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1.  WME HA JEKAPCTBEHUS IIPOIYKT W3NG NHTENNA AT EHUMS N0 NEKAPCTRAT A

Kpamea xapaxmepucmuna ma eogyxma  MNouromerye 1

Tpunentan 300 mg dpunamupanu TabieTKH Kbm Pe2. Ne 200 _;{ 03 & ’G / 633’,

Tpunentan 600 mg dunmupanu tabnerkn [ T
Trileptal 300 mg film-coated tablets
Trileptal 600 mg film-coated tablets samame 69650-4¢4 U7 -08 2025

Ogobperue Me ... eSS hans / #
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2. KAYECTBEH U KOJIMMECTBEH CbCTAB

TpunenTtan 300 mg duamupanu TabaeTKu
Bcsaka punmupana tabnerka cpabpka 300 mg okckapdazenuH (oxcarbazepine).

Tpunenrtan 600 mg duamupanu TabaeTKH
Beska punmupana Tabnerka coabvpxka 600 mg okckapbaszenuH (oxcarbazepine).

3a MbJIHUA CMMTUCHK HA NMOMOLIHHUTE BellleCTBa BUXKTE TOUKa 6. 1.

& JIEKAPCTBEHA ®OPMA

dunmupaHa TadsieTka

Tpunentan 300 mg puaMupanu TabiaeTku

KBATH, OBaJIHH, JIEKO IBOMHOM3ITbKHAJIM TA0JIETKH C J€IMTE/IHA YepTa OT JIBE€TE CTPaHH, ¢ BUTbOHATO
penedHo o3Hauenue ,,TE™, nenurenna uepra, oobpHaro ,,TE* oT eqnara crpana u ,,CG*, nenurenna
yeprta, 00bpHarto ,,CG™ OT Apyrara cTpaHa.

Tpunenran 600 mg duamMupaHu TabneTku

bnenopo3oBH, OBAJIHM, JIEKO ABOHHOMU3MIbKHAIM TabJ€TKH C JI€/IMTE/IHA YepTa OT JIBE€TE CTPaHH, C
BATBLOHATO penedHo o3Hayenue ,, TF, nenurenna yepra, od6svpHaro ., TF* ot eanara crpana u ,,.CG*,
nenuresHa yepra, oobpHato ,,CG™ OT Apyrara cTpaHa.

JlenuTenHaTa yepTa € caMo 3a YJIECHSBAHE Ha CHYTMBAHETO C LI MO-JIECHO I'bJITAHE, a HE 3a pa3Jie/isHe
Ha paBHH J103H.

4. KIMHHUYHHU JTAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Tpunentan e nokasaH 3a Jle4eHHE HA MAPLHATIHHU MPUCTBIU CbC UK 0€3 BTOPUUYHO reHepaIu3HpaHH
TOHUYHO-KJIOHHYHH I'bpYOBE.

Tpunenran e nokaszaH 3a ynorpeba kaTo MOHOTEpanMa WiH 10MbJIHUTE/IHA Tepanus MpH Bb3PacTHH H
neua Haja 6-roauviIHa Bb3pacT.

4.2 JlO3HpPOBKAa H HAYHH HA NPHJIOKEHHE

Jdo3npoBKa
Tpunenran e noaxoadiu 3a ynorpeda Kato MOHOTEpanus WM B KOMOMHALHSA ¢ JApYTH .
AHTHEINWIENTHYHH JIEKApCTBEHHU cpeacTBa. KaTo MOHO- WK J1I0MBJIHKUTE/IHA T€panus JIEYEHUETO C x
Tpunentan ce 3ano4yBa ¢ KIMHHYHO e(eKTHBHA 11034, pa3/iesieHa Ha aBa npuema. Jlo3zara m

ObJie yBeIMYeHa B 3aBUCUMOCT OT KJIMHUYHHMA OTroBop Ha nauueHTta. Korato Tpunenran M{E;{ﬂ

'

JAPYTH aHTHENWJIENTUYHH JIEKAPCTBEHH MPOAYKTH, 103aTa HA ChIIbTCTBALLMUSA AHTHENTUICITTUEEH |
JIeKapCTBEH NPOAYKT TpAOBA J1a ce NOHH)KABA MOCTENEHHO TMPH 3aMOYBaHe Ha JICYEHHeE C Ipﬁ,}‘lemﬁn

—r F . L
- .

s',i‘



[Ipu ynoTpeba KaTo AOMBIHUTE/IHA TEpaAnUs, ThbH KaToO C€ NOBULLIABAa 00LWOTO OOpeMeHsABaHe Ha
NnalMeHTa C aHTHENWJIENTHYHH JIEKApCTBA, MOXKE /1a Ce HAJI0KHM /1a Ce pelyLMpa Jlo3aTa Ha
CBhITBTCTBALLMSA AHTHENHJIENTHYEH JIEKAPCTBEH NPOJAYKT W/ WK no3ata Ha Tpuaenrtan aa ce noBuiiasa
no-0aBHoO (BXkK. TOuKa 4.5).

Tpunenrtan nepopasiHa cycneH3us v Tpunentan puamMupadu TabeTKH ca OMOEKBUBAJIEHTHH U MOrar
na ObaaT B3aMMO3aMEHAEMH NPH €1HAKBH J103H.

TepaneBTHYEH JIeKaAPpCTBEH MOHHTOPHHT
TepaneBTHUHHAT edeKT Ha OKCKapOa3ernuH ce Ib/KH NPEAMMHO Ha aKTHBHUSA MeTaboIUT
10-MOHOXHAPOKCHIHOTO npou3BoaHO (MXI1) Ha okckapba3senuH (Bxk. Touka J).
He e He00X0/1MMO MOHHTOPHpAaHE Ha IU1Ia3MEHUTE HUBA Ha OKCKapOasenuH uau MXII. Bunpeku ToBa,
MOJKE J1a c€ OOMHMCIIH MOHUTOpPHpaHe Ha ru1a3MeHoTo HUBO Ha MXII no Bpeme Ha neueHue ¢
Tpunentan, 3a aa ce U3KJIKOYK HEMPHUAbPKAHE KbM TEPAMNUATA WM B CTy4aH, KOrato MOXe /1a ce
O4akBa npomsHa B kaupbHca Ha MXII, B ToBa 4Kcno:

e npoMsHa B ObOpeuHaTa GyHKLUMSA (BXK. 103MpOBKa NMpH ObOpevHH yBpeK/1aHus B ToYka 4.2)

e OpeMEeHHOCT (BXK. TOUKH 4.6 U 5)

®  ¢JHOBpPEMEHHa ynorpeda ¢ JIeKapCTBEHH NPOAYKTH HHAYKTOPH HAa YePHOAPOOHHTE €H3UMH

(BK. TO4YKa 4.5)

AKO HAIKOSl OT TE€3HM CUTYALIMH C€ CIIYUH, 103aTa Ha Tpuienran Moxe aa Obae npoMeHeHa (Bb3 OCHOBA
Ha M1a3MEHUTE HUBA, H3MEpPEHH 2-4 yaca ciiell NpUemMa Ha /103aTa), 3a /a ce MnouIbp’Ka NUKoBa
nJiazMeHa koHueHrTpauus Ha MXII < 35 mg/I.

Bb3pacTHU nauueHTH

Monomepanus u oonvaHumena mepanus

[IpenopbunTE/IHA HAYAIHA 1034

Jleuenuero ¢ Tpunenrtan TpsadBa aa ce 3anoyHe ¢ g03a ot 600 mg/aeH (8-10 mg/kg/nen), pasaeneHa
Ha /1Ba MpHeMa.

[Hopabpxama xo3a

Jobpu TepaneBTHYHH edekTH ce HaboaaBaT npu 1034 Mexay 600 mg/nen u 2 400 mg/aen. Ipu
KJIMHUYHH NMOKa3aHMA 3a NOCTHIaHE Ha XKEJIaHUs KIIMHHYeH e(eKT HavyalHaTa /103a MOXKe J1a ce
yBesHuaBa ¢ Makcumym 600 mg/neH npe3 npubIM3UTENTHO €AHOCEAMHYHH HHTEPBAJIH CJle]1 3ano4BaHe
Ha JIEYEHHETO.

MakcHMaJiHA Npenopb4HTE/IHA /1034

B koHTponUpaHu OOJHHUYHH YCJIOBHSA € NTOCTUIHATO YBeJHWUYeHHe Ha J1o03uTe /10 2 400 mg/neH B
pamkuTe Ha 48 yaca.

JlHeBHHM 1034 Haa 2 400 mg/aeH He ca NpOyYBaHH CHCTEMHO MPH KIIHHUYHHU U3MHTBAHHUA.

[laueHTH B cTapyecka Bb3pacT (Ha 65 WM noseye roiMHM)

HsMa crnieudaliHi npenopbKH 3a JO3MPOBKATA NPH NMAalLMEHTH B CTapyecKa Bb3pacT, Thi KaTo
TEpaneBTHYHHUTE /1034 C€ KOPUIrHpaT HHAKMBHAYaIHO. [IpoMsiHa Ha no3aTa ce Haslara rnpu MauHeHTH ¢
yBpeaeHa ObOpeuHa pyHKUMSA (KpeaTHHHHOB KJAUpPBHC no-Maibk OT 30 ml/min) (Bk. uHpopMauusTa
[0-/10,1y 3a J103UpPOBKa NpH OBLOpEeYHH YBpeKAaHHS).

HeoOxoaumo € BHUMATEIHO HA0/II01€HHE HA HUBATA HA HATPUM MPH MALMEHTH, H3JI0)KEHH HA PUCK OT
XUIOHaTpUEeMH (BXK. TOUuka 4.4).

YepHoapoOHO yBpexaaHe
He ce Hanara npomMsHa Ha J103aTa NpH NaLKMEHTH C JIEKO /10 YMEPEHO TEeKKO 4epHOAPOOHO YBPEK/IaHe.
JleiictBueTo Ha TpuienTan He € NPOyYBAHO MPHU NALMEHTH C T€KKA CTENEH Ha 4YepHOAPOOHO

yBpexJlaHe, NopajH KOeTo € HeoOX0AMMO 0COOEHO BHMMaHHe NpH 103upaHe Ha TpunenTtan npy rpasd—— -
rpyna nauueHTH (Bx. Touka 5.2). /7 TBATA & 1 S

rr,’ .4. 1.‘;
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[1pn nauxenTH ¢ HapyueHa 6b0peuHa GyHKUMS (KpeaTHHMHOB KAMPBHC < 30 ml/min), neucanero ¢

Tpunentan TpabBa aa ce 3anouyHe ¢ NoJoBMHaTa OT oOMyaiftHaTa HauanHa no3a (300 mg/nex); KoaTo .




J1a Ce yBeJIMUaBa Mnpe3 NnoHe eIHOCEIMMYHH UHTEPBAJIM 10 JIOCTUTaHE HA XKEJIaHUS KJIMHUYEH OTrOBOP
(BK. TOUKaA 5.2).

lleouampuuna nonynrayus

[IpenopbunTe/IHA HAYAIHA 103A

KakTo kaTo MOHO-, Taka M KaTo JOITbJIHUTE/IHA Teparus, JieueHUueTo ¢ Tpunenrtan TpaOBa aa ce
3arnouHe ¢ no3a ot 8-10 mg/kg/neH, pazaeneHa Ha JBa npyuema.

Hoaaspxkama no3a

[leneBaTa nogabpkaiua 103a Ha Tpuaentan kato AonbaHUTEHa Tepanus € 30-46 mg/kg/neH u
TpsOBa 1a Ob/1€ MOCTUrHATA 32 JIBE CEAMMLIM.

B KJIMHMYHH U3NKUTBAHUS, KOraTo TpuienTan e npUeMaH Karo JOIMbJHUTE/IHA Tepanus, TeparneBTHYEH
edeKT e HabM0/1aBaH NpH Cpe/Ha NoAabprKalla A03a ot npubausuTenHo 30 mg/kg/neH.

MakcHMa/IHA IpenopbLYHTEIHA 103A

[Ipn KIMHUYHM NOKAa3aHHUA 3a MOCTUIaHE HA JKeaHHUA KIMHUYEH edeKT HayallHaTa /103a MOXe J1a ce
yBennuyaBa ¢ MakcumyMm 10 mg/kg/aeH npe3 npubIN3UTENTHO €IHOCEAMUYHH HHTEPBAJIH CJ1€]
3aM104YBaHE HA JICYEHHETO 10 MaKCUMaJIHa 1032 oT 46 mg/kg/neH (Bx. Touka 5.2).

Tpunenrtan ce npenopsuBa 3a ynorpeda np Jeua Haa 6-roavuiHa Bb3pact. besonacHocrtra 1
e(UKACHOCTTA MY Ca OLICHEHH NpH KIMHWYHHW W3MHUTBAHUA, BKJIIOYBALK NpruOau3uTenHo 230 neua Ha
Bb3pacT noa 6 roauuu (10 1 mecew). Tpunentan He ce npenopbyBa MpU aeua noja 6-rojiviiHa
Bb3pacT, ThH KaTO 0€30MacHOCTTa M €PUKACHOCTTA MY HE €a JI0Ka3aHH B JIOCTATb4HA CTEIEH.

Bcuuku no-ropHu npenopbKM 3a 103dpaHe (MpU Bb3pacTHHU, XOpa B CTapyecKa Bb3pacT U JeLa) ce
OCHOBABaT Ha J03UTE, H3C/IEABAHH MPH KJIHHHUYHHUTE W3MMTBAHUA 32 BCHYKH Bb3PACTOBH IPYIIH.
Bbnpeku TOBa B cllyyauTe, KOraTo TOBa € YMECTHO, MOTaT /J1a c€ 00CHK/IAT NO-HUCKH HAYaJTHU J103H.

HaunH HA NpHJIOKEHHE

TpunenTtan Moxe 1a ce npuema cbC Wi 0e3 XpaHa.

3a 1eua M NnalMeHTH, KOMTO HE MOraT J1a nperiabluar TabjJeTKH WM B CllyyauTe, Korato HeoOXxoauMara
71032 HEe MOJXKE J1a Ce MPUJIOKH C M3MOJI3BaHe Ha TaOJIETKH, € MOAXOASUL0 Aa ce u3non3pa Tpunenran
[epopasiHa CyCIeH3HS.

4.3 I[IpornBonoka3anus

CBpbXUYYBCTBHTEIIHOCT KbM aKTHBHOTO BELLIECTBO, KbM €CIMKapOa3ernuH WK KbM HAKOE OT
MOMOLHHUTE BELLECTBA, U30pOEHHU B TOUKa 6.1.

4.4 Cnenna/iHu npeaynpexkieHHs H Npeana3Hd MepKH NpH ynorpebda

CBpBbXUYYBCTBUTEJIHOCT

B nocTMapkeTHHroBMs NepHo/l ca Nnojay4eHu CboOLIEHHS 32 peaKLMH Ha CBPbXYYBCTBUTEIHOCT OT
Tun | (ne3abaBHu), BKItOUBaLIM OOpHUB, CbpOEXK, YPTHKApHS, aHrHoeaeM v aHadunakcus. Ciyyaud Ha
aHa(HUJIaKCHUA M aHTHOE/IEM 3acaralll JIJapHHKCca, papHHKCa, YCTHHTE H KJIenayMuTe ca CbOOLIIaBaHU NPH
MAaLMEHTH CJIe/l IPUEM Ha ITbpBaTa WM nocieasauure 1034 Tpunenrtan. B cayyai ye npu naumeHTa
HACTBIAT T€3U peakLHH cie] jiedeHue ¢ Tpwienrtai, NnpueMbT Ha JIEKapCTBEHUA NMPOAYKT TpaOBa 1a
ObJe MpeyCcTaHOBEH H J1a Ce 3aro4yHe ajJITePHAaTHBHO JICYEHHE.

[lalueHTHTE, KOMTO Ca MOKa3ajii peakUMH Ha CBPbXYYBCTBHTEIHOCT KbM KapOamasenuH, TpsOBa ja
Obaat HHpOpMHUpaHH, Ye NpUdbaAU3UTEHO 25-30% OT Te3u NauMeHTH MOraT Ja NposBAT peaKlHH Ha
CBPbXUYYBCTBHTEJIHOCT NPH NnpueM Ha Tpunentan (Bx. Touka 4.8).

Peakiiuu Ha CBpbXUYYBCTBUTEIHOCT, BKJIFOYMTETHO PEAKLIMK HA CBPbXYYBCTBUTEIHOCT C MOJIMO
3acsraHe, MOrart jaa ce Ha0/oaaBaT U MPH NaUMEeHTH 0€3 CBPbXYYBCTBHTETHOCT KbM KapﬁaM _ rmH#
TakuBa peakuMH MOrar 1a 3acerHart KokaTta, 4YepHus 1po0, KpbBTa U IMMPHATA CHCTEMA n.u,ngpyfu Y
OpraHM, KakTo NOOT/JEJIHO, TAKAa U €JHOBPEMEHHO, B KOHTEKCTA Ha CUCTEMHATA peaKLus (B)I{ _ 3




Touka 4.8). [Ipu nosBa Ha NpU3HALIM U CUMITTOMH, HANIOMHSALM PEaKLIMH Ha CBPbXYYBCTBHTEIHOCT,
npuembT Ha Tpunentan TpadBa He3abdaBHO J1a Ob/ie NpeyCTaHOBEH.

JlepMaToJIOrHyHH peaKkL UM

CepHO3HH 1epMaTOJIOTHYHH PEaKLIMH, BKJIIOYHTEIHO CHHAPOM Ha Stevens-Johnson, TokcHuHa
enuaepMaiHa Hekpoau3sa (cunapom Ha Lyell) u erythema multiforme, ce cbo01iaBaT MHOTO psijiKo
npu ynorpeda Ha Tpunaentain. [Ipn nauMeHTHTE € TEKKH KOKHHU PeakLiMH MOXKeE J1a Ce HaJIOKH
XOCMHUTANIM3aLMA, ThbH KaTO T€3H CHCTOAHHA MOraT Ja ca XXMBOTO3aCTpallaBallli 4 B MHOIO PeaKH
ciyuad - paranHu. TakuBa ciyyau, CBbp3aHH ¢ ynorpeda Ha Tpuienrtain, ce Hab101aBaT KaKTO NpH
Jiela, Taka u npy Bb3pactHU. CpeaHOTO Bpeme 10 nosBaTa Ha peakuusaTa e oOmno 19 auu. Crobiiasar
ce HAKOJIKO M30JIMPaHH CJly4asi Ha peLM/IMB Ha TeKKa KOXKHA peakuMs NpH noBTopHa ynorpeda Ha
Tpunenrtan. CbCTOSHUMETO HA MAUMEHTHTE, KOMTO Pa3BUAT KOXHA peakUMs npu ynorpeda Ha
Tpunentan, Tpsabsa 6bp30 Aa ObAe NpeLeHeHo U He3abaBHO J1a ce NPeyCTaAHOBH JICYEHHETO C
Tpunenrain, ocBeH ako OOPHUBBT HE € CBBbP3aH C MPUIOKEHHETO HA JIEKAPCTBEHHUS NPOAYKT. B ciyuaii
Ha NMpeyCcTaHOBABAHE Ha JIeYEHUETO TpAOBa aa ce 00Ch/IM 3aMeHsHeTo Ha TpuaenTan ¢ apyr
AHTHETWJIENTHYEH JIEKAPCTBEH MPOAYKT, 3a Ja c€ U30erHaT NpUCTbIMUTE Clie]l CIIMPAHE Ha JIEUEHHETO.
Jleuenuneto ¢ Tpunenrtan He TpaOBa Aa ce 3arnoyBa OTHOBO NPH NALMEHTH, KOMTO €a IO NPeKpaTHIIH
[MOpaji peakLMs Ha CBPbXYYBCTBUTEIHOCT (BXK. TOUKa 4.3).

Cebp3anu ¢ HLA-B*1502

HMma Bce noBeue noka3zartescTBa, ye pa3inuHuTe ajiesv Ha Yoseukus Jleekouuren AHtured (HLA)
U3ITBJIHABAT POJIs, CBbpP3aHa C HEXKEJIAHUTE KOJKHH PEAKLIMH TPH Mpeapa3noiokKeHH naureHTH. Toil
KaTo XMHMHYHaTa CTPYKTypa Ha OKckapOa3enuH e nogo0Ha Ha Ta3u Ha Kapbama3enuH, € BepOSITHO
nauueHTH Hocureau Ha anena HLA-B*1502 na umat cbiio nosuiueH puck 3a SIS/TEN koxHu
peakUHH KbM OKCKapOa3ernuH.

Yecrorara Ha anen HLA-B*1502 Bapupa ot 2 10 12% npu TpaJHLIHOHHHUTE KHTAHCKH NOMYJIALIMH,
0K0J10 8% npH TaWJaHACKHTE Nomyjaauuy U Haa 15% npu QUIHNHUHCKUTE U HAKOW MaJlal3HICKH
nonynauuu. AsenHa dyectora /10 okoJo 2% u 6% ca noknaaBaHu ¢cboTBeTHO B Kopes u UHaus.
Yecrtorara Ha anen HLA-B*1502 e He3HaunTeIHa NpU HHAMBHU/IA C €BPONEUIEH MPOU3XO, HAKOJIKO
aQpUKAHCKH MOITyJIalMH, KOPEHHOTO AMEPUKAHCKO HacelleHHe, H3BaJIKa OT JIAaTHHOAMEPHKAHCKH
nomnyaalMM | npu AnoHuu (<1%).

[TocoueHuTe anenHu YECTOTH MPEACTABAT NPOLIEHTA OT XPOMO30OMHMTE MPH YIIOMEHATHTE MOIYJIallHH,
KOMTO HOCAT CreUU(PHYHUA ajesl, MOKa3BallH, Y€ NMPOLEHTHT MALUMEHTH, KOUTO HOCAT KOIHUE OT asiell
Ha HaH-MaJIKO €/1Ha OT TeXHHUTE JIB€ XPOMO30MH (T.€. ,,4eCTOTAa Ha HOCHTEJICTBO™), € OJIM30 /1Ba MBTH
Mo-BMCOKA OT YecToTaTta Ha asnena. [lopaau Tasu npyuyMHa NPOLEHTHT HA MAllHEHTHUTE, KOMUTO Ca
H3JI0)KEHHW Ha PUCK, € NMPUOJIM3UTENTHO J1BA ITHTH aJiejiHaTa 4eCTOTa.

TpsabBa na ce oOMucH TecTBaHeTO 3a Hannuue Ha anen HLA-B*1502 npu nauueHTH po/ICTBEHH €
PUCKOBHTE MOMYJIALMHU NPEIH 3ano4yBaHe Ha JeueHue ¢ Tpunentan (BuxTe no-anony UHdopmaims 3a
MEJIMLUMHCKHUTE CielHaIuCTH). YnorpedbaTta Ha Tpunenran TpsaOBa aa ce W30srea rnpu rnalMeHTH ¢
nonoxkureneH rect 3a anen HLA-B*1502, ocBeH ako nona3uTe SCHO NpeBULIABAT PUCKA. ANTETbT
HLA-B*1502 Moxe na 6bae puckoB paktop 3a pazsurveTo Ha SJS/TEN npu naumeHTH ¢ KuTahcku
MPOM3X0/ NMpHEMaLLH ApYrH aHTHenuIenTHYHH JiekapcTea (AEJ]) cebp3anu ¢ SIS/TEN. INopaau Ta3u
npu4rHa TpsaOBa aa ce 0OMHUCIM U30ArBaHEeTO Ha ynoTpedaTa Ha APYry JIEKapCTBa CBbP3aHM C
SJS/TEN npu HLA-B*1502 no3uTHBHM NaLMeHTH, KOrato aJITepHaTUBHUTE TEpAITMHU ca €/1HaKBO
npueMjJuBH. OOMKHOBEHO CKPUHHUHT HE CE NMpenopbyuBa MpH MaLMHEHTH OT NOMYJaLHH, PH KOUTO
HLA-B*1502 HOCHTE/ICTBOTO € HUCKO WM IPH NAaLMEHTH, KOUTO Beue npuemar TpuienTan, ThbH KaTo
puckbT OT SJIS/TEN e 10 ronsiMa cteneH orpaHdyeH 10 MbPBUTE HAKOJIKO MeceLa OT Tepanusara,
He3aBucHmo oT HLA-B*1502 craryca.

Cebp3anu ¢ HLA-A*3101
Hsakou naHHu npeanonarar, ye anenst HLA-A*3101 e cebp3aH ¢ noBuileH pUcK oT kapbamase
MHAYLUHPAaHH HEXEJIaHW KOXKHH peakuuH, BkarouBawm SJS, TEN, nekapcTtBeH oOpuB ¢ €03H
(DRESS) unu no-Maiiko Texkka ocTpa reHepajiv3dpaHa €K3aHTeMaTo3Ha mycTyJi03a (AGEP, "
MaKyJIonaIryJio3eH OOpMB IpH €BPOIEH/IHATA paca U NMpH AMOHCKATa MOITyJIalus.




Yecrorara Ha anena HLA-A*3101 Bapupa B LUMPOKH IPAHULIM MEXK/LY €THHYECKHTE MOITYJIALUHUH U
HeropaTa 4ecToTa € 0K0s10 2 10 5% npu eBponenaHara paca v okos10 10% B snoHckaTa noryJaums.
YcTaHOBEHO €, Ue 4eCTOoTaTa Ha TO3HM aJlell € NMo-HUCKA OT 5% B MHO3MHCTBOTO ABCTPa/IMMCKH,
A3uatcki, AppukaHCcKH U CeBepHOAMEPHKAHCKH MOMYJIaLUHH C HAKOH H3KJIIOYEHHUS B PAMKHTE OT S
no 12%. Yecrora Han 15% e ycrtaHOBeHa B HAKOU €THUYECKH rpynu B KOxxHa AMepuka (Ap:KeHTHHaA U
bpazunus), Cesepna Amepuka (CALLl: HaBaxo u Cuykcu u Mekcuko: Cepu ot CoHOpa) M 10KHa
Muausa (Tamun Hany) u Mmexay 10% 1o 15% B Apyru MECTHH €THOCH B CBLUMTE TE€3H PETHOHH.

[TocoueHHTE TYK ajieJIHH YECTOTH MPEACTABAT NPOLIEHTA OT XPOMO30OMHTE MPH YIIOMEHATHTE
MOMyJIallik, KOUTO HOCAT CrieuH(prUyHUS asesl, NoKa3BallH, Y€ MPOUEHTbT NalMeHTH, KOUTO HOCAT
KOMHE OT aJie]l Ha Hai-MaJIKO €/IHa OT TeXHUTE /IBe XPOMO30MH (T.€. ,,4eCTOTa Ha HOCUTEJICTBO™) €
6J1M30 J1Ba ITbTH MO-BUCOK OT YecToTaTa Ha anesna. [lopaau Ta3su npyyMHa NpOLIEHTHT HA MALMEHTHTE,
KOMTO Ca M3JIOXKEHH HAa PHUCK, € NPUOIH3UTENHO ABa MMbTH aJle/IHaTa YECTOTA.

Hsama noctaThb4yHO JaHHM B MOJKPENa Ha npenopbka 3a tecTBaHe 3a Hanvuue Ha HLA-A*3101 anen
MPH NaLKEHTH, TPE/IM J1a Ce 3anoYyHe JieyeHHe ¢ OkckapbaszenuH. [ eHeTHYeH CKpUHUHT OOMKHOBEHO
He ce nmpenopbyBa 3a NauMeHTH npuemaiun Tpunentai, Thi KaTo pUckbT 0T SJIS/TEN, AGEP, DRESS
M MaKyJionarnyJio3eH 0OpUB 10 roJisMa CTEMNEH Ce OrpaHHYaBa 0 MbPBHTE HAKOJIKO Mecela oT
TepanusTa, He3aBucUMo oT HLA-A*3101 cratyca.

OrpaHH4yeHUsi HA TEHETUYHUSA CKPUHUHT

Pe3ynrarure OT reHETUYHHSA CKPHHUHI HUKOra He Tpa0OBa aa 3amMecTBaT NnojAxXo/Asiliara KJIMHHYHa
OMTETHOCT M JIeYeHHe Ha nauueHTa. MHOro a3sMaTcK nauyeHTH noaoxureaHyd 3a HLA-B*1502 u
nekyBaHu ¢ Tpunenran Hama na pa3Buatr SJIS/TEN u naumenTu orpuuarenuu 3a HLA-B*1502 or
BCEKH eTHOC Bce nak mosxke aa pa3BHaT SJS/TEN. [Togo6Ho, MHOro naumMeHTH no3uTHBHH 3a HLA-
A*3101 u nexyBanu ¢ Tpunenran Hsama na pazsuar SJS, TEN, DRESS, AGEP wnu makynonanynosen
o0puB ¥ nauneHTH orpuuarendu 3a HLA-A*3101 oT Bceku eTHOC BCe NaK MOXKe J1a pa3BHUAT TEXKKH
HEXeaHW KOXKHHU peaklMu. Ponsgra Ha Apyrd Bb3MOXKHH (PaKTOPH NMPH pa3BUTHETO Ha U
3a00J1€Ba€MOCTTA OT T€3H TE€XKKH HEXKEJaHH KOXKHH PeaKLMH, KaTO HanpuMep J03MpOBKa Ha
AHTHENWJIENTUYHHUTE JIEKApCTBA, MPUAbPAKAHE KbM TEpanuaTa, CbITbTCTBALLM JIEYEHHS, ChITBTCTBALLH
3a00/19BaHHS ¥ HUBO Ha JE€PMATOJIOTMYHHUSA CKPUHHUHTI, HE Ca MPOY4YBaHH.

HMudbopmanms 3a MEJULIMHCKUTE CIIELIMATIUCTH

AKo e npoBejieH TecT 3a Haimuue Ha HLA-B*1502 anena, ce npenopbyBa BUCOKO CEJIEKTUBHO
,,TunusuparHe Ha HLA-B*1502* anena. TecTbT € nonoxkuTeeH, ako ce OTKpUBaT eauH uiau asa HLA-
B*1502 anena u orpuuaresieH, ako He ce otkpuBaT HLA-B*1502 anenu. Ilo cbuums HauMH, ako e
nposejeH TecT 3a Haavure Ha HLA-A*3101 anena, ce npenopbyBa BUCOKO CEJIEKTUBHO ,,THITH3HpAHE
Ha HLA-A*3101* anena. TecTbT € noj0)KUTENEH, aKO c€ OTKpUBAT e1uH WM aBa HLA-A*3101 anena
W OTpHuaTeseH, ako He ce orpuBaT HLA-A*3101 anenwm.

PUCK OT BIOLIABAHE HA NPUCTBIIUTE

CpbobuiaBa ce 3a pUCK OT BJIOLIABAHE HA NMPUCTBLIIMTE NPU npyuem Ha TpunenTtan. PUCKBT OT
BJIOLLIABAHE HA MPHUCTBIUTE ce Hab/r0aaBa OCOOEHO MpH Jela, HO MOXKE /1a HAaCTbITH U MPH Bb3PACTHH.
B cny4aii Ha B/iOLIaBaHE Ha NMPUCTBIKTE, NPpUEeMbT Ha TpunenTan TpAdOBa 1a ce NpeyCcTaHOBH.

XHUIOHATPHEM U

[Tpu no 2,7% ot nauueHTUTe, JeKyBaHu ¢ Tpunenrai, ce Hab01aBaT CEPYMHH HUBA HA HATPHI NoJ1
125 mmol/l, kouTO OOMKHOBEHO ca aCUMITTOMAaTHYHHU U HE HaJlaraT NpomMsHa B TepanuaTa. OnUuTsbT OT
KJIMHUYHUTE U3MUTBAHUA MOKA3Ba, Y€ CEPYMHUTE HUBA HA HATPUH CE€ HOPMAJIU3UPAT MPH HAMaJIiBaHe
Ha no3aTa Ha Tpunenrtan, npy nNpekpaTsaBaHe HA MPUEMA WJIH MPH KOHCEPBATUBHO JIEYEHHE Ha
MnauMeHTa (Harnp. orpaHH4yaBaHe rpyUeMa Ha TEYHOCTH).

[Tpu naumeHTH ¢ npeaxoxaauy 6bOpeuHH yBpeK1aHHus, CBbpP3aHH ¢ HUCKH HHBA HA HATpUH (Harp.
CHUHJIPOMH, NMOA0OHH Ha CHHAPOMA Ha Hea/IeKBaTHA CEKpPELMS Ha aHTHAHYPETHYHHUS XOPMOH Y
WJIA MPH NALMEHTH, JIEKYBaHH C HATPUH-NOHH)KABALLH JIEKApCTBA (HAIp. JIMYPETHLIM, JieKa
MPOAYKTH CBbP3aHH CbC CHH/IPOM Ha Hea/leKBaTHA CEKPELIHS Ha aHTHIHYPETHYHHS xopmgﬁt;
pesmonpecut), kakto u HCIIBC (Hanp. nHAOMETALMH), CepyMHHTE HUBA Ha HATPUi TPAOB@ Ja €€
OnpezesAT NPe/IM 3ano4saHe Ha TepanuaTa . CieJ1 TOBa CepyMHHTE HUBA Ha HaTPHii TpsOBa /la ce 3




ONnpeaensaT NpUOIU3UTEHO Clle/] IBE CEAMHLIM H MO-HATAThK HA €JHOMECEYHH HHTEPBAJIH Npe3
MbPBHUTE 3 MECeELla OT TepaIMUATa WK CNope] KIMHHHYHUTE HYKAU. Te3u puckoBH (aKTOpPH ce OTHACAT
0CO0O€HO 3a MalMEeHTHTE B CTapyecKa Bb3pacT.

[1pu nauueHTH Ha neveHue ¢ Tpuaenrtan, NpU KOMTO Ce 3aN04YBa Teparus ¢ HATPUH-NTOHWKABALIH
nekapcTsa, TpAOBa J1a ce cie/iBa ChLIMA NMOAXO0/ 3a NEPHOJAHYHO NMPOBEPSBaHE HA HUBATA HA HATPHIA.
Haii-o01110, ako B X0/1a Ha JIe4eHHETO ¢ TpuienTan ce NOABAT CUMINTOMU Ha Bb3MOJXKHA
XHIIOHaTpHeMHA (BK. Touka 4.8), Moke na ce 00ChaM onpe/iesiHe Ha HUBATa Ha CEPYMHMSA HATPHH.
[Ipu Apyru nauMeHTH MOXe Ja Ce HaJIOKH PYyTHHHO WU3C/ie/1IBaHE HA HUBATa Ha CEPYMHMS HATPHUH.
TpsOBa pe10BHO 1a ce celd TerJI0TO Ha BCUYKH NALMEHTH CbC Cbhp/ieYHA HEJIOCTATbYHOCT M
BTOpPHYHA ChbpAEYHA HEAOCTATBYHOCT 32 €BEHTYAJIHA [105Ba Ha 3a/IpbXKKa HAa TEYHOCTH. B ciy4aii Ha
33/1pbKKa HA TEYHOCTH WJIM BJIOLLIABAHE HA ChCTOSHUETO Ha ChpLETO TPAOBaA J1a ce NPOBEPSAT HUBATA
Ha cepyMHMsA HATpUH. AKO ce Ha0Jl01aBa XMITOHATPHEMHSA € BAXKHO J1a C€ OrpaHUYH NpUeMa Ha BOJa.
Tbi KaTO B MHOIO pPe/IKH Cllydan OKCKapOa3enuH MoxXe J1a I0Be/le 10 HapylllaBaHe Ha NPOBEkK/aHETO
HAa UMITYJICH B CbPLIETO, MALMEHTHUTE C NMPEAXO0XK/allH MPOBOAHH HApyLIEHHUS (HaMp. aTPUO-
BEHTPHKYJ1apeH 010K, apuT™MHs) TpssOBa fa ObaaT npocieAsBaHH BHUMATEITHO.

XHUNOTHPEOUAUIBM

XHUMNOTHPEOHAU3IBM € HeXeJlaHa peakllds Ha OKcKapOa3enuH (C YecToTa ,,He4ecTH™, BK. Touka 4.8).
Karo ce uma npeBu/1 B&XKHOCTTA HA THPEOUMAHHUTE XOPMOHH B Pa3BUTHUETO Ha JieLiaTa clie/]
paXkJ1aHeTo, Ce MpenopbUBa MNPOBEKJAAHETO HA TECT 3a QYHKLHMATA HA LIIUTOBH/IHATA KJ1€3a NPeIH
HA4aJ10TO Ha TeparnusaTa ¢ TpuienTan B neaMarpyyHaTa Bb3pactoBa rpyna. [1pu ta3zu Bb3pacToBa
rpyna ce npenopbusa MOHHTOpUpaHe Ha PYHKUMATA HA LIIMTOBU/HATA »J1€3a 110 BpeMe Ha JICYEHHETO
¢ Tpunenran.

YepHoapoObHa QyHKLMS

Cpo0bluaBaT ce MHOrO pe/IKM C/ly4ad Ha XernaTuT, KOUTO B MOBEYETO CIyyaH ca MMasid 6J1aronpusaTeH
u3xoa. B ciiyyait Ha CbMHEHHE 3a YepHOAPOOHA peakuus, TpaOBa 1a ce OLeHH PYHKLMATA HA YEPHUS
npob u 1a ce oOOMMCIIM criipaHe Ha TepanuaTta ¢ Tpuientas. TpsaOBa na ce moaxox/aa ¢ NOBUILEHO
BHUMAHHUE TMPH JIEYEHHETO HA MALMEHTH C TEXKO YEPHOAPOOHO yBpexkaaHe (BxK. Toukud 4.2 u 5.2).

buOpeyHa pyHKLMSA

[Ipu nauneHTH ¢ HapylieHa ObOpeuHa pyHKUMSA (KpeaTUHHHOB KIMpbHC noa 30 ml/min), TpsdBa na
ce M0/AX0X/J1a ¢ MOBUIIEHO BHUMaHHUE 110 Bpeme Ha JieueHHeTo ¢ TpunenTai, 0coOO€HO Mo OTHOLIEHHE
Ha HayaJiHaTa /103a U Ha NMOBHIIIaBaHe Ha j03aTa (BXK. TOYKH 4.2 1 5.2).

XeMaToJOrMYHH peakLvH

[1lo BpeMe Ha MOCTMApPKETHHIOBHUSA ONHUT IPH JIeUEHHE Ha nauMueHTH ¢ TpuienTan ca HaOO1aBaHU
pe/IKH CbOOLIIEHUS 3a arpaHyJIOLMTO3a, afylaCTUYHA aHEMHUS M NaHUMUTONEHUd (BXK. To4Ka 4.8).
[Ipu nosiBa Ha NOKA3aTEICTBO 3a 3HAYMTE/IHO NMOTUCKAHE HA KOCTHHUA MO3bK, TpsAOBa J1a ce 00Cchau
npeKpaTsBaHEe Ha MPUEMA Ha JIEKAPCTBEHHUA MPOAYKT.

CyHMLMIHO NOBEEHHE

[Ipn naumeHTH, ekyBaHu ¢ AEJI no pa3nvyHM nokasaHus ca cboOLlaBaHU CYMUMIHA W/1€alius U
noseaeHue. Mera aHa/Iu3 Ha paHAOMHU3MpPaAHH, 1U1aLe00-KOHTPOSIMpaHu U3nuTBaHusa Ha AEJ] cbiio
MOKa3Ba MaJTbK, HO MOBHILLEH PUCK OT CYHLIHIHA HACALIUA U NOBe1eHHE. MeXaHU3MBT Ha TO3H PUCK He
€ ICEH U HAJIMYHHUTE JJaHHH HE U3KJIIOYBAT Bb3MOXKHOCTTA 3a MOBULLEH PUCK IPH OKCKapOa3eruH.
3aroBa nauueHTUTE TpaOBa aa ObaaT NpociieAsBaHH 3a MPU3HALIM HA CYHMLIMHA U€alUA K NOBEACHHE
H TpsOBa Aa ce npeanpueMe CbOTBETHOTO JieyeHHe. Ha naumMeHTHTE (M XOpaTa, KOUTO Ceé IrpuiKar 3a
TAX) TpAOBA Ja ce 0O0bpHE BHUMAHHE /1a NTOTBPCAT JIEKAPCKHU CHBET, B CJIyUYaM, ye ce MoABAT NpU3HALIM
Ha CyMLIMHA Haealus H NOBEICHHE.

XOpMOHAJIHH KOHTPALENTHBH e
JKenure B nerepoaHa Bb3pacT TpsaOBa aa ObaaT npeaynpe/ieHy, 4e eIHOBPEMEHHOTO npunoy{ue Hah v L
Tpunenran ¢ XOpMOHAJIHKM KOHTPALICIITUBHHU CPE/ICTBA MOXKE /1a HaNpaBH TO3H BU]L xonrpa.r}enunﬂ ETRR AN
HeedekTHBHA (BXK. TOYKH 4.5 1 4.6). [Ipu ynorpeda Ha Tpunenran ce npenopbyBar ﬂon'anHTenHH ¢ \\
HEXOPMOHAJTHU ()OPMH HA KOHTpaLIeNLUA. e o =
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AJIKOXO0J1
Heobxonuma e ocobeHa npeanasaMBoCcT 1o OTHOLIEHHe ynoTpebaTa Ha ajlKoXoJ1 Mo BpeMe Ha
neyeHueto ¢ Tpunenrtain, nopaayd Bb3MOXKEH JOMBIHUTENIEH CEJaTUBEH e(ekT.

[IpekpaTsaBaHe Ha npyema

KakTo npy BCHUKK aHTHENUIIENTHYHHU JIEKAPCTBA, JieyeHHeTo ¢ Tpunenrtan TpsOBa aa ce crivpa
MOCTENEHHO, C LIEJ Ja Ce CBE/E 10 MUHUMYM Bb3MOXHOCTTA OT MNOBUILIABAHE HA 4Ye€CTOTaTa Ha
MPHUCTBITHTE.

4.5 B3aumoaeHcTBHE C APYrH JIeKAPCTBEHH NPOAYKTH H APYrd GOpMH HA B3aHMOeHCTBHE

EH3MMHA HHAYKLUS

Oxkckapba3envH U HeroBHAT (JapMaKoJIOrH4HO AKTUBEH METa00JIUT (MOHOXHAPOKCH NPOU3BOHOTO,
MXII) ca cnabu in vitro v in vivo HHAYKTOpH Ha LUUTOXpOM P450 ensumure CYP3A4 u CYP3AS,
KOMTO Ca OTTOBOPHH 3a MeTabO/IM3Ma Ha MHOT'O rosisiM Opoi JiekapcTBa, KATO MMYHOCYNPECOpH (Harip.
LIMKJIOCTIOPHH, TaKPOJIMMYC), NEPOPATHH KOHTPALIENTHBH (BXK. M10-/10J1Y) U HAKOM JIpYTrH
AHTHENMUJIENITUYHH JIEKAaPCTBEHH NMPOAYKTH (Hanp. kapbamasernuH), KOeTo BOJIM J10 NMO-HHCKH
Mjla3MeHHW KOHLUEHTPALIHK Ha Te3H JIEKapCTBEHH NPOAYKTH (BX. Tabsmuara rno-a0y, o6o0iasaiia
pe3yJTaTUTE C APYrH aHTHENHWJIENTHYHH JIEKAPCTBEHHU CPEACTBA).

In vitro okckap6aszenun 1 MXI1 ca cnabu unaykropu Ha Y JID-rnokypoHun tpaHcdepazure
(eekTHUTE BLPXY OTAETHHUTE €H3UMH OT TOBA CEMENCTBO He ca U3BeCTHH). CienoBaTeIHO in vivo
okckapbOazenuH U MXII moraT 1a umar cnad MHaAyKTOpeH edekT BbpXy MeTabosiu3Ma Ha JIeKapCTBaTa,
KOMTO C€ €JIMMUHUPAT OCHOBHO 4pe3 KoHtorupane ot Y JIM-rmokypoHui tpancdepasure. [1pu
3aro4YBaHe Ha JIYEHHETO ¢ TpuienTan WK NpoMsiHa Ha J103aTa MOXe J1a ce HEOOXOAHMH 2 J10

3 ceaAMMLM 3a I0OCTUraHe Ha HOBO HUBO HAa WHIYKLIMA.

[1pu npeycraHoBaBaHe Ha TepanuaTa ¢ TpuiaenTan MOXke J1a Ce HaJIOXKH HamMalIiBaHe Ha J103aTa Ha
CBITBTCTBALIMTE JIEKAPCTBA M TOBA TPAOBA /1a Ce NMpeLeHH Ype3 KJIHHUYHO Mpoc/ieIsBaHe W/ UiTH
MOHMTOpHpPaHE Ha Iula3MeHUuTe HUBa. MHayKumMATa M3rnexaa nocrerneHHo HamansBsa 3a 2 J10

3 CeAMHLM C1e/l CITUpaHe Ha JIEYEHHETO.

XOpMOHAIHH KOHTpauenTUBu: 3a Tpunenrtan e 10Ka3aHo, Ye MOBJIMABA /1BETe ChCTABKH Ha
nepopajHUTe KOHTpauenTuBy: eTuHuaectpannoi (EE) u nesonoprectpen (LNG). Cpennure
crorHocTH Ha AUC 3a EE u LNG ce nonuxasart cboTBeTHO C 48-52% u 32-52%. Crie10BaTeHO,
eIHOBpeMeHHaTa ynorpebda Ha TpuienTan ¢ XOpMOHAIHH KOHTPALIENITUBHH CpeJ/ICTBA MOXKe J1a
HarnpaBy TO3HW BH/l KOHTpaLEMNLMs HeePeKTHBHA (BXK. Touka 4.4). Tpsadsa aa ce u3noJs3Ba apyr
HaJ1eXKJ€H METO/ 3a KOHTpaLernLus.

HMuxubupaHe Ha EH3UMHUTE

Oxkckap6azenud 1 MXI1 unxubupatr CYP2C19. [Topaau ToBa € Bb3MOKHO J1a Bb3HHKHAT
NIeKApCTBEHH B3aMMOIEHCTBHSA MPH €IHOBPEMEHHOTO IMpHJIaraHe Ha BUCOKH 103 TpuienTan ¢ apyru
JIEKapCTBEHH MPOYKTH, KOUTO ce metabosiu3upar riaBHo upe3 CYP2CI19 (Hanp. deHUTOUH).
[Ina3meHuTe HUBA Ha PeHUTOMH ce noBHiuasat ¢ 10 40%, koraro TpunenTan ce 1aBa B 103H Hajll

1 200 mg/nex (Bxk. Tabnuuara no-a01y, ododuiasalla pe3yaTaTiTe ¢ Apyrd aHTHKOHBYJICAHTH). B
TO3M Cly4ah MOXKe /1a C€ HaJIOXKH NMOHWKaBaHe Ha 103aTa Ha npuiaraHus GeHUuTouH (BXK. Touka 4.2).

AHTHENWIENTUYHH JIEKADCTBEHHU MPOAYKTH U JIEKAPCTBEHHU NMPOAYKTH, MHAYLHPALIU €H3UMHUTE
Bb3MoKHUTE B3aUMOAEHCTBUA MexXy TpuiienTan U Apyrd aHTUENWIENTHYHH JIEKAPCTBEHH MPOAYKTH
Ca OLIEHEHH B YCJIOBHUS HA KIIMHUYHM NMpOy4YBaHHUA. EQEKTHT Ha TE3H B3aUMOJIEHCTBHS BbPXY CPE/IHUTE
AUCs u Cpin € 000011EH B caeaBaliara tadimua.
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O000menHe HA B3AHMOICHCTBHATA HA AHTHENHJICNITHYHHTE JIEKAPCTBEHH NMPOAYKTH
¢ Tpuaenran

AHTHeNH/IeNTHYEH Biausuune na Tpuiaenraia Bbpxy Bunsanue na
JIeKapCTBEH NPOAYKT AHTHENHJIENTHYHHSA AHTHENHJICNTHYHHSA
JIeKaApCTBEH NMPOAYKT JIeKApCTBEeH NMPOAYKT BbPXY
MXII
KomOunupano npuioxkenme  KoHueHTpauus KoHueHTpauus
KapbamasenuH 0-22% noHuxeHue 40% noHwxeHHe

(30% noBuIIEHHE HA
KapOaMa3enuH-enoKCcua)

Knobazam He e npoyueHo He oka3Ba BiusiHHe
Denbamar He e npoyueHo He oka3Ba BiinsiHHe
®enobapOuran 14-15% noBuuieHHe 30-31% noHuxkeHue
(MEHUTOUH 0-40% noBHLLEHHE 29-35% noHuxenue
Bannpoesa kucenuHa He oka3Ba BiugHHE 0-18% noHuxeHune

JlaMOTpHIKHH He oka3Ba BiUsIHHE He oka3Ba BJIMAHHE

Jloka3zaHo e, 4e MOLHUTE UHAYKTOPH Ha UMTOXPOM P450 U3oeH3uMuTe W/ HIIH
rMOKYypoHUITpaHcdepasara (Hanp. pudpamMnuumH, KapOamaszenuH, GeHUTOMH U peHobapOuTan)
MokKa3BaT NMOHWXaBaHe Ha ryasmMeHuTe/cepyMuuTe HUBa Ha M XIT (29-49%) npu Bb3pacTHH, a npH
neua Ha Bb3pacT oT 4 10 12 roaunu kiMpbHCHT Ha MXI1 ce noBuiuasa ¢ npubausuTtento 35%, ako ce
[puJjiara €JIiH OT TPUTE aHTHETTHJIENTTUYHH JIEKAPCTBEHH [IPOyKTa, KOMTO Ca €H3UMHH UHAYKTOPH, B
CpaBHEHHE C MpHJIaraHeTo UM KaTto MoHoTepanus. KomOuuupanara tepanug ¢ Tpuaentan u
JIAMOTPHXKHH € CBbP3aHa C MOBULLIEH PUCK 3@ HEXEJIAaHU PeaKLMu (rajieHe, COMHOJIEHTHOCT,
3amaiiBaHe W ri1aBo0osIHe). AKO CbBMECTHO ¢ TpuienTai ce npuiaraT €IMH WK HAKOJIKO
AHTHETIMJIENTHYHHM JIEKAPCTBEHHU NMPOJYKTA, 32 BCEKH KOHKPETEH Clyyad MOXKe /1a ce OOMHCIIH
BHMUMATE/IHO KOPUrHpPaHE Ha 103aTa W/WJIM MOHUTOPHpAHE Ha IU1a3MEHUTE HUBA, OCODOEHO NMpH Aela,
KOMTO C€ JIEKYBAT U C JIAMOTPHIKHH.

[Ipu ynorpeba Ha Tpunentan He ce HaO/1101aBa aBTOMH/LY KLIMS.

B3auMo1eHCTBHE C APYIH JIEKAPCTBEHH MPOAYKTH

LlumMeTHanH, epUTPOMHULIMH, BUJIOKCA3WH, Bap(apuH U JEKCTPOIIPONOKCH(PEH HE OKA3BAT BIHUSIHHE
BbpPXY (hpapMakoKHHeTHKaTa Ha MXI]1.

TeopeTHYHO € Bb3MOXKHO B3aUMOJIEMCTBHETO MEXY OKCKapba3enuH H MAO-UHXHOUTOPH, 1opaju
CTPYKTYPHOTO CXOACTBO Ha OKCKapOa3enuH ¢ TPHLUMKIHYHHUTE aHTH/IETIPECAHTH.

B KJIMHHYHH NpOy4YBaHHUA Ca BKJIIOYBAHH MALIUEHTHUTE Ha JIEYEHHE C TPULIMKIHYHH aHTH/IENPECAHTH U
He ca Ha0JI0JaBaHW HUKAKBH B3aUMO/IEHCTBHA.

KomOuHauuMaTa OT IUTHH U OKCKapOa3enuH MOXKe /1a MPUYHUHH NOBHUILIEHA HEBPOTOKCHYHOCT.

4.6 @epTHAATET, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

Puck, cévp3zan ¢ enwiencusima u anmuenuienmuyrHume 1eKapcmeeHu cpeocmeda Kamo ysio.
M3BecTHO €, e JieliaTa Ha )KEHH C €MUJIENICHA Ca MO-MpeApasnookKeHH KbM HapyLLIEHHS B
Pa3BUTHETO, BKIIOYUTENHO MasipopMaliMi. Hall-uecTo HaOnro1aBaHUTE BpOJAEHH Man(hpOpMaLlMH MPH
ynoTpebaTa Ha OKCKapOa3enuH ca KaMepeH cenrtajieH Ae(eKT, aTpPHOBEHTPHKY1apeH CenTalleH
nedekT, uenHaTo HebLe C LenHaTa ycTHa, CHHApOM Ha JlayH, aucruiazus Ha 0eapoTo (KakTo
YHHWJIaTepalHO, Taka U OunaTepanHo), TyOGepo3Ha cKjiepo3a U BpOJAEHH MalpOpMaLIHM HA YXOTO.
ba3zupaiiku ce Ha naHHH OT perucTbp Ha OpeMeHHH B CeBepHa AMepHKa U Ha EBporneHckus 1
MEKJYHapO/IeH PerucThbp Ha aHTHEIIeNTHYHH JiekapcTBa U OpemeHHocT EURAP (European and
International Registry of Antiepileptic Drugs and Pregnancy), yecTtoTata Ha rojieMu BpOAEHH
MaJipopMaLIMK, ONpe/Ie/IsHH KaTO CTPYKTYPHH aHOMAJIMHK C XHPYPrUyHO, MEAHLIMHCKO HJIH
KO3METHYHO 3HaY€HHe, IHarHOCTHLIMPaHH npe3 12-Te ceMULM crelt paxaaHeTo e 2,2% (95% e

noseputesieH uHtepsal, 0,6 10 5,5%), a OLlEHEHH €JHa FOJIMHA CJle/l PAXK/IAHETO € ChOTBEPHO 3% 1.\
(95% noseputeneH unteppai, 1,4 1o 5,4%), cpen MalKK U3J10)KEHH HA MOHOTepanus ¢ /. ~ "o \\
OKcKap0a3senuH npe3 mbpBus TpuMecTbp. I1pu cpaBHeHHe ¢ GpeMEHHH KEHH, KOMTO He ¢a HpHeMalH- |

aHTHENMWJIENTHYHH JIEKAPCTBA, OTHOCHTEIHUAT PUCK OT BPOAEHH MaJipOopMaLlUHU 1PH 6peMEHHH=*5KEHH,_



npuemanu okckapbazenun, e 1,6% (95% noeepurenen unrepsan, 0,46 no 5,7). B nekyBanara
nonynauus € oToes13aH0 HapaCTBaHE 4eCTOTaTa Ha MalhOpMaLMMTE MIPH KEHHUTE, MOIOKEHH Ha
nonutepanus. He e uzscHeHa obaue creneHTa, 10 KOATO 3a TOBa AONPUHACA JICYHEHHETO H/WIIH
3a0015BaHETO.

Puck, cevpszan ¢ okckapbazenun:

KnuMHHYHMTE 1aHHH 3@ €KCMO3MLIMSA 110 BpeMe Ha OpeMEeHHOCTTA BCe Ollle ca HeIOCTaTb4HH, 3a J1a ce
OLIEHHM TEpPaTOreHHHs NOTEeHLHA Ha OKCKapba3enuH. Pe3yaTtarure OT npoy4yBaHeTO, CBbP3aHH C PUCKa
OT HapylLIE€HHUs Ha HEBPOJOTHYHOTO Pa3BUTHE TPH JIeLla C EKCIO3HULIMA Ha OKCKapOa3enuH no BpemMe Ha
OpeMEHHOCT, ca MPOTHUBOPEYHBH U PUCKBT HE MOKE /1a ObJIE€ U3KIIFOYEH.

JlaHHuTe oT 00CepBaLIMOHHO NMPOYYBAHE M0 MOMYJaUHOHHO Oa3upaH PErucTbp HA CEBEPHHUTE
QbPJKABH, MOKA3BAT MOBHILEH PUCK OT pa)KJaHe Ha Jiella, MaJIKH 3a rectalilMoHHaTa cu Bb3pact (MI'B;
OTpeesIeHO KaTo Terjo npH paxaaHe noja 10-1s npoueHTH 3a TEXHUA MOJT U IreCTallMOHHA Bb3pacT),
cJie/l MpeHaTa/lHa eKCno3nuuus Ha okckapbaszenuH. Puckbst ot MI'B npu aeua Ha )xeHH ¢ enuaencus,
nojiyyasaim okckapbaszenut, e 15,2% B cpaBHeHue ¢ 10,9% npu neua Ha )KeHH ¢ enuiiencus, KOMTo
HE MoJTy4yaBaT NpOTHBOI'bPYOBO JIEKAPCTRO.

Karo ce uma npeasu/ ToBa:

- AKo keHa, nonyyasaiua Tpunentan, 3adpemeHee WIH MjaHupa OpeMEHHOCT, HIIH aKo 10
BpeMe Ha OpeMEeHHOCT Bb3HMKHE HEOOXOAUMOCT J1a ce 3anoyHe aeyenue ¢ Tpunenran, TpsdOa
BHUMATEJTHO /12 C€ MPEUEHAT MOTEHLUHAHUTE MOJI3H OT yroTpedaTa Ha TO3M JIEKApCTBEH
NPOAYKT CNIPAMO NMOTEHLHAIHUSA PHCK OT (eTaiHK MandopMauuu. ToBa € 0cOOEHO Ba)KHO
npe3 MbPBUTE TPH Mecella OT OpeMEHHOCTTA.

- Tpsabea na ce naBat Hal-HHUCKHTE €(DEKTUBHH J103H.

- IlpenopbuBa ce BUHAru, KOrato € Bb3MOXXHO, TpuienTai aa ce npusara Kato MOHOTeparnus.
[ToTeHUHaANBT 32 BPOJIEHH aHOMAJIMM NPH Jiella Ha XKEHH, JIEKYyBaHU ¢ KOMOMHHpaHa Teparius,
€ MO-roJisM B CPaBHEHHE C Te3H, M0Jy4aBallld MOHOTEpAIHus.

- [laumenture TpsAOBA J1a ce KOHCYJITUPAT MO OTHOLIEHHE Bb3MOKHOCTTA 3a MOBULLIEH PUCK OT
MaJ1IpOpMaLIMM U J1a UMAT Bb3MOXKHOCT 3a NMPeHaTaIeH CKPUHMHT.

- Ilo Bpeme Ha OpeMeHHOCT e(peKTUBHOTO aHTHEMHJIENITUYHO JIeYeHHEe ¢ OKCKapOa3enuH He
TpsOBa J1a ce NpeKbCBa, ThH KAaTO BIOLIABAHETO Ha 3a001SBAHETO € BPE/HO KAaKTO 3a MaiKara,
TaKa W 3a IJ10/a.

Monumopupane u npeeenyus:

AHTHENWIENTHYHHUTE JIEKAPCTBEHHU NMPOJAYKTH MOraT /a JoBeaar A0 AeUUHT Ha (OosIMeBa KHCEJIHHa,
KOETO € Bb3MOJKHaA JIOMTbJIHMUTE/IHA MPUYHHA 3a aHOMaJIMM Ha muioja. JlobaBsHero Ha dosimesa
KHCEJIMHA CE MPenopb4Ba Npeau U rno BpeMe Ha OpeMeHHOCT. TbH KaTo eeKTUMBHOCTTA Ha TOBA
JIeYeHHE He € JI0Ka3aHa, TO CrieliMajIM3upaHa rnpeHaTajHa AHarHoCTHKA MOJXKE /1a C€ MPeI0KH J1I0PH 3a
KeHuTe ¢ 100aBKa Ha posiMeBa KMCE/IMHA.

[Topanu GU3HOIOrHUHUTE MPOMEHH 110 BpeMe Ha OpeMEHHOCTTA € Bb3MOXKHO B X0/1a Ha OpeMeHHOCTTa
J1a HACThITK NMOCTENEeHHO NOHH)KABAHE HA IJ1A3MEHUTE HUBA HA aKTUBHHUA MeTa0O/IMT Ha
okckapbazenuH, 10-MoHOXHApOoKcH npou3BoaHOTO MXII. IlpenopruBa ce BHUMATENHO
MOHHMTOPHpPAHE Ha KJIMHUYHHUSA OTTOBOP TPH XKEHH, JIEKYBaHHU ¢ Tpuienrtan no Bpeme Ha
OpeMEeHHOCTTA M J1a Ce MMa Mpe/IBH/ YCTAHOBABAHETO HA MPOMEHH B IJIa3MEHHUTE KOHLIEHTPALMHK Ha
MXII, 3a na MOke /1a ce OCUT'YpH MNMOUIbP)KAaHETO Ha aJIcKBAaTEH KOHTPOJI Ha MPUCTBITUTE Npe3 usiarTa
OpeMeHHOCT (BXkK. TOYKH 4.2 K 5). B nocaepoaoBus nepuo Cbio MOXxe Ja ce 0OMHUC/IH npociiesBaHe
Ha rutazmeHuTe HuBa Ha MXI1, ocoGeHo B ciiyyauTe, KOraTo Jio3ata Ha MeJIMKaMeHTa € OuJia
MOBHUIIIEHA MO Bpeme Ha OpeMEHHOCTTA.

IIpu nosopooenu
CnobuiaBar ce XeMopari4Hi Hapyllu€HHUs Ha HOBOPOJAEHOTO, NMPUUYUHEHH OT aHTUETTHJIENTTHYHH

cpeacrsa. Kato npeanasHa mapka TpsaOBa j1a ce npuiara BATaMuH K npe3 nociaeHUTe HAKOAKO
CeJIMULIM OT OPEMEHHOCTTAa, KAKTO U Ha HOBOPO/IEHOTO. o TK » 4

AR P
Hannu npu sicueommu /) 9/

CTaHAapTHH NPOYYBAaHHA BbPXY PENpOAYKTHBHATA TOKCHYHOCT MPH FPU3a4H M 3aiLiM NOKa3Bar. .
yBeJIMYaBaHe Ha YecToTaTra Ha eMOpHO-(eTalHa CMBPTHOCT W/WIIK 3a0aBsiHEe Ha Npe- W/HIH-
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MOCTHATAJIHOTO pPa3BMTHE HAa MOTOMCTBOTO NMpPH TOKCHYHM 3a MalKaTa HMBA Ha ao3ata. Habmopaasa ce
yBeJMYaBaHe Ha ManpOpMaLMMTE Ha MU10/1a NPH TUTHXOBE, MPH €IHO OT OCEM NpPOy4BaHUs Ha eMOpPHO-
deTanHaTa TOKCHYHOCT, MPOBEAEHH C OKCKapOa3enuH WK HeroBus aktuBeH Metabonut (MXII), ¢
71034, TOKCHYHH 3a MaikaTa. O000111eHHTE JaHHK OT BCHUKH MPOYYBaHHUA MPH AKHUBOTHHU COYAT, Y€
OKcKapOa3enuH UMa MaJTbK TEPaTOreHeH MOTEeHLMal B 1034, CbOTBETCTBALIM Ha Te3W NpH Xopara. Bee
Mak, Mpoy4YBaHMUATA MPH )KUBOTHH Ca HEJIOCTAThUYHH, 3a J1a C€ U3KJIIOYH TepaTOreHHUs e(eKT Ha
OKcKapOa3ernuH.

Kbpmene

Oxkckapba3zenuH v HeroBusAT akTuBeH Metabonut (MXII) npeMuHaBaT B KbpMaTa npH xopa.
OrpaHWyeHH JaHHM MOKa3BaT, 4e ruiasmMmeHure KoHueHrpauuu Ha MXII npu kbpMauera ca

0,2-0,8 pg/ml, chorBercTBalM Ha 10 5% OT ru1a3sMeHara koHueHTpauus Ha MXI1 npu maiikara.
Bbrpeku ye eKCrno3uLMATa U3rex/1a € HUCKA, PUCKBT 32 KbPMAYeTO HE MOXKe a Ob/ie M3KITIOUEH.
[Topaau TOBa, NpH B3eMaHe Ha pelIEHHE 3a KbPMEHE, JI0KaTo ce u3nosassa Tpuientan, TpsOBa na ce
MMaT MPEeABH] KAKTO NOJ3aTa OT KbPMEHETO, TaKa U NMOTEHUHAIHHUAT PUCK OT HEXKEJIAaHU PEaKLIMH NMpH
KbpMa4eTo. AKO € KbPMEHO, KbpMaueTo TpsAOBa 1a Obe Ha0/1101aBaHO 3a HEXKeJIaHH PeakLUK KaTo
CBHHJIMBOCT M c/1a00 Ha//laBaHe Ha TerJo.

JKeHH U MBXKE B pernpoJyKTUBHA Bb3pacT

Koumpayenyus

Kenu ¢ nereposieH noTeHUMal TpsOBa a U3MOI3BAaT BUCOKO €(PEeKTUBHA KOHTpaLenums (3a
Mpeano4YuTaHe HEXOPMOHAJIHA, HaNpUMEpP BbTPEMATOYHH UMILIAHTH) MO BPEME Ha JIEYEHHETO C
Tpunenran. Tpunentan Moxe J1a 10Be/ie 10 HEYCNEX HA TepaneBTUYHUS €dEeKT Ha XOPMOHAIIHUTE
KOHTPaALENTHUBH, ChAbpPKalLlH ETHHWIECTPAAHOJ M JIEBOHOprecTpesn (BK. TOUKH 4.4 1 4.5).

depTUaUTET

JIunceaT naHHM 3a edekra BbpXY (GepTHIMTETA MPH XOpa.

[Tpu nbXxoBe, GEepTHIUTETHT MPH /1BATA M0J1a HE € OUJT MOBJIHAH OT okckapbaszenuH uau MXII npu
nepopaaHu 1034 cboTBETHO 10 150 1 450 mg/kg/neH. Bunpeku ToBa npu Hail- Bucokute 1034 MXII
MPH JKEHCKH TUTbXOBE ce Ha0J/IK0/1aBa HapyLAaBaHEe HA €CTPAJIHUA LIMKBJI H HamasisBaHe Ha Opos Ha
XBJITUTE TeJa, AMIUIAHTALIUUTE U )KUBUTE eMOPHOHH.

4.7 EdexTH BLpXYy cnoco0HOCTTA 32 mopHpaHe H padoTa ¢ MAIIHHH

TpunenTtan nopausBa B ymMepeHa crerneH cnocoOHocTTa 3a wodupane 1 pabora ¢ MaliuHH. Hexxenanu
peakiliH KaTo 3aMasHOCT, CbHJIMBOCT, aTAKCHA, HIUIONHSA, 3aMbIJIEHO BHXK/IAHE, 3pPHUTEITHH
HapylUEHHs, XHIIOHATPUEMHSA M MOJATHCHATO Cb3HAHME ca JI0KJ1a/ABaHHU 1py ynotpeba Ha TpunenTtan
(3a ITb/IHUA CIIMCBHK HA HEXKEJITAHUTE JIEKAPCTBEHH peakUMH BHXKTE TOouka 4.8), 0cOOEHO B HaYa0TO Ha
JIEYEHHETO WK NPH NPOMsSHA Ha J103MpPOBKaTa (M0-4eCTO NMpH NOBHLIaBaHE Ha J103aTa). 3aToBa
nauueHTuTe TpAOBa Ja ObaaT npeaynpeeHH, Ye PU3nYeCKMTE W/HUIH MCUXHYECKHTE UM CMIOCOOHOCTH,
HeoOXoaMMH NpH paboTa ¢ MalIMHKU WK WodHpaHe Morar Ja Ob1aT HAPYLIEHH.

4.8 Hexke1aHH JIEKAPCTBEHH pPeaKIHH

Haii-uecTo choOLIaBaHUTE HEXKETAHW PEAKLIMM Ca COMHOJIEHTHOCT, I71aBO0OIIME, 3aMasHOCT,
JMTUIONHKA, rajieHe, NoBpblllaHe U yMopa, U ce Habmoaasar npu noseyve ot 10% ot nauveHTUTe.

[lo BpEME HAa KIIHHHYHHUTE HU3IMTUTBAHHA HCKCIIAHHUTC CbOMTHA KATO LIAJIO ca OMIIH JIEKH 110 YMEPCHH 110
TEKECT, NMPEXOJIHH H HACTBITHJIK MPEAUMHO B HAYAJIOTO HA JICHEHHUCTO.

[TIpoduabT Ha HEXKeJTAaHUTE peaKLIMK 10 CUCTEMH C€ OCHOBAaBa HAa HEXKEJIAHUTE PEAKLIMH OT
KJIMHUYHHUTE H3MUTBAaHHS, OLIEHEHH KaTo CBbp3aHu ¢ Tpunentan. OcBeH TOBA NojA BHUMaHHE Ca B3ETH

H KJIMHHYHO 3HAYMMH CHOOLLIEHHS 3a C/TyYaHu Ha HEXeJIaHH PeakLMH OT MpOorpamu rnpu nauuesgn:ﬁ: s
H3BECTHA CAMOJIMYHOCT U NOCTMAPKETUHIOBUS OIHT. //‘ O, N\

A 5 SR o TR < T
. P
Hexxenanure peakuuu (Tadbnuua 1) ca uzdbpoenu cwvriiacio MedDRA 1o cucremo-opraHHm xjjacose. B - 21

PAMKHTE Ha BCEKH CHCTEMO-OPraHeH KJ1ac HeXelaHUTe PeakLMH ca MoApeIeHH M0 YeCTOTa; KaTo Haii-
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YECTHUTE HEXKEJIAHW PeaKLMHU ca MbpBH. [IpH BCAKO rpynupaHe no yectora HeXxelaHUTe peaKiHy ca
MPEeACTaBEHH B HU3XOMALL pe/l 110 OTHOLIEHHE Ha TAXHATa CepHO3HOCT. OCBEH TOBA ChOTBETHATA
KaTeropus o 4ecToTa 3a BCAKa HexeJlaHa peaklus ce 0azupa Ha cieaHara kKoHBeHuus (CIOMS III):
MHOro yectH (=1/10); yectu (=1/100 no <1/10); nHewectu (=1/1 000 o <1/100); peaxn (=1/10 000 no
<1/1 000); mHoro peaku (<1/10 000).

Tabauna 1 Hexenann peakunn

Hapymennsi Ha KpbBOHOCHATA H JIHMPHA CHCTEMH

HeuecTH JIEBKOTIEHHUA.

Penku NOTHCKAHE Ha KOCTHHUA MO3bK, arjlaCTUHYHa aHEMMA,
arpaHyJIoOLMTO3a, NAaHUMUTONEHHUSA, HEYTPONEHHSA.

MHoro pejku TPOMOOLIMTONEHHS.

Hapymennss Ha HMYHHATA CHCTEMA
Penku
MHoro peaku

aHA(PUNAKTHYHH PEaKLIHH.
CBPBXYYBCTBHTEJIHOCT' .

Hapymenus HAa eH/IOKPHHHATA CHCTEMA

YecTH yBeJ/IM4aBaHE Ha TerJjoTo.

HeuecTu XUITOTHPEOUIHUIBM.

Hapymenus Ha MeTa00/1H3Ma H XpaHEeHETO

Yectu XMITOHATpUEMHA .

Peaku CHHIPOM, 0100€H Ha CHHIPOMA Ha HeaJleKBaTHA

cekpeuurs Ha AJLX, ¢ NpU3HALIM U CUMIITOMM KaTo
NieTaprus, rajieHe, 3aMmasHOCT, HaMaJisBaHe Ha
CEPYMHHS (KPBBEH) OCMOJIAIMTET, MOBPbIIAHE,
rnaBoOoIHe, CbCTOAHHE HA OOBPKAHOCT WJIH JIPYTH
HEBPOJOrMYHH MPU3HALIM H CHMIITOMM.

YectH

[IcHXHYHH HAPYILICHHSA

HEepBHa Bb30y/1a (Hanp. HEPBHOCT), HECTAOMIIHOCT Ha
a(eKTHTE, CbCTOSSHUE HA OOBPKAHOCT, Aenpecus,
arnartus.

YecTH

Hapymenus Ha HepBHATA CHCTEMA
MHOro 4ecTu

CBhHJIMBOCT, IJ1aB000JIHE, 3aMasgHOCT.

aTaKCHs, TPEMOP, HUCTAI'bM, HApPYLLIEHHUSA Ha
BHUMAHHETO, aMHE3Hs, HapylUE€HHsS B roBopa
(BKJIFOYMTETHO AHU3apTPHUA ); NO-4eCTO MPH MOBULLIABAHE
Ha ao3ara TpunenTan.

YecTH

Hapymenns Ha ounTe
MHOro uecTtu

JAHTJIOIINA.
3dMBIJICHO BHXKJIAHEC, 3PHTC/IHH HAPDYLLIEHHA .

YecTH

Hapymenusi Ha yX0TO H BbTPEmHOTO yXO

CBETOBBPTEXK.

Cobpiaeynu HapyLIeHHS
MHoro peaku

aTPHOBEHTPHUKYJIapeH OJIOK, apUTMHS.

HeuecTH

CbaoBH HApYILIEHHSA

XHIICPTOHHA.

YecTH

MHoro peaku

CroMamHO-4peBHH HAPYIIEHHSA
MHoro yecrtu

[MOBpbLIAHE, IA/ICHE.

JMapusi, KopeMHa 00/1Ka, KOHCTHMALMA.
NaHKpPEaTUT W/WJIH NOBUIIEHHUE HA J1UNa3aTa W/ uiu
amuJiasara.

Xenaro-OH/IHAPHH HAPYLIEHHS
MHoro peaku

X€IaTHT. /7 <o
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Hapymenus HA KOKAaTAa H NOAKOXKHHTE ThbKAHH

YectH OOpMB, aloneuus, aKkHe.
HeuecTH YPTHKAPHSL.
Penkwu JIeKapCTBEH OOPHUB ¢ €03UHO(DHIIHA U CHCTEMHH

cumnromu (DRESS), octpa renepaiinzupana
ek3aHTemMHa nycrtyJyiosa (AGEP).

MHOro peaku CHHAPOM Ha Stevens-Johnson, TOKCHYHa enuaepmasiHa
HeKpouin3a (cuHapoM Ha Lyell), anrnoenem, erythema
multiforme (Bx. Touka 4.4).

HapymeHHs HA MYCKYJIHO-CKeJIETHATA CHCTEMA, ChbeIHHHTE/IHATA ThbKAH H KOCTHTE

Penku Mma cboOLueHHs 3a HaMaJleHa MUHEpaJIHa TUTbTHOCT Ha
KOCTHTE, OCTEOINEHHS, OCTEONOpo3a U GpaKkTypH npu
NMaLMeHTH Ha AbJrocpoyHa tepanus ¢ Tpunentain.
MexaHU3MBT, 110 KOHTO OKCKapOa3ernuH Bi1se Ha
KOCTHHUSA META00JIM3bM HE € WAEHTU(ULIMPAH.

MHoOro peiku CUCTEMEH JIYMYC €pPUTEMATO3YC.

OO0mn HapyumieHHs H ePeKTH HA MACTOTO HA NMpPHJIAraHe

MHoro uectu yMmopa.

YecTH aCTEHMS.

HicaeaBanns

HeuectH MOBULLIEHUE HA YEPHOAPOOHUTE EH3UMH, NOBUILIIEHHE HA
ankanHata gocdarasa.

Penku noHwxxeHue Ha T4 (¢ HessCHA KJIMHMYHA 3HAYUMOCT).

HapausiBanus, oTpaBsiHe H YCJIO)KHEHHS, Bb3HHKHAJIH B Pe3yJITAT HA HHTePBeHIHH

HeuyecTu najaHe.

Onucanue Ha W30paHHU HeXKeaHH peaKLIMH

# CBpBbX4YYBCTBUTEIHOCT (BKJIIOUHTETHO CBPBXYYBCTBHTETHOCT C MOJMOPraHHO 3aciraHe),
XapaKTepHu3Hpallia ce ¢ 0OpMB WM NMOBHLLIEHA TeMnepaTtypa. Morart aa ObaaT 3acerHaTH JIpyru OpraHu
M CHCTEMH KaTo KpbBTa M JiIMM(pHATa cucTeMa (Hamnp. €03UHOPHIUA, TPOMOOLIUTONEHHS, JIEBKOTEHHS,
numdaneHonaTus, CrjlieHOMEeraaus), YepeH JApo0 (Hamnp. XenaTur, OTKJIOHEHUS OT HOPMaJIHUTE
MoKasaTe/M 3a YepHOApOOHa PyHKLMSA), MYCKYJIH U CTaBH (HArp. NNoyBaHe HA CTABUTE, MHAJITHA,
apTpajrus), HepBHaTa cuctema (Hamnp. YyepHoapoOHa eHuedanonaTus), ObOpeuure (Hanp. 6LOpeuHa
HE0CTaTbYHOCT, HHTEPCTHLIHAJIEH HEPPHUT, NPOTEUHYpHA ), OenuTe apodoBe (Hanp. 6enoapodeH
OTOK, acTMma, OpoOHX0CIa3bM, HHTEPCTULIHAIHA Oes1oipoOHa OonecT, JMCnHes ), aHTHOE/IEM.

T CepyMHHM HUBa Ha HaTpu# noa 125 mmol/l ce HabnroaaBart npu 10 2,7% OT NaLlMEHTHUTE, JIEKYBAHH C
Tpunenran, ¢ yecrora ,,yectu™ (Bxk. Touka 4.4). B noseyero ciayyam XMnoHaTpueMMsTa €
aCUMMMNTOMATHYHA U HE Hajlara NpoMsHa B TeparnusiTa.

MHOro pAAKO XHITOHATPHEMHSATA CE CBBP3Ba C NMPHU3HALIM U CUMIITOMHM KaTo r'bpUOBe, eHlledasonarus,
MOHWKEHO HHBO Ha Cb3HaHHWe, 00bpKaHOCT, (BXk. cbio “Hapyuienus Ha HepBHaTa cucTema’™ 3a Apyru
HeXenaHu e(peKTH), HapyLLIEeHUs Ha 3peHHETO (KaTo 3aMbIJIEHO BUXKJAHE), XHITOTHPEOUIU3bM,
noBpblaHe U rageHe. HUCKM cepyMHHM HMBaA Ha HATPHUM KaTO LAJIO CE MOJTy4aBar npe3 IbpBUTE

3 Mecela Ha nedyeHue ¢ TpunenTan, BbNPEKH Ye HMa NALMEHTH, KOUTO pa3BUBAT 3a MPBHB MMbT CEPYMHH
HUBa Ha HaTpui <125 mmol/l noeeye ot 1 roauHa cnea 3anoysaHe Ha TepanusaTa (BX. Touka 4.4).

[leanaTpuyHa nonynaius
Karto ugno, npo¢uabT Ha 0€30nacHOCT NpH Jieua € noo0eH Ha HaO/01aBaHUs NPH Bb3pacTHATa
nonynauus (BxkK. Touka S5.1).

————
— —

CboOuiaBaHe Ha NMOJO3HPAHH HEXKETAHH PEaKLIMH TR
CpobiaBaHeTO Ha MO03HPAHHU HEXEJIAHU PEakLIMM Clle/l pa3peluaBaHe 3a yrnorpedba Ha ﬂexapérneﬂﬂﬁ TN
NPOAYKT € BakHO. ToBa 1o3poJigBa Aa npoab/ku HaOJIH0J€HHETO Ha ChOTHOLLIEHHETO nome{/pm:tc 3 V. \
JIeKapcTBEHHS MPOAYKT. OT MEAMLIMHCKHTE CTIELHA/IMCTH Ce H3UCKBA /1a ChOoOLIAaBaT BCSKA | e !Ii“'.
MOJAO3MpaHa HEXKEJTaHa PeaKLMs Ype3 HALMOHAJIHUA PEryJjaTopeH OpraH Ha ajapec:
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M3nbJHUTENIHA areHuMs no JieKkapcTeara
yi. ,,Jlamsau ['pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg
4.9 [lpexo3upane

CboO11aBaT ce OTJIeJIHK ClTy4Yau Ha npeao3upaHe. MakcumanHarta rnpuera 103a € npubJIM3UTETHO

48 000 mg. CUMNTOMHTE Ha Npe03UpaHe BKJIOYBAT COMHOJEHTHOCT, 3aMasiHOCT, rajIeHe,
MOBPbLUAHE, XMITEPKHHE3US, XUTTIOHATPHUEMHUS, ATAKCHA U HACTArbM, JIMIUIONHKS, MHO34a, 3aMbIJIEHO
3peHHe, YMOpa, HamaJIiBaHe Ha JMXaTe/IHaTa YecToTa, yabbkaBaHe Ha QTc uHTepBasia, Tpemop,
HapyLUEHHS B KOOpJAHHALMATA (aHOpMAJIHA KOOPAMHALHA ), KOHBYJICHH, r11aBo0oIKe, KOMa, 3aryba Ha
Cb3HAHHWE, JUCKHHE3HS, arpecHs, TPEBOXKHOCT, CbCTOSHHE Ha OOBPKAHOCT, XHITOTOHHS, 3aTPY/AHEHO
JIULLAHE.

Hsama cneunduyen autuaor. Tpabea na 6b1e Ha3HAUEHO CHOTBETHOTO CHMNTOMATHYHO H
noabpKalLo JieyeHde. TpsaOBa 1a ce MMa NpeIBU/L OTCTPAHABAHE Ha JIEKAPCTBEHUS NMPOAYKT 4pe3
CTOMALLHA MPOMHUBKA W/HJIM HHAKTHBHPAHE Ype3 NMPHEMaHe Ha aKTHBEH BbIJIEH.

5. ®APMAKOJIOTHYHU CBOMCTBA
3.1 PapmMakoIHHAMHYHH CBOHCTBA
(dapmakorepaneBTHYHa rpyna: Autuenuiaentiyiu cpeactsa, ATC koa: NO3A FO2

MexaHU3bM Ha IEHCTBHE

(dapMaKoJI0rHyHaTa aKTUBHOCT Ha OKCKapOa3enuH ce nNposSBsiBa OCHOBHO 4Ype3 HEroBUs MeTaboJIUT
(MXII) (k. Touka 5.2). [Ipuema ce, ye MexaHH3MbT Ha JIeHCTBHE Ha okckapOaszenud U MXII ce
OCHOBABa IJIaBHO Ha OJIOKHpPAHETO Ha BOJITAX-3aBUCUMHMTE HATPUEBH KaHAJIH, KOETO BOJIH J10
cTabuan3MpaHe Ha CBPbXMOJASpU3HpaHUTE MEMOpaHH HA HEPBHHUTE KJIETKH, HHXHOMpaHe Ha
MOBTOPHOTO HEBPOHAJIHO AKTHBHPAHE H OTC/IabBaHe Ha NMpeIaBaHETO Ha CHHANTHYHHUTE UMITYJICH.

OcBeH TOBa MOBMILIEHATa NPONMYCKIUBOCT 3a K HOHM W MOy 1aLiMsi HA BACOKOBOJITAXKHHUTE

akTMBMpaHu Ca’* KaHaJIM MOraT ChILO J1a JONPHHECAT 32 AHTHKOHBYJICHBHHMTE €(DEKTH Ha
NIeKapcTBEHUA NpoAYKT. He ca OTKpUTH 3HAYUMH B3aUMOJIEHCTBHUS C HAKOH MO3bY4E€H HEBPOMEIHATOP
WJIK C pPELIENTOPHH MOJYJIATOPH.

KnuHuyHa edukacHocT U 6e30macHOCT

Okckapba3enuH U HeroBuAT akTUBeH MeTabouT (MXII) ca MoLHU U ehHUKACHU AHTHUKOHBYJICHBHH
JIEKapCTBA MpPH KUBOTHHU. Te npearna3par rpu3avyuTe OT reHepaJIu3upaHd TOHHYHO-KJIOHHYHH H, B MO-
MaJIKa CTelEH, OT KJIOHHYHH I'bpYOBE, H MPEMaxXBaT WK MOHWKABAT YECTOTATa HA XPOHHUYHO
peLUMIMBHPALLM MMAPLMAIHK I'bPYOBE MPH pe3yCc MakalM ¢ alyMUHUEBH UMILUIaHTaHTH. He ce
Ha0J1101aBa TOJIEPAHTHOCT (T.€. OTC/1IaDBaHE HA AHTHKOHBYJICHBHAaTa aKTHBHOCT) KbM TOHHYHO-
KJIOHHYHHUTE I'bPUOBE MPHU MHULLIKH U TUTbXOBE, KOUTO Ca TPETUPAHH €XKEIHEBHO B MPOAb/IKEHHUE Ha

S AHU WK 4 CeIMHULIM CBOTBETHO ¢ OKckapbasenuH wian MXII.

B Uuaus e npoBeaeHO NMPOCNEKTHBHO, OTKPHTO, MHOTOLIEHTPOBO, HECPABHUTETHO, 24-CeIMUYHO
00CepBallMOHHO MOCTMAPKETHHIoBO npoyuBaHe. Ot 816 nauuMeHTH B NpoyyBaHeTO, 256 neiMaTpUYHH
naudeHTH (1 Meceu 10 19 roaMHH) ¢ reHepaJIH3upaHH TOHHYHO-KJIOHHYHH IbPUYOBE (BTOPHUYHH HITH

MbPBUYHHU) Ca JIEKYBaHH ¢ OKCKapba3enuH kaTto MoHoTepanusa. HavyanHaTa 103a Ha okckapOa3enuH

MPU BCHYKH MALMEHTH Ha Bb3pacT >6 roauuH e 8-10 mg/kg/neH, npuiokeHu B 2 OTACIHH J103H. [lpn
27-Te yyaCTHHKA Ha Bb3pacT oT 1 mecel 10 6 roAMHM N030BUAT UHTEpBaA € 4,62-27,27 mg/kg%:i X
HavasiHaTa 103a 4 4,29-30,00 mg/kg/neH 3a noaabpxkaiuara no3a. [I'epsuunara kpaitHa Toukg e <> 7
HamaJiiBaHe Ha YeCcToTara Ha rbpuoBeTe Ha 24-Ta ceAMHULIA CIPAMO W3XOJHOTO HUBO. BbB _,ff” N iR
Bb3pacToBaTa rpyna ot | Mecew 10 6 roauHu (n=27) OposAT Ha rbpyOBETE C€ NPOMEHs OT | [mfrEpBaﬂ]

[1-12] na 0 [0-2], BbB Bb3pacToBaTa rpyna ot 7 roadHy 10 12 roguum (n=77) yecrorara ce ﬂpOMEHH
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ot 1 [1-22] Ha 0 [0-1] n BBB Bb3pacToBata rpyna 13-19 roamuu (n=152) yectorara ce npomeHs ot |
[1-32] Ha 0 [0-3]. He ca naeHTUPHUMpPaHH cieMPUYHH CUIHAJIM, CBBP3aHH ¢ 0e30MacHOCTTa NpH
MneJHaTPUUYHUTE NaurueHTH. JlJaHHUTE OT NPOYYBaHETO OTHOCHO CHOTHOLLIEHHETO M0.JI13a/PHUCK TMPH
MalMeHTUTE Mo 6-roamiHa Bb3pacT ca HeyOeauTe/IHH (BXK. TouKa 4.2).

Bb3 ocHOBa Ha JaHHUTE OT PaHAOMH3UPAHH, KOHTPOJIUPAHH MU3MMTBAHHUSA, HE Ce€ MpernopbyBa
ynorpebara Ha oKCKapOa3ernuH npu Jeua noja 6-roMilHa Bb3pacT, Thbi KaTo 6e30nacHocTTa U
e(hMKACHOCTTAa MY HE Ca JIOKa3aHH B JOCTATb4YHA CTErneH (BXkK. Touka 4.2).

[leanaTpuyHa nomyJauus

[IpoBesieHH ca ABe paHAOMH3UPAHH, 3aC/IENEHH 3@ OLIEHABALIMSA, 1030-KOHTPOJIUPAHH H3NHUTBAHUA 32
epukacHoctTa (U3nurBane 2339 u Usnursane 2340) npu neaMaTpUuHH NaLKMEHTH HAa Bb3pacT

| meceu 10 <17 roauuu (n=31 nauueHTH Ha Bb3pacT 6 10 <17 roauHu; n=189 nauueHTH Ha BBL3pacT
<6 roaMHM). OcBeH TOBa Ca NMPOBEACHHU HAKOJIKO OTKPUTH MPOYUYBaHHA, BKJIKOUBalLM Jaeua. Kato usno,
npodpuabT Ha 6E30MaCHOCT Ha OKCKapOa3enuH NpU MaJIKU Jiela (Ha Bb3pacT <6 rojiMHu) € noao0eH Ha
TO3H [PH NO-roJIeMH Jiela (Ha Bb3pacT =6 roauHu). Buripeku ToBa, B HAKOM NPOYUYBaHHUS MPH 10O~
MaJIKH Jeua (Ha Bb3pacT <4 roMHH) U Nno-rojeMu aeua (Ha Bb3pacT >4 roguHH) ce Habo/1aBa

>5 MbTH pa3jiMKa B MPOLIEHTA HA NMALMEHTHUTE C KOHBYJICHHM (7,9% cpeury cboTBeTHO 1,0%) 1
enuienTtuyeH cratyc (5% cpeuty cborBeTHO 1%).

S.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuus

Cnen nepopajiHO npuioxkeHue Ha Tpunentan TabieTkH, OKCKapOa3enuH HambJHO ce abcopOupa U ce
mMeTaboIM3upa U3LsI10 10 HeroBus apMakoaoruyHo aktuseH Metadbonut (MXII).

Cnen npunoxeHue Ha eaAMHUYHa a03a oT 600 mg TpunenTan TabaeTkH Npu 31paBH MbKe
100pOBOJILIM HA IIaAHO, cpeaHaTa CTOMHOCT Ha Crnax Ha M XTI e 34 pmol/l, cbe cbOTBETHO CPEHO tmax
ot 4,5 yaca.

Cnen npunoxeHue Ha eiMHUYHA 103a oT 600 mg TpunenTan nepopajiHa CycrieH3HUs NMpH 3/1paByd MBbiKe
IOOpOBOJILIM Ha I11aJIHO, cpe/iHaTa CTOMHOCT Ha Cmax Ha MXI1 € 24,9 umol/l, cbec cbOTBETHO CpeiHO
tmax OT 6 yaca.

Tabnerkure U cycnensuara okckapda3zenuH ca OHOEKBUBAJIEHTHH, ThbH KaTO CPEIHOTO Fr€OMETPHUYHO
cboTHOLIeHHE (90% noBepuTesieH HHTEpBal) NMPU €AMHHUYHA 11034, B CTALUIMOHAPHO ChCTOSSHUE HA Cpax
U AUC na MXII e B a1nanaszona ot 0,85 x10 1.06.

[Ipu u3cneBaHe Ha MacOBOTO paBHOBECHE MPHU MBKe, caMo 2% OT o0LaTa paJHOaKTUBHOCT B
rnJa3Mara ce JAbJ/DKH Ha HeMpoMeHeHHs oKckapOazenuH, npubauszurento 70% ce avyoku Ha MXIT1, a
OCTaHaJjlaTa 4acT Ce OTHACH 32 HECBLIECTBEHH BTOPUUHH MeTa00IUTH, KOMTO ObP30 Ce OTCTpaHsSBAT.
XpaHaTta He OKa3Ba BJIMSIHHE BbPXY CKOPOCTTa M CTerneHTa Ha abcopOums Ha okckapba3enuH,
cieaoBaTenHo TpunenTtan moxe aa Obae npueMaH cbe WK 0e3 XpaHa.

Pasnpeaenenue

[IpuBuaHusT 00eM Ha pa3znpeaeneHue Ha MXII e 49 nutpa.

[Tpubnuzurento 40% ot MXII ca cBbp3aHH cbC CEpyMHH O€NTBLM, MPEIUMHO aIOYMMH.
CBBbp3BaHETO C OENTHLUMTE € HE3aBUCUMO OT CEPYMHATA KOHLUEHTPALIMS B IPAHULIMTE HA
TepaneBTHYHHUTE 1034. OkckapOazenuH 1 MXII He ce cBbp3BaT ¢ aida-1-KHcen riIMKONpOTEHH.
Oxkckap6aszenud 1 MXI1 npemuHaBar ruiaueHrara. B eMH ciiyyai HeoHaTaniHara 1 MaiuuMHaTa
kKoHueHTpauuu Ha MXII ca cxoaHm.

buorpaHcdopmalius

Oxkckap06asenuH Obp30 ce peayurpa OT LMTO30/IHUTE eH3UMH B uepHus 1po6 1o MXII, koeTo uma
OCHOBHO 3HauyeHHe 3a papmakonoruunus edexkt Ha Tpunentan. MXII ce MeTtabonu3upa upes
CBBbP3BaHE C IIIOKYPOHOBaTa KMceluHa. Manku konu4decTBa (4% OT no3ara) ce OKMC/IABaT J10
dbapmakosioriyHo HeakTuBeH metabonut (10,1 1-auxuapokcu-npoussoaxo, JIXIT).

EnumMuHupane /4
OkckapOa3enuH ce eTMMHHMpa OT OpraHu3Ma riaBHo noa ¢opmara Ha MeTabOJIMTH, KOUTO aé W AR o |
eKCKpeTHpaT OCHOBHO npe3 6bOpeuure. [loseue ot 95% ot no03aTa ce oraens ¢ ypuHara, Kafor / '_ . =\

HEeMpOMEHEeHHUAT okckapbasenuH e no-maiko ot 1%. C deueca ce oraensat no-manko or 4% or. = 4 > )
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npuioxeHara jgo3a. [Ipubnausurenno 80% ot no3ara ce ekCckpeTupa ¢ ypuHara uiu noja ¢popmara Ha
rmoKypoHuad Ha MXII (49%), unu kato HenpomeneHo MXII (27%), nokaro HeaktuBHoTO JIXIT €
okosio 3%, a KoHoraTuTe Ha okckapbazenuH — 13% ot no3ara.

Oxkckapba3zenuH Obp30 ce ETUHMHHUPA OT KPbBHATA [1J1a3Ma CbC CTOWHOCTH HAa NMPHUBUAHMUSA TMOJTYKHBOT
mexay 1,3 u 2,3 yaca. O6patHo, NpUBUAHUAT NOayKHMBOT HAa MXII B nia3mara e cpeaHo

9.3 + 1.8 yaca.

[IponopLHOHANTHOCT HA JO3UTE

[Tpn nauueHTH, npuemanu Tpuientan ABa NbTH AHEBHO, pAaBHOBECHHUTE KOHLeHTpauuu Ha MXII1 B
rJjla3mara ce JIOCTHraT B paMKuTe Ha 2 — 3 JIHH. B paBHOBECHO cbCcTOAHHE (DapMAaKOKHHETHKATA Ha
MXII e nuHeitHa v B 1030BUsA 00xBaT Mexay 300 u 2 400 mg/aeH noka3sa NpornopLHUOHAIIHOCT Ha
JIO3UTE.

CneuHaiHy rpyrnu nayueHTH

Ilayuenmu ¢ yepHoOpobHu yepencoanus

dapMaKOKHHETHYHUTE CBOWCTBA U MeTa0O0/IM3MBT Ha okckapOazenuH U MXII ca oueHeHu npu 3apaBu
N0OPOBOJILIM M XOpa C YEPHOAPOOHH YBPEK/IaHHUs CJIe/l TPUJIaraHe Ha e/IMHUYHA NnepopasiHa 103a OT
900 mg. Jlekute 10 yMEpeHH YepHOAPOOHHU YBPEXKAaHUA He MOBAUABAT (PapMaKOKMHETHKATa Ha
okckapbazenuH 1 MXII. Tpunenran He e u3cieaBaH MpU NAUMEHTH C TEKKH YEPHOAPOOHH

YBpEXJIaHUA.

Ilayuenmu ¢ 6vOpeunu yepedxcoanus

CbuiecTByBa JMHEHHA 3aBUCUMOCT MEXKAY KPEaTUHUHOBUS KJIMPbHC U ObOpeuHus kiupbHe Ha MXITI.
[Ipu npunaraxe Ha eaMHH4Ha n03a o1 300 mg Tpunenran Ha mauueHTH ¢ ObOpEUHH yBpeKIAHHS
(kpeaTHHUHOB KJIMpPBHC < 30 ml/MUH), eTUMHUHAUMOHHUAT nosyKUBOT Ha MXI ce yabikasa ¢ 60-
90% (16 no 19 yaca), ¢ apykpaTtHo nosuuieHue Ha AUC B cpaBHEHHME ¢ Bb3pAaCTHH C HOpMaJiHa
O6bOpeuna pynkums (10 yaca).

lleouampuyuna nonyrayus

(dapmakoKHHeTHKaTa Ha TpuienTai e u3ciie/lBaHa B KJIMHAYHH W3NIUTBAHUA NPH NMeIHaTPUUHH
nauMeHTH, npuemaiu Tpunenran B o34 10-60 mg/kg/nen. Kopurupanuar criope TerjaioTo KIHPBHC
Ha MXII ce noHHkaBa ¢ HapacTBaHe Ha Bb3PACTTa U TErJ10TO, NPUOIHKABAHKH Ce 10 TO3HM 3a
Bb3pacTHU. CpeHUAT KOPUTHPaH CIIOpe] TErjJ0TO KIMPBHC MPH Jeua Ha Bb3pacT oT 4 10 12 roaunu e
npubau3uTesHo ¢ 40% no-BUCOK OT TO3HM MpH Bb3pacTHU. CiienoBarteHO ekcno3uuuara Ha MXII npu
Te3Mu Jela ce OYaKBa J1a € OKOJIO JB€ TPETH OT Ta3H 3a Bb3PACTHH MNPH JI€YEHHE ChC CXO/HA
[peu34ymuciIeHa crnopea Teraoro ao3a. C noByuIaBaHe Ha TErJI0TO IMPH MALMEHTH Ha Bb3PacT Ha/l

|3 roaIMHHU NpeU3YUCICHHAT criopea TerioTo KaupbHe Ha MXII ce oyakBa J1a 10CTUrHE TO3H NpPH
Bb3PACTHH.

bpemennocm
[Topaau GU3HOJOrHYHUTE NPOMEHH MO BpEME Ha OPEMEHHOCTTA € Bb3MOXKHO B X0/1a HAa OpeMEeHHOCTTa
J1a HaCTHITH NMOCTENEeHHO NMOHW)KaBaHe Ha ru1azmMeHuTe HUBa Ha MXII (Bx. Touka 4.2 u 4.6).

Ilayuenmu 6 cmapuecka év3pacm

Cnen npunoxkeHue Ha eaMHUyHa (300 mg) wiau MHorokpatHu 103M (600 mg/nen) Tpunenran npu
n100poBOILM B cTapyecka Bb3pacT (60 — 82 roaMHH), MaKCUMaIHUTE TJ1a3MEHH KOHLIEHTPALIMK H
crorHocTuTe Ha AUC 3a MXII1 ca ¢ 30% no 60% no-BMCOKH, OTKOJIKOTO MPH NMO-MJ1a/IH 100pOBOJILIH
(18 — 32 roaguuun). CpaBHEHHUS HA KPEATHHUHOBHSA KJIHPBHC NPH MJIaJH 100pOBOJILM H 100pOBOJILIM B
cTapyecka Bb3pacT MOKa3Bar, 4ye pa3/iMKaTa ce JbJ/DKH Ha 3aBUCHMOTO OT Bb3pacTTa NMOHHKEHHE Ha
KpeaTHHHHOBHS KJIMpbHC. HAMa cneunasHy npenopbKy 3a 103MpaHe, ThbH KaTo TepaneBTHYHUTE 103H
Ce peryJiMpar crnopea HHAUBHAYATHUTE OCOOEHOCTH.

Ilon =
He ce nHa6:to1aBaT cBbp3aHH ¢ noja papMaKOKMHETHYHH Pa3iHuMs MPH Jela, Bb3PaCTHH HIIH // QA * H3 SN\
NalMeHTH B CTapyecKa Bb3pacT. /;{/ & \\
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2.3 [Ipeaxk1HHHYHH JaHHH 32 0€30MaACHOCT

Hekn1MHUYHWTE JaHHHW He NMOKa3BaT 0COOEH PUCK 3a Xopa Ha 0a3aTa Ha KOHBEHLIMOHAJIHUTE
(dapMaKoJOrHYHH Npoy4BaHHUs 3a 0€30MacHOCT U FeHOTOKCHYHOCT Ha OKCKapOa3enuH u
($hapMaKoJIOrHYHO AKTHBHHUS MY MeTa00JIUT — MOHOXHAPOKCHIIHOTO MY npoun3BoaHo (MXII).

Hmynomoxkcuunocm
[IpoGuTre ¢ MUMyHOCTHMYIMpaHe NPH MULLKH noka3eat, ye MXII (4 B no-manka crenen
okckapOa3ernuH) MOXe Jla HHAYLMpa peaKLiMd Ha CBPbXUYYBCTBUTEIHOCT OT 3a0aBEH THII.

Mymacennocm

[Ipu npoBexaaHe Ha in vitro TecT Ames B OTCbCTBHE HA META0OJIMTHO aKTUBHPAHE B €/IMH OT MeT
OakTepHaJiHU 1L11aMa, OKCKapOa3enuH yBeJIM4aBa 4eCcToTaTa Ha Bb3HUKBAHE Ha MYTaLIMM.
Oxkckap6azenuH 1 MXI1 npean3BUKBAT NOBULLIABAHE HA XPOMO3OMHHUTE abepauuH H/HH
[MOJIMIIOUAHUS [P In Vilro Npoy4YBaHe BbPXY KJIETKH OT SHYHHUK Ha KHTAMCKHU XaMCTep, MpH JIMICca Ha
MeTaboIMTHA akTUBauus. Pesynrature ot tecta Ha Ames 3a MXII ca oTpuuaTe/iH4, KaKTO U He €
OTKpPHTa MyTareHHa WM KJactoreHHa akTuBHoOCT 3a MXI1 unu 3a okckap6azenus B in vitro V79
Npoy4YBaHe Ha KJIETKH OT KMUTalCKHU xaMmcrep. Okckapbazenud 1 MXII ca oTpuuaTeIHH NO OTHOLLIEHHE
Ha KJIACTOT€HHH U aHeyreHHH edekTH (0Opa3yBaHe Ha MUKpPOSApa) MPH in Vivo aHaIW3 Ha KOCTEH
MO3BK OT IJTbXOBE.

Kanyepoecennocm

[Ipu npoyyBaHHWATA 3a KAHUEPOT€HHOCT MPH TPETHPAHHUTE KHUBOTHH € NMpeJIM3BUKAHA M0sBa Ha
TYMOPH Ha YepHHUs Apo0 (M1bXOBE M MULLKH), TECTHCUTE W HA IPAHYJ/IOZHUTE KJIETKH Ha )KEHCKHS
reHdrasieH TpakT (nabxose). [losBaTa Ha 4epHOAPOOHH TYMOPH Hal-BEPOSATHO € MOC/Ie/ICTBHE OT
WHYLIMPAHETO Ha YEPHOAPOOHHUTE MUKPO30OMAIHH €H3UMH, KOETO BBIPEKH, Ye HE MOXKe J1a Obje
H3KJIFOUYEHO, € ¢1a00 U3pa3eHO WM JIMIICBA NPH MAUMEHTH, JIeKyBaHH ¢ Tpuaenrtan. TecTukynapHuure
TYMOPH BEPOATHO ca OMJIM NpeAM3BUKAHU OT MOBHILIEHHE B KOHLIEHTPALMKUTE HA JIyTEMHU3UPALLIHA
xopMoH. [lopaau nuncara Ha nogobeH edekT npu xopara, ce nNpuema, 4e Te3u TYMOpPH HAMaT
KJIMHHUYHO 3HaueHue. [1pu npoyuBaHeTo Ha kaHueporeHHoctra Ha MXII npu nibxoBe, ce Habno1aBa
0303aBUCHMO MOBHILIEHHE HA YECTOTATa HAa IPaHYJIO3HO-KJIEThbYHH TYMOPH Ha KEHCKHS reHUTalIeH
TpakT (1KHKa U Baaranuiue). Te3u epekTH Bb3HUKBAT MPHU CTENEH HA €KCIO3ULIMA, CPABHUMA C
OYaKBaHaTa KJIMHHYHA €KCMO3HLKUA. MeXaHH3MBT Ha pa3BUTHE HA TE€3H TYMOPH HE € HAMbJIHO
M3SICHEeH, HO MOXe J1a Ob/1e CBBbP3aH C MOBUILLIEHH HUBA HA €CTPaaHOI, CNeLM(PUUHO MPH TUTHXOBE.
KaiMHHYHaTa 3HAYUMOCT Ha T€3H TYMOPH He € M3BECTHa.

Penpooykmuena mokcuunocm
3a penpoAyKTHBHA TOKCHYHOCT BHXKTE TOYKa 4.6.

6. OPAPMAILEBTUYHHU JAHHH

6.1 CnHCBK HA NIOMOIIHHATE BellecTBa

CbpueBuHa Ha TabJieTkara:

CHWJIMLIMEB THOKCHJL, KOJIOUAEH Oe3BO/IeH
Liesy103a, MUKpPOKpUCTAJIHA
XHUIpoMe103a

KPOCMOBH/IOH

MarHe3ueB creapar

[TokpuTHe Ha TabneTkaTa:

XHIpomenosa /4;‘--:*’"___ -~
o SR
tutanoB auokcua (E 171) VP Y,

= ¥



Ommuacs ce camo 3a nokpumuemo Ha maojaemrxume om 300 mg:
makporo. 8 000

xKesneszeH okcul, XKbiat (E 172)

Ommuacs ce camo 3a nokpumuemo Ha maoaemxume om 600 mg:
makporoa 4 000

)KeneseH okcuj, yepseH (E 172)

)KeJsiezeH okeul, vepeH (E 172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocrt

3 rOAMHH

6.4 CnenHa/iHH YC/IOBHSI HA CbXPaAHEeHHe

To3u nekapcTBEH NPOAYKT HE H3MCKBA CIELIMAJIHU YCIIOBHSA Ha CbXPAHEHHE.

6.5 Buja v chabpxXaHHe HA ONAKOBKATA

baucrep, cvabpxkau 10 Tabnerku. Martepuali, ot koo € uzpadboren 6aucrepst: PVC/PE/PVDC 1
[NOKpPHUTa ¢ aJTlyMHHHEBO (HOIHO 0OpaTHa CTpaHa.

Tabnerku ot 300 mg: 61ucTepHU onakoBkH oT S0 TabnEeTKH.
Tabnerku ot 600 mg: 6aucrepuun onakoBkH ot 50 TabneTkH.

6.6 CneunajiHH npeAna3sHH MepKH NPH H3XBbpPJIsiHe

Hsama cneuMaiHu U3UCKBAHUA.

8 IMPUTEXATEJI HA PABPELHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

HUpnanaus

8. HOMEP(A) HA PABPELHIEHHUETO 3A YIIOTPEBA

Tpunenran 300 mg: 20010387
Tpunentan 600 mg: 20010386

9. JATA HA IIbPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PA3ZPEIHIEHHUETO 3A

YIIOTPEBA
JlaTa Ha nmbpBO paspewiaBane: 26 anpua 2001 . /” ':“
Jlata Ha nocaeaHo nogHoBsBaxe: 16 mapt 2016 T. W/ .
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10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

16 ronu 2025 r.
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