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1. HME HA JEKAPCTBEHUA NPOAYKT N3NbLNHNTENHA ATEHUWA MO NEKAPCTBATA
Kpamxa Xapammepucimuka Ha - flpusoxenue 1

Tpunentan 300 mg ¢puniMHpaHH TabNeTKH
Tpunentan 600 mg dbuiMUpaHH TabNeTKH
Trileptal 300 mg film-coated tablets
Trileptal 600 mg film-coated tablets

2. KAYECTBEH 1 KOJIMUECTBEH CbCTAB

Tpuaenran 300 mg ¢punmupany Tabnerku
Bcsixa dwimupana Tabnerka chabpxka 300 mg okckapbasenuH (oxcarbazepine).

Tpunentan 600 mg puaMupaHu TabneTku

Besika puamupana TabneTka chabpxka 600 mg okckapbasenunH (oxcarbazepine).

3a MBJIHUA CIIMCHK HA MOMOLIHUTE BELIECTBA BHXXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
dunMupaHa TabneTka

Tpunentan 300 mg ¢punmupany TabreTku
A BITH, OBANTHM, JIEKO JBOHHOM3ITEKHAIH TabNETKH ¢ ASTUTENHA 4epTa OT JBETE CTPaHH, ¢ BIUTEOHATO

penedHo osHauenue ,,TE“, nenarenHa uepra, odbpHato ,,TE™ oT eanara crtpata H CQGY, nenvrenHa
yepra, obdbpHaro ,,CG™ or ApyraTa cTpasa.

Tpunentan 600 mg dunmMupasy TabneTku

Breaopo30BH, OBATHH, A€KO ABOHHOM3NBKHAH TabNETKH ¢ AeIMTENIHA Y€PTa OT ABETE CTPaHM, C
BILOHATO penedHo o3HauenHe ,, TF™, aenuTenHa yepra, oospHato ,,TF“ or enHara crpaHa u ,,CG“,
nenuTenHa gepra, odvpHaro ,,CG™ or Apyrara cTpaHa.

JlenuTenHaTa 4epTa € CaMo 3a YJIECHABAHE Ha CUYNBAHETO C LS MNO-JIeCHO I'LJITAHE, @ HE 32 Pa3/ICNAHe
Ha paBHU O03M.

4, KJAHHAYHHA JTAHHH

4.1 TepaneBTHYHH MOKA3AHHUS

TpunenTan € NOKa3aH 3a A€4YEHHE HA MAPLIMATHH NPUCTBIY ChC MU O€3 BTOPUUHO reHepaTU3HPaHH
TOHWYHO-KJIOHHYHH CBPYORE.

Tpunentan e NokasaH 3a ynorpeda KaTo MOHOTEPAIHA WK NONBJIHHTE/IHE TEPAIHA NPK BH3PaCTHH U
netta Hag 6-rogyuIHA BH3PACT.

4.2 Jlo3apoBKA H HAYHH HA NPHIOKEHHE

EOSH pPOBKA

TpHaenTan e NoAXoAsll 3a yroTpeba KaTo MOHOTEpAIHs WK B KOMOWHALMA ¢ ApYTH
AHTHENIWICIITHYHY JIEKApCTBEHH cpeAcTBa. KaTo MOHO- WK IOMBTHHTEIHA TEPArH
Tpunenran ce 3ano4ea ¢ KWIMHHYHO €(PEKTHBHA [103a, pa3AcicHa Ha Ba NPUCMA.
6bjie YBEIHUCHA B 3aBHCHMOCT OT KIIMHHYHHA OTTOBOp Ha nauuenra. Koraro Tp
NPYrd aHTHEMWIEMTHYHY JIEKAPCTBEHH NPOAYKTH, A032Ta Ha CBITLTCTRALIMA aHT
NekapcTBeH MPOAYKT TpAbBa Aa ce MoHwkapa NOCTENEeHHO NMPH 3aM0YBAHE HA Niey




Ipy ynoTtpeba KaTo AONBLIIHHTENHA TEPaNus, Thil KaTo Ce NOBUILABa 001OTO 0bpemMEHABaHE Ha
MalMEeHTa ¢ AHTHENMWIESNTHYHH JIEKAPCTBA, MOXKE J1a C€ HAMOXH Ja € peayuMpa 103aTa Ha
CBITHTCTBALIMA AHTHEIWNENTHYEH IEKAPCTBEH NPOAYKT H/WiK Ao3aTa Ha Tpunenrtan Aa ce MOBHIiIABa
no-6asHoO (BXK. TO4ka 4.5).

Tpunentan nepopanua cycnensua 1 Tpunenran ¢rimMnupann TabneTku ca OMOCKBHBAICHTHH U MOTaT
na 04T B3aUMoO3aMEeHAEMHU TIPH €1HAKBH A03H.

TepaneBTHYEH JICKAPCTBEH MOHATOPHAT
TepaneBTHYHHAT eeKT HA OKcKapOa3eNuH ce Ab/DKH NPEJUMHO HA aKTHBHHA META0OAMT

1 0-moHOXHApoKkcHIHOTO NponsBoaHo (MXIT) Ha oxckapbasenuH (BX. TO4Ka 3).
He e HeoOx0a1MO MOHMTOPHpaHe Ha NNasMeHKHTe HUBa Ha okckapbasenun win MXIL. Benpexu Tosa,
MOJKe J1a ce 0OMHCITH MOHUTOPHpaHe Ha nnasMeHoTo HUBO Ha MXII no Bpeme Ha neyeHue ¢
TpwienTan, 3a Ja ¢€ W3K/IIOYH HeNPHABPKAHE KbM TEpANHATa WU B CITy4YaH, KOraTo MOXe Ja ce
O4YaKBa MpoMsHa B k1upbHca Ha MXIT], B ToBa unco:

e npoMsaHa B GuOpeunara GpyHkLMA (BXK. no3upoBKa Npu 6BOpeuHH yBpexkaatus B Touka 4.2)

e OpeMeHHOCT (BA. TOHKH 4.6 4 5)

¢  eJHOBpPEMEHHA YNOTpeda ¢ NeKapCTBEHH NMPOAYKTH HHAYKTOPH Ha YePHOAPOOHHUTE EH3HMH

(BK. TOUKa 4.5)

AKO HAKOA OT T€3H CHTYaLHH ¢€ CNyuH, fo3aTa Ha Tpuaenran Moxe Na Obie npoMeHeHa (Bb3 OCHOBA
Ha TUTa3MEHHUTE HUBA, U3MEPEHH 2-4 uaca clie]] IpUeMa Ha 103aTa), 33 Ja ce NoAxbpKa MMKOBa
rnasMeHa koHuenTpauus Ha MXII < 35 mg/l

Bb3pacTHH IAUHEHTH

Monomepanus u oonvanumenrna mepanua

IIpenopbaHTENHA HAYANHA 1032

Jleuenunero ¢ Tpuaenran TpaGBa na ce 3ano4xe ¢ ao3a ot 600 mg/neH (8-10 mg/kg/nen), pasaenexa
Ha JBa NMpUeMa.

[Mopabpxama a03a

Jo6pu TepanesTHuHK edexTH ce Habnioaasar npu K034 Mexay 600 mg/nen u 2 400 mg/nen. Ipu
KIWHUYHM TTOKA3aHMUA 33 NIOCTMIaHE Ha JKeNaHWA KIIMHHYEH edEeKT HayanHara /1038 MOXe aa ce
yBer4aea ¢ MakcumyM 600 mg/aeH npe3 npuOAM3UTENHO €IHOCEAMUYHN HHTEPBATH C/IEA 3aN0UBaHE

Ha JNE€YECHUETO,

MakcuMANHA NPenophLYNTE/IHA 103a

B XOHTpONHpaHy GOMTHUYHH YCIOBHA € MOCTHIHATO yBelu4eHHe Ha Ao3ute 10 2 400 mg/neH B
paMmknTe Ha 48 yaca.

JIHesnu no3m Han 2 400 mg/ned He ca MPOy4YBaHH CHCTEMHO MpPH KITHHHYHH H3NHTBAHUA.

[TauueHTH B cTapyecka Bb3pacT (Ha 65 nan noseye roHHHu)
Hsama cneuMasiny npenopbky 3a A03HPOBKATa NPY NALMEHTH B CTapyeCcKa Bb3pacT, ThH KaTo

TEepaneBTHYHUTE 03K C€ KOPHrHpaT HHAUBHAYanHO. [IpoMAHA Ha 103aTa ce Hajara npH NalueHTH ¢
yBpeaeHa 6b6peuna PyHKIHA (KpeaTHHHHOB KIHPBHC No-Markk OT 30 ml/min) (8X. HHOpMaLHATa
Mo-A0My 3a JO3MPOBKa MpH 6BOpeuHH yBpexKaAaHus),

Heob6xoauMo e BHUMATENHO Ha0NtoAeHHe Ha HHBATA HA HATPHH NPH NAUMEHTH, H3JI0XKEHH Ha PUCK OT
XHnoHarpueMmus (Bx. Touka 4.4).

YepHonpobuo yepexaaHe
He ce Hanara npoMsHa Ha 03aTa MPH NALMEHTH C JCKO 0 YMEPEHO TEKKO yepHOAPOOHO YBpEKAAHE.

Neiicterero Ha TpunenTtan He € NPOYYBAHO MPH NAIMEHTH C TEXNKA CTENEH HA YEPHOAPOOHO
yBpexIaHe, IOpagH KOETO € Heo6X0auMo ocobeHO BHMMaHUE NIpH Ao3upane Ha Tpuil
rpyna nauueHTH (Bx. Touka 5.2).

b1OpeuHO YBpeKIaHe
[Tpu nauMedTy ¢ HapyleHa 0s0pedHa GyHKLMA (KpeaTHHHHOB KNMPBHE < 30

Tpunernran TpAGBa Aa ce 3aMoO4YHE C NOJOBHHATA OT oOM4YaiHaTa Ha4YanHa n03a




1a Ce yBe/IHUYaBa npe3 AoHe eJHOCSAMHYHH HHTEPBAIM A0 AOCTUIaHE Ha XKeNaHUA KITHHHUYCH OTIOBOP
(BK. TOUKa 5.2).

[leduampuyuna nonyaayun
IIpenopbunTe/IHA HAYANHA 1032
Kakro KaTo MOHO-, TAKa M KaTO JOIMbIHUTENIHA Teparins, iedeHHeTo ¢ Tpunentan Tpabea na ce

zano4He ¢ go3a ot 8-10 mg/kg/neH, pasneneHa Ha Asa npyema.

Iloaanpxama no3a

Llenepata moaabpikaila Ao3a Ha TpHIIENTan KaTo AONBIHATEIHA Tepanus € 30-46 mg/kg/neH u
TpaOBa Aa 6bje NOCTHUrHaTa 3a JIBE CEIMHLIM.

B x1MHMYHM MANKUTBAaHK, KoraTo TpuienTtan € npMeMaH KaTo AONBbIHUTENIHA TEpanus, TepaneBTHYeH

edexT e HabMoAaBaH NPy CpeHa MoAAbpxKaLa 103a ot npubausurento 30 mg/kg/new.

MakcHMAIHA NIPENOPHLYHTEIHA 1032

[py KITHHMYHM NOKA3aHHMA 32 TOCTHTAHE Ha XEeNIAHU KNMHHUeH edeKT HaYaIHaTa 103a MOXe Ja Ce
ysennuasa ¢ MakcumyM 10 mg/kg/aen npes npHONH3NTENHO €AHOCEAMHYHH HHTEPBAIIH CJiEA
3afOuBaHe Ha JIEYEHHETO A0 MaKCHMaTHA no3a ot 46 mg/kg/neH (Bx. Touka 5.2).

TpunenTan ce npenopsusa 3a ynorpeba mpu Acua Haj 6-roanuIHa Bb3pacT. be3onacHoCTTa H
eMKacCHOCTTa My ca OLICHEHH NMPH KIHHWYHH H3NMWTBAHUA, BKIIIOYBALIH npubauzuTenHo 230 aeua Ha
Bb3pacT noj 6 roauuu (1o 1 mecen). Tpunenran He ce npenopbiBa Npu Aeua no 6-roavilHa
Bb3pacT, Thi KaTo 6e30MacHOCTTa H €PHKACHOCTTAa MY HE Ca A0Ka3aHH B JOCTATBYHA CTeMeEH.

BcHuky NO-ropHY NpenophKy 3a J03upaHe (MpU Bb3PacTHH, XOpa B CTapiecka Bb3pacT U Aeua) ce
OCHOBABAT HA JO3UTE, H3CJIEABAHM NMPH KIUHUYHHUTE UANHTBAHHA 32 BCHHMKH BB3PacTOBH rPyIIM.
Brnpeku TOBA B CTy4auTe, KOraTo TOBA € YMECTHO, MOraT J1a ¢e ODCHKAAT MO-HUCKH HaualHy A03H.

HauuH HA NPUI0KEHHE
TpunenTtal MOXe Ja ¢e IpueMa CbC MM 0e3 XpaHa.

3a nena W NallMeHTH, KOMTO HE MOTAaT Jia NPErnbuiaT TabJeTKU WK B Ciy4auTe, Koraro Heobxoaumara
032 HEe MOKE /12 CE NPHIIOKH C M3NON3BaHe Ha TabneTkH, € NoaAXoJAWo Aa ce U3nojsea Tpunenran
nepopaita CyCneH3us.

4.3 IIpoTHBONOKA3AHHSA

CBpLXUYYBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO, KbM €C/IMKapOaseni Wiu KbM HIKOe OT
NOMOLIHHTE BellleCTBa, H30poeHHu B TO4YKa 6.1.

4.4 CnensanHH NpeayupexIceHns H npeana3nu MEPKH NpH ynoTpeda

CBpPBXUYYBCTBUTENHOCT
B nocTMapKeTHHroBrA NEpUo ca NoJYUCHH cbOOLLIEHHA 3a PEaKLIHYU Ha CBPbXYYBCTBHTEIHOCT OT

Tun | (He3abasHu), BKTIOUBALIM 0OPUB, CbpOexkK, ypTHKAapHa, aHruoenem u aHagunakcud. CiyHau Ha
aHa(UIaKCHS M AHTHOEJEM 3acsarall JapHHKca, GapuHKCa, YCTHUTE M KJIeNayuTe ca CboOLIaBaHH NpH
ralMeHTH cilel IpHeM Ha ITbpBaTa WM nocneasaliure 103 Tpunentai. B cny4al ue npu nauyeHTa
HACTBIAT Te3H PeaKLHH ciaed AedeHHe ¢ TpuaenTan, NpUeMbT Ha NEKapCTBEHMA NPOAYKT TPAOBa Aa
ObIe NPEeyCTaHOBEH U Aa CE 3aMOYHE alITePHATHBHO JIEYEHHE,

[TaLMeHTHTE, KOKWTO ca MOKa3a1M PEaKLMM Ha CBPbXYYBCTBHTENIHOCT KbM KapbamasenuH, Tpsidsa na
6baat undopmupanu, ye npubausurento 25-30% ot Te3u nauKneHTH MOorart ia NpOoABAT peakLHH Ha
CBPbXYYBCTBHTEHOCT NpH NpyeM Ha TpunenTan (BX. Touka 4.8).

Peakuiny Ha CBPBLXUYBCTBUTEHOCT, BKIIIOUNTEIHO PEAKLIHH Ha CBPBXYYBCTBHTENHOC
3acArade, MOTar Ja ce HabmonasaT H NpU NauMeHTH 0e3 CBPBLXYYBCTBHUTETHOCT KbM/KapOaMs
TaknBa peakLiM¥ MOraT [a 3aCE€rHaT KOXKaTa, YepHHsa ApoD, KpbBTa U IMM(pHATA CHC ¢
OpraHM, KakTo MOOTAEIHO, TAKa U €THOBPEMEHHO, B KOHTEKCTA Ha CUCTEMHATA peak




Touka 4.8). [Ipy nosBa Ha NMPH3HALM ¥ CUMITTOMH, HATIOMHSLIH PEAKLHH HA CBPbXUYBCTBHTEIHOCT,
npuembT Ha Tpunenran Tpabea HezabasHo na Obae NpeyCTaHOBEH.

JlepMaTOnOrH4HH peakliny
CepHO3HH 1epMaTONOrHYHH PEAKLIHH, BKITIOUYHWTETHO CUHAPOM Ha Stevens-Johnson, TOKCHYHA

enuaepMaHa Hekpoau3a (CHHApoM Ha Lyell) u erythema multiforme, ce cbo61aBaT MHOrO pAAKO
npu ynorpe6a Ha Tpunenran. [Ipy nauneHTHTE C TEXKKM KOXKHH PEAKLUMH MOXKE [Ia CC HANOKH
XOCMUTAIH3aUKA, Thil KATO TE3X ChCTOAHUA MOrar Ja ca XXKBOTO3acTpallaBalli ¥ B MHOTO PEAKH
cny4au - datanau. Takusa cyuan, cebp3aHH ¢ ynorpeba Ha Tpunentan, ce Hab/MoOJaBAT KAKTO NPH
Jlela, Taka U npu Bu3pacTHH. CpelHOTO BpeMe JI0 NOABaTa Ha peakuuaTa € 6uno 19 auu. Crobuasar
ce HAKOJIKO H3OJMPaHH CJyuas Ha PEeLUIMB Ha TeKKa KOXKHA PeakLKs MPH NOBTOPHA ynoTpeda Ha
Tpunentan. CLCTOAHKETO HA MALUMEHTHTE, KOMTO Pa3sBUAT KOXHA peakuus npu ynotpeda Ha
Tpunentan, TpsOBa Obp3o Aa 6bae npeueHeHO U He3a0aBHO Aa Ce NPEYCTAHOBH JICHEHHETO C
TpunenTan, OCBEH akO OOPHBBT HE € CBBbP3aH C MPHIOKEHHETO Ha JIEKapCTBEHHA NPOIYKT. B cnyyak
Ha MPEeyCTAHOBABAHE Ha JieueHHeTo TpAGBa Aa ce 00chaH 3aMeHAHeTO HA TpwnenTan ¢ Apyr
AHTHETWIETITHUEH JIEKAPCTBEH NIPOAYKT, 3a Aa ce H30ernar NpUCThIKUTE Ciiea CnyupaHe Ha JIEYCHHETO.
Jleuenwero ¢ Tpunenran He TpsAOBa Aa ce 3arno4Ba OTHOBO MNPH NMAUMECHTH, KOKTO Ca I'o NMPEKPaTHITH
opaAM peaKklus Ha CBPbXYYBCTBUTEAHOCT (BXK. TOUKa 4.3).

Cpbp3anu ¢ HLA-B*1502

UmMa Bce MoBeye J0Ka3aTeNncTsa, Y€ pasinuHmnTe anesn Ha Yosewkua JleskouureH Autured (HLA)
M3NLJIHABAT POJIS, CBbP3aHA C HEXEIAHNTE KOKHH PEAKLMH NPH NPEAPA3NONOKEHH NALHCHTH. ToH
KAaTO XMMHYHaTa CTPYKTYpa Ha oKkckapba3enuH e nofao6Ha Ha Ta3KM Ha xapbamasenuH, € BEpOATHO
NALMEHTH HOocHTeH Ha anena HLA-B*1502 aa umar cbio noeuiiieH puck 3a SIS/TEN koxHH
peaKUMHU KbM OKCKapOa3emnuH.

YecToTaTa Ha anen HLA-B*1502 sapupa ot 2 no 12% rnpu TpaaAMLIHOHHHTE KHTaHCKH IOy JIallWH,
okono 8% npu TAKNAHACKKTE NOMyAaLMK U HaJ 15% npu QUANNMHCKUTE W HAKOM MaNan3HHCKN
OMyJ1auyH. AJIeJTHa 9€CTOTa 10 okono 2% u 6% ca goknaasaHu cboTBeTHO B Kopes u Muaws.
YectoTata Ha anen HLA-B*1502 e HesHauMTEIHA NIpH HHAUBUIH C €BPONEHICH NPOHU3XO0/, HAKOIKO
apHKAHCKH MOITYJIaLIMH, KOPEHHOTO AMEPUKAHCKO HACEIEHUE, H3BAKa OT JIAaTHHOAMEPHKAHCKH
NOMyaLKy U Nnpy snoHLH (<1%).

[TocoueHUTE ANIeJIHY YeCTOTH NPEeACTABAT MPOLICHTa OT XpOMO3OMMTE NPH YIIOMCHATUTE NOITYJIALHH,
KOMTO HOCAT criel(PHYHHSA ajie, NOKa3Bally, Y€ MPOLICHTHT NALWeHTH, KOUTO HOCAT KOMHE OT ajie
Ha Hali-MaJIKO e/{Ha OT TEXHUTE JBE XPOMO3OMH (T.€. ,,4€CTOTA Ha HOCUTENCTBO"), € 61130 ABa NBTH
No-BUCOKA OT vecToTaTa Ha anena. [lopagu Ta3u npHyHHa NPOLEHTHT HA NALHEHTHTE, KOHTO Ca
M3N0XKEHH Ha PHCK, € OpHONU3HTEIHO ABa MBTH aJieNHaTa YeCToTa.

Tpabea ga ce 0OMKMCIIH TeCTBaHETO 3a HanHuHe Ha anen HLA-B*1502 npyu nauueHTH pOACTBEHH C
PHCKOBHTE TIOMyJIALIMM MPEAH 3anoyBaHe Ha nedeHHe ¢ Tpunenran (BuwkTe no-aomy Mupopmauus 3a
MEAHLMHCKKUTE crelHatucTy). Ynorpebata Ha Tpunernran Tpsabsa aa ce u3darea npy NalMeHTy ¢
nonoykureneH Tect 3a anen HLA-B*1502, ocBeH ako Moi3uTe ACHO NPEBHIIABAT PHCKA. AJIENTBT
HLA-B*1502 moxe na 6nae puckos daktop 3a pazsutueTo Ha SJIS/TEN npH naumeHTH ¢ KATaHCKH
MPOM3XO NpUEMAllK APYTH anTHenuwienTHuHu nekapcTea (AEJT) cebpsanu ¢ SIS/TEN. llopanu Tasu
nprMyYnHa TpAOBa Ja ce 0OMUCAH M36ArBaHeTo Ha ynoTpedaTa Ha Apyry EKapCTBa CBHP3aHHM C
SJS/TEN npu HLA-B*1502 no3uTHBHY MaLHEHTH, KOraToO aNTEPHATUBHUTE TEPAITUH Ca EIHAKBO
npuemIrBH. OOMKHOBEHO CKPHHHMHT HE Ce NMPENopbYBAa NPH NMALMEHTH OT NOMyNAUHH, NPH KOUTO
HLA-B*1502 HOCHTENCTBOTO € HUCKO WM NPH NALIMEHTH, KOKMTO Beye nNpHemat Tpunentan, ThH KaTo
puckbT ot SIS/TEN e 10 ronsMa CTeneH orpaHuyeH JI0 IbPBHATE HAKONKO MECELIA OT TEPANHATA,
HeszasucuMo ot HLA-B* 1502 craryca.

Cebp3ann ¢ HLA-A*3101]
Hskon naunM npeanonarat, de anensT HLA-A*3101 e cpbp3aH ¢ NOBHILEH PUCK O

MHOYLMPAHH HeXeaHH KOXKHM peakuuu, Brmousaiiy SJS, TEN, nekapcTsen obp @ A PRERETAR
(DRESS) WIN no-Manko TeXKa OCTpa reHepaiH3paHa eK3aHTeMaTO3Ha MyCTyJ 1034 (X E .




YectoTtara Ha ajiena HLA-A*3101 papupa B LU¥POKH IpaHULId MEXKAY €THHYECKHUTE NOMYyJIalliK 1
HEeroBaTa 4ecToTa e OKoJo 2 A0 5% npu eBponeuagHara paca v okono 10% B anoxckaTa nomynauus.
VCTaHOBEHO €, Y€ YECTOTaTa Ha TO3H allet € NMO-HUCKA OT 5% B MHO3WHCTBOTO ABCTPANMHCKH,
Asmarcky, AdprkatHcku B CeBepHOAMEPHUKAHCKHM MOIMTyNALHH C HAKOH H3KJIIOYEHHA B PAMKUTE OT 3
1o 12%. Yectora Hag 15% € yCTAHOBEHA B HAKOU €THHYECKH rpyny B HOxHa AMepuka (ApKEHTHHA U
Bpa3unus), Cesepna Amepuka (CAILLL: Hasaxo n Cuykcu u Mekcuko: Cepu ot CoHOpa) 4 103KHA
Uuausa (Tamun Hagy) u mexay 10% no 15% B Apyru MeCTHH €THOCH B CHLULUTE TE3H PETHOHH.

[locoueHUTE TYK aje/IHH YECTOTH MPEACTaBAT MPOLIEHTA OT XPOMO3OMHMTE NPH YIOMEHATHTE
[OMy/1alHH, KOUTO HOCAT CCLIM(HIHUS ajie, OKa3Ballld, 4€ MPOLEHTHT MallHEHTH, KOWTO HOCAT
KOMME OT aJieA Ha Rali-MalKo €1Ha OT TEXHUTE ABE XPOMO3OMH (T.€. ,,4€CTOTa HA HOCUTEJNICTBO ) €
6JIM30 ABA ITHTH MO-BUCOK OT UECTOTATa Ha anena. [lopaau tazu NpHYHHA NMPOLIEHTHT HA NMAUHCHTHUTE,
KOWTO Ca W3JIOXKEHH HA PUCK, € MPUOIH3UTENHO ABA ITBTH ajleNIHaTa YeCTOTA.

Hsma 10OCTaThUYHO AaHHM B NOAKpPENa Ha npenopbKa 3a TectsaHe 3a Hannune Ha HLA-A*3101 anen
AIPH NaLMEHTH, NPEAH 12 CE 3an0UHe JIeUeHHe ¢ okckapbasenuH. ['eHeTHUeH CKPUHUHT OOHKHOBEHO
HE ¢€ MpenophLYBa 3a NauuMeHTH npueMailn TpuienTan, Tbi KaTo pHCKBT OT SJIS/TEN, AGEP, DRESS
M MaKyJIoManmyJso3eH oOpuB 10 royisMa CTeNeH ¢ OrpaHnyaBa 10 MbPBUTE HAKOIKO MeceLa OT
TepanusTa, HesaBucumo ot HLA-A*3101 cratyca.

OrpaHuuycHHs Ha NTeHETHYHUA CKPUHHUHT

PesynTaTuTe OT reHETHYHUA CKPHHMHF HHKOra He TpA0Ba 1a 3aMECTBAT MOAXOAALNATE KIHHKYHA
6AMTETHOCT M JleYeHHe Ha NauueHTa. MHOro asvaTckd nauueHTH nonoxurentu 3a HLA-B*1502 u
nexysanu ¢ Tpunentan Hama aa pa3eusaT SJS/TEN u nauuentn orpuuarenty 3a HLA-B*1502 ot
BCEKH eTHOC Bce nak Moxe aa pa3srar SJIS/TEN. IMogo6Ho, MHOTO NMauMeHTH No3UTHBHH 3a HLA-
A*3101 u nexysanu ¢ Tpunentan Hama jaa passusat SIS, TEN, DRESS, AGEP unu makynonamynosen
o6puB U naumentu orpuiatenny 3a HLA-A*3101 ot Bcekn €THOC BCE NaK MOXE 1a PA3BHAT TEKKH
He)KeJTaHH KOXHH peakuH. PondTa Ha Apyry Bb3MOXKHH QakTOpy NIPH pasBUTHETO Ha U
3300NIEBAEMOCTTA OT TE3M TEXKH HEXEJIAHH KOXKHH PeaklUHH, KaTo HarnpuMep A03HPOBKa Ha
aHTHETHIENTHUHUTE JICKapCTBa, MPHAbPKAHE KbM TEpaNUATa, ChITbTCTBAILM JIEYEHHA, ChITBTCTBALLH
3a00n1%BaHNA H HUBO HA AEPMATOJIOrHYHHA CKPUHHHT, HE ca MIPOYYBaHH.

Wudopmanus 3a MEAHLIIMHCKHTE CICLMATUCTH

AKo e npoBeaes Tect 3a Hann4KMe Ha HLA-B* 1502 anena, ce npenopb4sa BUCOKO CCICKTHBHO
ranusupare Ha HLA-B*1502“ anena. TecTbT € NONOXKHTENEH, aKO €€ OTKPHBAT CIIMH KIIH J1Ba HLA-
B*1502 anena v orpuuareicH, ako He ce otkpusar HLA-B*1502 anenu. [lo ¢buus HauuH, ako e
nposeAcH TecT 3a Hanuuue Ha HLA-A*3101 anena, ce npenopsysa BUCOKO CE/IEKTUBHO ,,THIHIUPAHE
na HLA-A*3101“ anena. TecTbT € NONOKHUTENEH, aKO c€ OTKpHBaT ¢auH unu asa HLA-A*3101 anena
¥ OTpHLUATENEH, KO HE C€ OTpHBAT HLA-A*3101 anenu.

PHcK OT BIOWIABAHE HA MPHCTBHITHTE

Cro611aBa ce 3a PUCK OT BOLLIABAHE HA MPUCTBHITHTE NPH NpueM Ha TpunenTan. PUCKDT OT
BNIOLLABAHE HA NPUCTBNHKTE ce Habmoaasa 0coOEHO NpH Jlela, HO MOXKe Jia HaCTBLNH U PH BE3PaCTHH.
B cnyuaii Ha BAOLLABaHE Ha MPHCTBIINTE, IPHEMBT Ha Tpunenran TpAOBa Aa ce NpeyCTaHOBH.

XHUIOHATPHEMHS

[Tpu 1o 2,7% OT nawueHTHTe, NEKyBaHU ¢ TpunenTai, ce HabmoaaBaT CepyMHH HUBA HA HATPUH MOJ
125 mmol/l, kouTo 06GMKHOBEHO Ca aCHMIITOMATHYHH U He Hajlarar npoMsHa B TepanuaTa. OnursT OT
KJIMHWYHHATE H3MHTBaHUA FTOKA3Ba, Y€ CEpYMHHMTE HHRa HA HATPHH C€ HOpMAaJIM3HpaT NpH HaMallaBaHe
Ha fo3ata Ha TpHIernTal, NpY NPEeKpaTIBaHEe HA PHEMA WK NPH KOHCEPBATHBHO NICYEHHUE Ha

nauyeHTa (Hanp. orpaHA4YaBaHe NpUeMa Ha TEYHOCTH).

WJIK MPU NALKHEHTH, JEKYBaHH C HAaTPUii-NOHHKABAILM JIEKAPCTBA (Hanp. AHY pETHLM,
MPOAYKTH CBbP3aHH ChC CHHAPOM HA HEAJEKBATHA CEKPELMS HA AHTHIAHYPETHYHHS X
neamonpeckH), kakro 1 HCIIBC (Hanp. HHAOMETAllKH), CEpYMHUTE HHBA Ha HATPHUI]
onIpenesAT Npeay 3ano4eaHe Ha Tepanusta . Ciel ToBa CepyMHUTE HHBA Ha HATPUH



onpegenaT NpuGIM3UTENHO CIIEA ABE CEAMHULM U M10-HATaTbK Ha €IHOMECEYHH HHTEPBAIH NPE3
TEPBHTE 3 MECella OT TEpanuATa Wi CIIOpER KIWHHUHHMTE HY XU, Te3n pucKoBH (paKTOpH C€ OTHACAT
ocobeHO 3a NnalUeHTHTE B CTApUeCKa BL3pacT.

pn nanyeHTH Ha Nederde ¢ TpuaenTal, NPH KOUTO Ce 3ao4Ba TEpanus ¢ HaTPHH-NOHKaBallK
NnekapcTBa, TpAOBA Ja ce CeLBa ChLUMA TOAXO0A 33 MEPUOAHYHO MPOBEpABaHe Ha HABATA HA HATPHUH.
Haii-06110, ako B X04a Ha JedyeHHeTO ¢ Tpuientan ce noABAT CUMINTOMH Ha Bb3MOXHA
XMMOHATpUEMHS (BXK. To4Ka 4.8), Moxe na ce 06chaM onpenensHe Ha HUBATa Ha CEPyMHHMI HATPHH.
ITpu ApyrM NaLMEHTH MOXKeE Ja Ce HalloXK# PYTHHHO HM3C/leBaHe HAa HUBATa Ha CEPYMHHUSA HATPHH.
Tpsabpa peflOBHO Ja Ce CJIEAH TEr0TO Ha BCHYKH MALKMEHTH CbC CbPACYHA HEAOCTATHHHOCT H
BTOPUYHA CHPACUHA HEAOCTATHYHOCT 33 EBEHTYA/IHA NOABA Ha 3aApBKKa Ha TEeHHOCTH. B cnyyaH Ha
3a/1pHHKKA Ha TEYHOCTH MM BIIOLIABAHE Ha ChCTOSAHHETO HA CHPLETO TPSOB2 Aa Ce NPOBEPAT HHBATA
Ha CEpPyMHHs HaTpHii. AKO ce Ha0moaaBa XHIIOHATPHEMHSA € BaXKHO 1@ C€ OrpaHH4M NpHEMa Ha BOJA.
Tbii KaTo B MHOrO PEAKH C1yHaH OKCKapbasenyH MoXe Jia A0Beje 10 HapyllIaBaHe Ha MPOBEXAAHETO
Ha MMITYJICH B ChPLIETO, MALHUEHTHTE C NPEAXOXKAAIH NPOBOAHN HAPYLIEHHA (Hamp. aTpHO-
BEHTPHKYJIapeH 610K, apuTMus) TpaOBa aAa 6baaT npociesBaHH BHUMATETHO.

XHNOTHPEORAKI LM
XUMOTHPEONAW3EM € HeXeJlaHa peakuus Ha okcKapbasenuH (¢ 4eCcToTa , HeuecTH ", BXK. Touka 4.8).

KaTo ce uMa npeaBua BAKHOCTTa Ha THPEOHIHUTE XOPMOHH B Pa3BUTHETO Ha JeLaTa ciiell
paXkJaHeTo, Ce MPENopbUBa NMPOBEXKAAHETO Ha TECT 32 QYHKLMATA Ha LIMTOBHHATA XKJI€3a NPEaH
HAYANOTO Ha TepanuaTa ¢ TpuaenTtan B neAHaTpUYHATa Bb3pacToBa rpyna. [lpu Ta3u Be3pacToBa
rpymna ce npenopbYBa MOHHTOPHPaHe Ha PYHKLIMATA HA LIMTOBHHATA XK/I€3a N0 BPEME HA JIEYEHHETO
¢ Tpwnerrran.

YepruoapobHa pyHkiMA

C0BIIaBaT ce MHOTO PE/IKH C/Ty4aH Ha XEMaTUT, KOWTO B [TOBEYETO CIy4aH ca HManu OnaronpusTeH
u3xon. B ciyuali Ha CEMHEHHE 3a YepHOApoOHa peakuus, TpAGBa Aa ce OLUeHH QYHKLMATA HA YEPHHUA
npo6 U 1a ce o6MUCH cnupaHe Ha TepanuaTa ¢ Tpunenra. Tpsabsa na ce noaxoxia ¢ NOBULIEHO
BHMMAHHE MPH JICHEHHETO Ha MALMEHTH € TEXKKO HEPHOAPOOHO yBpekaaHe (BXK. TOUKH 4.2 H 5.2).

br6peuna QyHKUHNSA
Ipu nauMeHTH ¢ HapylleHa 6b0peyHa GyHKLMS (KpeaTMHHHOB KnvpbHC noa 30 ml/min), TpaOBa na

ce MOAXO0XKAa C MOBHIIEHO BHUMAHHE MO BpeMe Ha JeueHuero ¢ Tpunentan, 0co0eHO No OTHOLIEHHE
Ha HAYaJHAaTa 71033 M Ha MOBMLLIABaHEe Ha Ao3aTa (BX. TOUKH 4.2 1 5.2).

XEeMaTOJIOrHYHH peaKlHK
I1o BpeMe Ha MOCTMAPKETUHIOBHA OIHT TNPH JICUEHHE Ha NauxeHTd ¢ TpunenTal ca HabmoAaBaHH

pelKH ¢OOLIEHNA 3a arpaHy/I0LUXTO3a, arJlaCTU4HA aHEMHS W MaHLHTONCHUA (BK. TOUKa 4.8).
IIpu nogea Ha AOKA3aTEJICTBO 32 3HAYUTEIHO NOTHUCKAHE HA KOCTHHA MO3BK, TpabOBa aa ce 06CchLaAH
NpeKpaTABaHE Ha NPUEMA Ha JIEKAPCTBEHHUA NPOXYKT.

CyHMumaHo nopeaeHHue
[Mpu naumwenTy, nexysaHd ¢ AEJI no pasnuyHy nokasaHH: ca choOLIABAHY CYHLIMAHA UACALIHA U

nosefcHue. MeTa aHanu3 Ha PaHJOMHM3HMPAHH, IU1aLeGo-KOHTpONUPaHy U3NUTBaHKs Ha AEJ] ¢bio
MOKa3Ba MATbK, HO MOBULIEH PHCK OT CYHMLIMAHA HACALMA Y rnoBeacHHe. MexaHU3MbT Ha TO3H PHCK HE
e fceH U HATMUHHMTE JAHHH He M3KTIOUBAT Bb3MOXKHOCTTA 32 MOBHILEH PUCK NPH OKCKapOaseruH.
3aToBa nateTHTe TpAOBa Aa OBbAAT MpociedsBaHH 3a NPU3HALM Ha CYMLIMAHA MACAalMA H NOBEICHHE
u TpsA6Ba /1a ce NpeAnpHeMe CEOTBETHOTO AcueHHe. Ha nauueHTHTe (M X0OpaTa, KOUTO CE rprkKar 3a
T1x) TpaOBa aa ce 06LpHE BHUMAHKE 13 MOTLPCAT JIEKAPCKH CHBET, B CTy9aH, Y€ C€ MOABAT NpU3HALIH
Ha CYMLIMOHA WAcaLMs H NOBCACHHE.

XOpMOHANHH KOHTPALETITHBY
JKeHuTe B ferepoaHa BBE3pAcT TpAOBa Aa OBAAT NPEAYNPEAEHH, Y€ AHOBPEMEHHOTY

HeedexTHBHA (BXK. TOUkH 4.5 1 4.6). [Ipu ynorpeda na Tpunenran ce npenops4sa
HEXOPMOHATHH POPMH Ha KOHTpaLCNLUA.




ANKOXOJ
Heo6xoxuma € ocobeHa npeanasiivBocT No OTHOWICHKE ynoTpedara Ha ankoxosi no speMe Ha
negeHuero ¢ TpunenTa, Nopany Bb3MOXKEH AOMbIHHTENEH CEAaTUBEH eeKT.

[IpexpaTsBaHe Ha NPHEMA
KakTo NpH BCUUKH aHTUENWAEMTHYHH JIEKapCTBa, IEYEHHETO ¢ TpunenTan TpabBa na ce crnupa

MOCTENEHHO, C Lief Aa ¢ CBeAE A0 MUHHMYM Bb3MOXXHOCTTA OT MOBHILIABAHE HA YECTOTaTa Ha
NPHCTBIINTE.

4.5 BiaumojeiicTBHE ¢ APYrH JI€KAPCTBEeHH NPOAYKTH H XpYru GOpMH HA B3AUMO/eHCTBHE

EH3MMHa HHAY KIS

Oxkckap6azenuH 1 HErOBUAT papMaKONOrHyHO aKTHBEH METAOOIUT (MOHOXHAPOKCH NPOU3BOAHOTO,
MXT1) ca cnabu in vitro ¥ in vivo uHaykropu Ha uuroxpom P450 ensumure CYP3A4 n CYP3AS,
KOMTO Ca OTTOBOPHH 3a MeTabosM3Ma Ha MHOTO rofiaM 6poii nekapcTea, KaTo HMYHOCYNPeCOpH (Harp.
LIUKAOCNOPHH, TAKPOJIUMYC), MEPOPATHA KOHTPALIENTUBH (BXK. N0-A0MTy) ¥ HAKOM IpyTH
aHTHENMWIENTHYHH IEKapCTBEHH NPOAYKTH (Hanp. kapbamasenuH), KOeTo BOAH A0 NMO-HUCKU
[U1a3MEHH KOHLEHTPALMH Ha Te3M JIEKApCTBEHH NpoaykTH (BxK. Tabnuuara no-xomy, 00o0imapaina
pE3yATATHTE C APYrd AaHTHEMWIETTHYHM JIEKAPCTBEHH CPECTBRA),

In vitro okckap6aserny 1 MXII ca cnabu uagyxropu Ha Y JJ®-ratoKypoHHn TpaHChepaluTe
(ehexTUTE BLPXY OTAENHUTE EH3UMH OT TOBA CEMEMCTBO He Ca H3BECTHH). CNeIOBATEIHO in Vive
okckapbaszenus n MXI1 morar ga umat ciab HHAYKTOpPEH edekT BbpXy meTabonuaMa Ha JeKapCTBaTa,
KOMTO C€ eTMMHHHPAT OCHOBHO Upe3 KoHiorupaue ot Y JID-rmokypoHun tpancdepasute. [1pn
3aNo4BaHe Ha JedeHueTo ¢ TPUAENTaN WK NPOMAHA Ha 103aTa MOJXKE J1a ¢ HEODX0AUMH 2 10

3 ceAMMLM 3a JOCTHraHe Ha HOBO HUBO HA HHAYKLIMUA.

[Tpu npeycTaHOBSBaHE Ha TepanuATa ¢ Tpuaentan MOXe Ja C€ HAIOKH HAMAIABAHE Ha 103aTa Ha
CHITHTCTBALIMTE JIEKAPCTRA ¥ TOBA TPAOBA 1a ce MpeLieHH Ype3 KIHHHYHO MPOC/IEaABAHE M/ HIH
MOHHTOPHpAHE Ha IJIa3MeHHTe HABa. MHIyKLMATA U3IIEkKAa NOCTENEHHO HaMalsBa 3a 2 10

3 ceAMHLM Clie]l CIMpaHe Ha JICYEHHETO.

XopMoHaHK KoHTpauentusy: 3a TpunenTan € 10ka3aHo, Y€ MOB/IHABA ABETE ChCTABKH Ha
nepopatHUTe KOHTpauenTusy: eTuHunectpaanon (EE) u neeonoprectpen (LNG). Cpennure
ctoiiHocTy Ha AUC 3a EE u LNG ce noHmwxaeatr ¢roTBeTHO ¢ 48-52% 1 32-52%. CnenoarenHo,
eqHoBpeMeHHaTa ynorpeba Ha Tpunernran ¢ XOpMOHAIHH KOHTPAUENTHBHH CPEACTBA MOXKE 1A
HAMpPAaBH TO3H BU/l KOHTpaLenuus HeeekTHBHA (BXK. TouKa 4.4). Tpabsa na ce u3nonsea apyr

HaAEKAEH METO 38 KOHTpaLCHLHA.

Huxubupane Ha eH3UMUTE
Okckapbazenun u MXIT unxubupar CYP2C19. Ilopaau ToBa € Bb3IMOXHO A2 Bb3HHKHAT

NIeKapCTBEHH B3aMMO/IEHCTBUA NIPH €IHOBPEMEHHOTO MpWIaraHe Ha BUCOKH 103H Tpuientan ¢ Apyru
JIEKAPCTBEHH MPOIYKTH, KOMTO ce MeTabonusupar rnasHo 4pe3 CYP2C19 (nanp. peHUTOHH).
[InazMeHHTE HHBA Ha (peHUTOHH ce nosuiuaear ¢ Ao 40%, koraro TpunenTan ce AaBa 8 X03H HaN

1 200 mg/nmen (Bx. Tabnuuara no-aony, obobiuasalia pe3yaTaTHTe ¢ APYrd aHTUKOHBYJICAHTH). B
TO3H CAy4ali MOXE Ja Ce HANOXKH NOHWKABAHE Ha J103aTa Ha npunaraius GeHuTonH (BX. Touka 4.2).

AHTHENWIEOTHYHH JIEKAPCTBEHH NPOAYKTH M JCKaPCTBEHH NPOXYKTH, HHAYHKPAIIH CH3UMUTE
BE3MOXHHMTE B3auMOAeHCTBHA Mexay Tpunental ¥ Apyrd aHTHEMUNENTHYHH ICKAPCTBEHH NMPOOYKTH

Ca OLUEHEHH B YCJIOBUA Ha KAMHHYHY Npoy4BaHHs. EQEKThT Ha Te€3U B3AUMOACHCTBHA BBLPXY €
AUCSs # Cpin € 000011€H B crieasalllaTa Tabnuua.




O6o0menHe Ha B3IAHMOACHCTBHATA HA AHTHENAJICNTHIHHTE JEKAPCTBEHH NPOAYKTH
_¢ Tpanenran

————

AHTHENAJIENTHYCH Bananne Ha Tpuaenran Bbpxy BiaHsHHE Ha
JIeKapCcTBeH NPOAYKT AHTHCOHENTHYHHSA AHTHENHJIENTHYIHKRH
JieKkapcTrBeH NPOAYKT JIeKXapCcTBeH NPOAYKT BhPXY
MXII

KomOunmnpaHo npuoxeHue  KoHuUeHTpanus KoHLueHTpaums
Kapbamasenus 0-22% noHwxKeHUue 40% nonmxeHue
(30% nosuILIEHHE HA

KapbaMazennH-enoKcua)

Knobazam He e npoyueHo He oka3Ba BIHAHKE
(Penbamar He € npoyueHo He oka3Ba BiiHAHKE
Genobapburan 14-15% nosumeHue 30-31% noHmKeHMe
DeHuToHH 0-40% nopulIECHHUE 29-35% noHmKeHUE
Bannpoesa kucenHa He oka3Ba BnusHMe (0-18% nonnxenve

JIaMOTpHIKHH He okxa3Ba BAUAHHE He okazpa BAUAHHE

Joka3aHo €, 4e MOLIHHTE HHAYKTOPU Ha LMTOXpoM P450 H3oeH3umuTe WK
roKypoHWITpaHcdepasaTa (Hanp. pudammuumnt, kapbamazenuH, Genurout u perobapburan)
[10Ka3BaT NOHMXaBaHE Ha Tu1a3MeHHuTe/cepyMHUTEe HHBA HA MXI1 (29-49%) npu BB3pacTHH, a npu
neta Ha Be3pact oT 4 no 12 roansau KIHpbsHCET Ha MXII ce noeuiuasa ¢ npuOnusuTenno 35%, ako ce
MPHAAra eAuH OT TPHTE AHTHENTWIECTITHYHH IEKAPCTBEHH NMPOLYKTa, KOUTO Ca EH3IMMHH HHAYKTOPH, B
CpaBHEHHE C NPUJIAraHeTo WM kato MoHoTepanud. KomOunupaHaTa Tepanus ¢ TpunenTan n
NIAMOTPMKHH € CBBbpP3aHa ¢ MOBHULLIEH PUCK 32 HEXKENNaHH peakLuH (rageHe, COMHONEHTHOCT,
saMaiiBaHe H ri1apoGonne). AKo CbBMECTHO ¢ TpwienTtan ce npynaraT €WH WA HAKOJIKO
aHTHENWIENITHYHH JIEKAPCTBEHH MPOJYKTa, 32 BCEKM KOHKpETEH Clly4ad MOXe 1a ce OOMHCIH
BEHUMATEJIHO KOPUTHPAHE Ha [103aTa WIWIH MOHHTOPHPAHE Ha ILIa3MEHHTE HUBA, 0cobeHo npH Jeua,
KOMTO C€ JIEKYBAT U C JJAMOTPHIKHH,

[Tpu ynotpeba Ha TpunenTtan He ¢ce HabNKOAaBa ABTOMHIYKLMA.

B3auMoJielcTBHE ¢ IPYIH JIEKAPCTBEHH NMPOAYKTH
[{luMeTHANH, epHTPOMHLIMH, BUJIOKCA3HH, BapdapHH U NeKCTpONponokcHdeH He OKa3BaT BIHAHHE

BLPXY papMakokuHeTHkaTa Ha MXII.

TeopeTH4HO € BE3MOKHO B3aHMozeiicTBHETO MexXay okckapbazenun 1 MAO-uHxnOuTopH, Hopaau
CTPYKTYPHOTO CXOACTBO Ha OKCKapOa3enuH ¢ TPHLMKIMYHHUTE aHTHAENPECAHTH.

B KIMHMYHH NPOYUBAHMA Ca BKJIIOYBAHH NaLIMEHTUTE HA JEUEHUE C TPHLHKIHYHH aHTUACTIPECAHTH H
He ca HabnoaaBaHH HUKAKBH B3aHMOLECHCTBHA.

KoMOGuHaLUATa OT MTUTUH H okcKapfa3zenuH MOKe Ja NPUYHHH NOBHLISHa HEBPOTOKCHUHOCT.

4.6 OepTHAHTET, OPpEMEHHOCT H KXbpPMEHe

bpeMeHHOCT

Puck, c6bp3aH ¢ enuAencuama u aGHmuenunenmuyHume AeKapCmeeHu cpeocmsa Kamo yYsno:
HMasecTHO €, He AelaTa Ha )KEHH ¢ eNMWIENCHs ¢a No-npeapasnoyioKeHH KbM HapyLIEHUS B
Pa3BUTHETO, BKMIOUMTENHO MandopmaLun. Hait-uecto HabntofasanuTe BpoaeHu MangopMaLing rpH
ynoTpe6aTa Ha okcxapOazenuH ca KaMepeH cenTaieH AedexT, aTPHOBEHTPHKYIAPEH CENTANCH
nedexT, LenHaTo Hebue ¢ LenHaTta ycTHa, cHHApoM Ha JlayH, aucnnasus Ha 6eapoTo (KakTo
YHHIIATEPANTHO, Taxa H GWnaTepaiiHo), TyOepo3Ha CKIepo3a H BpOAeHH Mal(OpMaLH Ha yXOTO.
bazupaiiks ce Ha AaHHH OT PerucThp Ha GpemenHHU B CeBepHa AMephHka # Ha EBponeickus 1
MEKLYHAPOJEH PErHCThP HA AHTUEILTENTHYHH JlekapcTBa M 6pemennoct EURAP (European and

mandopMaLuH, OTIpedesHH KaTO CTPYKTYPHH aHOMAJIMH C XUPYPrutHO, MEIHLIHH
KO3METHYHO 3HaUYEHHE, AMArHOCTHLIMPAHHU 1npe3 12-Te ceaMHLUM Clea PaXXAaHETO
nosepuresieH nHtepean, 0,6 10 5,5%), a oueHeHH eHa FOAWHA CNIEA, PAKIAHETO
(95% noeepurenes uHTEpBan, 1,4 no 5,4%), cpen MaliKH U3IOXKEHH HA MOHOTEP
oxckapbazenuH npe3 mbpeus TpuMecTbp. [Ipn cpasHeHHEe ¢ OPEMEHHH XKeHH, KO
AHTUETIWNIENTHYHH JIEKAPCTBA, OTHOCUTESTHUAT PHCK OT BPOJEHH Man(POpMaLIMH I

S
yGpeMerHi K

'
-1
-
-
b

“x‘fﬁ VRV /Aj




npueMany okckapbasenus, e 1,6% (95% nosepurene untepsain, 0,46 1o 5,7). B nexysaHara
nonynauus € oTdeS3aH0 HapacTBaHE YECTOTAaTa Ha MaNQOPMALIMUTE NPH XEHUTE, NOJIOKEHH Ha
nonurepanua. He e u3scnena obaue cTeneHTa, JO KOATO 32 TOBA JOMNPHHACH JIEYEHHETO W/HWiH
3aB0BAHETO.

Puck, cevpaan ¢ okckapbazenun.

KNHHHYHHTE AaHHM 32 eKCITO3HLIHA MO BpeMe Ha OpEMEHHOCTTA BCE OILE Ca HeAOCTaTbYHH, 3a 1a ¢¢
OLIEHW TEpaTOreéHHUA MOTEeHLHMaN Ha okckapbasenHH. PesyntardTe oT Npoy4YBaHETO, CBBP3aHH € PUCKa
OT HApYILIEHHS Ha HEBPONOrHYHOTO Pa3BUTHE NMPH JEUA ¢ eKCIIO3MUMS HA OKCKapOasellH Mo BpeMe Ha
6pEMEHHOCT, Ca NMPOTUBOPEYMBH H PUCKBT HE MOXe J1a ObAe H3KITIOUCH.

KaTto ce uMa npeaBul TOBA:

- Ako xeHa, nonyyanaia Tpunenran, 3abpeMeHee HAH IU1aHHPa OPEMEHHOCT, WIH aKo I10
BpeMe Ha GpeMEHHOCT Bh3HMKHE HEOOXOAMMOCT J1a ce 3anouHe evernne ¢ TpunenTan, Tpadsa
BHUMATE/HO [Aa CE NMPELEHAT NOTEHLMATHHTE MOJ3H OT ynoTpebara Ha TO3H JIeKapCTBEH
NPOAYKT CNPAMO MOTEHUMATHUSA PHCK OT (peTanHn Manpopmanuu. Tosa € 0cobeHO BaXKHO
npes MPBUTE TPH MeceLla OT OPEMEHHOCTTA,

- Tpsabea aa ce naBat HaH-HUCKUTE €DEKTHBHU A03H.

- [IpenopbuBa ce BUHAry, KOraTo € Bb3MOXHO, TpunenTan aa ce npuiara Karo MOHOTEpanHus.
[ToTeHUMANbT 3a BPOAECHM AHOMAIMH IPH Jielia Ha XKEHH, EKYBaHH ¢ KoMOHHHMpaHa Tepanus,
€ MO-royisiM B CPaBHEHHE € TE3M, NOJyUaBally MOHOTEpanu.

- TMaumenture TpsOBa J1a C€ KOHCYNTUPAT NO OTHOIIECHHE Bh3MOXXHOCTTA 33 MOBUIIEH PUCK OT
MaiadOpMaLMH W Ja HMAT Bb3MOXKHOCT 34 NpeHaTalleH CKPUHUHT.

- Tlo Bpeme Ha 6peMeHHOCT eEeKTHBHOTO AHTHETIIICIITHYHO JICUEHKE ¢ OKCKapOa3ernH1H He
TpsOBa na ce NPEKbCBa, ThbH KATO BAOLIABAHETO Ha 3a00NABAHETO € BPEIHO KAKTO 32 ManKaTa,
TaKa H 3a MJ10/a.

Monumopupare u npegeHyuA.

AHTHENWIENTHYHHUTE JIEKAPCTBEHH MPOAYKTH MOTaT Ja AOBEAAT 1O AePHUAT HA (ONIHEeBA KHCENTHHA,
KOETO € Bb3MOJKHA JOIMBJIHMTENHA MPHYHMHA 3a aHOMANHK Ha nhoaa. Jlobasanero wa gonnesa
KMCENNHA Ce TIPENOpbUBA NPEAn H NO BpeMe Ha 6peMeHHOCT. T KaTo e)eKTHBHOCTTA Ha TOBA
jeyeHHre He e J0Ka3aHa, TO CreLHalN3HpaHa NpeHaTallHa JHArHOCTHKA MOXKe /1a Ce NPEATIOKH A0PH 3a
’*KeHuTe ¢ 106aBKa Ha (hoNUEBa KUCEIHHA.

[Topaau GPU3HOIOrHUHHTE MPOMEHM IO BpeMe Ha GpeMEeHHOCTTa € Bh3MOXHO B X0/a Ha OPEMEHHOCTTA
12 HACTBIH MOCTENEHHO NOHMKABAHE HA NIa3MEHHUTE HWBA Ha aKTUBHHA METAOONIHT Ha
okckap6aszenun, 10-MoHoxuapokeu npoussoanoto MXITI. IpenopbuBa ce BHUMATENHO
MOHHUTOPHPAHE HA KIHHHUYHHA OTIOBOP NPH XEHH, JIEKyBaHH ¢ Tpuiaenrtan no speMe Ha
6peMeHHOCTTa H [1a C€ MMa MPEABH YCTAHOBABAHETO HA NPOMEHH B TUIA3MEHATE KOHLCHTPaLMH Ha
MXII, 3a aa MOX€E Aa ce OCHIYPH NOUTbP>KAHETO HA aA€KBATEH KOHTPOJ1 HAa NPUCTBLIIUTE MPE3 LIANATa
GpeMeHHOCT (BXK. TOYKH 4.2 1 5). B nocnepoioBua nepuoz ChLio MOXE Aa ce OOMHCIN NPOoC/eaIBaHe
Ha rasMenuTe HuBa Ha MXI1, ocoBeHo B cyuanTe, KOraTo A03ara Ha MeAHKaMeHTa € Ouna
[NOBHILIEHA 110 BpeMe Ha OpEeMEHHOCTTA.

IIpu nosopooenu

Cob11aBaT ce XeMOpardyHH HapylUeHUs Ha HOBOPOAEHOTO, IPHYHHEHH OT AaHTHENHUIICNTHYHH
cpeacTBa. Kato npeanasHa MApKa TpabBa Ja ce npwiara BuTaMuH K npes nocneAHHTe HAKOJIKO
ceAMHLIH oT OpeMEeHHOCTTa, KAKTO H Ha HOBOPOAECHOTO.,

Lannu npu xcusomnuu
CTaHaapTHH [POYYBAHMA BHPXY PETIPOAYKTHBHATA TOKCHHHOCT NPH MPU3a4H M 3aHLIM NOKA3BaT
yBe/IH4YaBaHe Ha 4eCTOTaTa Ha eMOpHO-deTatHa CMBPTHOCT W/MIK 3a0aBAHe Ha npe- W1k
MOCTHATAIHOTO Pa3BHTHE HAa MOTOMCTBOTO NPH TOKCHYHH 38 MaHKaTa HHUBA Ha 103aTALS
yBEJIHUABAHE HA MaJIGOpMaLUMTE Ha TUIOJA NPH IUTbXOBE, TP €IHO OT OCEM IPOYY 4
deTanHaTa TOKCHYHOCT, MPOBEACHHM ¢ OKCKapOasenuH WX HETOBUA aKTHBEH META0Y

O34, TOKCHYHHU 32 Maiixara. O600111eHHTe JaHHH OT BCHUKH NMPOYYBaHHA MPH XKHBDHAK
i




Nnax, MPOy4BaHWATA MPH KHUBOTHH ca HEAOCTATHYHH, 3a 1A C& H3KAKOUHM TEPATOreHHH ePEeKT Ha
okckapOa3ernuH.

KbpMeHe
OxckapbazenuH W HeroBuAT akTHBeH MeTabonut (MXII) npeMuHaBar B KbpMaTa IpH Xopa.

OrpaHWuYEHH JaHHH [TOKA3BAT, 4€ [UIa3MEHUTE KOHUEHTpauuu Ha MXII npu kbpMaueTa ca

0,2-0,8 pg/ml, cvorBeTcTBAILK HA A0 5% OT Ma3MeHaTa KOHLICHTpaLKa Ha MXIT npu maiikara.
Bbipeky 4e eKCMO3HLMATA M3IIEKAA € HHCKA, PUCKDT 38 KbpMaueTo He MoKe A2 ObJe H3KITIOUCH.
[Topaau TOBa, NPK B3EMAHE HA PEILIEHUE 3a KbPMEHE, I0KaTO ce u3nonssa Tpunentan, Tpsbsa na ce
MMaT NpeABH/ KaKTO T0/13aTa OT KbPMEHETO, TaKa ¥ MOTEHUHATHUAT PUCK OT HEXCIaHH PEaKLUH MpH
KbpMaueTo, AKO € KbPMEHO, KbpMadeTo Tpbsa fa Objie Ha0s0AaBaHO 3a HEXEMAHH PEaKLIMH KaTo
CBLHJIHMBOCT M cnabo HangaBaHe Ha Ter/o.

XKeHnn U MBXKe B pedpOAYKTHUBHA Bb3PacT

Konmpayenyusn

¥enu ¢ gerepomeH NOTeHIMaN TpA6Ba 1a M3NO0I3BAT BUCOKO €eKTUBHA KOHTpaUENLK (32
MpeAnoYUTAHE HEXOPMOHANTHA, HAMPHMEP BLTPEMATOYHH HMILTAHTH) N0 BPEME Ha JICUCHHETO C
Tpunenran. TpuienTan MoXe Aa I0BeAE A0 HEYCNEX Ha TEPaNeBTHYHHA ePEeKT Ha XOPMOHAJIHUTE
KOHTPALENTHBH, CHABPKAIY ETHHHIECTPAIHON M JICBOHOPTeCTPe (BXK. TOUKH 4.4 1 4.5).

QepTUIHTET

Jlunceat gaHHH 3a edpekTa BbPXY (PepTUINTETA MPH XOPa.

[Tpu nabXxoBe, GPEpPTHIATETHT NPH ABATA NMosa He € OW1 MOBAMAH OT okckapbasenus uni MXII npu
nepopaaHK A03H choTBETHO A0 150 1 450 mg/kg/neH. Brnpeku ToBa npu Haii- Bucokure 1034 MXI]
[pH AKEHCKHM MBXOBE ce HabMoAaBa HApYLIABaHe Ha ECTPaJHUA LIMKBJ X HAMANABAHE HA Opos Ha
SKBJITHTE TENA, UMIUIAHTALMHTE H XKHBUTE €MOPHOHH.

4.7 E¢ekTr BLpxy cnocobnocTTa 332 modupane u padoTa ¢ MallHHH

TpwienTan nosnuABa B yMEepeHa CTelneH cnocoOGHOCTTa 3a wodupaHe 1 pabdora ¢ MaiuHU. Hexenanu
peakIMi KaTo 3aMasHOCT, CbHAMBOCT, aTaKCHA, AUIUIONHA, 3aMbITICHO BIKIAHE, 3PUTENHH
HAPYIUEHHSA, XHITOHATPUEMHS M IOATHCHATO Ch3HAHWE Ca JIOK/Ia/iBaHU NpH ynotpeda Ha Tpunenran
(3a IIBJIHKA CIIUCHK HA HEXKETAHUTE JIeKapCTBEHH PeaKiiny BIKTE Touka 4.8), ocobeHo B Ha4anoTo Ha
JIEYEHUETO WM MPH MPOMAHA Ha NO3UPOBKaTa (M0-4ecTO NpH MOBHILIABAHE HA 103aTa). 3aTOBA
nauMeHTuTe TpAGBa Na 6baaT npeaynpeaeHy, e GuznieckUTe W/ WM NCHXHYECKUTE MM CHOCOOHOCTH,
HeoGXOAHMH NPpH paboTa ¢ MALIMHH WK WodHpaHe MOTraT Aa 6bAaT HAPYLUECHH.

4.8 Hexenand JeKapcTBCHH PeaKIHH

Haii-yecTo chOOIARAHUTE HEXKEIAHY PEaKLIMM CA COMHONEHTHOCT, [1aBo0O0JINE, 3aMasHOCT,
JMIUIONHS, rajieHe, NOBPLILAHE M YMOpa, 1 ¢e Habniogaear npy noeeve oT 10% or nalueHTHTE.

[To BpeMe Ha KAMHHYHHUTE U3MUTBAHUSA HEKENAHHTE CHOHTHSA KATO LSO ca DU JIEKH 10 YMEPEHH MO
TEXKECT, MPEXOAHH U HACTBINWIA [IPEIHMHO B HAYANOTO HA JIEHECHHETO.

[TpodUTLT Ha HEXKENAHHTE PEAKIMY 110 CUCTEMH C€ OCHOBABA Ha HEXKENAHUTE PCAKLIMH OT
KTMHUYHWTE U3NUTBAHMA, OLEHEHH KaTo ¢Bbp3aHu ¢ Tpunenran. OCBEH TOBa NOA BHUMAaHHE €A B3€TH
H KIMHAYHO 3HaYUMU CBHOOLIEHHA 38 CIy4au Ha HEXXENaHH peakliMH OT NporpaMH IpH NaHeHTH C
M3BECTHA CAMOJIHYHOCT U MOCTMAPKETHHIOBUA OIIMT.

Hexenanure peakumn (Tabnuua 1) ca n3bpoenn ceraacHo MedDRA no cucremo-op raceag, B
PAMKHMTE Ha BCEKH CHCTEMO-OPraHeH K/1ac HEXeNaHUTE PEaKLIMH ¢a OAPEAEHH MO ek
YeCTHTE HEKENaHU peakiuy ca MbpBH. [IpH BeAKO rpynupaHe o 4eCTOTa HEXE/:
NpEeACTABEHH B HH3XOJIAIL PeAl 0 OTHOLIEHHE Ha TAXHATA CepHo3HOCT. OCBEH TOM
KaTEeropHs No YeCTOTa 3a BCAKa HEXKENaHa peaklius ce 6asupa Ha cieqHaTa KOHB
MHoro uectd (>1/10); yectn (=1/100 ao <1/10); neuect (=1/1 000 no <1/100);
<1/1 000); muoro peaku (<1/10 000).




Taonnna 1 HexenaHH peakuHn

Hapymenns Ha KPLBOHOCHATA W NHM(HA CHCTEMH

HeuectH JIEBKOTICHMA.

Penku MOTUCKAHE Ha KOCTHHA MO3bK, alJIaCTHYHA aHEMKS,
arpaHynoLMTo3a, NaHUUTONEHHUS, HEYTPOIEHHH.

MHoro peaxy TPOMOOLIMTOINEHHA,

Hapymenns #a HMYHHATA CACTEMA

Penku aHA(PUNAKTHYHH PEaKLHH.

MHoro peaku CBPBLXUYBCTBHTEIHOCT .

Hapymenna Ha eHAOKPHHAHATA CHCTEMA

Yectu yBEIMYABAaHE Ha TEryoTo.

HeuectH XHUITOTHPEOUAUIBM.

Hapymenns na MeTa00.1H3Ma H XpaHEHETO

YecTH XUMOHATPUEMHUAT,

Penku CUHOPOM, MoA00EH Ha CHHOPOMA Ha HEAJleKBaTHa

cexpeina Ha AJ1X, ¢ npu3HaLKU H CHMIITOMH KaTo
neraprus, raaeHe, 3aMassHOCT, HaMallsIBaHEe Ha
cepyMHHS (KpBBEH) OCMOJIATMTET, NOBPbBlIAHE,
riasobonue, ChCTOAHUE HAa OOBPKAHOCT WK APYTH
HEBPOJIOTHYHH NIPU3HALM H CHMATOMH.

[IcHXHIHH HAPYIICHHA

Yectu HepBHa BL30yaa (Hanp. HEPBHOCT), HECTaOUIHOCT HA
a(heKTHTE, CbCTOAHHE HA OOBPKAHOCT, ACNpecu,
anaTHs.

Hapymenns Ha HEPBHAT& CHCTeMA

MHOro uecTu CBHIMBOCT, rMapodone, 3aMasHOCT.

YecTHn aTaKCHA, TPEMOD, HUCTArbM, HApYIIEHHUA Ha

BHHMAHHETO, aMHE3Hs, HAPYLIEHHS B rOBOpa
(BITIOUMTENHO AM3APTPHS); TTO-Y4€CTO MPH NMOBHILIABAHE
Ha Ao3ara Tpunenrain.

HapymeHHS HA OMHTE

MHoOro 4e€cTu OUTUTOTIHS.

YectH 3aMbIJIEHO BHXKIAHE, 3PUTENHH HAPYLICHHA,

HapyweHds Ha YXOTO H BbTPEeIIHOTO yYXO

YecTH CBETOBLPTEX.

CohpacyHHd HAPYLICHHSA

MHoro peikH ATPHOBEHTPUKYJIApeH 010K, apHTMHA.

ChbI0BH HAPYIICHHSA

HeuecTH XHUIEPTOHHS.

CroMamHO-1peBHA HAPYIIEHHA

MHOro 4ecTu [oBpbLLUAHE, raxeHe.

YecTn ouapus, KopeMHa 00/1Ka, KOHCTHIIAIIHA.

MHoro peaku NaHKPEATHT WWIH NOBHILICHHE HA NWNa3aTa H/ UK
aMMIa3aTa.

XenaTo-6nJIHAPHH HAPYIICHHRA
MHoro peaku X€eIAaTHT.




HapymeHHSA HA KOXKATa 4 NOAKOKHHTE ThKAHH

HecTn oOpHB, aNoMelns, aKHE.

Heuectu YPTHKAPHUA.

Penku nekapcTBeH 0OpHB ¢ €03WHOGHUIIHA X CHCTEMHH
cumnromu (DRESS), ocTpa reHepanusupaHa
exk3aHTeMHa nmycrtynosa (AGEP).

MHoro peaxu cHHApOM Ha Stevens-Johnson, TokcHYHa enuaepMaHa

nekponn3a (cuiapom Ha Lyell), anrnoenem, erythema
multiforme (Bx. Touka 4.4).

HapynieHHA HA MYCKYJ/JIHO-CKEJICTHATA CHCTEMA, CHLEAAHHTETHATA THKAH H KOCTHTE

Penku HMMa crobuienns 2a HaMalleHa MUHEPATIHA TUIBTHOCT Ha
KOCTHTE, OCTEONEHHUS, OCTEONOPO3a ¥ (PpaKTypH Npu
NMaUMEHTH HA ABJrOCpoOUHa Tepanus ¢ Tpunenran,
MexaHu3MBT, N0 KOHTO OKCKapOa3enuH BIUAEC Ha
KOCTHHA MeTaboIM3BbM HE € HACHTHPHULIHMPAH.

MHoro peaku CUCTEMEH JIYITYC EpUTEMaTO3YC.

O6mu HapymeHHs H epeKTH HA MACTOTO HA NPpHJIAraHe

MHoro uectu yMOpa.

YecTH aCTeHMS.

Hicaensanun

HeuecTH MOBULIEHNE HA YEPHOAPOOHUTE EH3UMHM, MOBULLIEHUE Ha
ankanHara ocdarasa.

Peaxu noHwxeHue Ha T4 (C HesCHA KITMHHYHA 3HAYMMMOCT).

HapandBasns, OTPABAHE H YCIOKHECHNS, Bb3IHHKHAIA B PE3YJITAT HA HHTEPBEHUHH

HeuecTn naaage.

OnucaHue Ha H30paHU HEXKENaHH PEAKIIHH

# CBpbX4YyBCTBHTEIHOCT (BIJIIOYHTENHO CBPbXYYBCTBHTETHOCT C NOJIHOPraHHO 3aCATaHe),
XapaxkTepu3vpaina ce ¢ oGp1B WIH NOBHILIEHa TeMnepaTypa. Morat Aa Obaar 3acerHaTi Apyrd OpraHu
M CUCTEMHU KAaTO KpPBbBTA H TMM(HATA CHCTeMA (Hanp. €03HHOPWIHA, TPOMOOLMTONEHHS, JICBKONCHHA,
nuMdazeHonaTus, CIUIEHOMEranus), YepeH aApod (Hanp. XenaTHT, OTKNOHEHHA OT HOPMAJTHHTE
IOKa3aTeu 32 yepHoapoOHa QyHKLKA), MYCKY/IM M CTAaBH (Hanp. NoJyBaHe Ha CTABUTE, MHANIIHA,
apTpanrui), HepBHaTa cucTeMa (Hanp. yepHoApoGHa eHuedanonatns), 6ubpeunre (Hanp. OBOpeyHa
HEIOCTATHYHOCT, HHTepCTHLMAIEH HedpHT, NpoTeMHypus), Genute npobose (Hanp. 6enoapoden
OTOK, acTMa, OpoHX0CNa3bM, MHTEPCTHIMAIHA GetonpobHa bonecT, AUCNHER ), AHrHOEAEM.

¥ CepyMHH HMBA Ha HaTpHii nox 125 mmol/l ce nabniopasat npu 10 2,7% OT NAUMEHTHTE, JIEKYBaHH C
TpunenTan, ¢ 4ecTOTA ,,4ecTH (B, Touka 4.4). B noBeueTo ciyyan XMNOHATPHEMHUATA €
ACMMIITOMATHYHA W HE HajJara MpoMsAHa B TEparmaTa.

MHOTr0 PAJKO XHIIOHATPHEMHUATA CE CBBLP3Ba € MPH3HALM H CHMITOMM KaTo MbpuyoOBe, eHUedanonaTus,
MOHMXKEHO HUBO Ha Ch3HAaHMUE, 0OBPKAHOCT, (BX. chbllo “HapyueHnus Ha HEpBHATa CUCTEMa™ 3a APYTH
HexeJaHH epeKTH), HAPYLIEHNA Ha 3PEHHETO (KaTO 3aMbIJIEHO BIOXKJAHEe), XHIIOTHPEONAH3EM,
noBpbluaHe U raaene. HUCKU cepyMHH HHBA HAa HATPUH KaTO LLUIO C€ NOTY4aBaT NMpe3 MbPBHUTE

3 Meceua Ha neyeHue ¢ TpunenTan, BbNpeKkyu Y€ UMa NALMEHTH, KOWUTO Pa3BUBAT 3a NMPLB BT CEPYMHH
HHMBa Ha HaTpuii <125 mmol/l noBeue ot | roauHa cnen 3ano4Bane Ha TepanuaTa (BXK. Touka 4.4).

[TeauarpuyHa nomynauus
Kato nano, npopunsT Ha 6e3onacHocT npu Aena € noaofeH Ha HabmoAaBaHKA NMPH Bb3pacTHATA

nonynauug (Bx. Touka 3.1).

CpobiuaBaHe Ha NOAO3WPAHH HEXKEJIAHH peaKLiny
Cb0o01UaBAHETO HA MOA03HPAHM HEXENaHU PEaKLMH Cliell pa3peliaBaHe 3a yno

NPOAYKT € BaXKHO. TOBa NO3BONABA Ja NPOABL/KH HAOIIOAEHHETO Ha ChOTHOLLE
nekapcTBeHHs NpoAYKT. OT MEAMLMHCKHTE CIIELHAIKCTH CE U3KCKBA J1a Chob
MORO3MPaHa HEXKENIaHA peakLiUs Ype3 HALIMOHANHUSA pery/iaTOpeH OpraH Ha azap




buarapus

HManpnHuUTENIHA areHuuys Nno JieKapCcTBaTa
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Ten.: +359 2 8903417

yebcaiiT: www.bda.bg
4.9 Ipeno3upane

C1Ho6INABAT Ce OTHOENIHU Cy4yaM Ha NpeJo3upase. MakcuMmanHaTa npueTa 103a € Npubau3UTeHO

48 000 mg. CuMnTOMUTE HA NPENO3HPAHE BKIIIOYBAT COMHOJIEHTHOCT, 3aMasHOCT, rajieHe,
MOBPBILAHE, XUNEPKHHE3HSA, XHIIOHATPHEMHS, ATAKCHS K HUCTArbM, AHTUIONHKA, MHO3a, 3aMBIJICHO
3peHUE, YMOpa, HAaMAJIABaHe Ha IMXATEIHATA YeCToTa, yAbhkasaHe Ha QTc nHrepsana, Tpemop,
HapYIIEHHA B KOOPAHHALMATA (AHOPMAllHA KOOPAMHALMA ), KOHBYJICHHM, rlaBobonue, koma, 3aryda Ha
Ch3HAHME, JUCKUHE3UA, arPecHs, TPEBOXKHOCT, CbCTOAHHE HA ODBPKAHOCT, XHNOTOHHA, 3ATPYAHECHO
AULIAHE,

Hsama crieunduueH autuaot. Tpadsa aa 6bae Ha3HaueHO CHOTBETHOTO CUMIITOMATHYHO H
noaabpKalo eyenue. Tpabsa Aa ce HMa NPEABHA OTCTPAHABAHE HA JIEKAPCTBEHHA NPOAYKT 4pe3
CTOMALIHA MPOMMBKA W/WIH HHAKTUBHpaHE Ype3 NpHEMaHe Ha aKTUBEH BbIJICH.

5. GAPMAKOJOINYHHU CROUCTBA

5.1 ®apMakoAHHAMHYHH CBOHCTBA

dapMaKoTeparneBTHYHa rpyna: AHTuenuwienTH4HH cpeactea, ATC koa: NO3A FO2

MexaHu3bpM Ha NeHCTBRHE
dapmakonoruiHaTa AKTHBHOCT Ha OKCKapba3enkH ce NpOoABABA OCCHOBHO Ype3 HEroBHA MeTabonuT

(MXID) (Bx. Touka 5.2). [Ipema ce, 4e MexaHU3MBT Ha JeHCTBHE HA OkckapbasenuH U MXII ce
OCHOBABA IJ1aBHO Ha ONOKHpPAHETO HA BOJITAXK-3aBUCHMHMTE HATPHEBH KaHaJiM, KOCTO BOJAH A0
cTaCHIM3MpaHe Ha CBPLXNONAPH3HPaHUTEe MeMOpaHH Ha HEPBHUTE KETKH, MHXMOHUpaHe Ha
MOBTOPHOTO HEBPOHANIHO AKTHBHPAHE U 0TCAa08aHe HAa NPeAaBaHETO HA CHHANTHYHUTE UMITYJICH,
OcBeH ToBA NOBHIIEHATA NPOMycKINBOCT 32 K* HoHHM U Moaynauus Ha BUCOKOBONTAXKHHTE
akTHBMpaHK Ca’* KaHaIM MOTaT ChILO Ja JOTIPHHECAT 33 AHTHKOHBYJICUBHHTE e(eKTH Ha
nekapcTeeHus npoaykr. He ca oTKkpUTH 3HAYWMHK B3aMMOAECHCTBUA ¢ HAKOH MO3b4€H HEBPOMEAKATOP
KK ¢ pEUSITTOPHK MOAYJIaTOPH.

Knuunuda edpukacHocT H 6€30nacHOCT

Okckap6a3zenuH U HErOBHAT aKTHBEH MeTabonuT (MXII) ca MOLIHM K epHKACHH aHTHKOHBYJICHBHH
fekapcTsa NPH )KUBOTHU. Te nmpeanaspar rpusayvre OT reHePaIi3ipaH TOHUYHO-KJIOHHYKH H, B M0-
MaJIKa CTeNeH, OT KIIOHHYHH bPUOBE, U MPEMAXBAT WIH NOHHXKABAT YECTOTATA HA XPOHHYHO
PELMIMBUPALLH MTAPLHAJIHH IbPUYOBE NPH Pe3yC MaKalM ¢ aTyMHHHEBH HMILUIAHTaHTH. He ce
Habnionaea TonepaHTHOCT (T.€. oTc/abBaHe HA AHTUKOHBY/ICHBHATA AKTHBHOCT) KbM TOHHYHO-
KJIOHMYHUTE FbPYOBE NPU MULLKH U NTBXOBE, KOHTO Ca TPETHPAHH €KE€AHEBHO B IPOABLIDKCHHUE Ha

S MTHH WM 4 CEAMHLIM CHOTBETHO ¢ OKcKapOasenuH uni MXIL

B UHaus e NpoBeAEHO NPOCTIEKTHBHO, OTKPUTO, MHOTOLIEHTPOBO, HECPABHHTENHO, 24-CeNMUTHO
06GcepBaLMOHHO NOCTMaPKEeTUHIOBO Nnpoy4saHe. Ot 8§16 nauneHTH B NpoyuBaHeTO, 256 NEAHATPHYHH
nauueHTH (1 Mecel 2o 19 roAMHH) ¢ reHepaATH3HPAHH TOHHYHO-KJIIOHHYHH MbPHOBE (BTOPHUHH WK
MbPBHYHHK) Ca JIEKyBaHH ¢ oKkckapbasenuH kaTto MoHoTepanus. HavanHara no3a Ha OKCKapOa3enH

pH RCHUKM NALMEHTH Ha Bb3pacT >6 ronnuu € 8-10 mg/kg/nen, NpunoxeHn B 2 oTASAHA QRS
27-Te y4acTHHMKA Ha BB3PacT oT 1 Mecew 10 6 roaHHU N030BHAT HHTepBan € 4,62-27 /
HauagHaTa ao3a u 4,29-30,00 mg/kg/aen 3a nogavpxaiiara aosa. IlspsuyHara Kp €
HaMaJIfABAHE HAa YECTOTATa Ha I'bpuOBeTe Ha 24-Ta ceaAMHLA CrPIMO HU3XOTHOTO H
Bb3pacToBaTa rpyna ot 1 meceut 1o 6 ronuHu (n=27) OpoAT Ha r'bpPHOBETE CE€ NPO
[1-12] Ha 0 [0-2], BbB BB3pacTOBaTa rpyna oT 7 roauHu Ao 12 roauHn (n=77) ue




ot 1 [1-22] Ha 0 [0-1] u B1LB BB3pacToBaTa rpyna 13-19 roaunn (n=1352) yecrorara ce NpoMers ot |
[1-32] Ha 0 [0-3]. He ca upenTHOHIMpany cnely$KYHN CUTHANH, CBBP3aHH ¢ 6e30NacHOCTTa NpH
NMeauaTpUUHKTE NandeHTH. JJaHHHUTE OT NPOYYBAHETO OTHOCHO CHOTHOLIEHHETO M0/13a/PUCK NpY
nanyeHTUTe NoJ 6-roauiiiHa B3PacT ca HeybeauTenHH (BxK. TouKa 4.2).

B13 OCHOBA Ha JAHHHTE OT PAHAOMH3HPaHH, KOHTPOJIHpPaHH H3NMUTBAHHA, HE CE NPENOpPBYBA
yrnorpebaTa Ha okckapGasenuH NMpH feua noj 6-roJvIlHa BL3PACT, Thil kaTo He30nacHoCTTa K
edHKaCHOCTTa MY He Ca JOKa3aHH B JOCTATbYHA CTENEH (BX. Touka 4.2).

IlequaTpyyHa nomyJjalus

[TpoBeneHH ca iBe paHAOMH3HPaHH, 3ac/IENEHH 3a OLCHABALIMA, A030-KOHTPONHPAHH H3NMHMTBAHKA 33
edukacuoctTa (M3nureane 2339 u Msnureane 2340) npy neaHaTpUHM NaUMEHTH HAa BB3pacT

I Mecen 70 <17 roguuu (n=31 nauMeHTH Ha Br3pacT 6 no <17 roanHu; n=189 naLMeHTH Ha BB3PACT
<6 roguHn). OCBEH TOBa ¢a NPOBEACHM HAKONKO OTKPHTH NpPOYUBAHHA, BKIOUBALLH Aeua. Karo usino,
npoduALT Ha 6€30NaCHOCT Ha OkckapbasenuH Npy Manku Acua (Ha BB3pacT <6 roavHHU) € nmogodeH Ha
TO3H NPH NO-TOJIEMH Aeua (Ha Bb3pacT >6 roauHy). Brenpeku TOBA, B HAKOM NPOY4BaHNUS MPU I10-
MaJIKH aeua (Ha BB3pacT <4 rofAMHU) U MO-rojieMH Aeua (Ha Bb3pacT 24 roguHH) ce HabnoaaBa

>S5 bTH PasinKa B NPOLIEHTA Ha NALIHEHTHTE ¢ KOHBYCHH (7,9% cpewty croteetHo 1,0%) 1
enunenTHueH cratyc (5% cpeuly cboTBETHO 1%).

5.2 DapMAKOKHHETHYHH CBOHCTBA

Abcopbuus
Cnen nepopanto npunokenune Ha Tpunernran TabneTks, okckapbasenuH Hamu/IHO ce abcopbupa u ce

MeTaGoAn3upa H3LWUIO A0 HeroBus (papMakonornuHo akteeH metabonut (MXII).

Cnen npuwiokeHue Ha eauHndHa no3a ot 600 mg Tpunentan TabneTkH npu 3ApaBd Mbxe
no6poBOJILM Ha IIAfHO, CpeAHaTa CTOHHOCT Ha Cmax Ha MXII € 34 pmol/l, ¢bc CHOTBETHO CPEAHO tmax
oT 4,5 yaca.

Cnen npunoxeHue Ha eAMHK4HA Jo3a oT 600 mg Tpunentan nepopanHa CyCneH3Hs NpH 31paBH MBbXE
no6poBOJILM Ha [NAAHO, cpeaHaTa cTOWHOCT Ha Cpax Ha MXII ¢ 24,9 pmol/l, ¢b¢ cbOTBETHO CpPEAHO
tmax OT 6 Yaca.

TabneTkuTe M CycneH3uaTa okckapOazenuH ca OHOEKBUBAICHTHH, ThbH KaTO CPEAHOTO NE€OMETPHUHO
chOTHOLIEHHE (90% NOBEpHTESIEH HHTEPBAI) NTPH €AUHMYHA /1038, B CTALIMOHAPHO ChCTOAHUE HA Crax
u AUC na MXITI e B quanazona ot 0,85 no 1,06.

[TpH u3cneaBaHe HA MAaCOBOTO PaBHOBECUE NPH MBxke, camo 2% Ot obutaTa palHOaKTHBHOCT B
[1a3MaTa ¢e Ab/IXKH Ha HeNPOMEHEHUS oKkcKapbaszenuH, npubausurenHo 70% ce avku Ha MXI1, a
OCTAHANATA YacT Ce OTHAc 32 HECHUIECTBEHM BTOPHUHH MeTaboNUTH, KOUTO OBp30 ce OTCTPaHsBaT.
XpaHaTa He OKa3Ba BIIMAHHE BBPXY CKOPOCTTA M CTeneHTa Ha abcopOuus Ha okckapbasenuH,
caenoBatesnno TpunenTan Moxe Aa Obae npueMaH cbe WK Oe3 XpaHa.

Pasnpenenenue
[MpusuauuaT o6em Ha paznpeaenenue Ha MXII e 49 nurpa,

MMpn6ausurento 40% ot MXITI ca cBbp3aHH Cbe CEpYMHH 6EATHUM, NPEAUMHO aN0YMHUH.
Cebp3BaHeTo ¢ DeNThUMTE € HE3aBHCUMO OT CEPYMHATA KOHLUEHTPAaLUs B FPaHHULIMTE Ha
TepaneBTHYHHUTE 103H. Okckapbasenut u MXII He ce cebp3Bat ¢ andga- 1 -Kucen rIMKONpOTEHH.
Oxkckapbazenus ¥ MXTT npeMuHaBar nnaueHTarta. B eauH ciydai HeoHaTalHaTa M MauMHaTa
koHuUeHTpauuu Ha MXI1 ca cxoiHH.

buoTtpaHchopMauus

OkckapbasenHH 6Bp30 ce peXyLHpa OT [MTO30THHTE EH3UMH B YepHus apod no MXII, xoeTto uma
OCHOBHO 3HaueHHe 3a papMakonorudHua epexr Ha Tpunenran. MXTI ce merabonusnpa upes

CBBP3BAHE C MIIOKYPOHOBATA KMcennHa, Manku konnuectsa (4% oT a03aTa) C€ OKUCIABAT
(apmakonoruuno HeakruseH Merabonut (10,11-auxuapoxcu-npoussoaHo, JAXII).

EnUMUHHUPAHE
Oxkckapba3enuH ce eNMMHHHPA OT OPraHU3Ma [1aBHO noj ¢opmaTa Ha MeTabon
EKCKPETHpAT OCHOBHO npe3 6u0penure. [loeue oT 95% ot fo3ara ce oTAENAC Y
HENpOMEHEHMAT OKcKkapOasenuH e no-manko ot 1%. C deueca ce oTALNAT NO-M




npuioxenara gosa. [Ipubausnrenno 80% ot noszarta ce €KCKpeTHpa ¢ ypHHATa WM NOJA ¢opMaTa Ha
rmokypoHsad Ha MXIT (49%), unu kato HenpomeHeHo MXII (27%), 10KaTO HEAKTUBHOTO AXIle
oK0n0 3%, a KOHIOraTUTe Ha oKckapbasenuH — 13% ot no3ara.

Oxkckap6asennH 6bP30 e eIMMHHNDA OT KPBBHATA J1a3Ma CHC CTOHHOCTH Ha NPUBMAHMS NMOJTYKHUBOT
mexay 1,3 u 2,3 uaca. OGpaTHO, NpUBUAHKAT noaykueor Ha MXI1 B niasmara € CpeaHo

9.3 + 1,8 yaca.

[TponopUHOHATHOCT Ha JO3HTE
ITpu natenTy, npuemand TpuienTan JBa MbTH JHEBHO, PABHOBECHHTE KOHUEHTpawk Ha MXI1 B

[1a3MaTa ce JOCTUraT B paMKHTE Ha 2 — 3 AHU. B paBHOBECHO CBHCTOAHME PapMaKOKHHETHKATa Ha
MXII e nuueiina 1 B o30Bud o6xeaT Mexxay 300 n 2 400 mg/nex nokassa MponopUMOHAIHOCT Ha

JO3HTE.

CneunanHy rpyny nauueHTH
ITayuenmu ¢ yvepHoOpobHu y8peOanun

dapMakOKUHETUMHUTE CBOHCTBA M metabonuaMbT Ha okckapbasenuH U MXII ca ovieHeHn npu 3apaBu
no6poBONIM M XOpa ¢ YepHOAPOOHH yBpEXJaHHUA CJIC[ ApHIaraHe Ha eMHUYHA MEPOpATHA 11034 OT
900 mg. JlekuTe A0 yMEPEHH YEPHOAPOOHH YBPEKAAHHA HE NOBINABAT (PapMaKOKHHETHKATA Ha
oxckapGazenud 1 MXI1. TpunenTan He € H3CNeBaH NPH NAlIMEHTH C TEXKH YEPHONPOOHH

YBpEKIaHHUA.

Hayuenmu ¢ 6vOpevru yepexrcoanus

ChluecTBYBa NMHEHHA 3aBUCUMOCT MEXAY KPEaTHHHHOBHS KIUPBHC U OBbOpeUH A KIHPBHC Ha MXII.
[Ipu npuiarase Ha eAMHKYHA 1032 oT 300 mg Tpunenran Ha nauueHTH ¢ 60peuHH yBpExXIaHHUs
(KpeaTHHHHOB KIMPBHC < 30 ml/MuH), enuMHHALMOHHUAT nojlyxuBoT Ha MXII ce yarmkasa ¢ 60-
90% (16 no 19 uaca), ¢ ABykpaTHO nosuiieHHe Ha AUC B cpaBHeHHE C BL3PaCTHH C HOpMAITHA
6bOpeuHa ¢yHkuus (10 uaca).

Heouampuuna nonyrayus

dapmakoKMHETHKaTa Ha Tpuienta € ©3cNe/iBaHa B KNMHUYHH H3MTUTBAHHA NPH NEAHATPHYHM
nauueHTH, npueMaiy Tpunentan B ao3u 10-60 mg/kg/aeH. KopurdpaHuAT CriOpeA, TErIOTO KIIMPBHC
Ha MXII ce noHkaBa ¢ HapacTBaHe Ha BB3PACTTa U TCIJIOTO, npubnxaBaiky ce 10 TO3M 34
Bb3pacTHH. CpeAHMAT KOPMTHPaH CIIope] TETIOTO KIHMPBHC MpH ACLA Ha Bb3pacT OT 4 no 12 ronuHu €
npubausutenHo ¢ 40% rno-BUCOK OT TO3H MNpPH BH3pAcTHH. CNe0BATETHO €KCIIO3ULMATA Ha MXII npwu
Te3M JeLa ce O4aKBa J1a € OKOJIO JABE TPETH OT Ta3H 3a Bb3PacTHH IMPH JICHEHHUE CBC CXOAHA
NpeH3YUCIeHa CIOPE TeroTo J03a. C nopuillaBaHe Ha TEerJoTo NpH NauMeHTH Ha BB3pacT Hal

13 roAMHH NPEH3UHCICHHAT CNOpea TerIoTo KIUpLHC Ha MXI1 ce ouakpa 1a JOCTHTHE TO3M MPH
BB3PACTHH.

bpemennocm
[Mopagyu $HHIHONOTHYHUTE MPOMEHH 110 BpEME Ha OPEeMEHHOCTTA € Bh3MOXKHO B X0/1a Ha OpemMeHHOCTTA
1a HACTBITH MOCTENMEHHO MOHKMXKAaBaHe Ha NnasMeHutTe HuBa Ha MXITI (Bx. Touka 4.2 u 4.6).

Iayuenmu 6 cmapuecka 6v3pacm
Cnen npwioxkeHde Ha eadHA4Ha (300 mg) ninH MHOroKpatHH 1034 (600 mg/aen) Tpurenran np
n06pOBOJIUM B cTapyecka Bb3pacT (60 — 82 roanHn), MAKCHMAIHHTE MUIA3MEHH KOHLEHTPAUMH 1
ctoiimocTuTe Ha AUC 3a MXIT ca ¢ 30% no 60% no-BHCOKH, OTKOAKOTO MPH NO-MJ1aan 100pOBOIILH
(18 — 32 roguun). CpaBHEHHS Ha KPeaTHHHHOBHA KIIHPBHC NPH MNaxu 00poBoLy ¥ 2o0poBOJILH B
CTapuyecKa Bb3PACT MOKA3BAT, Y€ Pas3/IMKATa ¢ ABJDKY Ha 3aBHCUMOTO OT Bb3PAcTTa MOHMWKEHHC Ha
KpeaTHHHHOBMA KAMpbHC. HiMa crielansy npenopbky 32 JO3UPaHE, ThH KATO TEPaneBTHUHUTE N03H
ce perysupar cnopea UHIHBHIY ATHUTE OCOOEHOCTH.

MalWEHTH B CTAPYECKa BB3PAacT.




5.3 NpeaxTHHAYHH A2HHH 32 0€30NACHOCT

HekJIMHWYHUTE NaHHH He T0Ka3BaT oco0eH pHCK 3a xopa Ha 6a3aTa Ha KOHBEHLIMOHAJTHMTE
hapMaKoOrMHHN NPOYYBAHUA 33 6€30T1aCHOCT U TEHOTOKCHYHOCT HA OKCKapOa3enuH H
hapMaKoIOrHuHO AKTHBHHS My MeTabOJTHT — MOHOXHAPOKCHITHOTO My mponssoaHo (MXII).

Hmynomoxcuunocm
[pobute ¢ HUMyHOCTHMYUpaHe NMPH MHINKH nokaseart, 4e MXII (4 B no-mMaska cTerieH

oxckapOa3eniH) MoXe 1a HHIYUMPa PeaKLHH Ha CBPbXYYBCTBUTENHOCT OT 3a0aBEH THII.

Mymazennocm
[Tpu npoBexaaHe Ha in vitro TecT Ames B OTCHCTBHE HAa METAOONHTHO aKTHBHUPAHE B €IUH OT IET

fakTepHanHH L1aMa, OKCKapOa3enHH yBelMyaBa YecToTaTa Ha Bb3HHKBAHE HA MYTaLHH.
Oxckap6asenud 1 MXIT npequ3BMKBAT NOBUIIABAHE HA XPOMO3OMHMTE abepaliiu W/niH
MOMILTIOWANS NPH in vitro NpOyHBaHe BbPXY KIETKH OT AHYHHK Ha KHTAHCKH XamCTep, NPH JIMNca Ha
MeTab0/IMTHA akTueauus. Pesynratute ot Tecta Ha Ames 3a MXII ca oTpuuarenHn, KakTo U He €
OTKpPHMTA MyTareHHa Wi knacrorensa akruBHocT 3a MXII unu 3a okckapbasenns B in vitro V79
MpoyuBaHe Ha KJIETKH OT KUTaHcky xamcTep. Okckap6azenud W MXII ca oTpHUATENHM 10 OTHOLICHHE
HA KIACTOTEHHH W aHeyreHHu edexrr (00pa3yBaHe Ha MMKPOAAPA) NPH in Vivo aHATH3 Ha KOCTEH
MO3BbK OT IUTbXOBE.

Kanyepozennocm

[Ipy npoy4BaHHATA 32 KAHLEPOr€HHOCT NPH TPETHPAHUTE XKUBOTHH € NPEAU3BHKAaHA NOABA HA
TYMOPH Ha 4epHHA 1po0 (TUTbX0BE K MULLKH), TECTUCHTE Y Ha rPaHYJIO3HUTE KJICTKH Ha KEHCKHUA
renutaieH TpakT (rwibxoee). [losBara Ha YepHOAPOOHH TYMOPH HaH-BEPOATHO € MOCNEACTBHE OT
MHAYLMPAHETO HA YEPHOAPOOHHUTE MHKPO3OMAJIHH €H3UMH, KOETO BBNPEKH, Y€ HE MOXE a 6bae
H3KJIIOUEHO, € ¢1a60 M3pa3eHO WIIH JIMICBA NIPH NaUMeHTH, JekyBanu ¢ Tpunenran. TecTHKynapHuTe
TYMOPH BEPOATHO ca 61K MpeAU3BUKAHH OT NOBUILEHHE B KOHLIEHTPALMUTE Ha JIy TCHHH3U Pl
xopMoH. [Topaau nuncara Ha noJo0eH eQeKT NPH Xopara, ce NMPUEMa, Y€ TE3H TYMOPH HAMAT
KIHHHUHO 3Ha4eHue. [TpH nMpoyusaHeTo Ha kaHLeporeHHocTTa Ha MXITI npu misxoBe, ce HabnoAaBa
A0303aBHCMMO MOBHINEHHE HA YECTOTATa HA MPAHYJIO3HO-KJIEThYHH TYMODH Ha XKEHCKHSA Mr€HUTAICH
TpakT (1uMiika n snaranuie). Te3d edheKTH BL3HUKBAT NPH CTENCH HA EKCIIO3ULNSA, CPABHUMA C
OYAKBAHATA KIMHUYHA eKCIO3HLMA. MeXaHU3MbT Ha Pa3BUTHE HA TE3H TYMOPH HE € HaIThjIHO
U3SCHEH, HO MOXe 1a Obie CBBLP3aH C NOBULUCHH HMBA HA €CTPaAHO, CIIEM(PHUIHO MPU ITBXOBE.
KayHuyHaTa 3Hau¥MOCT Ha TE3H TYMOPH HE € H3BCCTHA.

Penpodyxmuena moxcuuHocm
3a penpoiyKTHBHA TOKCHYHOCT BHXTE TOUKa 4.6.

6. ®APMAIEBTHUHH JAHHHU

6.1 COouchbK HA NOMOLIHETE BEIeCTBA

CopplieBrHa Ha TabnerKara.
CIJIMLIMEB IHOKCH]I, KONOUJIEH Oe3BOACH

LI€J1yJ103a, MUKPOKpHCTANTHA
XHITIpOMEN03a

KPOCIIOBUAOH

MarHe3MeB creapar

[TokpuTHe Ha TabneTkara:
XUIIPOMEN03a

TalK
tutanoB auokeua (E 171)




Omuacs ce camo 3a nokpumuemo Ha mabnemxume om 300 mg.:

makporon 8 000
xeneleH okcHA, XKuiT (E 172)

Omuacs ce camo 3a noxkpumuemo Ha mabaemxume om 600 mg:
makporon 4 000

xKeneseH okcua, yepseH (E 172)

xeneseH okcua, uepeH (E 172)

6.2 HechBMeCTHMOCTH

HenpunoxuMo

6.3 Cpok HA roanocr

3 roanHH

6.4 CoenHanuy yCJI0BHS HA ChHXPAHEHHE

To3u NekapcTREH MPOAYKT He M3MCKBA CMIellHalHM YC/IOBHA Ha CbXpaHEHHUE.

6.5 Bna 8 chAbPKAHHE HA ONMAKOBKATA

Bauctep, cpabpxa 10 tabnetkn. MaTepuan, oT koiito ¢ uspaboren dnucrepsT: PYC/PE/PVDC 1
NOKPHUTA ¢ aTyMUHHEBO donuo obpaTHa cTpaHa.

Ta6aetku ot 300 mg: 6avcrepHH onakoBku oT 50 TabneTkH.
TaGnerku ot 600 mg: 6aucreprm onakosku ot 50 TabneTku.

6.6 CrneuHa/IHH NPEANA3ZHH MEPKH NPH H3XBLPJIAHE

HsaMma cnenyaiHH H3UCKBaHHA.

7. IMPUTEXATEJI HA PASPEILEHHUETO 3A YIIOTPEDA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnanaus

8. HOMEP(A) HA PAZPEILIEHUETO 3A YIIOTPEBA

Tpunemrran 300 mg: 20010387
Tpunentan 600 mg: 20010386

9. JATA HA IThbPBO PA3PEHIABAHETIOAHOBABAHE HA PA3PEINIEHUETO 3A
YIIOTPEBA :

JlaTa Ha TbpBO paspeinasane: 26 anpun 2001 r.
JlaTa Ha nocneaHo noaHoesasaHe: 16 mapr 2016 T.




JNATA HA AKTYAJIM3UPAHE HA TEKCTA

10.




