C AnTeka iHTepHeT uev

IHCTPYKLUIA

AN MeAMYHOro 3aCToCyBaHHSA J1IKapCbKOro 3acob6y

TPAUKOP® 145 MI

(TRICOR® 145 MG)

Cknap:

Airoya peyoBnHa: deHodibpar;

1 Tabnetka Mictutb 145 Mr peHodibpaTy;

AOMOMDKHI  pe4dyoBMHM: TiINpOMeno3a, HaTpilo AO0Ky3aT, caxapo3a, HaTpito
naypuncynbgart, JaKTo3M  MOHOrigpaT, Uenwfsio3a  MiKpoKpucTaniyHa
CUNiKaTnU3oBaHa, KPOCMoBiAoH, MarHito crteapat, Onaapi® OY-B-28920 (cnupT

nonisiHinosun, TUTaHy paiokcna (E 171), Tanbk, NeumTUH COEBUN, Kamedb
KCaHTaHoBaA).

Jlikapcbka cpopma. Tabnetku, BKpUTI NAiBKOBOK 060/10HKOIO.

OCHOBHI  @i3NKO-XiMiYHi B/acTnBOCTI: 6iNOro KONbOpy, OBaNbHi, BKPWUTI
nniBkoBo 060/0HKOK TabneTkn 3 MapkKyBaHHAM «145» 3 ogHoro 60Ky i
NOroTMNoM KomnaHii «PypH’e» — 3 iHWOro.

dapMmakoTepaneBTU4YHa rpyna. lnoninigemiyHi 3acobu. lpenapaTtn, wWo
3HMXYIOTb PiBEHb XONECTEPUHY i Tpurniuepuais y cmposaTui Kposi. ®ibpaTtu.
Kog ATX C10A BOS.

DapMaKoONOrivyHi B1aCTUBOCTI.
QapmakognHaMika.

Ouvcninipemia
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deHodibpaT € noxigHo pedoBuHOK GiI6POEBOI KMCNOTKU, NinigoMmoandikytodi
edekTn 4Koi y JNAWMHM ornocepenKOBaHi aKTUBAUIE peuenTopa, LWo
aKTUBYETbLCA nponipepaTtopoM nepokcmcom tuny anoda (PPARa).

Yepe3 akTuBauito PPARa deHodibpaT nocunoe Ninonis tTa BuBeAEHHS 3 N1a3Mun
aTeporeHHMxX 4acTto4yok, baratmx Ha Tpuraiuepmau, LWNSXOM akTuBauii
ninonpoTeiHainasn Ta 3MeHWeHHSA yTBOopeHHA anonpoteiHy CIII. AkTuBauis
PPARQ TakoX BUKJ/IMKAE NigBULWEHHA CMHTE3Yy anonpoTeiHis Al Ta All.

BuwesasHaueHi edektn deHodibpaty Ha ninonpoTeiHn Npu3BOAATb A0
3MEHLWeHHA dpaKuii NinonpoTeiHiB AyXe HU3bKOI Ta HWU3bKOT LWiSIbHOCTI
(MnNAHW Ta JINMHLW), wo Mictate anonpoTeiH B, Ta no 36inbweHHa dpakuii
ninonpoTeiHiB BUCOKOI winbHocTi (JIMBLY), wo Mictate anonpoTteiHn Al ta All.

KpiMm TOro, wnsxom moaynsuii cmHTesy Ta katabonizmy dpakuin JINMAHL
deHodibpaT nocuntoe knipeHc JIMHLL Ta 3MeHWYE KinbKicTb APiIOGHUX LWiNbHUX
JIMHL, piBeHb AKMUX MiABULWEHUNA Yy OCI6 i3 aTepOreHHUM finonpoTeiHOBUM
(peHOTUNOM, WO YacTo 3YCTPIYAETbCA Y MAUIEHTIB i3 PU3MKOM pPO3BUTKY
ilwemMiyHOT XBOpO6U cepus.

Y KAiHIYHUX AOCNiIOXKEHHAX NpW 3acTocyBaHHi peHodibpaTy piBeHb 3arasbHOro
XoniectepuHy 3HumxyBaBcsa Ha 20-25 %, Tpurniuepuaie — Ha 40-55 %, a
piBeHb xonectepuHy JIMNBLL 3poctas Ha 10-30 %.

Y nauieHTiB i3 rinepxonecrepuHemMieto, piBHI xonectepuHy JIMHL, y akux
3HMXeHi Ha 20-35 %, 3aranbHWMIN BNJIMB Ha piBeHb XONeCTEPUHY NMPU3BOAUTDb
A0 3MEHLWEeHHS CniBBiAHOLWEHb 3arajabHWI XxonectepuH/ xonectepuH JIMBLL,
xonectepuH JIMHLL/ xonectepuH JIMBL abo anonpoTteiH B/ anonpoTeiH Al, ski
€ MapKepaMn aTepoOreHHOro pm3nKy.

IcHye pokas Toro, Wo NikyBaHHA dibpaTamMu MOXe 3MEeHLWWUTU 4YacToTy MNOoAin
npw iweMiyvHin xsopobi cepus, ane ¢ibpatn He NPOAEMOHCTPYBaMN 3MEHLUEHHS
3aranbHOi CMEpPTHOCTI Npu NepBUHHINM abo BTOpMHHIN npodinakTuui cepueBo-
CYAUHHUX 3aXBOPOBaHb.

[AocnipxxeHHa ACCORD lipid 6yno paHgomizoBaHuUM nnauebo-KOHTPOSIbOBAHUM
AOCNigXXeHHAM 3a y4yacTio 5518 nauieHTiB 3 uykpoBuM giabeToM 2 TNy, AKUX
nikyeanun ¢geHodibpatoM Ha AodaTtok A0  CUMMBAcTatuHy. Tepanis
deHodibpaToM pa3oM i3 CMMBaAcCTaTMHOM Yy TMOPIBHSAHHI 3 MOHOTepaniew
CMMBACTaTMHOM He roKa3ana 3HayHuX BiAMIHHOCTEN LWOAO BMJIMBY Ha
KOMb6iHOBaHy MNepBWHHY KiHUEBY TOYKYy — HedaTanbHUW iHpapKT Miokapaa,
HedaTanbHUN IHCYNbT i cepueBO-CYANHHY cMepTb (BigHOLWeEHHS pu3ukis [BP]
0,92, 95% AI 0,79-1,08, p = 0,32; 3HMXeHHS abcontoTHOro pusmnky: 0,74%).
B nonepegHbo BiaibpaHin niarpyni nauieHTiB 3 AgucninigeMieo, Wwo Manu
HanHWXx4nm TepTtinbe XC-JINBLW (=< 34 mr/an a6o 0,88 MMonb/n) Ta HaMBULWMKI
Teptine TI (= 204 wmr/gn abo 2,3 MMonb/n) A0 novaTky NiKyBaHHA,
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KomMbiHOBaHa Tepanis deHodibpaToM 3 CMMBACTAaTUHOM T[OPIBHAHO 3
MOHOTEpanieln CMMBacTaTMHOM npoaeMoHcTpyBana 31% BiAHOCHE 3HUXEHHS
pU3NKYy KOMbBIHOBAHOI NMEPBMHHOI KiHLEBOI TOYKM (BigHOWEHHSA pu3uKie [BP]
0,69, 95% AI 0,49-0,97, p = 0,03; 3HMXeHHS abCoNOTHOro pmn3nky: 4,95%).
AHani3 iHWoi nonepeAHbO BiAIGpaHoi NiArpynu BUSBMB CTaTUCTUYHO 3HAYY LM
B3aEMO3B’'A30K MiX JlikyBaHHAM Ta ctatTio (p = 0,01), Wo BKA3ye Ha MOXINBY
KOpWUCTb Big KoMbiHoBaHoOI Tepanii y yonosikie (p = 0,037), ane Ha NOTEHLiNHO
6inbWw BMCOKMN PU3BMK MEPBUHHOI KiHLEBOI TOYKM Y XIHOK, SKi OTpuUMyBanu
KOMbBiHOBaHYy Tepanito NOpiBHSAHO 3 MOHOTepanieto cumeactatnHoMm (p = 0,069).
Lle sBuwe He crnocTepiranoca y BulesragaHin nigrpyni nauieHTiB 3
ancninigeMielo, ane TakoX He 6yno 4iTKux AokasiB nepesarm Ans XiHOK 3
avcninigemiero, wo otpumyBann deHodibpaT pa3oMm i3 CMMBACTaTUHOM, i
MOX/IMBUW WIKIAAMBUIA edeKT B Ui Niarpyni He Moxe 6yTn BUKITIOUEHUN.

EKcTpaBackynspHi BigknageHHss xonectepuHy (CyxXOXunbHi Ta TybeposHi
KCaHTOMW) MOXYTb 3HA4YHO 3MeHLWYyBaTUCA abo MOBHICTIO 3HMKATU nNig 4ac
nikyBaHHsa deHodibpaTom.

Y nauieHTiB i3 nigBuweHuMm piBHeM dibpuHoOreHy, 4Ki  JikyBanucs
deHodibpaToM, BiA3HAUYaANOCs 3HAa4YHE 3HMXXEHHS LbOro NOKa3HMKa, Tak camo,
K |y nauieHTiB i3 nigBuweHnUMK piBHAMKM fninonpoTeiny (a). deHodibpaTt
3HMXYE PiBHI IHWMX MapKepiB 3ananeHHs, Taknx ak C-peakTnBHuM 6inok.

YpuKo3ypuuHy aito dpeHodibpaTty, sika NnpM3BoANTb A0 3HUXEHHS PiBHS CEYOBOI
KMcnotm npmbnusHo Ha 25 %, cnig BBaxaTu A0AATKOBMM CNPUSTAMBUM
edeKToM npenapaTty Yy MauieHTIiB i3 Ancninigemieto Ta rinepypukemieio.

AHTMarperaHTHun BNAuB deHodibpaTty Ha Tpomboumtn 6Yyn0 BUABNEHO Y
OOCNIOXXEHHAX Ha TBapuvHaxX Ta Y  KAIHIYHOMY  OOCHIOXEHHi,  SAKi
NPOAEMOHCTPYBaNM 3MeHLWeHHS arperaudii TpombouunTie, BukAnkaHoi AL,
apaxifoOHOBOK KUC/IOTOK Ta agpeHasiiHOM.

OiabeTnyHa peTnHonaris

[ekinbka MexaHi3MiB 6yno 3anponoHOBaHO ANd NOSACHEHHSA edekTiB
deHoibpaTy y nauieHTiB 3 nponidpepaTtuBHO AiabeTUYHOK peTUHOoNaTIE
(NAP) Tta piabetnyHnM MakynsapHuMm Habpsakom (AMH) in vitro Ta Ha Mogenax
rpu3yHiB. lMokasaHo, Wo dpeHodibpaT 3HUXKYE peTUHaNbHY eKcnpecito pakTopa
pocTy eHpoTenito cyauH (VEGF), SKnin € OCHOBHUM aHrioreHHMM (akTopoM rnpu
MAP, 3HWXYE NPOHUKHICTb CYAUH i anonTo3 NirMEeHTHOro eniTenito CiTKiBKK, AKi
CnpuaTb po3BuTky AMH.

JocnigxeHHs FIELD 6yno MYyNbTUHALIOHAIbHUM paHAOMiI30BaHUM
AOCNiAKEeHHSAM 3a y4dacTio 9795 nauieHTiB 3 UykKpoBuM giabeTtoMm 2 Tuny.
BigibpaHi nauieHTn 6ynn paHaoMi3zoBaHi y rpynu nikyBaHHs deHodibpaToM
200 Mr Ha poby (n = 4895) abo npunomy nnauebo (n = 4900). Y
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odTanbMonoriyHoMy cybgocnigxeHHi 3a yyactio 1012 nauieHTiB 6ynm 3pobneHi
cTaHgapTu3oBaHi poTorpadii CiTKiBKMK, sKi ouiHOBanncs 3a kputepiasmm ETDRS
(Early Treatment Diabetic Retinopathy Study) ong BU3HauYeHHA KyMYASaTUBHOI
4acTOTU pPO3BUTKY AdiabeTnyHOi peTuHonaTii i okpemux i NposiBiB. AHaniau
NpoOBOAMNNCA Y BCiX MAUIEHTIB, WO MNo4Yanu OTPUMYBATU JliKyBaHHA. Y
odTanbMoIOriYyHOMy CcybaocniaXXeHHi NepBMHHa KiHLUEBa To4YKa, 2-CTyniH4yacTe
nporpecyBaHHsA CTajil peTuHonaTil, 3Ha4YHO He Bigpi3HAnaca y ABOX rpynax B
uinomy (46 [9,6%] nauieHTiB y rpyni ¢deHodibpaTy npotn 57 [12,3%] y rpyni
nnauyebo, p = 0,19) abo B niarpyni nauieHTiB 6€3 paHiwe iCHy4YO0i peTnHonaTii
(43 [11,4%] npotn 43 [11,7%], p = 0,87). HaBnaku, y rpyni NauieHTiB 3 yXxe
iICHYIOUOIO peTuHoNaTiE 2-CTyniH4YacTe nporpecyBaHHSA cnocTepiranocsa y
3HAYHO MEHLOI KifIbKOCTi NauieHTiB Npun npuinoMi peHodibpaTy, HiX y rpyni
nnauyebo (3 [3,1%] npotu 14 [14,6%] nauieHTiB, p = 0,004).

IHdopMauis wWoao nasepHOro nikyBaHHA AiabeTMyHoOi peTuHonaTii, Wo €
3a3panerigb BCTAHOBJ/IEHOK TPETUHHOK KiHLUEBOK TOYKOK Y OCHOBHOMY
AocnigXeHHi, 36mMpanacs Npu KOXHOMY Bi3UTiI nMauieHTa A0 KNiHiku. MoTpeba
y MNpoOBeAeHHi NepLloro la3epHoro AikyBaHHS BCiX peTuHonaTin 6yna 3HayHo
HMXXYOK Npu nikyBaHHi deHodibpaToM nopiBHAHO 3 nnauebo (164 [3,4%]
nauieHTis B rpyni deHodibpaty npotn 238 [4,9%] y rpyni nnauebo;
BigHOWweHHs pu3ukis [BP] 0,69, 95% AI 0,56-0,84, p = 0,0002; 3HMXEHHS
abcontotHoro pusuky 1,5% [0,7-2,3]). HeobxigHICTb Takoro nNikyBaHHS He
3anexarsna Big KoOHUeHTpauil ninigie y nna3Mi Kposi.

Y nigrpyni i3 2856 vyuacHukiB pocnigkeHHs ACCORD (ACCORD Eye)
OLiHIOBABCS BMAMB TPbOX CTpAaTeErin NikyBaHHS Ha NporpecyBaHHSA AiabeTuyHoi
peTuHonarTii: iHTeHCMBHe abo cTaHAapTHE NiKyBaHHSA raikeMii (LiNnboBUN piBEHb
HbAlc <6,0% ab6o Bia 7,0 ao 7,9% BignosiaHo), aucninigemii (kombiHoBaHa
Tepania deHodibpat 160 mr/goby nnwc cumBactatuH abo nnauebo natoc
CMMBAcCTaTuH) abo KOHTPOJIb CUCTOMIYHOrO apTepianbHOro TUCKY (UiIbOBUN
nokasHmk <120 abo <140 ™M™ pT.cT.). [lporpecyBaHHsa AgiabeTnyHoi
peTuHonaTii Bu3Ha4vann dyepe3 4 poku 3a 36inblIEHHSAM 3HAYEHHS 3a LWKanotw
ETDRS Ha 3 i 6inbwe nNyHKTU (BMXOAAYM 3 OUIHKW CTEpeOoCKOMiYHUX
doTorpacdin cemm noniB o4yHoro pgHa) abo 3a po3BUTKOM AiabeTnyHoi
peTuHonarTii, ska noTpebyBana nasepHoi doTokoarynsuii abo BiTpeKToMii.

YacTtoTa nporpecyBaHHA paiabeTnyHoi peTuHonaTii cknana 6,5% vy rpyni
iHTeHCMBHOI Tepanii gucninigeMii i3 3actocyBaHHAM dpeHodibpaTy B NOPiBHAHHI
3 10,2% vy rpyni nnauyebo (ckopurosaHe BigHoweHHs waHcie 0,60; 95% Al
0,42-0,87, p = 0,006). 3pobneHO BUCHOBOK, WO iHTEHCMBHA KOMbiHOBaHa
Tepania aucninigemii - 3HMXKyBana 4acToTy nporpecyBaHHsa AiabeTuyHoi
peTuHonarii.

ByB npoBeaeHun iHTErpoBaHWMW aHani3 iHAMBIAYaNbHUX AAaHWUX NaUIEHTIB 3
pocnigxeHHa FIELD i onybnikoBaHoi iHdopmMauii 3 gocnigxeHHs ACCORD Eye.
KombiHOBaHa nepBMHHA KiHUeBa Touka pocnigxeHHsa ACCORD Eye 6yna
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3acTtocoBaHa Ao pocnigxeHHa FIELD, To6To nocuneHHs TAXXKOCTi 3a LKanio
ETDRS Ha 3 nyHkTH, doTokoarynsudis abo BIiTpeKToMia Ana nikyBaHHS
nponipepatnBHOi giabeTnyHoi petuHonaTii. ObmaBa pocnigXxeHHa 6ynu
oaHopigHMMK (3acTtocoBaHa wMogenb dikcoBaHoro edekTy) i nokasanu
3aranbHe 60-BiACOTKOBE 3HWXXEHHS MporpecyBaHHs AiabeTnyHol peTuHonartii
(BiaHOWweHHSA waHcis: 0,40, 95% AI 0,26-0,61).

MporpecyBaHHsa aiabetnyHoi petnHonaTii (AP) y nauieHTiBe 3 P Ha nouyaTky
DOCNIOXXEHHSA:  KOMMJEKCHUM aHania pocnigxeHb FIELD PSP-DR i
ACCORD Eye 3 BMKOPUCTaHHSM MEPBUHHOI KiHLUEBOI TOYKW AOCAIAXEHHS
ACCORD Eye.

DapMmaKoKiHETHKA.

BCMOKTYBaHHA.

MakcuManbHa KoHueHTpauis npenapaTy y nnasmi (Cmax) AOCAraeTbCs Yepes 2-
4 roaAvHU nicna nepopanbHOro 3acrtocyBaHHA. KoHuUeHTpauiga y nnasmi
NVLWAETLCA CTabiNIbHOK NpU TPUBANOMY 3aCTOCYBaHHI B YCiX NALIEHTIB.

Ha BiamiHy Big nonepepHix npenapaTie deHodibpaTy, Npu 3acTOCyBaHHI
npenapaTy Tpalhikop® 145 Mr y ¢dopMi HaHOYACTMHOK MOro MaKcuMMasibHa
KOHUeHTpauis y nia3Mi Ta 3arajibHa eKcno3uuis He 3anexaTb Big npunomy ixi,
ToMy Tpainkop® 145 Mr MoXHa NpuiiMaTL He3anexHo Big Npuiiomy ixi.

Y pocnigXeHHi BNAmMBY DKi HA BCMOKTYBaHHA MpenapaTy Mnicaa 3aCTOCyBaHHSA
HoBOI dopMm Tabnetok no 145 mr deHodibpaTy 340pOBMM 4osioBiKaM Ta
XiIHKaM HaTLe Ta i3 6araTol Ha >XXupu ixer 6yno NokasaHo, WO NPUMUOM DKi He
BnanBae Ha ekcno3nuito (AUC Ta Cmax) HeHodibpoeBOi KNCNOTH.

Po3nogain.

®eHodibpoeBa KUCOTAa 3HAYHOK MIpOK 3B'A3YETbCA 3 anbbyMiHOM nnasmu
KpoBi (NoHag 99 %).
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MeTaboni3M Ta BUBEAEHHS.

Micna nepopanbHOro 3acTtocyBaHHSA deHodibpaT WBMAKO rigponi3yeTbCs
ecTepasaMm 40 aKTUBHOro Metabonity — peHodibpoeBOi KUCNOTU. HEe3MiHEHUN
deHodibpaT y nna3Mmi Kposi He BM3Ha4vaeTbcs. PeHodibpaT He € cybcTpaToMm
ansa CYP 3A4 i He 6epe y4dacTi y Ne4iHKOBOMY MiKpOoCOMasibHOMY MeTaboni3mi.

[MpenapaT BMBOAUTLCA NMepeBaXKHO i3 ceyero. [NpakTUYHO MOBHICTIO Npenapart
BMBOAUTLCHA 3a 6 #i6. deHodibpaT BMBOAMTLCSA MEepeBa)XHO Yy BUrNAAi
deHodibpoeBOI KNCNOTK Ta il FIOKYPOHIAHOIO KOH'toraTta. Y nauieHTiB NiTHbOro
BiKY SIBHMW 3aranbHWN KnipeHC ¢deHodibpoeBOi KUCNOTK i3 NaasMm KpoBi He
3MIHIOETbLCA.

JdocnipxeHHsa KiHETUKWM nicnd 3acToCyBaHHA pa30BOi 403U Ta TpuBasoro
NiKyBaHHA MoOKasanuW, LWo npenapat He HAKOMUUYYETbLCA B OpraHi3mi.
deHodibpoeBa KNCNOTa HE BUBOAUTLCH 3a AONOMOIro remMogianisy.

MNepiog HaniBBMBeAeHHSA (peHOdIbpOEBOI KNCAOTU CTaHOBUTL NpubansHo 20
FOAVH.

KniHiuyHi XapaKTepuCTUKM.
lMoka3aHHs.

Tparikop® 145 Mr nokasaHuih aK [OOMOBHEHHS A0 [AiETM  Ta  iHWKUX
HeMeAMKAMEHTO3HMUX MeToAiB JikyBaHHA (Hanpuknag @isvdHnMxX BMpas,
3HMXXEHHS Macwu Tisla) Npu TakMxX CTaHax:

- TSXKa rineptpurniuepuaeMia 3 HWU3bKUM piBHEM XONeCTeEPUHY
NinonpoTeiHiB BUCOKOI WinbHOCTI abo 6e3 Hboro;

- 3MilWlaHa rinepninigemia y suMnagkax, KoaM 3aCTOCYBaHHA CTaTUHIB
npoTunokasaHe abo € HENEePEeHOCUMICTb CTaTUHIB;

- 3MilWaHa rinepnainigeMia y naui€eHTiB 3 BUCOKUM CepLEBO-CYANHHUM
PU3NKOM, Ha AOAATOK A0 Tepanii CTaTUHOM, KOMU pPiBEHb TpUrniuepuais
Ta XONecCTepuHy ninonpoTeiHiB BWCOKOI LWiNIbHOCTI aAeKBATHO He
KOHTPOJTHOETLCHA.

fiabeTnyHa peTuHonartia: Tpankop® 145 Mr nokasaHuii ANna 3MeHLIeHHS
nporpecyBaHHs AiabeTUYHOI peTuHoNaTii y MauieHTIiB 3 LyYKpoBUM giabeTom 2
TUMY Ta iCHYYO0L0 AiabeTUYHO peTUHOoMNAaTIEo.
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lMpornnoka3saHHs.

MeuiHKkOBa HeAOCTaTHICTb (BkAOYawunM biniapHMM  UMPO3 NEeYiHKM Ta
He3'coBaHi NepCUCTYOYi MOpYLIEHHSA PYHKLUIT MediHKu).

BcTaHOBIEHI 3aXBOPOBAHHA XXOBYHOI0O Mixypa.
TAXKiI XpPOHiIYHi 3aXBOpPHOBaAHHA HUPOK.

XpOHiyHMN abo roCTpun NaHKpeaTuT, KpiM BMMNAAKIB rOCTPOro naHkpeaTuTy,
CMPUYMNHEHOIO TAXKOI rinepTpuraiuepuaeMiero.

BcTtaHoBneHa doToanepria abo (OTOTOKCUYHI peakuii y nepiog nikyBaHHS
dibpatamu abo ketonpodeHoM.

FinepuyyTnmMBICTb A0 Aito4oi pevyoBMHU abo A0 Byab-SKOI AOMNOMIXKHOI pe4OBUHM,
3a3HauyeHoi y po3aini «Cknag».

Takox Tpalkop® 145 Mr He cnig 3acTocOBYBaTM MNaLi€EHTaM 3 asieprielo Ha

apaxic, apaxicoBy onito abo coeBun neumTtuH, abo noaibHi NpoaykTn yepes
PU3UK BUHUKHEHHS peakLuin rinepyyT/InBOCTI.

B3aemMogpgis 3 iHLWWMMH N1iKapCbKMMH 3acobamm Ta iHLWIi BuagN B3aEMOZIN.

[NepopanbHi aHTUKOATrYJASAHTU.

deHodibpaT nocunOE AQito  nepopasibHUX aHTUKOArynsiHTIB Ta  MOXe
niaABMWYBaTM  pU3MK  KpOBOTedi. PekoMeHAYETbCA  3MEHWWUTW  [03Yy
AHTUKOArynsaHTIB NpnbAn3HO Ha 1/3 Ha noyaTKy NiKyBaHHA i B NoAanbllOMy
NOCTYNOBO KoperysaTtu ii BignosigHo 4o MHC (Mi>kHapoAHOro HoOpMasni3oBaHOro
CrniBBIAHOLWEHHS).

LInkSiocnopuH.

Ha Tni cynyTHbOro 3acTtocyBaHHA @eHodibpaTy Ta UMKAOCMOpUHY 6yno
BiA3HAYEHO KiflbKa TSHXKMX BUNaAKiB 060pPOTHOrO nopyweHHs dyHKLiT HUPOK.
OTxe, cnig peTenbHO KOHTPOSIIOBATM GYHKLUIKO HUPOK Yy MauieHTiB, 4Ki
3aCTOCOBYIOTb Taky KoMb6iHauito, i Yy pasi TaXKKUX 3MiH sabopaTopHUX
NOKA3HMKIB NPUMNUHUTKN 3aCTOCYyBaHHA peHodibpaTy.

IHri6itopmn 'MIr-KoA-peaykrasu Ta iHWi dibpaTu.

PU3MK CepMo3HOro TOKCUMYHOIMO BMIMBY Ha M'A3M NIABULLYETbCA Mpu
OAHO4YACHOMY 3acTocyBaHHi ¢ibpaTy 3 iHribitopammn MIM-KoA-peaykTtasn abo
iHWKMK dibpaTtamn. Cnig 3 obepexHiCTio 3acTocoByBaTM TaKy KOMOGIHOBaHy
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Tepanito Ta peTesibHO Harnsgatv 3a nauieHTaMu WoAo O3HAaK TOKCUYHOro
BNAMBY Ha M'a3u (aAnB. po3ain «OcobnmBoCTi 3aCTOCYBaAHHSA»).

[CniTasoHwu.

Mpn cynyTHbOMY 3acToCyBaHHi ¢deHodibpaTy Ta rNiTasoHiB BiA3Ha4anucs
BMMNAAKW 3BOPOTHOIO NapagoKCcasnbHOro 3HMXEHHSA piBHA xonectepuHy JIMNBLL,.
ToMy peKOMeHAYETbCA KOHTpostoBatn piBHI  xonectepuHy JIMNBL npwu
3aCTOCyBaHHi KOMbOiHaUii uMx npenapaTiB Ta MPUMNUHUTK iX 3aCTOCYBaHHH,
AKLWO piBeHb xonectepuHy JIMNBLL cTa€e 3aHU3bKUM.

depMeHTU untToxpomy P450.

JdocnigxeHHax in  vitro i3 3aCTOCYBaHHAM  MIKPOCOM  MEeYiHKW  JAUHU
nokasanu, wo deHodibpat Ta deHodibpoeBa KUcnoTa He € iHribiTopamm
isodopM umtoxpomy (CYP) P450 CYP3A4, CYP2D6, CYP2E1 a6o CYP1A2. BOHM
y TepaneBTUYHMUX KOHUEHTpauigax € cnabkumu iHribitopamm CYP2C19 Ta
CYP2A6 i cnabkumn abo noMipHumu iHribitopamn CYP2C9.

3a nauieHTamm, SKi 04HOYACHO 3aCTOCOBYOTb peHOdibpaT Ta npenapaTtu, LWO
MeTabonizytoteca CYP2C19, CYP2A6 Ta ocobnuso CYP2C9 i MalTb BY3bKWM
TepaneBTUYHUI I(HAEKC, Cnig peTenbHo Harnsggatm Ta Yy pasi notpebu
BiAKOpUryBaTu A03Y LMX NpenapaTib.

Oco6/1MBOCTi 3aCTOCYBaHHS.

BTopuHHa rinepainigemis.

Mepen noyaTtkoMm Tepanii deHodibpatoM noTpibHO npoBecTn HeobxigHe
NiKyBaHHS BiAMOBIAHWUX CTaHiB, AKi € NPUYNHOIO BTOPWHHOI
rinepxonecrepuHeMii, Takmx ik HEKOHTPOJIbOBaAHUN LyKpoBui giabet 2 Tuny,
rinoTupeos, HedpOTUYHUN CUHAPOM, AUCNPOTEIHEMIA, OB6CTPYKTUBHA XBOpoba
nedviHkn abo ankoronism. BTOpMHHA rinepxonecTepuHeMisi, Mnos’dA3aHa 3
dapmMakonoriyHMM NiKkyBaHHAM, MOXe CrnocTepiratuMcsa Yy NauieHTIB, SAKi
NpUMMaKoTb AiypeTukun, b-6s10KkaTopu, eCTporeHn, NporectoreHn, KOMbiHoBaHi
nepopasibHi KOHTpauenTmMBu, iMyHoCynpecopu Ta iHribitopn npoTteas. B Takux
BUNaAKax noTpibHO BCTAHOBWUTWU, SAKOK € rinepninigeMisa: NepBUHHOK UM
BTOPUHHOIO (Mmoxnuee niagBULLLEHHSA piBHSA niniais, BUKJINKaHe
BULLlenepesiiyeHUMMU TepaneBTUYHUMU 3acobamm).

OYHKLISA NeviHKWN.

AK | npun 3acToCcyBaHHi iHWUX NiNIA03HUXYBANbHUX MpenapaTiB, y AeaAKuUx
NauiEHTIB 3apeecTpoBaHO nMiABULLEHHS PiBHIB TpaHcaMiHaiz. Y 6inbLoCTi
BMNaaKiB ue 3pocTaHHA 6yno TMM4YacoBWM, HE3HAYHMM Ta 6e3CMMMTOMHUM.
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PekoMeHAYETLCA NepeBipATM PpiBHI TpaHCaMiHa3 KOXHiI 3 Micaui npoTarom
nepwux 12 ™MicAuie Tepanii Ta nepioan4yHo y noganowomy. Cnig npuainutm
yBary nauieHTaM, y SKWX 3pOCTalTb PpiBHIi TpaHCaMiHas, Ta MPUNUHUTU
nikyBaHHs, akwo piBHi ACT Ta AJIT 6inblW HiX B 3 pa3u NepeBULLYIOTb BEPXHIO
MeXy HOpMMW. Y pasi nosiBM CUMMNTOMIB renatuty (Hanpuknaga >XOBTSAHULI,
ceepbexy) Ta NiagTBEpAXKEHHS AiarHo3y pe3yfsbTaTaMu NabopaTopHMX aHanisiB
3acTocyBaHHs deHodibpaTy cnig NpUNUHUTM.

MNigwnyHKoBa 3aJ103a.

Y nauieHTiB, gKi npunmann deHodibpaT, NoBiAOMAANOCA MNP0 BUHMKHEHHS
naHkpeaTtuty (aAuB. po3adinu «lpoTunokasaHHsa» Ta «[lobiuHi peakuii»). Le
MoXe OyTW HacniaKoM HeAOoCTaTHbOI eeKTUBHOCTI fiKyBaHHS MauieHTIB i3
TSXKKOLO rinepTpuriiuepuaeMieo, NpsasMmm BnaMBoM npenapaty abo BTOPUHHUM
SIBULLLEM, onocepeaKOBaHUM KaMeHSsIMU Y XKOBYHMX WsixaXx abo hopMyBaHHAM
cnazxy 3 ob6CTpyKUIE 3aranbHOI XXOBYHOI MPOTOKMN.

M’a3un.

Mpwn 3actocyBaHHi @ibpaTiB Ta iHWKWUX NiINIAO3HUXXYBASIbHUX MNpenapaTiB
NOBIAOMMSANOCA MNPO TOKCUYHMM BMNJMB Ha M'A3K, y TOMY 4YUCNi MpO piaki
BMNagkn pabaomionisy i3 HUMPKOBOK HepocTaTHicTio abo 6e3 Hei. YacToTa
LbOro MOpPYLEHHS 3pOCTaE y pasi rinoanbbyMiHeMii Ta HAassBHOCTI B aHaMHe3i
HMPKOBOI HeAOCTaTHOCTI. MNMauieHTaM i3 dpakTopamMu, LLO NPOBOKYOTb PO3BUTOK
MionaTii Ta/abo pabgomionizy, y umcni akmx Bik Big 70 poKiB, HasABHICTb B
ocobuctomy abo poAMHHOMY aHaMHe3i CcnagkoBMX M'A30BUX po3najis,
NOpYLEeHHS (YHKUIT HUPOK, FiNOTUPEeO3 Ta 3/I0BXWMBAHHSA afikoroaeMm, Moxe
3arpoxyBaTn MigBULWEHNIA PU3NK PO3BUTKY pabaomionizy. TakuMM naui€eHTaM
cnig peTtenbHO OUIHUTU KOPUCTb Ta PU3KUK NiKyBaHHS deHodibpaToM.

TOKCUYHMM BMIMB Ha M'a3M Cnig 3anifgo3puTn Yy NauieHTiB i3 AUdY3HOLO
Mianrielo, Mio3nToM, M'A30BMMKM CcyaoMaMum Ta cnabkicTio Ta/abo BMpaxeHuM
niasnweHHaM pisHs KOK (y 5 pasiB Bulle BEepXHbOI MeXi HOpMMU). Y Takux
BUNagKax NikyBaHHA peHodibpaToM cnig NpUNMHUTM.

PU3MK TOKCMYHOrO BMJMBY Ha M'A3M MOXe NiABULYBATUCH, SKLWO npenapat
3aCcTOCOBYBaTWU pa3oM 3 iHWKM dibpaTom abo iHribiTopom MMIM-KoA-penykrasu,
0cobnmMBO Yy pasi HadABHOrO 3axBOpPHOBaAHHA M'q3iB. TOMy oAHO4YacHe
3actocyBaHHa deHodibpaTy 3 iHribiTopom TMI-KoA-peayktasm abo 3 iHWUM
dibpaTtomMm cnig npusHavaTM AK pe3epBHY Tepanito MauieHTaMm 3 TAXKOK
KOMb6iHOBaHOW AuChinigeMield Ta BUCOKUM CepueBO-CYAMHHUM pU3UKOM 6e3
byab-IKOro aHamMHe3y 3axBOplBaHb M'A3iB Ta 3a YMOBM peTesibHOro
MOHITOPUHIY MOX/IMBOIO TOKCMYHOIO BMJIMBY Ha M's3U.

DOYHKLIA HUPOK.
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SKWO piBeHb KpeaTuHiHY nigBnwyeTbcs 6inbw HiXX Ha 50 % BMH (BepxHbOi
MeXi HOpMM), NiKyBaHHSA deHodibpaToM cnig NpUNUHUTU. PeKOMeHAYETbCS
nepesipATU PiBHI KpeaTUHiIHY NpOTAroM nepwux 3 MicauiB nicnga noyaTtky
NiKyBaHHs Ta nepioaMyHo B noganbwoMy (Woao A03yBaHHS AMB. po34in
«Cnocib 3acTocyBaHHSA Ta 403M»).

JonoMi>KHi pe4yoBUHMN.

Jlikapcbkni 3acibé MiCTUTb f1akTO3y, TOMY MNaui€EHTaM i3 TakKMMU PiAKICHUMMU
CnagKoBMMM 3aXBOPIOBAHHSMMU, K HenepeHoCUMICTb rasiakTosu,
HeAOCTaTHICTb NakTasm abo Manbabcopbuisd rnaKo3n-ranakTosm, He cnig
npunMaTh Len npenapart.

Jlikapcbkni 3acib6 MiCTUTb caxapo3y, TOMY Naui€EHTaM i3 TaKMMU PiAKICHUMU
cnaaKoBUMU 3aXBOPIOBAHHAMMU, K HenepeHOCUMICTb ppyKTO3M,
Manbabcopbuis rnoKo3n-ranaktosn  abo  HepoCTaTHICTB  caxapaswu-
i3oManbTasun, He cnig NnpunMaTn Len npenapar.

3acrocyBaHHSs y riepiog BaritHoCcTi abo rogyBaHHS rpyagto.

BariTHicTb. HemMae pocTaTHiX pgaHux wWoAo 3acTtocyBaHHSA deHodibpaTy
BariTHMM XiHKaM. Y AOCNiAXEeHHSAX Ha TBapuHax He 6yno BUSIBAEHO XOAHOro
TepaToreHHoro edekTty. EMOpioTOKCHMYHI edekTn cnocTtepiranucsa npu
3aCTOCYBaHHI npenapaTty y A03aX, TOKCUYHUX AN MAaTEPUHCbKOIro OpraHiamy.
MoTEeHUiNHWNI pU3NK ANSA NOAUHU HeBiagoMuii. Tomy Tpaikop® 145 Mr y nepioa
BariTHOCTI cnig 3aCTocoByBaTW NnULeE MiCNa peTenbHOl OUIHKU KOPUCTI/pU3NKYy.

MNepioa roayeaHHA rpyaato. Hesigomo, uum  deHodibpat Ta/abo noro
MeTaboniTm NpoHWKaKTb Yy rpyAHe MOJIOKO SII0OAWMHU. He MOXHa BUK4YaTH
HasBHICTb pU3MKY A4ANa rpyaHux Aaiten, Tomy deHodibpat He cnia
3aCTOCOBYBATW Yy nepioj roayBaHHS rpyaato.

depTunbHicTb. O60pOTHI  BNAMBM Ha GEepTUNbHICTL  crnocTepirannca  y
AOCNIAKEHHSAX Ha TBapuHax. KNiHiYHMX JaHUX WoAO BMNAMBY Ha hepTUNbHICTb
NpwW 3acTocyBaHHi NpenapaTty Tpaiikop® 145 Mr HeMaeE.

34aTHICTb BMN/ANBATU HAa LUBUAKICTb peakuii rnpun KepyBaHHi aBTOTPaHCMopToOM
abo iHWNMY MexaHi3Mamu.

Tpaiikop® 145 Mr He BM/IMBAaE abo MAE HE3HAUYHUN BMJIMB Ha 3AATHICTb
KepyBaTW aBTOTPAHCMOPTOM UM npauBaT 3 iHWKUMMU MeXaHi3MaMu.
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Cnoci6 3acrocyBaHHSs1 Ta [O3M.

Tparikop® 145 Mr MoxHa npuiMaTM y 6yab-sSIKM 4Yac npoTsaroM  Aobwu
He3anexHo Bia4 npunoMy iXi (AnMB. po3ain «dapMakosoriyHi BNACTUBOCTI.
dapmakokiHeTuka»). TabneTku cnig KoBTaTU UiINWMMKU, 3anMBaluM CKISHKOO
BOAM.

[lieToTepanito, po3noyaTy A0 MNPU3HAYEHHA npenapaTty, HeobxiaHo
NMPOAOBXUTHU.

Mig 4ac nikyBaHHA rinepainigemii  eeKTUBHICTb NiKyBaHHSA MNOTPIGHO
KOHTPO/0BATU WNAXOM BM3HAYEHHSA PIiBHIB NiNigiB y cupoBaTui KpoBi. AKLO
yepes Kinbka Micauis (Hanpuknag dyepes 3 Micsili) He AoCSAraeTbCs aAekBaTHa
BiANOBiAb HA NiKyBaHHSA, CMig po3rnagatv gogaTkosi abo iHWI TepaneBTUYHI
3axoaum.

Lopocsium

PekoMeHAoOBaHa fo03a CTaHOBUTbL 1 TabneTky, Wo MicTutb 145 Mr deHodibpaTy,
1 pa3 Ha poby. MNMauieHTaM, AKi NpurMaloTb 1 Kancyny, wo Mictutb 200 Mr
deHodibpaTy, abo 1 Tabnetky, wo Mictutb 160 Mr deHodibpaTy, MOXHa
3aMiHUTK iX Ha 1 Tabnetky npenapaTty Tpainkop® 145 Mr 6e3 A0AaTKOBOrO
nigbopy ao3un.

AKWo nauieHTy noTpibHO 3acTtocoByBaTu peHodibpaT Npu ABOX MOKa3aHHSAX
(rinepninigemia Ta giabeTMyHa peTuHoONaTIA), Cnig NpUAMaTM nuwe OAHY
Tabnetky npenapaty Tpaiikop® 145 Mr Ha noby.

llayieHTam iTHbOro BiKy

MauieHTaM NiTHbOro BiKy 6e3 nopylweHHs QYHKUIi HUPOK PEKOMEHAYETbCHA
3BMYaMHa A03a ANS A0POCnX.

lMopyLweHHs1 PyHKUIT HUPOK

MauieHTaM i3 NopyweHHsaM YHKUIT HUPOK HeobXiaAHO 3MeHWwnTn Ao3y. lNpu
XPOHIYHMX 3aXBOPIOBAHHAX HUPOK CepefHbol TAXKOCTI (KNipeHC KpeaTuHIiHY
Big 30 oo 60 Mn/xB) 3acTocyBaHHA deHodibpaTy B HaABHOMY [03yBaHHI 145
MI HE peKOMeHJOoBaHe.

MadieHTaM i3 TAXKKUMU XPOHIYHMMM 3aXBOPHOBAHHAMW HUPOK (KJipeHC
KpeaTuHiHy < 30 MN/xB) 3acTocyBaHHA peHodibpaTy npoTMnokasaHe.

lMopyLweHHs1 pyHKUIT nevyiHku

Tpaikop® 145 Mr He peKOMeHAY€ETbCA 3acTOCOBYBATM MalieHTaM i3
NOpPYLUEeHHAMU (PYHKLIT NeYiHKK Yepes3 BiACYTHICTb AaHUX.
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itn.

Besneka Ta edeKTMBHICTb 3acTtocyBaHHsA deHodibpaTy AiTaM Ta nianiTkam
(BikoM go 18 pokiB) He BCTaHOBNEHi i BiANOBiAHI AaHi BiACYTHi. ToMmy
deHodibpaT He peKOMeHAYETbCS 3aCTOCOBYBATH AITAM Ta nignitkaM (BiKOM A0
18 pokiB).

lMepeno3syBaHHs.

MosigoMnsanocsa nuwe npo OKpeMi BUNaaKku nepenosyBaHHSa deHodibpaTy. Y
6inbLWOCTi BUNaAKiB XOAHUX CUMMTOMIB Nepeno3yBaHHs He 6ys10 BKasaHo.

CneundiyHnim aHTMAOT HeBigoMun. Mpu Nigo3pi Ha nNnepeno3syBaHHSA NOTPIGHO
NpPOBOAUTN CUMMNTOMATUYHE JNiIKYBAHHA Ta BXWUTU HaNeXHUX MiaTPUMYHUnX
3axodiB 3a HeobxigHocTi. ®eHodibpaT He BMBOAUTLCA 3@ AOMNOMOroOK0
remMoAaianisy.

Mo6iyHi peakKuii.

HaluacTiwe Bia3Ha4yeHi HebaxkaHi peakuii npoTtarom Tepanii deHodibpaTtom -
Le po3naau TpaB/fieHHs, NopyLweHHs 3 60Ky WayHKa abo KuweYyHuKa.
HaBeneHi gani HebaxxaHi gBuLLa cnocTtepiranncsa y nnauebo-KoHTPOIbOBaHNX
KMIHIYHMX gocnigaxeHHsXx (n=2344) i3 BKa3aHO 4acToTolo:

Knac cucremn | ly»xe yacrto | Hacrto HeuacTto Pianko
opraHiB =1/10 =1/100, =1/1000, =1/10000,
3a MedDRA <1/10 <1/100 <1/1000
SHUXEHHS
MopyLUeHHs 3 PiBHS

60Ky KpoBi Ta

remornobiHy

nimpaTNYHOI SHUKEHHS

cncremun KinbKOCTi 6inmnx
KNITUH KPOBI

MopyweHHs

3 60Ky iMYHHOI FinepuyTnueicTt

CUCTEMMU

MopyweHHsa 3
60Ky HepBOBOI
CUCTEMMU

flonoBHUNM 6inb
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TpomboeMbonii
(nereHeBa
[MopyweHHa 3 .
60Ky CyanHHOI embonis,
ycy TpoMb603
CUCTEMMU
rMMboKunx
BEH)**
O3Haku Ta
CUMMNTOMM 3
MopyweHHs 3 60Ky opraHis
6oky TpaBNEeHHS
LLJTYHKOBO- (6inb y xuBoTi, |[lMaHkpeaTuT*
KULLKOBOIo Hy4oTa,
TpaKkTy 6noBaHHA,
niapes,
METEOPU3M)
MigBuwEeHHA
'ABntl XXoB4YyHOKaM'aHa
MopyweHHs 3 piBHA
: xBopoba (aus.
6oky TpaHCaMiHa3 .
. , : po34in FenatuT
renaTtobiniapHoi (avB. po3ain :
. «0cob6mnBOCTI
CUCTEMMU «0OcobnuneocTi
3aCTOCYBaAHHS»)
3aCTOCYBaAHHS»)
LWKipHi peakuil
HopyweﬂHﬂ:a rinepyyTnnBOCTI | Anoneuis
6oKy WKipu Ta (Hanpuknapg B
NiALWKipHOI BUCUN, Peakuii
KNITKOBUHM cBepbix, doTouyTaneoC
Kponue’siHKa)
MopyweHHs 3 M’qa3oBi
60Ky CKeneTHoi po3nagun
MYCKynaTypwu, (Hanpuknapg
crnosiy4Hol Mianriga, MiosuT,
TKaQHWHW Ta M'30Bi cnasMu
KiCTOK Ta cnabkicTb)
MopyweHHs
3 6oky
penpoAyKTUBHOI CraTeBa
CUCTEMU Ta ANChYyHKLIS
MOJIOYHUX
3as03

BiaxnneHHsa Big
HOpMMU,
BUSAB/IEHI Y
pe3ynbTarTi
nabopaTtopHux
aHanisis

NiasnweHnmn
piBEHb
roMouUUCTEIHY
B KpOBi***

MiasnweHnmn
piBEHb
KpeaTuHiHYy B
KpOBI

MiaBnweHnn
piBEHb
CEYOBMHU B
KpOBI
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* Y pocnigxeHHi FIELD - paHaoMizoBaHOMY nnauebo-KOHTPOAbOBAHOMY
AOCNIAKEHHI, B AKOMY B38/UM y4acTb 9795 xBopux Ha uyKkposui giabet 2 Tuny,
- Yy nauieHTiB, sKi npunMmanm deHodibpaT, cnocTtepiranocs CTaTUCTUYHO
3Hauylwe 3pOCTaHHSA 4YacTOTUM BUHUKHEHHS MNaHKpeaTUTy TMOpPiBHAHO 3
nauieHTamm rpynu npunomy nnauebo (0,8 % ta 0,5 % signosigHo, p = 0,031).

** Big3Hayanocs CTaTUCTUYHO 3Hauylle 3pOCTaHHS 4acTtoTu embonii nereHb
(0,7 % y rpyni npunomy nnauebo ta 1,1 % y rpyni npunomy cdeHodibpaTy; p
= 0,022) Ta CTaTUCTUYHO HEe3HauyLlle 3pOCTaHHSA 4acToTn TpoMb03y rInMbokmnx
BeH (1,0 % y rpyni npunomy nnauebo [48/4900 nauieHTiB] Ta 1,4 % y rpyni
npuromy deHodibpaty [67/4895 nauieHTis]; p = 0,074).

*x*  CepepHE nMigBULLEHHS PiBHS FOMOUMCTEIHY B KPOBi Yy MauieHTIB, $Ki
npunmann deHodibpaTt, ctaHoBMIo 6,5 MKMonb/n Ta 6yno o6opoTHUM nicng
npunmnHeHHsa Tepanii deHodibpaToM. [MiABUWEHUNA PU3NK MOSABU BEHO3HUX
TPOMBOTUYHUX SABUL, MOXe OyTu noB’d3aHuMi i3 nNiABUWEHUM piBHEM
romoumcTeiHy. KniHiyHa 3HauvyLWicTb UbOro He 3’acoBaHa.

KpiM sBULW, BiA3HAYEHUX Y KNIHIYHUX AOCNIAXEHHSAX, Y MOCTMapKEeTUHIOBUN
nepion 3acTtocyBaHHs npenapaTty Tpaiikop® 145 Mr 6ynu oTpMMaHi CNOHTAHHI
NoBiAOMMIEHHsT Npo nobivHi Aii, HaBeAeHi HMXYe; TOYHY IX 4acToTy 3a
HassBHUMM AAHMMW BCTAHOBUTU HEMOXIMBO, TOMY ii KnacudikoBaHO £K
«HeBigoMa».

NopyLwieHHs 3 6oky OpraHis ANXaHHA, rpyaHol KJITKU Ta
CepefoCTiHHA: iHTepCcTMuianbHa XxBopoba nereHso.

MopylwieHH 3 60KY CKEeNEeTHOI MYCKYNaTypu, CNoJIY4YHOI TKaHWMHM _Ta
KicTok: pabaomionis.

MNopyuweHHa 3 6oky renartobifiiapHOi CUCTEMMU: XOBTSAHUUSA, YCKNAAHEHHS
XXOBYHOKAM'siHOI XBOpOobu (Hanpuknag XoneumcTuT, XONaHriT, XXOBYHa KONika).

MNopyweHHa 3 60Ky LWKipWM Ta NiAWKIPHOT KAITKOBUHW: TAXKIi LWKIpHI peakuii
(Hanpuknag MynbTUdOpPMHa eputeMa, cuHapoM CriBeHca — OXXOHCOHa,
TOKCUYHUW enigepManibHUN HEKPONI3).

MopyleHHa 3 60Ky HEPBOBOI CUCTEMU: CTOMJTIHOBAHICTb.

TepMiH NpnNAaTHOCTI. 3 POKWN.
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YmMoBM 36epiraHHA. 36epiratn B opuUriHanbHiM ynakosLi Nnpu TeMnepaTypi He
Buwe 25 °C y HegoCTynHoOMy Ans AiTen Micui.

YnakoBka. Mo 10 Ttabnetok y 6nictepi, no 2 abo 3 6nictepn y KapTOHHIN
Kopobui.

KaTteropis Bignycky. 3a peuenTtoMm.

BUpo6HUMKMK. IpnaHACHKiI NabopaTopii OypHbE
JlimiTen, IpnaHaia/ Fournier Laboratories Ireland Limited, Ireland.

Peundapm ®oHTeH, ®paHuisa/ Recipharm Fontaine, France.

Micuye3sHaxoa)keHHSs BUPOBGHUKIB Ta aapecu Micusi npoBaf>XeHHSA iX
[isnbHOCTI. AHHrpoB, KappirtBoxinn, Ko. Kopk, IpnaHaia/ Anngrove,
Carrigtwohill, Co. Cork, Ireland.

Pto ne Mpe MoTte, 21121 ®oHTeH ne [LixoH, ®paHuis/ Rue des Pres Potets,
21121 Fontaine les Dijon, France.



