeHTa Hawana Ttepanuu (Qenodubpatom. Ciyuan Bo3uukHoBeHus DRESS-cunapowma,
COMPOBOKAAIKCH KOXKHBIMH PEaKMAMH, TAKUM KaK ChIMb WM 9KCHOIMATUBHBINA 1€pMATHT, U
COYETAHHEM J03MHOPUIUN U JIMXOPAJOYHOTO COCTOSHUS C BOBJIEYEHHEM B MPOLIECC MOYEYHOM,
MEeYEHOYHOM WM JbIXaTelbHON cucteM. [Ipy BOZHMKHOBEHMH T[10/I03DEHMSI HA CEPLE3HBIC
He)XeNaTe/bHble pEeaklMi Ha JIeKapCTBeHHbIH Mpernapar cO CTOPOHBI KOXH HEOOXOAMMO
MpeKpaTuThb npumeHeHne Gernodubdpara u MpoBOANTH CrELUPUIECKOE JICUEHHE.
Tpombosmboruyeckue 0c10X4CHEHUA

B xoze nposenenus uccienoanus FIELD B rpynne nauueHTtoB, nomydaBmuXx (enoduodpar,
Ha0JI0/1aach CPaBHUTEIBHO 0oJiee BBICOKAs 4acTOTa BO3HMKHOBEHMS JIEFOYHOH 3MO0/1MH U
TpomMG03a ray0OKMX BEeH, HEXelNW B TIpyNIe MalMeHTOB, nomyuaBiux mianebo. M3 9795
NalMeHToB, BKIOYEHHBIX B HccaenoBanne FIELD, 4900 nauueHTOB ObLIM paHIOMHU3UPOBaHbI B
rpyny ruiae6o u 4985 nauuenTos - B rpynimy ¢penodpubpara. B rpynne nauueHToB, Nojy4aBinx
mane6o, 66110 3apeructpupoBano 48 ciydaes (1,0 %) BO3HUKHOBEHHUS TpOMO03a rilyGOKHMX BEH,
a B rpyIe NalueHToB, nojiy4aBunx ¢peHodudpar, 3aperucTpupoBaHo 67 moJ00HBIX Cly4yaes
(1,4 %); P=0,074. B rpynmne naiuMeHToOB, MOJy4YaBlIMX TUianebo, ObUIO 3aperucTpupoBaHo 32
cinydas (0,7 %) BO3HMUKHOBEHHUSI JIETOYHOW 5MOO0IMM; B TIpyIIe MNalUEHTOB, MOJY4YaBIINX
derodubdpar - 53 ciyyqas (1,0 %); P=0,022.

Iapaookcansnoe chusncenue cooepircanusn xonecmepuna JINBIT

B KJIMHHYECKHX MCCJICJOBAHUAX M TPH MOCTMAPKETHHIOBOM IPUMEHEHHMH OIMCaHbl Cllydyau
BBIP@KEHHOTO CHWKEeHHs coaepxaHusi xosnectepuna JITIBIT (menee 2 mr/mm) mocne Havana
Tepanuu ¢pubpaTamMu y MalMEHTOB C caxapHbIM AnabeTom U 6e3 1uadera. CHIKEHUE COACPIKaHHS
xonecrepuna JITIBIT conpoBokaaioch CHWKEHHEM cojepxaHus anoaunonporerHa Al. Takoe
CHIKEHHE OOBIYHO pa3BMBAJIOCH B MEPHOJA OT 2-X HEAEb 0 HECKOJbKHMX JIET MOC/E Havyana
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npumenenus udparos. Conepxkanue xosnectepuna JIBIT ocTaBanoch HU3KUM /10 TEX MOP, MOKa
npojio/kanack Tepanusi (udpartom. Ilocne mnpekpamenus Tepanuu (ubparom ormeudancs
OBICTPBIN U YCTONYMBBIH OTBET.

KiiMHHuYecKoe 3HaueHUe TaKoro cHiKeHus cojaepxkanus xonectepuna JITIBIT He yctaHOBIICHO.
PekoMeH/lyeTcsl KOHTPOJIMpPOBaTh ypoBeHb cojepxkanus Xonectepuna JITIBII B Tedenue
HECKOJIbKHMX MEPBBIX MECSLEB Mocae Havyana Tepanuu gubparom. [Ipu BeIpaKEHHOM CHHKEHHH
conepxkanus xosnectepuna JIIIBIT ciexyer oTmeHuTh mnpenapat M MpOJOJKUTE KOHTPOJIb
conepkanus JITIBIT 1o ero BO3BpalleHHs K MCXOAHBIM 3HauyeHusM. [loBropHo Ha3Hayath
(ubpathl TAKUM MALUEHTAM HE ClIE/IyeT.

Biusinge Ha CHOCOOHOCTH YNPAaBJSTH TPAHCIOPTHLIMH CPEICTBAMH, MeXaHH3MaAMH
Tpaiikop 145 Mr He BIMSET WM BIMAET B MUHUMAIbHON CTENEHHM Ha CIIOCOOHOCTb K BOXKICHHUIO
TPAHCMOPTHOTO CPE/ICTBA U YIIPABICHUIO MEXaHH3MaMH (PUCK Pa3BUTHs FOJIOBOKPYIKEHHUS).

®opma BbINMYCKa

TabeTKu MOKPHITHIE MIIEHOYHON 000710UKOM, 145 Mr.

[To 10 Ta6nerok B [IBX/TID/MIBJIX/An 6uctep. Io 1, 2, 3, 5, 9, 10 6aucTepoB B KapTOHHO#H
MayKe BMECTE C HHCTPYKLMEH 10 NPUMEHEHHUIO.

[To 14 Ta6nerok B [IBX/IID/TIBJIX/An Gnuctep. I1o 2, 6, 7 61ucTepoB B KAPTOHHOU Mayvke
BMECTE C HHCTPYKLHUEH M0 MPUMEHEHHUIO.

[To 10 Ta6nerox B [IBX/TID/TIBJIX/An 6nuctep. [1o 28, 30 6i1ucTepoB B Ma4kv KapTOHHbBIC
(ymakoBKa /st CTalMOHApOB). B mauky KapTOHHYIO BK/Ia/IbIBA€TCsl paBHOE KOJTUYECTBO
MHCTPYKLHMI 10 MEMIIMHCKOMY TPUMEHEHHMIO.

Yci0BHS XpaHeHHUsI
[Ipu Temnepatype He Bbiie 25 °C.
XpaHuTb B HEJIOCTYIHOM JUis ieTeit mecte!

CpoOKTroaHoOCTH
3 roaa.
He npuMeHsTh M0 UCTEUYEHUN CPOKA FOJJHOCTH, YKa3aHHOIO Ha yIaKoBKe.

YcioBus oTnycka
I[Tauku, comepxamue 1, 2, 3, 5, 6, 7, 9, 10 GaucTepos, OTIYCKAOT MO peLenTy.
[Mauku, copepxarue 28, 30 6aucTEpOB, MPEAHA3HAYEHBI VI CTAIMOHAPOB.

IIpousBoauTeb

Oypube Jlaboparopusz Upasua Jlumuren,
Duurpoys, Kappurrsoxuni, Ko., Kopk,
Wpnanaus

WITH

AO "BEPO®APM",

308013, Poccus, r. benropoga,

yn. Pabouas, a. 14

Ynaxoewuk, evinyckarouuii KOHmMpob Kavecmea
Pecudapm @oHTIH,

Pio ne Ilpe Ilot,

21121, ®ouTaH ne Juxon, OpaHuus
WK

AO "BEPO®APM",

308013, Poccus, r. bearopon,

yn. PaGouas, n. 14
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Oprauusanusi, ynoJHOMOYEHHAas1 BJa/Je/IblIleM PerdCTPAllHOHHOIO YI0CTOBEPeHHS
JEeKAPCTBEHHOT0 Npenapara Jisi MeJHIHHCKOr0 NPHMEHEeHHsi HA NIPHHATHE NPEeTeH3 il OT
norpeodures

000 «2660TT JI360paTopus»

125171, r. Mockga,

JlenuHrpasckoe 1occe, 1om 16A, ctp. 1

Ten.: +7 (495) 258 42 80

dakc: +7 (495) 258 42 81

abbott-russia@abbott.com
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