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1. Twproscko HMe Ha JIeKAPCTBEHHA NPOAYKT
LAMICTAL
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2. KoanyecTBeH H KAYeCTBEH CHCTAB

Tabnetxn - cpaBpKaT 25, 50, 100 mwm 200 mg Lamot

3. JlexapcrBena dopma

Tabnetku - cpaspxar 25, 50, 100 unu 200 mg Lamotrigine.

4, KnpauaapH JaHHu
4.1, Hoxazaauga

Ennaences

¢ Bru3pacTay ® xena gan 12 rogunm:

Lamotrigine e roxaza 3a KoMOHHVPaHa HIM MOHOTEPAH HA eNUIICTICHS, IPH OFHHINHH HIIH
reHepalna3HpaHy NPHNafBIH, BIIFOYHTEIHO TOHHYHO-KIIOHHYHH H CBEP3aHH CBC CHHIPOMA Ha
Lennox-Gastaut.

e Jlena na Bp3pact oT 2 710 12 roguHm:

Lamotrigine e moxa3sas 3a XOMOMHUpaHa Tepanysd Ha eIHIEICHS, IIPH OFHUII(HY WK
reHepanu3upasy IPUNaAbHHE, BKIIOTATENHO TOHHIHO-KIOHHYHH ¥ CBbP32HH ChC CHHAPOMA Ha
Lennox-Gastaut.

He ce nperopbupa 3a HaganHa MOHOTEPAIHS IPH HOBOAMATHOCTHIMPAHY HAIMCHTH B AETCKA
BB3pact.

Crez mocTHrase Ha KOHTPOH BEPXY 3a00NsBaHeTO IpH KOMOHHYpaHa Tepanus IpHeMbT Ha
CHIIFTCTBAINHITE AHTHEITMICIITHIHH JIEKapCTBa MOXKE Jia C& CIPe, KAaTO ce MPOJBIDKH ¢ MOHOTepanus ¢
lamotrigine.

Bunmosapno apeKTHBHO Pa3CTPOHCTBO

e Bwuapactau (Ha u Hax 18 roqwEn):

Lamotrigine e moKa3aH 3a IpeAnia3Bage OT eMU30H Ha IPOMAHA Ha HACTPOSHHETO IIPH AMEHTH ©
BunonapHo aheKTHBHO pa3cTpoHCTBO, IMABHO Ype3 NpeOTBpaTsBate Ha AeNIPECHBHUTS CIU304H.

4.2. JIo3upoBKa H HAYHH HA NPHJIGKEHNE

IIpuioxenne:

Axo IpeAnHcaHaTa 034 € IO-HECKa OT ChABPXKAHHeTO Ha eHa TabneTKa (Hamp. IpK Aela
(caMo ¢ emMyerCys) WK NaMeHTH ¢ YepHORPOOHO yBpexkaane), TpsOBa ka ce IpHeMar TabneTky,
CHABPKAMY MO-MaJIKH JJO3H.

OcBeH ¢ KOHIEeHRTpan®s 25 mg, 50 mg, 100 mg 1 200 mg, cemecTsyBar 1 Tabnerku Lamictal ¢
KoBNeHTpamus 5 mg. Hanuanero Ha TaGNETKH ¢ PasiMYHO ChAbDKAHAE HA IEKapCTBEHOTO BEIECTBO
yIEeCHABA MO3UPAKETO Ha MPOAYKTA B 3aBHCHMOCT OT HeoOXOANMAaTa AHEBHA /1034, TpeCMETHATA f1a
fa3a BL3PACT H TEJIECHO TErIIo.

Lamictal qucnieprupamyu ce TabIeTKH, ChABPXKAITI 5 Mg OT JISKAPCTBEHOTO B

lamotrigine, ce IpHIaraT B JETCKa BB3PACT 34 BEBEKIAHE B TEPaNMATa, 38 IOCTE (FED %-
JHEBHATA /032 JI0 MOCTHIAHE Ha TePANeBTHICH eheXT HITH 32 TIOANEPIKAIIO JIeYe CHACE | o=
TEr70, HEMO3BOIBAII0 IpHeM Ha hopMuTte or 25 mg, 50 mg, 100 mg 1 200 mg. \Ka:t AED7 g
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NeYeHye TIPH YCTAHOREH KOHTPOJI BEPXY 3200/sBaHeTO ¢e H3non3sar Lamictal TabneTKH, ChABPKANIE
25 mg, 50 mg, 100 mg wm 200 mg lamotrigine.

TloBTOpHO 3aM0YBaHe HA Je9CHHETO

[Ipx moBTOpHO 3amodYBaHe Ha JeueHHeTo ¢ lamotrigine TpH IAASHTH, KOKUTO II0 HAKAKBA
IpHWYMHEA ca HPeKBCHANH fipreMa My, TpsiOBa Aa ce IpelleH:H HeoOX0MuMOCTTa OT IOCTENEHHO
MOBHINABAHE Ha J03aTa JO MOANBDIKAIATA 1032, T KaTo PHCKET OT CEPHO3EH OOPHB € CBBP3aH ¢
BHCOKH HagalHy 03K U IpeBdIiapaHe Ha NPeHopHIuTeHaTa £03a 3a IOBHIIapaHe Ha lamotrigine
(B 4.4. CriepaiHy POTHBONOKA3aHAS U CIIENHANIHE IpeynpekaeHHA 3a yioTpeba). KoakoTo no-
rOJISM € HHTESPBANET OT BpeMe Ciie]] IpHeMa Ha IpeAuIIHaTa 103a, TOJKOBA II0-roIMO BHUMAaHHE
TpsabBa a ce 06BPHE Ha HOCTENSHKOTO JOCTHTaHe Ha MOANBpKamarta fo3a. Korato HHTepBansT OT
BpeMe CNef IPeKECBateTo Ha JledeHreTo ¢ lamotrigine Hagepmaga 1met nommy-xuBota (Bmxk 5.2.
dapMaKOKHHETHYHH CBOHCTBA), 00HKHOBEHO IOINBPXKANIATA 1032 Ha ICKAPCTBOTO TPIOBa Aa Ce
JOCTHTHE CIIODE IIOAXO0/IHIATA CXeMa.

IpenopbauTen O ¢ iedeHneTo ¢ lamotrigine fia He ¢e 3ar04Ba OTHOBO NP NMANWEHTH, KOWTO ¢a
'O IpPEKBCHANH IOpaji OOPHB, CEBP3aH ¢ IIPeJUITHOTO JIEUEHHE, OCBEHO KO IOTCHIHAHHMTE TON3K
HECHMHEHO HafBHIIABAT BB3MOKHUS PHUCK.

ENWIENCHAA

IIDBHPOBKa NpH MOHOTEPANIHA HA CHHACNICHA

Br3pacTru 1 gena Han 12 rojwey (BHx Tabauma 1

Hagangata nos3a Ha lamotrigine 32 MOHOTEpaIns e 25 mg BEAHEK JHEBHO 3a IIEPHOJ OT ABE
CEIMHAIH, TochensaHo oT 50 mg B eIUH IpueM JHeBHO 3a Ase ceaMumu. Clief] Topa Ao3ara MOXKe Ja ce
nosumasa ¢ 50-100 mg Ha BcekH 1-2 CeAMHIM 0 IIOCTHIaHe Ha ONTAMAIIEH OTTOBOP KBM TCpaIuaTa.
Obuuaiinata 103a 32 DOAABPIKAHE HA KOHTPOI Ha cheTossHreTo € 100-200 mg Ha neH B ey WK JBa
nprema. [IpH HAKOH MAIHEHTH 32 IIOCTHTaHe Ha onucanks edeKT TpsaOBa Jja ce IPHIIOKH 1038 OT
500 mg lamotrigine nuepHoO.

Tlopamu pucka OT HOsBa Ha 0OpHB, TPA0Ba Ja He Ce IPeBUIIaBa IPeAIHCcAHATa HagalHa A03a M a
ce cIa3BaT IPENOPHKATe 32 IOBHIIaBaHe Ha fo3ata (BHK 4.4 Crienuaasy POTHEONOKA3aHHS B

CIICIIMATIHE IIPeXYIIPEXIeHAs 3a yIoTpeda).
Jo3upoBKka NpH AoGaBANHE KbM TEPANHATA MPH CHHJICNCHSE:

Bo3pacTus 1 nena van 12 rojuny (sm:x Tabannma 1

TTo BpeMe Ha jedenue ¢ valproate, IIpH HalHYMe HIM JHTICA Ha APYT aHTHENMICITHYCH NPOYKT,
HaganHAaTa 03a 33 xpueM Ha lamotrigine e 25 mg npes JeH 32 NepHOL OT IBE CeAMHINH, IOCTICABAHO
ot 25 mg B exuH npueM AuesHo. Clief TOBa 03a1a MOXE Ja ce IoBHIasa ¢ 25-50 mg Ha efiHa HiIH
ZIBE CEIMMITH, IO FOCTHTaHe Ha ONTUMANIEH OTrOBOp KbM jledenneTo. Obudaiinata n03a 3a
HOAABPKAaHEe Ha KOHTPON BBPXY ¢heTosHACTO € 100-200 mg THEBHO B €AHHE MM ABa IIPHEMA.

TIpy eTHOBPEMEHEH JIPHEM Ha aHTHEIHISI THYHY IPOXYKTH HIIH APYIH JIeKapeTBa (BIK
4.5 JIexapcTBEHH M APYTH B3aUMONEHCTBES), KOUTO HHIYITHPaT NIFOKYPORKPaHeTo Ha lamotrigine,
CaMOCTOSTENHO KN eqHoBpeMerHo ¢ Apyra AEII (¢ uskmnoueHne Ha valproate), HagansaTa £o3a
lamotrigine e 50 mg BeAHEK AHEBHO 34 HEPHOJ OT ABE CEAMHUIIM, nocneBaso or 100 mg AHEBHO B ABa
IpreMa 324 J(BE CEIMUILY.

Ciien ToBa Fo3aTa TpsOBa Aa ce MOBHIIaBa MakcuMaiHo Ko 100 mg na efiHa mim jise CEIMUILH, 10

creTosaneTo € 200-400 mg AHeBHO B JBa IIpHEMA.
Ipy HAKOM MAIMEHTH 34 NOCTHIAHE Ha OnHcanns eeKT Tpaosa 1
a03a ot 700 mg nuepHo.
Tipu npreM Ha oxcarbazepine 6e3 Zpyrd HENYKTOPH HIIM HEXHOK



lamotrigine, HagamHara A03a lamotrigine ¢ 25 mg BeNEX JHEBHO 32 JIRe CeAMMIY, IIOCIEARAHN OT
50 mg BeaHBK AHEBHO 3a qpe ceaqmuni. Ciell ToBa go3ara TpsaOBa Na ce MOBUIDH MakcuMyM ¢ 50 1o
100 mg wa BcgKa eTHA JI0 JIBe CEXMHKIIH IO IIOCTHTaHe Ha ONTHMaieH 01roBop. O0ugaiinara
IoaabpKalna Jo3a 32 IocTHrane Ha onTeManeH oTrosop € 100 zo 200 mg BenHEX JHEBHO HAH B IBA
nmpHeMa.

Tatnuna 1: [IpexopbsInTeNHa cXeMa 33 JeueHHe HA eNHJIENCHA OPE Bb3PACTHH K Jena Haa 12 roqann

CxeMa pa euenne Cenavuana 1 12 Ceqvunal3un g Hoaxbpxama xo3a
25 mg 50 mg 100-200 mg
MonoTeparmist (BenHBK AHEBHO) | (BemsbixK JHERHO) | (BeIHBXK NHEBHO WM
B ZBA MIpHeMa)
3a ga ce IIOCTHIHE
TOANBPIKAIIO
JiedeHne, JO3UTe
MOXKE Ja ce
noprmasar ¢ 50-
100 mg nHa Besika egHa
JIO IBE CEOMANH.
12,5 mg 25 mg 100 - 200 mg
HoGapame kpM TEpanysg ¢ (npuemany KaTo | (BeOEEBXK JHEBHO) | (BENHBK FHEBHO HIIH
valproate, He3aBHCHMO OT 25 mg npe3 neH) B JBa IIpHEMA)
eJ{HOBpeMeHEeH IPAEM Ha APYyTH
IeKapeTBa 3a Ja ce OCTHTHE
TOJUBPIKAILO
JIeueHHE, JO3UTE
MOXKe Ia ce
MOBHINABAT C 25-
50 mg Ha BcsKa €nHA
JIO ABE CEOMHEIH.
Tasu cxema ga 50 mg 100 mg 200-400 mg
Hobasame | mosupane Tpsa0Ba Aa | (BeAukic AHEBHO) | (B [Ba IPHEMA) (B nBa npuemMa)
KBM ce H3II0M3Ba C:
TEpanus 3a ma ce MOCTHIHE
bes Phenytoin OOJAEPKAII0
valproate | Carbamazepine JIEUCHME, TOZUTE
Phenobarbitone MOXKeE Jia ce
Primidone IIOBHOIABAT CHC
I ¢ APYIY 100 mg Ha Bcsika enqHA
HEYKTOPH Ha JIO JABE CEIMHMIH.
[JOOKYPOHMPAaHETO
Ha lamotrigine
(8uoic 4.5.
Jexapcmeenu u
opyaut
83auM00eticmens).




C oxcarbazepine 25 mg 50 mg 100 - 200 mg
6e3 HEAYKTOPH W | (BeAHBX AHEBHO) | (BeAHEX AHEBHO) | (BEOHEX HHEBHO UIIH

EEXUOATOpHE Ha B Ba IpHEMA2)

TIIOKYPOHUPAHETO

Ha lamotrigine 3a Aa ce mOCTHTHE
TIOJUTBPIKANIO
JICUCHHE, HO3UTE
MOKe Jia ce

TIoBHImaBar ¢ 50-

100 mg Ha Bcska exHA
J0 JIBE CEIMHLIH.

I[Ipu mpuem ma AEIL IIpy KOUTO HE ca H3BECTHH HapMaKOKHHETHIHATE B3aUMOAEHCTRES ¢
lamotrigine (guoic 4.5. Jexapcmeenu u dpyau e3aumodeiicmens), TpAdBa Ja ce H3MON3BA CXEMa Ha
Nedenre KaTo Ipermopbiadara 3a lamotrigine emnoBpeMenHo ¢ valproate.

IMopanu prcka oT pa3BuTHe Ha oOpHuBY Tpa0Ba la He ce NPEeBHNIaBa NPeANHCAHATa HadalEa J403a
4 2 Ce CIIa3BaT MPEeHOPEKUTE 32 IOBUINABAHE Ha Ko3aTa (BiK. 4.4).

O3MPOBKA IpH gena o 2 1o 12 romuny (BH:k Tadaana 2

Ipu npuem Ha valproate, caMoCTOSTEIHO HIIM B koMOuHanmsa ¢ apyru AEIL nagannata nosa Ha
lamotrigine e 0,15 mg/kg T. M. ZHEBHO, BEOHEX JHEBHO, 32 IEPHON OT JBE CEAMHIIH, ITOCIENBAHO OT
0,3 mg/kg nHEBHO, BENHTX JHEBHO, 3a JiBe ceqMumu. Ciie TORa 103aTa MOKE Ja Ce IIOBHINABa
MakcuManso ¢ 0,3 mg/kg Ha Beeku 1-2 cemmmny O TIOCTHTaHE Ha OINTHMAaNIEH OTFOBOP OT Tepanudra.
Obuvaiinara JHEBHA 034 3a IOANBPIKAHe Ha KOHTPON Ha CheTosHEeTO € 1-5 mg/kg B enuH M aga
IpHEMa, KaTo He TpaOpa Ja npesnmasa 200 mg quesHoO.

ITpy eHOBpEMEHEH IIpHeM Ha aHTHEIANCHTHIHY IPOAYKTH HIH JPYTH IE€KapCTBa (BEDK
4 5. JlexapcTReHH B APYTH B3aHMOAEHCTBYS), KOHTO HEAYITMPAT TIIOKypoHKHpaneTo Ha lamotrigine,
CaMOCTOATENHO MNK eXHOBpeMeHHO ¢ Apyru AEII (¢ maxmouenne Ha valproate), HaganHara 103a Ha
Jamotrigine e 0,6 mg/kg T. M. AHEBHO B [Ba IpHEMA 3a IEPHOJ OT JBE CEIMHUNY, IOCAEABAHO OT
1,2 mg/kg nreBHO B IBa mpueMa 3a 1se ceamury. Crel ToBa 1o3aTa MOXKe Ad ce YIOBHINaBa
maxcumanso ¢ 1,2 mg/kg Ha Beeku 1-2 ceIMuIH KO TIOCTHTAHE Ha ONTHMANCH OTTOBOP KBM
repanmsTa. ObHuaiinara AHEBHA 7032 38 OANGDKAHE Ha KOHTPON Ha CHCTOSHHETO € 5-15 mg/kg B sa
IIpHEEMa, KaT0 He Tpadpa Ja npesumasa 400 mg.

ITpu manueHTH, NpEeManii oxcarbazepine 63 HHIYKTOPH WM HHXKOMTOPH Ha
TIOKypoEnpaHeTo Ha lamotrigine, Havanuara noza lamotrigine e 0,3 mg/kg 32 feH B e{uH WK ABa
TIpHEMa JHEBHO 3a ABe CeIMHUIIH, nocnensany ot 0,6 mg/kg 3a [eH B /{iH IPHEM WK B Ba IIpHEMa
3a gee cepmumy. Ciex ToBa qo3aTa TpabBa Aa ce nopumn ¢ MakcumyM 0,6 mg/kg Ha BesKa efHa 10
JIBE CEIMHITH O NMOCTHTAaHE Ha OnTHMAaIeH oTroop. OdugaiinaTa moAgspiama n03a 3a IOCTHraHe Ha
onTuMmaner otrosop € 1 no 10 mg/kg 3a nen, npuemMany BeJIHEK JHEBHO HIIH B JBA pa3lelicHH
nprema, Kato He TpgOBa na npesumasa 200 mg 3a aeH.

3a 12 e CHrypHO IIOANBPIKAHETO Ha TepalleBTAIHATa 033, TErJIOTO Ha Jelara Tpabsa aa ce
IpOCHEAsiBa 1 J03aTa Aa ¢ TPOMEHS criope] IIPOMEHHTE B TETJIOTO.




Tatnaua 2: Ilpenopnunreina cXxeMa Ha JedeHAe HA eNNJIeNcHs HpR aena mexny 2 v 12 rogunn
(obma xHepH2 103a B mg/kg T.M.)

CxeMa Ha JeueHHE

Cegvana 1 m 2

Ceavunma 3 | 4

Iomas prramo JedeHne

0,15 mg/kg* 0,3 mg/kg [Mopnmagase ¢ 0,3 mg/kg
JobaBgHe KBM Tepanius ¢ (BeqHEK AHEBHO) | (BeMWEHXK JHEBHO) | Ha BCeKH 1-2 cepMunu 1o
valproate, He3aBHCHMO OT MIOCTHTaHe Ha OIITHMAaleH
¢IHOBPEMEHEH IIpHEM Ha OTFOBOP OT TepamnusTa,
IOPYTH NeKapcTBa KAaTo 3a IONABpKaHe
KOHTPOJN Ha CECTOSHHETO
1- 5 mg/kg nreBHO
(B enuH WM B2 IpHEMa);
JHEeRPHATA 103a Ja He
npesumasa 200 mg
Tas® cxema Ha 0,6 mg/kg 1,2 mg/kg TloBmmasasue ¢ 1,2 mg/kg
nosupase TpsOpa (B mBa mpreMa) (B nBa mpueMa) Ha BCEKH 1-2 cexMuIm, 10
HobOapsiHe |na ce B3MON3BA C: HOCTHIAHE Ha
KBM NOAABpKAIa 40334 OT 3-
Tepanust  |Phenytoin 15 mg/kg (BemEBXK
Ges Carbamazepine NHEBHO HIM B JBA
valproate |Phenobarbitone OTIEHHY IPAEMa) J0
Primidone maxcumym 400 mg 3a fieH.
WK C APYTH
HHAYKTODH Ha
TIIIOKYPOHHPAHETO
Ha lamotrigine
(euoic 4.5.
Hexapcmeenu u
opyau
ezaumodeticmeus).
0,3 mg/kg 0,6 mg/kg Tlopumasare ¢ 0,6 mg’kg

C oxcarbazepine

(B equH BN B ABA

(B emMH UNM B BA

Ha BcekH 1-2 cexMui, 10

fe3 UHOYKTOPH nIprAeMa) npuema) HOCTUTaHE Ha

T MHXAORTOPH TDOIIBPIKAIIA 03a OT

Ha 1-10 mg/kg (Bema®X

CIIOKYPOHHPAHETO JIEEBHO HIIH B JBa

ga lamotrigine. OTHENHH IIPAEMa) 10
makcumMyMm 200 mg 3a neH.

ITpu mprem sa AEIL, mpr KOHTO He ca H3BECTHH (hapMakOXKWHETHIHNTE B3aHMOACHCTBHA C
lamotrigine (suorc 4.5. Jexapcmesenu u Opyzu é3aumodeticmeus), TpaOBa Jia ce H3I0N3BA CXeMa Ha
JlegeHAe KaTo Ipenophyanara 3a lamotrigine elHOBpeMEHHO ¢ valproate.

% Sa0enexKa:

Axo u3dmc/IeHaTa HCBHA 034 IpH NanHeHTs, preMamy valproate, e 2,5 - 5 mg, MOXe na ce
npuemat 5 mg Lamictal nipe3 IeH 3a IbPBHTE ABE CEAMUIA. AKO H3IHCIICHATA IHEBHA 032 IPH
DalMeHTH, IpreMaInH valproate, € Ho-HuCKa OT 2,5 mg, IPOAYKTET He TpadBa Nia CC Bprars.

ITopamu: prck 3a passuTHE Ha 00pHB He TpsbBa Ha Ob/ie NpeBHIIABaHA HAT

Jia ce cIa3BaT MPEemOPHKUTE 33 IOBMIIABAHE Ha Ao3aTa (BHXK. 4.4).

Chriaceo HpernophuagarTa JO3MPOBKA ¢ TaOJETKHTE OT 5 mg He € BB3MO))
BBLBEXIAHE B TEPAmUsITa Iipy Jelia ¢ Terno mox 17 kg.
B53MOXKEO € IIPH TaIFMEeHTHA Ha BE3pacT OT 2 KO 6 TOMMHM Ja ObAe He06x

Y Gx!




HOMIBPIKAIa qo3a GiIH3Ka 10 IpelophiBaHaTa TopHa FPaHHIA 32 CIydas.

TosspoBKa TipK fella Ba BH3PAcT HoJ 2 TONHHA:
Hama moctarheHo HHGOpMAIHs 3a eexTa OT HPHAOKeH:e Ha lamotrigine nipu fena Ha BB3pact
O 2 TOMENM.

O06mm npenopskn 3a nozupane npu EHNAIEIICHA

TIpu compaHe mpHeMa Ha CHIBTCTBAIUTE AaHTHEITMISITHYHH JIEKapCTBa 3 [IPEMHHABAHE KBM
MOHOTepanus ¢ lamotrigine unu npu ipubaeare Ha Apyru AEIL/Ipyr# gekapeTha KeM cxeMa Ha
fledenye, ceabpxama lamotrigine, TpsOpa na ce 06bpHEe BHUIMAHHE Ha BE3MOXKHISA €EKT BEPXY
dapMaxoKuHeTHKaTa Ha lamotrigine (suowc 4.5. Jexapcmsenu u dpyzu 63aumodeticmeust).

BMIIOJAPHO AGEKTHBHO PA3CTPOHUCTBO

e Buspacteu (man 18 ronuau

Tlopanu puCK OT pa3BUTHEe Ha 00puB He TpAGBa fa Obke MpeBHIIaBaHa HadagHaTa J103a H TpIOBa
JIa CE CIIa3BaT HPelIOPBKHTE 34 MOBAMIABAHE Ha J03ata (8udic. 4.4. Cneyuannu npedynpescoeHus u
CREYUTHY nPpednasHi Mepku 3a ynompeba).

Lamotrigine ce npenoprusa 3a IPAIOKESHAE IIPH NANHEHTH ¢ OHIIONapHo aheKTHEHO
PazcTPOHCTBO ¢ PHCK 3a OBJEINE ACIIPECHBHN eMA30H.

Tpabea ga ce ciensa cliefiHaTa IPexoIHa CXeMa, 3a Jia Ce NIPeIOTBPATH HOABATA H2 HOBH
JeTIpecHBHE emu30H. [IpexoHaTa cXeMa BKIIOYBa IOBHINABAHE Ha J032Ta lamotrigine xo
TIOAABPKANA CTabHIM3KpaIa 034 B paMK¥Te Ha IEPHOJ OT IeCT CeAMHIH (Bu:xk Tadmana 3,
HO0-A0.IY), CIET KOSTO aKO € KIIMHHYHO MOKa3aHO IPHUEMBT Ha APYTHTE IICHXOTPOIHM H/HIH
aHTHEITHIEIITHYIHHE JIeKapcTBa Moxe Ja 6bie cipsH (smx Tabaana 4).

Tpsabpa na ¢e ¥Ma rpeJBHA JOTBIHHTEIHO JICICHHE 34 IPeANa3Bane 0T MaHAHHHE eIH30IH, THI
KaTo edEKacHOCTTa Ha lamotrigine npH MaHMHHE CHCTOSHUS HE € ICHO YCTaHOBEHa.




Tab6nuna 3: IlpenophKe 32 IOBMIIABAHE HA 03aTa N0 NOCTHFaHe HA HOAABPKAIIA AHEBHA
cTaduIm3Epama J03a OpH Be3pacran (Hajg 18 roqunn), sexysanu 3a BUITOJIAPHO
ADEKTHBHO PA3CTPOVICTBO

HpHeMaT AAXAONTOpH
karo Valproate

Ta3| cxemMa HA JA03HpaHe

henytoin
Carbamazepine
henobarbitone
rimidone nau ¢ apyru
HAYKTOPH Ha
TAIOKYPOHMPAHETO HA
lamotrigine (suoic 4.5.
Texapcmeenu u opyau
ezaumooeticmens).

TpAdBa Aa ce H3NO0A3BA C:

CxeMa Ha JeveHHE Cegvnnn 1-2 | Cenvunu 3-4 | Cegmuna 5 | Taprerna xo3a Ha
CTA0MIH3ANMSA
(cemmuma 6)**

a) lonpapama Tepanua | 12,5 mg 25mg 50 mg 100 mg

KBM JIedenHe ¢ (o 25 mg (BegmbK (Reou®XK (BEAHBIK AHEBHO WK

HHXHOUTOpH HA npe3 NeH) JIHEBHO) JTHEBHO MMM | pasfieNieHo Ha ABe

CIOKYPOHHPAHETO HA pa3@enceHo Ha | J03H)

lamotrigine, nanp. JIBE JIO3H) (MaxcHMaiTHa JHeBHA

Valproate no3a 200 mg)

b) Honsasama Tepanusa | 50 mg 100 mg 200 mg 300 mg npes

KBbM JeTIeHHe ¢ (BenHEBK (pasmeneno Ha | (pasmeneHo ceaMuIa 6, mpu

HHIYKTOPH HA THEBHO) J(BE JIO3H) Ha fiBe JIO3H) | HeoOXOMHUMOCT ce

TIIIKYPOHHPAHETO HA TIOBHIIARA JIO

lamotrigine npu 400 mg/nueBHO Hpe3

mapuaenTH, xorTo HE ceaMuma 7

(pasmeneno Ha xBe
JO3K)




¢) Monorepanns ¢ 25 mg 50 mg 100 mg 200 mg
lameotrigine

(BemEBxR (BeEBXK (BemuBK (Mexxzy 100-400 mg)
HIn JIHEBHO) JHEBHO HIH JHEBHO HIH
paszmeneHo ma | PasACICHO Ha (BemEEXK JHEBHO MITH
Honpsamo Jevenme IBE HO3H) JBE X031) P%ﬂﬂ;ﬂeﬁo Ha e
D037

NpPH H2HAECHTH,
npuemamn lithinm,
bupropion, olanzapine,
oxcarbazepine nin
APYTH JIeKapcTBa, 3a
KOUTO € M3BECTHO, Y&
He3HAYHTETHO
HHIYUHPAT HJIH
HHXHOHpAT
FJIIKYPOHHP2HETO AA
Iamotrigine.
3abenexxka: I1pw npuem Ha AEII, mpx KOHTO HE € YCTAHOBEHO BIIMAHUETO BEPXY
dapmakoxureTHKaTa Ha lamotrigine, ce npenoprUBa MOBUINABAHE HA 103aTa Ha lamotrigine, KakTo
TIpH €THOBPEeMEHEH IIpHeM ¢ valproate.

**Tapre’rua’ra CTaﬁ‘ﬂJlHZinama J03a IIe ¢¢ BPOMEHH B 3ABHCHMOCT OT KAHHHIHHA OTT0BOPD.

a) onbiaBama Tepanus KbM JieieHHe ¢ NEXHOHTOPA HA IIIOKypoBHpanero Ha lamotrigine,
Hanp. Valproate
Ipuy nanueHTH, KOHTO NpHeMaT efHOBPEMEHHO JieKapcTBa (Hamp. valproate), Haxubppamy
IHOKYpOHHpaHeTo Ha lamotrigine, HavamHaTa J03a lamotrigine ¢ 25 mg npe3 JieH 3a JiBe CeZMHLH,
HOCIEABaHO OT 25 mg BeAHEK AHEBHO 3a JBe ceamunu. Jlozara Tps6Ba Ja ce yBemudan o 50 mg
BEIHEXK JHEBHO (MM pa3fielieHo Ha iBe oK) npes ceamuna 5. ObuuaiinaTa TapreTHa 103a 3a
HOCTEraHe Ha onTHMaieH otrosop ¢ 100 mg/aHeBno, NpHeMaHt BEOHEX JHEBHO HIH PasfeieHH Ha
JIBE 03K, BRIIpeK# TOBA, B 3aBHCAMOCT OT KIIMHHIHMSA OTTOBOP, £03aTa MOXE Na ¢€ HOBHNIN IO
MaKcHMania JHeBHa fgosa oT 200 mg.

b) Monbaeama Tepanns KbM JedeHne ¢ HHAYKTOPH Ha rIIIOKypOHApaHeTo Ha lamotrigine,
HpH DalHEeHTH, KOMTO He IPHEeMAT ANXHONTOPH KaTo Valproate, Tazu cxema na fo3upane
TpabBa Na ce H3n0i3Ba ¢ phenytoin, carbamazepine, phenobarbitone, primidone i ¢ gpyrn
HHIYKTOPH HA IJIOKypoumpanero Ha lamotrigine (guowc Jlexapcmsenu u Opyeu 63aumodeticmeus).
ITpu IANHEHTH, KOMTO C€ JIEKYBAT C JIEKAPCTBA, KOMTO HHAYIUPAT FOKYPOHAPAHETo Ha lamotrigine, 1
He npreMar valproate, HauanHaTta #o3a lamotrigine € 50 mg BeAHEK JHEBHO 32 HBE CEMUAIIH,
mociensano ot 100 mg/nHesHo, pa3aeneHy B XBE NO3H, 32 IBE ceaMuId. JlozaTa TpaOBa Aa ce yBelHuuH
70 200 mg/aHeBHO, IPHEMAHH pasgeiieHd B Be JO3M Ipe3 ceMuIa 5. Ilpes ceamuIia 6 mo3aTa Moxe
Ja ce yeemaan A0 300 mg/nnerso. Brnpexu ToBa, o0udaiiaTa TapreTHa A03a 3a HOCTHIAHE Ha
onTEManeH oTroBop e 400 mg/nHeBHO, pa3jeNeHH B OB JO3H, KOMTO MOTAT [a ce IpHeMaT OT CEeIMHUIa
7 HaTaTBK.

HE3HAYHATEAN0 HEAYNHPAT W HHXHOHPAT INHOKYPOHHMpPaHeTO HA la é;i"t‘
Hauammara no3a lamotrigine npu nanmenTs, kouto npremar lithium, bup{qgi i
oxcarbazepine ¥ He NpHEMAT HHIYKTOPY HIIH MHXHOUTOPH HA TIOKYPOHNP]



ca Ha MOHOTepamus ¢ lamotrigine, e 25 mg BeAHEX JHEBHO 34 ABE CEIMMIH, oceABaHo oT 50 mg
BeAHEX NHEBHO (MM pa3HelieHy Ha ABe KO3H) 3a Ape ceqMuNH. Jlosara Tpabsa fa ce yBelmdaH KO
100 mg/mueBHOo npes cemmumna 5. Obugalnara TapreTHa 103a 3a IIOCTHraHe Ha ONTHMAJEH OTTOBOp €
200 mg/NHeBHo, MpHEMAaHH BENHEX JHERHO WK pasielieHH B IBe J03H. B KIMHWYHN H3MHTBaHHA,
obage, ca n3nonzpanH qo3u Mexay 100 u 400 mg.

IMpu mocTUTaHe Ha TApreTHATa JHEBHA MONBPsKamia cTaOHIH3HpAIA 034 IPHeMBT Ha APYTHTE
NCHXOTPOITHH JIEKAPCTBA MOKE Jja C CIIpe HO MOCO9eHaTa NO-AONMY J030Ba cxeMa (Brux Tabnana 4).

Tadmuna 4: HMopanpxama crabuansapama odma gaesna ao3a npu BUIIOJJAPHO
AGEKTHUBHO PA3CTPOMCTRO ciien cnupase Ha JiedeHHeT0 CbC ChILTCTBAIH
NCHXOTPONHA HJH ANTHENNICHTHYHH JIEKAPCTB2

CxeMa Ha Jedegue Cenvuna 1 Ceaviama 2 | Ot cepmana 3
HATATBK*
(a) Ciiex compane Heotina crabunusupama
HA JIeYeHne ¢ HHXuOuTopH | X034, He OBEYE OT
Ha IIIKypoHEpadero Ha | 100 mg ceamurano [Momnspxane Ha Tasu fo3a (200 mg
lamotrigine, Hanp. nHeBHO)
Valproate T.€. TapreTHATA
cTabHIM3Hpania 03a OT (pa3zmeneHa B iBa IMpueMa)
100 mg mueBHO me OBae

VEEIYeHa [pes ceMUIia
1 mo 200 mg nHeBHO

(b) Cnen cnupane ua 400 mg 300 mg 200 mg
JledeHHe ¢ HHEYKTOPH HA 300 mg 225 mg 150 mg
FIHOKYPOHHPAHETO HA 200 mg 150 mg 100 mg

lameotrigine, B
32BUCHMOCT OT
HaYAJIHATA X033

Ta3n cxemMa Ha No3HEpaHe
TpadBa

Aa ce N3M0J3BA ¢
Phenytoin
Carbamazepine
Phenobarbitone
Primidone

HJIH ¢ IPYTH HHIYKTOPH
HA FIOKYDPOHHPAHETO HA
lamotrigine (suaic 4.5.
Hexapcmeenu u opyau
g3aumModeticmens).




(c) Cnen coapane Ha TTonnepxaHe Ha TapreTHaTa 1032, IOCTHTHATA [IPH ITOBHUIIIaBaHe

JICMCHHE C APYTH Ha posara (200 mg nHEBHO)
NCHXOTPONHA VLIH (paspeneHa B fBa nIpueMa)
aRTHENHIeNTHYHH (mexmy 100-400 mg)
JIeKapeTBa

¢ HE3HAYATENHO

(hapMaKOKHHETHIHO

B3aHMOJeHCTBHE ¢
lamotrigine (8. lithinm,
bupropion, olanzapine,
oxcarbazepine)

3abenexka: Ilpu npuem na AEIL, npu KOHTO He € YCTaHOBEHO BIMSHHETO BBPXY
dapmakokuHeTHKAaTa Ha lamotrigine, ce Ipenopk4ea cXxeMa Ha liegenre ¢ lamotrigine, kKaxTo
NP eXHOBpeMeHeH ITpueM ¢ valproate.

* Ilpu HeoOX0AAMOCT K03aTa MOKe XA ce nosHmy xo 400 mg 1nesHO

(2) Ciiep cnipane Ha CHWBTCTBANIO JIeYeHUE ¢ HHXMOATOPH Ha IIIOKYPOHHPAaHETO Ha
Iamotrigine, nanp. valproate:

ITpu crimpare mpreMa Ha valproate fo3aTa Ha lamotrigine TpaOea fa ce ysenuas ABOWHO CIIPSMO
HavanHaTa TAPreTHa crabunu3upama 1o3a | Ja ce 3aAbPKH Takasa.

(b) Ciex cnapane HA CHINBFTCTRAINO J€UEHHE C HHIYKTOPH HA IIIOKYPOHBPaReTO Ha lamotrigine, B
3aBHCHMOCT 0T HAYAJHATA HoAIbpRama qo3a. Tasu cxema Ha Ko3HpaHe TPHOBA Aa ce U3NO0JI3BA
¢ phenytoin, carbamazepine, phenobarbitone, primidone nin ¢ Apyrd HHAYKTOPH HA
roKyponupanero Ha lamotrigine (suoc Jexapcmeenu u Opyeu e3aumooeiicmeus).

Criefl ciapaye Ha JieYeHHeTO ¢ HHAYKTOp Ha MIOKYPOHHpaHeTo Ha lamotrigine no3ara sa lamotrigine
TpsiOBa fa ce HaMallH IOCTENCHHO B PAMKITE HA TPH CEIMHITH.

(¢) Cnex cnpane Ha CBOBTCTBAMIO JCHCHHE C APYIH HCHXOTPONHY BN AHTHENANCITHTHH
JIEKAPCTBA ¢ He3HAYNTEIHO (GapMaKOKHHETHIHO B3anmoaeficTBHe ¢ lamotrigine, nanp. lithinm,
bupropion, olanzapine, oxcarbazepine.

TapreTHATa 4032, HOCTHTHATA IO CXEMaTa 3a IOBUIIaBaHe Ha Jo3aTa, TpA0Ba Ja ce MOAIbpiKa [0
BpeME Ha CIMpaHe lpHeMma Ha ApYruTe JEKapcTBa.

Pervianpane Ha THeBHATA J03a lamotrigine npu manmentn ¢ BHIIQOJIAPHO AGEKTHUBHO
PA3CTPOYICTBO cnes npuGaBsae HA ADYTH JEKAPCTBA:

HsMa KIIMHHYEH OIIAT IpH peryiHpase Ha JHeBHara fo3a lamotrigine cien npubassae Ha gpyru
nexapcrsa. Obaye, Ha GazaTa Ha IPOYYBAHMATA Ha JIEKAPCTBEHUTE B3aUMONEHCTBHS, MOTaT Ja ce
HanpaBsT CIeTHUTE Npenopbki (Bmk Tadamna S, mo-nomy):

i0.




Tabsuna 5: Peryinpane Ha HeBHATA 1032 lamotrigine mpn mamuenTn ¢ BUIIOJAPHO
AGEKTHUBHO PASCTPOHMCTBO enex npnbéassae Ha Apyry JeKapcrsa:

Cxema Ha JicieHHE

Hacroama Cexvuna 1
cTaduIM3upama

po3a lamotrigine

(mg/nen)

Ot cexmuna 3
HATATHK

Cepmvnna 2

(a) llpubaBnne na
HHEXHOHTODPH HA
II0KYPOHHPAHETO Ha
lamotrigine, Hanp. valproate,
B 3aBHCHMOCT OT J03aTa Ha
lamotrigine

200 mg 100 mg

Ilopnspxama goza
(100 mg/nem)

300 mg 150 mg

Tlonmppxama xos3a
(150 mg/nem)

400 mg 200 mg

[Tonnepxama go3a
(200 mg/nen)

(b) IIpuGaBsne Ha
AHAYKTOPH Ha
TAKYPOHHDPANETO HA
lamotrigine npu nanueHTH,
KOHTO He npaeMar valproate
H B 3aBHCHMOCT OT J03aTa
Ha lamotrigine.

Tazm cxema HA J03UpaHe
TpaldB2 a ce H3M0JI3BA C:
Phenytoin
Carbamazepine
Phenobarbitone
Primidone

MU ¢ ZPYTH HHAYKTOPH Ha
FJIIOKYPOHHAPAHETO Ha
Iamotrigine (suorc 4.5.
Jexapcmeenu u opyau
g3aumodeticmeiis).

200 mg 200 mg

300 mg 400 mg

150 mg 150 mg

225 mg 300 mg

100 mg 100 mg

150 mg 200 mg

(c) IIpnGassine Ha ApyrH
ACHXOTPONBH

HIITH AHTHeNNJICHTHIHY
JEKapCTBa ¢ HE3HAYHTEIHO
dapMaKOKHHETHIHO
B3aHMOeliCTBHE C
lamotrigine, nanp. lithium,
bupropion, olanzapine,
oxcarbazepine.

Tloanepixania TapreTHa J03a, HOCTUIHATA IpH MMOBHUINABAHE Ha

nosara (200 mg/nEerHO)
{mexcy 100-400 mg)

3abenexka: [pu nipuem Ha AEI], pH KOHTO HE € YCTAHOBEHO BIHSHHUETO BHPXY
dapmaxoxuHeTHKaTA Ha lamotrigine, ce Iperopbupa cxeMa Ha JiedeHHe Ba lamotrigine, KakTo npu

eIHOBpeMeHeH npueM ¢ valproate.




Cnupane Ha jedeHHeTo ¢ lamotrigine npa nanaenTH ¢ Gunoaapau aheKTHBHA Pa3cTPOHCTRA
Tlo Bpeme Ha KIMHHIHHTE H3IUTBAAWS HE € HaOMOKaBaHO YBENMICHAE Ha YeCTOTaTa, TEXKECTTa WU
BH/a Ha HeONaroNpysaTHUTS Peaknue Clief BHE3aHO coEpane Ha lamotrigine crpsMo nnane6o.
Crnexoparenno, HAITMEHTHTE MOTrat a2 MPeKbCHAT JIeIeHHeTo ¢ Jamotrigine Ge3 MOCTENEHHO
HaMaJIsBaHe Ha J03aT1a.

e Jlena u moapacteanmu-(rrox 18 romumm)

Lamotrigine He e mokazaH 3a ynoTpeda npu gelia ¥ Ioapacteaiyy (mox 18 roaunn) ¢ GumomapHo
adexTasHO pascTpoiicTBo (Bmk 4.4). besonacHocTTa M edHKacHOCTTa Ha lamotrigine npH nedeHye HA
GuronapHo aheXTHBHO pa3cTPOMCTRO IIPH Ta3¥ BE3pacToBa IpyHa He e uicneApana. Ilopany Taszy
HpUIHHA He MOXKE JIa ce HallpaBy IIpellopbKa OTHOCHO JO3HPOBKATa.

OBIIHA HPENNOPHKH 3A JO3HUPAHE HA LAMOTRIGINE IIPH CIIEITTAJTHA T'PYIIH
HNANMHEHTH

. }KGHH, NpHEMAINE XOPMONAJIHH RONTPANENTHBH

(2) 3anousane Ha Tepanus ¢ lamotrigine npy sxedH, KOUTO Bede NpHeMAT XOPMOHATHA
KOHTPANENTHBH:

Brnpexy ge € yCTaHOBEHO, U HEPOPANHNTE KOHTPAlCNITHEY IOBHINABAT KIIMPHHCA Ha
lamotrigine (Bux 4.4. Crenmainy npeAylpeXAeHIs K cIIeNHATHH peqIasHl MEPKH 32 ynotpeba u
4.5. JlekapCcTBEHH U IPYTH B3aUMONCHCTBHA), HE € HYXKHO Jia C€ IpaBH KOPEKHUA COpAMO
HpENOpPHYAHATA CXEMa 32 IOBMIIABAHE Ha J03aTa Ha lamotrigine, axo T ¢ 6asupaHa eAHHCTBEHO HA
ynoTpefara Ha XOpMOHANHH KOHTpanenTiEx, [IoprmaBaneTo Ha no3aTa TpsaOBa fa crnensa
HpENOphYAHATA CXeMa Ha Tleyenye, GasupaHa Ha ToBa Jamu lamotrigine ce 1o6aBs KbM Tepars ¢
uEXHOUTOp Ha MIIIOKYPOHKMpPaHEeTo Ha lamotrigine, kato valproate; gami lamotrigine ce mo6asst KM
Tepammsi ¢ HHAYKTOD Ha MIIOKyPOHHpaHeTo Ha lamotrigine, kaTo carbamazepine, phenytoin,
phenobarbital, primidone wnu rifampin; mim lamotrigine ce qo6apsa KbM TEpalis, B KOATO HE ce
P3TON3BAT valproate, carbamazepine, phenytoin, phenobarbital, primidone mm rifampicin (Bmsk
TabaaHEa 1 oTHOCHO KO3HpaHeE 32 JiedeHde HA eMHIencas i Tabuma 3 oTHOCHO J03upaHe 32
JAedeHHe Ha OHIOAAPHO AQeKTHBHO pa3cTpolicTBo).

(b) 3anouBaHe HA IpHMeM HA XOPMOHAIHH KOHTPAUENTHBH NIPH HAUHEHTH, KOUTO BeJe
npHeMAaT moagbpkamu Ao3n lamotrigine n HE npueMaT HHAYKTOPH HA NIIOKYPOHHPAHETO HA
lamotrigine:

Mosxe Za € HeoBXOoauMO HoNbpxamara fo3a lamotrigine fia ce yBellrdH JO JBa IIETH B
3aBHCHMOCT OT HHANBHAYAIHHS KIHHUYIEH 0TroBop (BIK 4.4. CrelnanHy npeaypekacHus 0
CIICIIHAJIHY NPETIasHi MEPKH 3a yrorpeba u 4.5, JlekapCTBEHH B JpPYTH B3aHMONEHCTBHS).

(¢) Cirpase Ha OpHeM Ha XOPMOHAJHH KOBTPANENTHEH NPY NAaNHEHTH, KOHTO Bede
npueMAaT NoxXbprama xo3a lamotrigine 1 HE npuemMaT HHAYKTOpPH Ha IVIIOKYPOHHPaHETO Ha
lamotrigine:

Mosxe fa e HeobxoauMo mogabpkamara 5o3a lamotrigine na ce Hamamz 10 50 % B
3ABECHMOCT OT HHIMBHyAIHUS KinuwaeH orrosop (Bwk 4.4. Crnenuanan npenynpemenm L3¢

e IlanmeHTH B HanpeaHaja BL3pacT (Hax 65 roguHn):
He e neobxoamma npoMsHa B Jo3upoBKaTa. PapMaKOKHHETHKaTa
NaOMeHTH HE Ce PA3NidaBa 3HAYUTENHO OT Ta3| IIpH OCTAHANIATE BH3PacT

12.




e HeproapoGuo yBpexaane:

Hawannata, noanppKkanaTa ¥ Jo3ara [Ipy NopHIIaBaHe TpAOsa Ja ce peyLupaT
nputimE3aTeNHO ¢ 50 % npu cpeanoTexko (Child-Pugh crenen B) wepHOApoOHO yBpeKAaHe U ChC
75 % npu Texko (Child-Pugh crenen C) gepronpobuo yepexaane. Jlo3aTa IpH NOBUIIABAHE U
HOAALPKAINATa 032, TpAOBa /1a ce OXPEACIIT B 3aBHCHMOCT OT KIMHIYHMA OTTOBOp (BEX 5.2.
®DapMaKOKHHETHIHH CBONCTRA).

» bnopeuyno yspexgane
Lamotrigine tpsOea 1a ce npriara BEEMaTeHO IIPH NaNHeHTH ¢ 650peTHa HeA0CTaTFIHOCT.
Ipu mauwenTH B KpaeH crafuil Ha Op6pedna HeOCTaTHIHOCT HAYaNEKTe Jo3u lamotrigine Tpsfpa xa
ca copex cxemara 3a npueM Ha AFIT Ha manyeRTa; HaMaleHH HOMABPIKANIH JO3H MOXE Ja ¢a
e(pexTHBHH IIPH NanyedTy che 3HATUMO yBpexaane Ha O0p0peunara dynxiua (wx 4.4.Criennaman
NPOTHBOIIOKA3AHKS U CIENHANEY IpeAyIIpexIcHns 3a yrnoTpeda). 3a no-moapobua
thapmaroxuHeTHYHA HydopManus (Bux 5.2. @apMaKOKHHETHIHN CBONHCTBA).

4.3, llpoTusonoKazanus

Lamictal € mpoTHBOIOKa3aHy PpH NAIBEHTH ¢ H3BECTHA CBPEXUYBCTBHTENHOCT KbM lamotrigine
HIIM KM HAKOS OT APYTHTE CBCTABKH Ha JISKAPCTBEHUA HPOIYKT.

4.4, Coenyannu npeAyHpeXAeHHsI U CIIEIHAIHN NPeANIa3HN MepKH IPH ynorpeda

KoxeHn o0pHB

Crobmapanu ca HexxeNaHH PeaKI[iH OT CTPaHa Ha KO)KaTa, KOMTO C€ NpOABABAT MPE3 IEPBHUTE
8 ceqMuIHM OT HATAIOTO KA TepanmdTa ¢ lamotrigine. IToeeueTo oT o6prBHTE Ca IEKO POSBEHH U
HOKa3BaT CKIOHHOCT KM CaMOOTpaHHYaBaHe, o0aye ca ONUCBAHH B TeXKO HpOosSBeHA OOpHBH,
H3UCKBaINY OOJMHHYHO JIeYeHNe ¥ IPeKpaTIBaHe IPHIOKEHHeTo Ha lamotrigine.

Te morar Na 6BAaT DOTEHIEATHO JKHBOTO3aCTpaIIaBaIlliy OOPHBH KaTo CHHApoMa Ha Stevens Johnson
(SJS) u Toxcuuna emunepmansa vekpomnsa (TEN) (eax 4.8).

TlpH BB3pacTHH IANHEHTH, Ha KOHTO ¢ IpuiIarad lamotrigine B npenopnuBaHuTE JO3H,
YeCcToTATa Ha TEKKHUTE KOYKHE 00pHBH e nprbnnzutenso 1 coydait ga 500 nuna ¢ enumencus.
TpE6IM3HTENHO MOJOBHHATA OT Te3H ciaydad ca Onid Joknafaeanu kato SIS (1:1000).

B KAHHUYHH M30UTBAHIS DU AlHeHTH ¢ OrnoNapHo aheKTHBHO pa3cTpoictBo OposAT Ha
HabIroNABRHATE CIIy9an ¢ TEXEK 00puB e nprOnu3ureaso 1 ma 1000.
PHCKBT OT Pa3BHTHE Ha TEXKKH KOxHY 0OpHBY IpH JlellaTa € II0-BUCOK OT TO3H IIPH BE3PACTHH.

JTayH\TE OT M3CHEABAHMATA IIOKA3BAT, Y€ YECTOTATA Ha OOPHBHTE, CBBP3aHH ¢ XOCIHTAIH3aIHS
IIpH Jena ¢ enuwirencus € oT 1:300 o 1:100.

[TepBETe IpOABH HA OOPHB IIPH Jieiia MOTaT Ja OBHAT crpemerH ¢ MH(peknud. Ilpes nxpeute
8 ceaMuIH OT JIE9EHHUETO IIPH nposer HA GebpunuteT 1 06puB npu nena TpadBa Aa ce HMa HPEABHT
BB3MOKHOCTTA OT Pa3BHTHE HAa HEXKElIaHa JISKapCTBEHA PEaKIysl,

PrcKET 32 pazsuTHe Ha OOPUBH 3aBHCH OT:
¢ TlpueMm Ha BHCOKH HadaJHu Ao3H lamotrigine ¥ npeBHmrapaHe Ha IIPENOpLYaHaTa 1034 32
noBmwasage (Bx 4.2).

¢ ExHoBpeMenHo mprioxenue ¢ valproate (sux 4.2).

ITo ppemMe Ha NeveHneTo Ha MAllMEHTH C aHAMHE3A 32 KOXeH oOpHB HIH aneprus K eM JpyTa

HE3HAUMTENHO uspa3eH oGpHB ciex Neyenne ¢ lamotrigine e oxono Tpu IBTH
TIAHEHTH B CpaBHeHue ¢ Te3Hu Ge3 nonobHa anaMHe34.

Tlpu pasButHe Ha OOpPUB IPH BCHUKH MAlMeHTH (BE3PACTHA X JeHa), €
IaifenTa H He3a0aBHO CIIHpaHe MIPUIOKEHHEeTo Ha lamotrigine, ocBeH ako ¢



VCTAHOBEHO, I¢ OOPUBBT HE € CBBP3aH ¢ IIpUeMa Ha JiekapeTBOTO. IIpeXIOpEUHTEIHO € ICYEHHETO ¢
Lamotrigine xa He ce 3al09Ba OTHOBO IpH IANHEHTH, KOKTO €a I'o IIpeKbCHAH Iopagd 00pHB,
CBELp3aH C IpefHMuIHO Jiedenue ¢ lamotrigine, ocBen ako HOTeHHHANHATE TOA3H HAIBHIIABAT
BE3MOKHUS PHCK.

OGpuBHTE CEe OTMUCBAT U KATO 9aCT OT CHHIPOM Ha CBPBXIYBCTBHTEIHOCT, KOHTO BKJHOYBa
pa3lIiYHE CHCTEMHH MPOSBH K4aTO IIOBUIIEHa TEMIEPATypa, TUMGaJeHOnaTHsi, OTOK Ha JIHLIETO,
IIPOMEHH B KpFBHATA KapTHHA K QYBEKIHHTE Ha 9epHu Apod (Buxk 4.8). TexecTTa Ha KIMHHIHHTE
IIPOSBY HA TO3M CHHJIPOM € Pa3lIdYHA OPH OTACIHHTE IANHUESHTH, KATO B PEIKH CIIyIaH MOXKE Ka
HOBeJe IO pa3BUTHE Ha AHCEMUHHPAHA BETPECHAOBA KOAryIanusd ¥ MyITHOPIaHHA HEJOCTATHIHOCT.
Baxxro e a ce ¥Ma IIpeABHI, 9e paHHHTE IPOSIBH HAa CBPBXIyBCTBHTENHOCT KATO ITOBHICHA
TeMIeparypa 1 JunvidaneHonaTysi, MOraT 1a ce IpogBAT IIped pasBrTHEe HA ofpusa. [Tpu
YCTAHOBSBAHE Ha OIMCAHUTE CUMIITOMH € Heofxo/MMa He3abaBHa OIIeHKA Ha ChCTOSHHETO Ha
TIANBEeHTA B CIIMpaHe TIPHIOKeHHeTo Ha lamotrigine Ipy nuIica Ha ApyTra €THOJIOTHA 3a pa3sBHTHE Ha
TE3H peaKiIyA.

XopMOHAJIHA KONTPANENTHBH

EdexTn Ha XO0PMOHAIHATE KOUTPANESNTHBH BLPXY ehmKacHocTTa HA lamotrigine:

YeTaHOBEHO €, 96 kombumanusTa ethinyloestradiol/levonorgestrel (30 meg/150 mcg) moprmaga
KAUpBHCa Ha lamotrigine IpHONH3UTETHO IBA BTH, KOSTO BOAX A0 HAMAlIBaHe Ha HUBATa Ha
lamotrigine (8ux 4.5. JlexapcTBEEH H JpyTH B3aNMOIEHCTBHS). 32 IIOCTHIaHE Ha MaKCHMAJICH
TepaneBTHYeH OTTOBOD MOXKE Ja e HeoOX0uMO Ipe3 THTPanus Jia C€ JOCTHIHE MO-BUCOKA
DOANBpIKaIma Ao3a lamotrigine (Mpu6m3ATENHO Ba IBTH NO-BHCOKA). I1py K eHE, KOUTO focera He ca
NpyeMany HEAYKTOP Ha IIIOKYPOHHpaneTo Ha lamotrigine 1 ca Ha XOpMOHaJeH KOHTPANeNTHB
cxemaTa Ha IIpHeM Ha KOMTO BKIIFOUBA efHa ceaMuna Ge3 npreM Ha konrpanentusa (pill-free week), e
YCT2HOBEHO HOCTENEHHO BpeMeHHO [oKagBaHe Ha HEBaTa Ha lamotrigine mo BpeMe Ha cexppinara 6e3
IpHeM Ha KOHTPALENTHBa. Te3H HOKaIBaHksI e GRIAT I0-TomeMH, KoraTo o3ata Ha lamotrigine e
DOBKIIEHA B JHHUTE IIPeX¥ MK TI0 BpeMe Ha ceaMunara Ge3 IpreM Ha KOHTPAUCHTHBA. 32 YKa3aHHs 33
Josapane Bk “OG6MY HPenopBKY 3a J03HpaHe Ha Jamotrigine MpH CrIeNHATHE IPYIH IANHEHTH .

KnuennpctuTe Tps6Ba Ja BOAAT IO ITOAXO/SIH HAYHH JISUCHHETO HA XKEHH, 3a00TBAIIH HIH
CIIHMpaIiy XOPMOHATHH KOHTPaneNTHBY 110 BpeMe Ha Tepanus ¢ lamotrigine. Moxe ia ce HalOXH
KOpeKIs Ha 7j03ata Ha lamotrigine.

He ca mpoBexxAasy NPOYYBaHUs ¢ IPYTH HEpOpalHy KOHTPAUENTHEH ¥ XOpMOH3aMECTHTEIHH
TepaminH, BEIPEKH b€ € BB3MOKHO Te Ja NOBAMSAT (apMakoKHHETHIHHATE TapaMeTpy Ha lamotrigine
IO MICHTHYIEH HATHH.

EdexTn pa lamotrigine BEpXy ehNKACHOCTTA HA XOPMOHAIHATE KOHTDANENTHBHA:

PesynraTuTe OT IpOyIBaHE 33 B3aHMOAeHCTBAA IIpH 16 3apaBy AOOPOBONKH NOKA3BaT, 3¢ IPH
eXHOBpEeMeHEH lpreM Ha lamotrigine 1 XOpMOHaleH KOHTPANENTHE (KOMOHHATIIS
ethinyloestradiol/levonorgestrel) e nanune yMepeHO yBenmdeHne Ha KIHpbHCa Ha levonorgestrel u
TIPOMEHH B cepyMHATE (onukyacTamyimpant xopmoH (FSH) i mytemrnsupam xopMon (LH) (Brk
4.5, JlexapcTEEHH U APYTH B3auMogelicTeus). He e m3sgcHeHo BIMIHEETO HA TE3H NPOMEEH BBPXY
OBapHaJHaTa OBYJIaTOpHAa melinoct. He Moxe ofaue ja 65/ H3KIOYEHA BE3MOMKHOCTTA IPH HIKOK
HallMeHTH, IIpueManty lamotrigine 3aefAHO ¢ XOPMOHANHKE KOHTPACNTABH, Te3M MPOMEHH 12 BOJT IO
HaMaJIBaHe Ha KOHTpPalenTHBHATA e()HKACHOCT. 3aT0Ba Te3u IaNuenTKY Tpsa6Ba Ja Obaat.
HHCTPYKTUPaHA Ja CHOOMABaT 32 IPOMEHH B MEHCTPYANHUS CH HUKSI, HAIp. HH
KBPBEHE.




gHXHgQOQDJIaT pPEOYKTA3A

Lamotrigine e cnab naxuGutop Ha AuxuapodonaT pefykrazara. [lo Ta3u npauuHa Ipy
IPOALIDKHTENHO JISYenye Moe Ja IpoMeHn MeTabona3Ma Ha gomuesara KucennHa. BeIpekd ToBa,
IIPH HPOABIUKUTENHO JedeHue ¢ lamotrigine He ce yCTAHOBSIBAT 3HAYHTEIHH [POMEHH B
XeMOITIOOHHORATA KOHIEHTPAINIS, CpeqHHs 006M Ha epRTPOIUTHTE H CEPyMHNTE M EPUTPOIUTHH
KOHIIEHTpallin Ha (o/ueBa KHUCeNnHa 3a Ieproy 10 eaHa roauHa. He ce yeTagosasa mpoMsaHa B
KOHIIeHTpauuuTe Ha $oIaT B epUTPOIMTHTE 3a HEPHOX A0 5 TONHHHE.

Bbropeuna menocrarsaHoCT

ITpu u3caeqBanHe Ha OallESHTH ¢ TepMUEanda Os0pedHa BeIOCTATFYHOCT IPH TIPATIOKEHHEE Ha
emuHaHa 103a lamotrigine He ce ycTaHOBSBAT KIHHAYHO 3HAYMME IPOMEHHE B IINa3MEHHTE
KOHIEHTpaiiiK Ha lamotrigine. Beupekn ToBa, Moke Aa OB/€ 0YaKBaHO HATPYHBAaHE Ha
FIFOKYPOHHAPaHMT MeTaOONHT Ha NpoAykTa. [IpenopsuBa ce OBUINCHO BHUMAHHE MPH JICICHHE HA
nanpenTy ¢ 6p0pedHa HeZOCTATHUHOCT.

IanuenTH, JEKYBAHY ¢ XPYIH HPOAVKTH, ChAbp:xamu lamotrigine

Lamictal re TpsGea fa ce mpunara 6e3 KOHCYITaKA ¢ TeKap OpH IMAMEHTH, IEKYBaHH 10
HACTOSIMIEM C JAPYTH IPOAYKTH, ChAbpKaliy lamotrigine.

Ennnencas

KaxTo npH ApyrH aHTHEMICHITHYHY IPOSYKTH, BHE3AMHOTO CIIHpaHe Ha NpyJI0KEeHHEeTO Ha
lamotrigine Moxke za joBefe OO0 HOBa [OsBA Ha rbpuore. Jlozata Ha lamotrigine Tpa6sa na 6sae
HaMAalIfBaHa DOCTEIIEHHO 34 NIEPHON OT 2 CEAMHIH, OCBEH IIPH Pa3sBHTHE Ha ONUCAHHTE PEaKIlHH Ha
CBPBXYYBCTBHTENHOCT (HAIp. OOPHEHY), H3UCKBAIIM BHE3AMHO IIPEKpaTsIBaHe Ha jIeYeHHeTO.

Cmopes JIAHHH OT JIATEpaTypaTa IpH HalHeHTH ¢ TeKKH KOHBYJICHBHE (QOpMHE Ha €ITHIEIICHS,
BKIIOUHTENHO status epilepticus, Moxe Ja ce pa3Bue pabIoMuONM3a, MyNITHOPranHa JUCHYHKIME K
IVCEMHHHPAHA BETPECHI0BA KOAryIanys, B HIKOH CIydaH ¢ JeTaneH u3xox, Omnucpanu ca nofobuu
ciyJas, CBEP3any C IPIIOKeHHeTo Ha lamotrigine.

Bunosapno adeKTHBHO Pa3CcTPOHCTBO

Jena u monpacreamy (nox 18 ropnmm)
JleweHHETO ¢ AHTHACHPECAHTH € CBBP3aHO C IIOBKUOICH PHCK OT CYMITMIHE MUCIHA 1 IIOBEACHHE
IIpH Jella | NOXPACTBAY ¢ TOIAM ASHpPECHBEH eNM30/ H APYIH ICHXHATPHYHN PascTPOUCTBA.

BaomapaHne H2 KIMHHYHOTO CHCTOSHNE H CYHIA/IEH PHCK, CBH3aK ¢ ONN0JIapHoTOo
adeKTHBHO PAa3CTPOiCTRO

INanuenTHTe ¢ GUIOTAPHO Pa3CTPOHCTBO MOTAT Aa TOTYBCTRAT BIOMMABaHe Ha AeNpeCHBHATA
CHMIITOMATHKA W/IIIM ITOSBA Ha CYMIAIHHA HASH ¥ IIOBecHAe (CYHIMIHOCT) HE3BHCHMO Tallk
TpHeMaT KM He JleKapeTea 3a 6unonapHo pascrpoiictso. [TanmenTuTe TpabBa na ObaaT BHHMATENHO
YIPOCHEIABAHH 32 BIOMABaKe Ha KIHHUIHOTO ChCTOskME (BITIOIHTENHO 32 IIOABA HA HOBH CHMIITOMH)
U CYHHHIHOCT, 0c00EHO B Ha9anoTo Ha Kypcea Ha Jie9eHHe HIH MPH HPOMsHa Ha A03aTa.

BHCOKO PHCKOBHTE ITAIIHEHTH, KaTO HAUPAMED TaK¥Ba ¢ aHaMHe3a 38 CYHNHIHO IIOBSACHUE M
MMCIH, BE3PACTHHA B MJIAJa BH3PAcT ¥ MANUEHTH, IPOABABAINM CUIHO H3PA3CHN CYHIMIHN HICH




HeOOXOAUMOCTTA IIPH II0SBa Ha TaKKBa CUMITOMHE He3abaBHO Aa ¢& NOTEPCH JIEKapCKH ChBET.

TpsbBa Aa ce OOMUCIIM IPOMSIHA Ha cXeMaTa 32 ledeHHe, BKJI. BE3MOXKHO IIPEeyCTaHOBSBAHE
TpHeMa Ha JIeKapCTBOTO, HPH HAIMEHTH C BIIOMIaBaHe Ha KIHHEMIHOTO ChCTOSHHAE (BKIL NOSBa HA HOBH
CHMIITOMH) 1/¥iili OB Ha CYHIHIHE HACH/OBeleHne, 0c00eHO ako CHMITOMHUTE €2 TEXKH,
BHE3aHO HOABSBAINH Ce HIH He ¢a OMIE JacT OT HacTOSINHWTe CUMITOME Ha ITallBeHTA.

4.5. BzanMoaeHcTBHA ¢ APYry JIEKAPCTBEeHH HPOSYKTH H APYrH GopMH HA B3aHMOACHCTBHA

Vcrasogeno e, ve UDP-rinokyponnni TpaHchepazuTe ca eH3HMHTE, OTTOBOPHH 3a MeTabou3Ma
Ha lamotrigine. Hama nansy 3a XKIHHAYHO 3HAYAME WHEYKIHS HIIE HHXHOUpaHEe HA JepHOApobHaTa |
OKCHAHpAIa MeTaboNUTHE EH3MMHA CHCTeMa, IPHUMHEHH 0T lamotrigine M ca MaJKO BEPOSTHH
B3aHMONEHCTBHI MeXIY lamotrigine 1 fekapceTBaTa, KOUTO ce MeTabOMA3KpaT OT IUTOoXpoM P450
ensumuTe, Lamotrigine Moxke fia HHAyLHpa cBOs cOGCTBEH MeTaboM3EM, KaTo To3H edeKT € yMEpeHo
TIPOABEH ¥ HAMA KIITHHYHO 3HA9HMH I1OCIEACTBHA.

Ta6umuua 6: Edexrn Ha APpyra JeKapeTBa BbPXY IIIOKYpOHHpaHeTo Ha lamotrigine

Jexaperea, KORTO Jlexaperea, KOHTO JlekapceTBa, KOHTO
3HAYHTENHO HHXHOHpaT 3HAYNTENHO HHAYLHPAT HE3HAYNATENHO HHXHOHpAT
TAIKYPOHHPAHETO Ha rIKYPOHHPAHETO HA HJTH HHOYEHPAT
lamotrigine Iamotrigine IJIIOKYPOHHPAHETO Ha
lamotrigine
Valproate Carbamazepine Lithium
Phenytoin Bupropion
Primidone Olanzapine
Phenobarbitone Oxcarbazepine
Rifampicin
Ethinyloestradiol/
levonorgestrel B koMGraanys™

* He ca IpoydYBaH¥ APYIrA NepopaiHy KOHTPAISNTHEY ¥ JIEKapcTBa OT XOPMOH3aMEeCTHTEHY TePayH
(HRT). Be3MOKEO € Te Ja TIoBsusear (papMakoKHHETHIHKTE DapaMeTpy Ha lamotrigine no cxozeH
HATHH.

e BranMopeiicTBHH ¢ AHTHENMLIEOTAYHA JekapcTsa (BHxk 4.2. lo3ApOBKa M HAYHE Ha
npRiIoKeHae)

Valproate maxuOupa ITIOKYypOHUpaHeTo Ha lamotrigine, 3a0ass MerabonusMa ¥ yHBIDKABA
SIMMHHAOHHMAT TIONYKHUBOT Ha lamotrigine B mnasMaTta NpAOIH3HTENHO ABA IMBTH.

OnpeieNneHH aBTHENUIENTHYIHA IPOAyKTH (xato phenytoin, carbamazepine, phenobarbitone u
primidone), KOMTO aKTHBHpAT YepHOApoOHAaTa METa0OMTHA eH3UMHA CHCTEMA, HHAYIUPAT
TJHOKYpPOHHpaHeTo Ha lamotrigine u yckopssaT MeTaGomi3Ma Ha lamotrigine.

Ipu mpunoxenue Ha carbamazepine ciel mpuzeM Ha lamotrigine ce OIKCBa pasBuTHe Ha
CHMITOME OT CTP2HA Ha NeHTpalHaTa HepBHa CHCTEMA, KaTO 3aMasgHOCT, ATaKCHs, 1B
3aMBIIICHO BYIKAAHE W TafeHe. Te3H MpossH 0OHKHOBEHO H39E3BAT IIPH H&M&JIHBB:I}C‘%
carbamazepine. TToxo6uu edextr ca HaGIFOAABAHN IO BpeMe Ha H3MHTBAHE C | ()tﬁ
oxcarbazepine mpy B3pacTHH 3ApaBH JOOPOBOIIIHY, HO HE € IPOyIBaHo Hmamaue

B HAKOX CIIydYaH ¢e ONMMCBAT IPOMEHH B IIa3MeHHATe KOHIEHTPALHH Ha aHTHER




TIPOAYKTH. BeHpeKy TOBa, MPH NPOBEACHY KORTPOIMPAHy H3NHTBAHUS IIPH € XHOBPEMEHHO
IPHIOKEHNUE C APYrH aHTHETTMACITIYHH IPOIYKTH, HE Ce YCTAHOBABAT IIPOMEHHU B TE3U
KOHIEHTPaIMM, IpHIRHEHN 0T lamotrigine. Ilpu nposexenu n3cneaBasus in vitro, lamotrigine ne
IPUIHHABA H3MECTBaHe Ha JPYTH aHTHSNMHICITAYHN [IPOAYKTH OT MECTATA 3a CBBP3BAHE C
IIMa3MEHHUTE POTEHHH.

B m3nuTBaBe ¢ ydacTHE Ha BH3PAcTHH 3EpaBy HoOpOBOINY IpH IIpueM Ha qo3u oT 200 mg
lamotrigine i 1200 mg oxcarbazepine, ¢ ycranoBeHo, ¢ oxcarbazepine He Ipomens MeTabomM3Ma Ha
lamotrigine u lamotrigine He npoMens MeTabonu3Ma Ha oxcarbazepine.
¢ BaaamopeiicTBus ¢ APYrH NCAXOAKTHBHH areHTH (BInk 4.2. [lo3npoBka u HaYHH HA

npHIoKeHHe)

®apMaKOKMHETHIHHTE CBONCTRA Ha lithium cresy npuem Ha 2 g anhydrous lithium gluconate,
IIpueMaH ABa '6TH JHEBHO 3a IHecT Auu OT 20 3/paBu inma, He ce IPOMEHAT NIPH 6THOBPEMEHHOTO My
mpunaomkesve cse 100 mg/arepno lamotrigine.

MuoroGpoiinuTe HepOpaliHi 03K bupropion He ca NOKa3aly CTATHCTHIECKH 3HAYMMH e(QeKTH
BBEpXY PapMaKOKHHETHKATa Ha equHAgHa Jo3a lamotrigine npu 12 ymuua, xaTo € HabmoxaBaHO caMo
nexo ysemmgenre Ha AUC Ha lamotrigine glucuronide.

B u3nuTBaHe ¢ y9acTHe Ha BB3pacTHy 34pasd nodposomu npaeM Ha 15 mg olanzapine e
gamamun AUC 1 Cmax ga lamotrigine ¢csoTBeTHO cpento ¢ 24% u 20%. B nopegero cioydan He ce
OYaKBa TOBA & MMa KIMHWIHO 3HadeHune, Y CTaHOBEHO e, ue npueM Ha 200 mg lamotrigine He
HOBMsABa (PapMaKOKHHETHKATa Ha Olanzapine.

Pe3yntaTi OT in Vitro ONUTH 32 HEXHOHpaHE ¢a ToKa3aiy, 3¢ 00pasyBaHeTo Ha IIbPBUYIHES
MeTabonuT Ha lamotrigine, 2-N-glucuronide, ce rioBnusiBRa MEEAMAIHO OT CHBMECTHA HEKyDaiud ¢
amitriptyline, bupropion, clonazepam, fluoxetine, haloperidol, umm lorazepam. JlaumuTe 32
meTaboma3ma Ha bufuralol oT MEKO30ME OT TOBEIIKH YepeH Apob npexAnonarar, ge lamotrigine me
HaMaJisiBa KIMPHHCA Ha JEKApPCTBaTa, KOUTO ce eNMMIHMpaT npexamMHo upe3 CYP2D6. Pesynrary ot
in vilro OIETH IPEATIONAraT CHIIO, Y& € MalIKO BEPOSTHO KIMUMPHHCET Ha lamotrigine Ja ce mMOBIHSEa OT
clozapine, phenelzine, risperidone, sertraline mwiu trazodone.

¢  BiaaMopeiicTBHS ¢ XOPMOHAJIHH KOHTPANENTHRH
Edexr Ha X0pMOHAJTHATE KOHTPALEHNTHBY BEPXY GapMaKoKHHeTHKATa Ha lamotrigine

B KIHHMYHO H3MMTBAHE C YIACTHETO Ha 16 jKeHH JoOpoBOIKY, IpHEM Ha KOMOHHIpAH IepopaneH
xorTpanentus 30 meg ethinyloestradiol / 150 meg levonorgestrel e gosen 10 npubIH3UTEIHO
IBYKPATHO IIOBUINABAHE Ha OpaIHKA KAAPHHC Ha lamotrigine, HMamo 3a pe3yaTat HaMallsBaHe CPeJTHO
¢ 52 % u 39 % sa AUC u Cmax Ha lamotrigine. CepyMuuTe KOHIIeHTpanuHy Ha lamotrigine
TIOCTEIEHHO ¢A ce TOBHINABAH IIC BpeMe Ha CeAMUIaTa Ge3 nptieM Ha KOHTpalenTHBHHE TabNIeTKH.,

B xpas Ha cexmunara Ge3 EpHeM Ha KOHTPaleNTHBHM TaOleTKy cepyMHATa KOHIEHTpalys Ha
lamotrigine HemocpeACTBEHO NPeXH pHeMane Ha 1032 € CpeIHO OKOJIO JIBA IETH HO-BHCOKA,
OTKOJIKOTO II0 BpeMe Ha CEBMECTHA TepallHs.

Edexr Ha lamotrigine BLpXy (apMaKkoKUHETAKATA HA XOPMOHAJIHHTE KORTPALENTHBH

B KIHHEYHO H3NUTBAHE ¢ YIaCTHETO Ha 16 xeHH XoOpoBoIxy, IpHeM Ha foza oT 300 mg
lamotrigine He e okazan edexT BBpXy dhapMakoKuHeTHKaTa Ha ethinyloestradiol cperaBxara Ha
KOMOMHHpaHATA IepopainHa KOHTpalenTABHa TabNeTKa. Y CTaHOBEHO € YMEPEHOo yBeNMIeHHEe Ha

HAKOHU JKEHH, BHIPEKH e N3MEPBAHUSTA Ha CEPYMHI IPOTeCTEPOH [OKA3BAT, fieHAMA
JIAaHHHM 34 OBYJIAIMs ¥ HUKOS OT IIecTHaneceTTe kenu. He e u3scHeHo BB3geHCIBACTO
YMEpeHOTO NORKMINABaHe Ha KIHphHca Ha levonorgestrel i IpoMeHHTE B CEPYMAMLIE §



OBYNATOpHATA aKTHBHOCT Ha sitarmKa (8K 4.4. CrenuanHy NpeaylpesxAcHus U CIICIHanHu
npefnasHy Mepku 3a yrotpebda). He ca mpoyusann edextute Ha lamotrigine B AHEBHH 034 Pa3IHTIHH
ot 300 mg. He ca npoBexmanu u3mmTBaHms ¢ JPYTH XOPMOHAJHH JIEKAPCTBEHH IIPOSYKTH.

e  BsaumopneiicrBus ¢ ApYyru JeKapcerea

B wsnuTRame ¢ ygacTiero Ha 10 MBXe fo6poBom € ycTaHOBEHO, de rifampicin nopumasa
KIMpPBHCA H HaMallgBa €IIMMAHAIIMOHHKA Oy XHEOT Ha lamotrigine mopaiy MHIYKIUS Ha
YepHOAPOOHHTE €H3MMME, OTTOBOPHH 34 IIIOKypoHUpaHeTo. [IpH nauuesTH, JeKyBaHH €JHOBPEMEHHO
¢ rifampicin, TpgOBa xa ce H3ION3Ba IpENOpFYATENHATa CXeMa Ha IEYeHHE 3a lamotrigine
KOHKYPEHTHHTE HEAYKTYPH Ha NIOKyporupaneTo (BEK 4.2. Jlo3upopka B HAYHMH Ha IPHIOXKEHHAE).

4.6. BpeMenHoCT B KEpMeHe

Edexrn BLpXy (pepTHIIMTETA:

Ot npoBeieHn peNpOAYKTHBHY U3CIeABAHMIS IPH XHBOTHH, HE Ce YCTAHOBIBRAT IPOMEHH BEB
(epTHIIATETA B pE3YATAT OT NpreMa Ha lamotrigine.

Hsmva pamnu 3a edexra Ha lamotrigine Bepxy QepTHIHTETa K 90BEKA.

Bpemennoct:

TocTMapKeTHHTOBH JAHHH OT HAKOJIKO IPOCHEKTHEHM PETHCTPH Ha 6pEMEHHOCTTA ca
HOKyMEHTHPAJH pakaane npy noseye or 2000 xxeHH Ha MOHOTepanHs ¢ Jamotrigine 110 Bpeme Ha
IEPBOTO TpEMeceure OT OpemeHnocTTa. JoKaTo HaEHETE He HOKA3BaT 3HAUHTEIHO HApacTBaHe Ha
o0HIEs PHCK OT TOJIEME BPONEHH Man(OopMaIyy, CBP2aHH ¢ HPHIOKEHHETo Ha lamotrigine, e
PETHCTHP [OKIIaBa HApacTBaHe Ha PHCKA OT H3ONHPAHH HEMKOBOARK MaJ(OpPManuH Ha yCTHATA
Kyxmua. To3H NoBHINeH PICK HE € HOTBBPASH OT cOOpEYs aHANH3 HA JAHHHUTE OT INECT APYTH
peractepa. aunure 3a ymorpebata ya lamotrigine B KoMOMHaIMs, K4TO IO TEpais, He ¢a
JIOCTATHYHY, 34 Jia Ce OIpeleNHd JAIH PHCKET OT Maa(popMalliy, CBLP3aH C APYTHTE JICKapcTBa, e
MOBIHABA OT CEBMECTHOTO MM TIPHEJIOXKEHWE ¢ lamotrigine.

Lamotrigine Tpsi©Ba aa ce IpHIara 1o BpeMe Ha GpeMEHHOCT, CaMO aKO OYaKBaHATa [T0f13a OT
JICYEHHEETO TIPEBHIIaBA IOTEHIUAIHATS PHCKOBE.

DH3ONOTHIHHUTE HPOMEHH IO BpeMe Ha OPEMEHHOCT MOTAT Ja IOBIILIAT BEPXY HyBaTa H/HIK
TepaneBTHIHHS edekT Ha lamotrigine. Fima faHEM 32 HaMaleHw BuBa Ha lamotrigine o Bpeme Ha
6peMennoct. Topa Hanara HeOOXONHMOCT OT JIOAXO/AM, KIMHATIEH OAXO0K NPk GPEMEHHNM XeHH [0
BpeMe Ha TepamnmsaTa ¢ lamotrigine.

KnpmeHe:

Vima orpaHEYeHH JaHHH 32 eexTa OT NpHIOKeHHe Ha lamotrigine 1pH KxpMeHe.

VeTaHOBEHHTE CTOMHOCTH Ha JEKapCTBOTO B KbpMaTa obuxaOBEHO ca 40-60 % ot cepymuure
KOHIICHTpaITHH.

Tlpu mManbk Gpol mena ciel KbPMEHe ce YCTaHOBABaT KOHIEHTpaliy Ha lamotrigine, fp KOKTO
MoXe Ja ce IIPOSIBH (papMaKoIOTHICH edeKT.

TpabBa fia ce MpelleHaT BE3MOXHUTE TTON3H OT KEPMEHETO CIPAMO BB3MOKHHTE PHCKOBE OT
HEKeJIaHy JeKapCTBeHH Peaknyy, KOWTO0 MOraT Ja C& NPOABAT OPH KBPMadeTo.

4.7. EdexTH BHPXY cuocobHOCTTA 32 INompane H paboTa ¢ MaIHHA

edekT He ce paznugasa B cCpapHeHHe ¢ mianebo. [Tpy XNEEMYHATE H3NUTBAH
YCTAHOBSBAT HEKEIIAHHM PEAKNE OT HEBPOJIOTHIEH XapaKTep, KaTo 3aMasHOCT;
Tlopamu TasH OpUYwHA, OPEIH Aa 32I0YHaT Ja odHpaT A fa paboTaT ¢ Max



TpsbBa Xa YCTAHOBST KaK MM BIDIse JiedeHHeTo ¢ lamotrigine.

Enunencuaa
FiMa pa3zmika B IOBNIHABABETO OT HEYCHHETO ¢ AHTHENMICTITHIHM NPOAYKTY IIPH OTACIHUTES

IranueHTH. [IpenopraBa ce KOHCYNTANMSA ¢ IeKyBallis JIeKap OTHOCHO cIIeHU(HYHE BEIPOCH,
CBBEP3aHH ¢ MOGHPAHETO ¥ ENWIETICHITA.

4.8. Hesxenanu 1eKAPCTBCHH PeaKIHH

Hexenanute IeKapcTREHH PEAKIHK ¢a pa3elIeHu Ha CIeM(DUYHN 3a enIIeNcHITa 1 3a
OumonapeuTe pa3cTpoiicTBa IPYHH CIOpe] HANMIHETE JaHHK. BBIIpeKs ToBa, Npy OIpeeNsIHe Ha
ImsnocTHHS npodu Ha GezonacHocT Ha lamotrigine, Tpa6Ba Aa ce B3EMAT IIPEXBH/ H ABETE TPYIIH.

Brsnpuera e cnefnara KiacupuKanus Ha BeKeaHuTe IeKapPCTREHH Peakimz:
Meoro gecta (> 1/10), gecs (> 1/100, < 1/10), ne gectu (>1/1000, < 1/100), peaxu (>1/10000, <
1/1000), meoro penxu {< 1/10 000).

EINAIEIICHA

Hexenann PEAKNHH 0T CTPAHA HA KOKATA H NNOAKOKHETE THKAHHK

Tlo BpemMe Ha KIMHEYHH H3NATRAKMS, IpH KORTO lamotriging e Ipuraral KaTo MOHOTepanus:
Mauaoro yecrn: Koxen oOpus.

ITo BpeMe HA KNMHUYHO IPUIIOKeHHe Ha lamotrigine:
Muoro gecrn: Koxen o6pHE.

Pegkm: CannpoM Ha Stevens Johnson.

Muoro peaxn: Toxcudsa enuaepMania HEKPOIH3a.

TIpH IpOBEEHUTS JBOHHOCTEIH NPOYIBaHis, ce yeTaHoBsBaT oOpuBH npy 10 % OT navpenTUTe
ciex npueM Ha lamotrigine u npu 5 % cxen nnaneto. PassuTHeTo Ha 0OpUBY BOAM IO CHUpaHEe Ha
npuema Tipu 2 % ot nanuenTHTe. OGpUBEHT, B MOBEYETO CIIy4ar MaKyNONAMyI03eH, ¢ Pa3sBHBA IIpe3
TEPBHTE 8 CEAMMUIM OT NEYESHUETO, KaTo HpeMuHara Clle]l CIIupaHe Ha ipreMa Ha lamotrigine (Bimk
4.4).

MHOro psaKO ce OIMCBAT ANEPTHYHH KHBOTO3aCTPAMABally OOPHBH, BKIOUHTEHO CHHAPOM Ha
Stevens Johnson (SJS) u Toxcu4Ha enupepmanta Hexkpomasa (Lyell Syndrome). B moBeweTo ciydan
TE3H peakllMK IPEMUHABAT CHeJl CIHpane Ha TpreMa. BBIpexH ToBa, IIPH BAKOU HalHeHTH ce
pasBuBaT HeOGPATHMHE [HKATPHKCH, CHIIO TAKa HMa PeIKH CITy9Ian Ha JeTaleH u3xol (Bix 4.4).

PHCKET 32 pa3BUTHE Ha OOPHB 3aBHCH OT:

o TIpmem wa BHCOKH HadaiHu fo3W lamotrigine ¥ nIpeBUINaBaHe Ha IPeNopbYaHaTa J103a 3a

nopHmasane (Bux 4.2).

e EjnoepeMmeHHO IpHIOKeHHEe ¢ valproate (i 4.2).

OBpHBHTE C€ ONHECBAT M KaTO 9acT OT CHHAPOMa Ha CBPBEXIYBCTBUTEIHOCT, KOATO BKIIOYBA
CHCTEeMHH NposBH (Buwik Hexxelany peakiiy OT CTpaHa Ha HMyHHATa CHCTEMAa**),

He:xxeTaHA Peaxiiuy 0T CTPaHa HA KPLBHATA M AAMGHATA CHCHTEMA

Muoro PEAKH: HPOMGHH B KpbBHATa KapTHHA BKJI. HEYTPOIICHUS, JICBKO
TpOMGOIJ;I/ITOI'IeHKH, MaHNKHTONCHK A, alllIaCTHYHA aHEeM

ITpomenuTe B XpHBHATA KapTHHA MOTaT A2 O6JaT MK 1a He OBaaT caﬁpé{ag
. 1

CBPBXUYBCTRATENHOCT (Brok Hexenanu peakuiy OT CTpaHa Ha MMyHHATa CHCTEMak]




He:xerapd PEAKHHH OT CTPAHZ HA NIMVHHATA CHCTCMA

Mnoro pexxu: CHHAPOM Ha CBpHXIyBCTBHTEIHOCT** (BKIFOUBAL CHMIITOMHE KaTO IIOBUINEHA
TeMuepaTypa, nuMdaneHonaTys, OTOK Ha JHIETO, IPOMEHH B KPEBHATA KapTHHA U QYHKIIHNHTE Ha
yepHHs Zpo0, AHCEMUHNpaHa BETPECHEOBA KOATYIONaTHI H MyATHOPraHHAa HeNOCTaTHYHOCT.

**Q0pusuTe ca OHIH crO0MAaBaHl U KaT0 9acT OT CHEAPOM Ha CBPBXIyBCTBHTEIHOCT, CBAD3AH C
PasIHYHE CHCTEMHH TIPOSBY KATO IOBHINEHA TeMITepaTypa, MMMbaneHonaTns, OTOK Ha JTHIETO H
IPOMEHH B KpbBHATa KapTHHA H GYHKIMHTE Ha yepHud Zpob. IIpossrTe Ha TO3M CHHAPOM ca ¢
a3y KIEEMIHA TEXKECT, KaTo PSIKO MOTaT Ja AOBEHAT 0 JHCeMHHHpaHa BETPEChIOBA
KOaryJjlamys ¥ MyJITHOpraHHa HeFOoCTaThYHOCT. TpsifBa fa ce MMa Ipe/IBHE, & PAHHUTE IIPOSBH Ha
CBPLXYYBCTBHTEIHOCT KAaTO IIOBHITIEHA TEMITEpaTypa K MUMQPaneHOnaTHI MOXE Ja Ca IPOABEHH IIpeiy
passuTHE Ha 06puBa. [IpH ycTaHOBSBaHE Ha OIMCAHKUTE CHMIITOMH H OPOSBH € HeoOXonama
He3abaBHA OlleHKA Ha CHLCTOAHMETO Ha IaiAeHTa U cIupane npueMa Ha lamotrigine Ipe nMIIca Ha
JIpyTa eTHOJIOTHA 38 Pa3BHTHE Ha Te3H peaKiluH.

IcuxuypH HADYIICHIS

Yecrn: PaznpazsnaTenHOCT.
He gectn: Arpecus.
Muoro peaxkn: THKOBe, XalIONKHAUKMY, O0BPKBAHE.

He:xeJagH PeakIHBE OT CTPaHA BA HEPBHATA CHCTEMA

TTo Bpeme Ha KIHHHIHHA M3HTBAHNKS, IPY KORTO Jamotrigine e IMpanarad KaTo MOHOTEpamus:
Muoro gectn: Irarobommie.

Yecrn: CramiBocT, Oe3CHHNIE, 3aMagHOCT, TPEMOP.

He gecTn: ATaxcus.

Io Bpeme Ha KIIMHUIHO [IPHIIOKEHAE Ha Jamotrigine:

Muoro yecta: ['naBofonme, 3aMassHOCT.

Yecrm: Hucrarem, TpeMoOp, aTaKcHs, CHHIMBOCT, Oe3CEHHE.

Mpuoro penxn: B130yzaa, 3ary0a Ha paBHOBeCHE, IBHTATEIHH CMyIIEHHU, BIONIABAHE
CHCTOAHMETO Ha MAIIMCHTH, CTpajamH oT fonecTra Ha IapKHHCOH, eKeTpanEpaMuIHI CHMITOMH,
XOpeoaTeT03a, YBE/IHUeHa 9eCTOTA Ha PA3BHTHE Ha MBEPIOBE.

VCTaHOBEHO €, Ye MPHIOKEHHeTo Ha lamotrigine MOXKe Ja BIOIM CHCTOSHHACTO Ha HallMEHTH,
crpanamu o1 GonectTa #a [Tapkusicon. MiMa usonupans cro0mmenys 3a HOsBa Ha eKCTPanupaMuTay
CHMIITOMHM M XOPE0aTeTo32 IIpH NauueHTH Oe3 6onectTa Ha Ilapxuncon.

Qunu cMyYDICHHESA

MHuoro wectH: JIBoHHO BryKAane, 3aMBIIICHO BHKIAHE.
Peaxn: KoHIOHKTHBHUT.

Hexeaann peaKIEH 0T CTPaHa HA XPAHOCMHIATEIHATA CHCTEMA

Tlo BpeMe HA KIMHHAYHA W3IMTEAHMS, IIPH KOHTO lamotrigine € npuiaras KaTo MOHOTEPATIHS:

Yeern: Tanere.
Tlo BpeMe Ha KAHHAYHO NPUIOKeHAE Ha lamotrigine:
YecTn: ["acTpOHHTECTHHAIHY CMYIHCHUS (BIL IIOBPBITAHE H JHAPHS).

Hexeaany peakiay 0T CTPAHA HA YepHHH P00 B KILYHATE NHTHINA

Mnoro peaxn: [IoBUINEHA CTOMHOCTH Ha HOKA3aTEIHNTe HA IePHOAPOOHHUT
TECTOBE, YePHOAPOOHa AuchyHKIHA, 9epHOAPOOHA HETOCTaTEIHOCT.



Yepruogpobuata gucdyuxius oOBKHOBEHO ce NPOYBIE2 BEB BPE3KA ¢ PEakuKTe Ha
CBPEXIYBCTBHTENHOCT, HO B M30/IHPaHH CITy9an € HaboAaBana ¢aMOCTOATENHO.

Hexenann pPEaKHHH OT CTPAHA Ha CREJISTHATA MYCKVIATYDA H ChEIHHATEIHATA THKAN

Muoro peaxu: ITogoOHE Ha TyIIyc peaKilHi.

Hexenxann peaknuy oT CTPAHA HA NEJIHH OPraHilIbM

Yeern: YMoOpseMocT.

BHITOJAPHO A®EKTHBHO PA3CTPOMCTRBO:

Ipm ompenesnsiHe Ha NAIOCTHAES Podmi Ha Oe3omacHocT Ha lamotrigine Ioco9eHHTE 1MO-AOTY
HEXEeNaHK JIeKapCTBEHH peakilii TpsaOBa Jia ce pasTielkAaT 3aeaHo ¢ Te3M, KORTO ce HabmoaaBaT Ipy
SILANIEIICHL.

Hexenann peakEH 0T CTPAHA HA KOKATA M HONKOKHATE ThKAHH

Ilo BpeMe Ha KIMHMYHA H3NHTBaHE IIPH OHNONapHO adeKTHBHO PascTPOHCTBO:
Muoro wectn: Koxen o6pus.
Pengrxn: Cusgpom Ha Stevens Johnson.

OT BCHYKY H3NUTBAHHS (KOHTPOIMPAHY W BEKOHTPONUpary) ¢ lamotrigine npy OUmonapHo
a()eKTHBHO pa3cTpOMCTBO KOxeH oOpHB € HaOmonasaH mpH 14 % oT manuentuTe Ha lamotrigine. Ha
¢hoHa Ha TOBA, IPH KOHTPOJIMpPAHATE HIMUTRAHNA Ha IANUEHTH ¢ OHIIONApHO PascTPOHCTBO KOXKEH
obpHB ¢ HabmoRaBas npu 9 % oT nanuenTHTe Ha lamotrigine u npx 8 % OT namEeHTATE Ha HAe6o.

Hexeiann peakiiHy 0T CTPAHA HA HEPBHATA CHCTeMa
Tlo BpeMe Ha KIMHWYHH H3MHTBAHHUSA IIPH OHUIoNapHO a()eKTHBHO Pa3CcTpoiicTBO:

Muoro wectn: ['maBoGomue.
Yeern: Br3byna, cbHIHBOCT, 3aMasgHOCT,

Hexenann PEeAKIIHH 0T CTPAHA HA CKEJCTHATA MYCKYJIATYDA H CHEIHHHTEIHATA ThHKaH

ITo BpeMe Ha KINHEHEYHE H3NUTBAHEMS IPK OUITONapHO ad)eKTHBHO PasCTPOMCTRO:
Yeeru: Aprpanrus

He:xenann peakadH 0T CTPAHA HA HENNd OPranfibM M HA MACTOTO Ha NMPHJIOKEHIE

ITo BpeMe Ha KIHHAYHE H3MHTBAHAA IpH OUNoNapHO aeKTHBHO Pa3CTPOHCTBO!
Yecrn: bonka, Gonka B repba.

4.9. Ilpenozmpane

Cumunremu u Oenen:

Onucea ce caygaiino npenosupane ¢ 1034 10 go 20 nuTH mo-BHCOKH 0T MaKcUMalHarta
TepameBTHYHa J03a. B pesynrar Ha Ipe/lo3UpaHeTo ¢¢ YCTAHOBABA HUCTArbM, aTakcys, HPOMEHH B
CBh3HAHHETO U KOMa.

Jleuenue: )
ITpu mpeo3npaKe, ce IpenopbIBa XOCIUTAM3HAPaHE H IpH/Iarane Ha 1 o
He0GXORMMOCT MOYKE Jia C& IIPHIIONKH JIaBaX Ha CTOMaxa. / o

5. ®apMaKOJIOrHIHH JAHHY e



ATC xon: NO3AX09.

5.1. @apmaxoaIEAMHAYHN cBOiicTBA

Mexanu3bM Ha JeiicTaae:

PesynratrTe OT hapMaKkOIOFHIHHTE U3CIEABAHNS IOKA3BAT, U€ B 3aBHCHMOCT OT JI03aTa
lamotrigine Boxw 10 GNOKHpaHe Ha HATPHEBHATE KanalK. B KIeTHYHHE KyATYpPH OT HEBPOHH, B
32BHCHMOCT OT pabOTHHS HOTEHIHAN i BONTAXa, BOAH J0 GIOKHpaHe Ha MIPOLBDKUTEITHOTO
IOBTAPANIO ce BE30YKICeHHe, KaTo 0 TO3H Hayuy HHXHOHpa MaToJIOTHIHOTO 0cBOOOXKAABAHE Ha
rJlyTamar (aMHHOKHCENHHA, KOATO HMa KIIF0Y0Ba POJII B TEHEPHPAHeTO Ha eMMISHTHIHKITE I'bPY0BE),
OCBeH TOBa MHXHOMpA Ipeau3BHKAHATA OT IIIyTaMar fpossa Ba aKIHOHHHA TOTEHITHATH.

PapMakogHHAMBEYHH € eKTH:

ITpoBeneHy ca u3ciieABaHus 32 OeHKa Ha edhexra Ha JeKapcTBaTa BEPXY IMEeHTpalHaTa HEPBHA
cuctema, [lpn npunoxenne Ha 240 mg lamotrigine Ha 31pasu go6pOBOIIH, yeTaHOBEHHTE edeKTH ca
mofo6Hu Ha Te3u 3a nnanedo. Ot Apyra cTpana cinex nprioxerne Ha 1000 mg phenytoin unu 10 mg
diazepam ce yCTaHOBSBAT 3HAYUTENHO HapyIIaBaHe Ha GhuHATa 3PUTENHA NBATaTEIHA KOOpIXHHAI,
JMBAUKSHMASITE Ha OYMTS, PABHOBSCHUETO B CyOeKTHRHN edeKTH Ha cefAupaye.

Ilpu ppyro wsmwrBeaHe ciel NepOpaieH IIPHEM Ha efHa fo3a oT 600 mg carbamazepine ce
YCTAHOBABAT NOBMIIABAHE Ha CHPACYHATA JECTOTA H 3HAYHTENHH HPOMEHH Ha (puHaTa 3pUTenHa
JIBHraTeliHa KOOPMHHALNSE, ABIKEBMSTA Ha OYWTe M paBHoBeckeTo. OT ApyTa cTpaHa clefy
IpHEIoXeHue Ha lamotrigine 8 703H oT 150 mg u 300 mg ycraHOBeHHTE eEKTH ca IIOROOHH Ha TE3H
IIpH TIpHEM Ha IUane6o.

5.2. @apMaKOKHHETHIHH CBOHCTBA

PezopOnus

Lamotrigine ce pezop6ipa OBP30 K H3LANO B TaCTPOUHTECTHHAIIHHS TPAKT, KaTO HE Ce
yCTaHOBSBA KIHHUYHO 3HaunM first pass MeTabonu3sM. BEpXoBH IIa3MeHN KOHIICHTpAIlHK ce
JOCTHTAT IPHONU3UTENHO 2,5 Jaca ciIel HepopaiHo npmiokeHne. ClIes IpreM Ha XpaHa BPEMETO 3a
JIOCTHI2HE Ha Te3M KOHUEHTPANH JIEKO Ce YABIKAaBa, HO CTeNeHTa Ha pe3opbums He ce npoMmens. IIpu
rpadhuHO H306pazgsane hapMakOKMHETHKATA HA NPONYKTa NPEeNCTABIIBA HpaBa INEKA. ToBa ce
YCTaHOBSIBA IIPH IIPHNIONKeHNe Ha Io3H A0 450 mg, KaTo HO-BHCOKH HAO3H HE Ca U3CIeBaHY,
MaxcrMaIHATe cTalHOHapHH (steady state) KOHIIEHTpanuy ca pa3iH4HHE IIPH OTACIHHUTE HallHeHTH,
K4TO IIPH BCEKH IMAlBEHT TE3H CTORHOCTH Ce PasiuyaBaT MHOY0 PAIKO.

Pasupenenenne

CBBp3BaHETO ¢ IUIa3MeBuTe HpoTenHY € npudimsarenso 55 %. He ce owaksar npossyu Ha
TOKCHYHOCT IPH H3MECTBAHE OT MACTOTO Ha CBEP3BAHE € IIA3MEHHTE IPOTEHHH.

JlexapcTBsoTO NpUTEXKAaBa oOeM Ha pasnpefgeneHue Mexay 0,92 u 1,22 I/kg.

Merabonan3apane

Lamotrigine ce MeTabonuzupa OT eHsuMa Y [IO-rHoKypoHH Tpanchepasa.

B MHOrO Manka cTemieH B 3aBACHMOCT OT JozaTa lamotrigine MOKe Aa MHAyUMpPa cOOCTBEHHS CH
MerabonussM. Hama 1oxaszarencTsa 3a BOMIHHETO Ha lamotrigine Bppxy hapmaxoxkuueTnkaTa Ha
OpyTH aRTHEHRICITHYHE IpoxykTh. He ce ogaxsar B3amMozeiicTBrs Mex Iy lamotrigine 1
JieKapCTBEHHTE IPOAYKTH, KOMTO Ce MeTabomH3upaT OT HUTOXpoM Paso eH3EMuUTE.

Emavmanapane 7 @‘3\‘3‘“0 ”E‘fép‘,
Cpennnte cranmonapsu (steady state) crofiHocTy Ha KiMpbpHCa, IPH 3APABU B 39% w
i o e

39 + 14 ml/min. KimpsHCsT Ha lamotrigine e npenumyuo ypes MeTab0IH3HpaHe ¢ noc BEB it

-



eMMHEHEpaHe 107 hopMaTa Ha FIFOKYPOHMA-KOHIOraT ¢ yprHata. ITo-Manxo ot 10 % ot lamotrigine
ce eKcKpeTHpar HeHpOMeHeHH ¢ ypuHaTa. Camo okxono 2 % ce exckpernpart ¢ deneca. KiIHPBECET K
eNIMBHANMOHBYST NOMYXXHABOT B I11a3MaTa He ¢a 3aBHCHMH OT IpHeTara qo3a. Cpeaansar
eNMMMHHAITEOHEH IIONYKHBOT IIPK 3APaBH BB3PAcTHH € oT 24 1o 35 yaca. Ilpn m3cleBane Ha
TANMeHTH ¢bC cHHApoMa Ha Gilbert ce ycTaHOBsBA IOHIKEHHRE Ha KiIHpEHCca ¢ 32 %, B cpaBHEHHE ¢
KOHTpOJIaTa, He3aBHCHMO OT TOBa, TE3H CTOHHOCTH ca B paMKKTe Ha 00Imara moIyIangs.

EnuMuHaiHOBHUAT IHOMYXKHUBOT Ha lamotrigine B miazMara ce HpOMeHS 3HAYMTEIIHO TIPH
€IHOBPEMEHHO IIPUIIOKEHHE C APYTH JICKapCTBa.

TIpH eAHOBPEMEHHO HPHUIIOKEHEE C JIEKapCTBa, KOUTO aKTHBHPAT IIIOKYDOHHPAHETO, KAaTo
carbamazepine 1 phenytoin, cpeTHHAT eMMMHUHEAITMOHEH ITOTYKABOT Ha lamotrigine ce pemynupa
npubnu3ETenHo A0 14 gaca, CHINO Taka, IPH CEBMECTHO NPHIOKEHUE ¢ valproate, ce yABIDKaBa
npubmuzuTenHo 1o 70 gaca (Bux 4.2. [lo3mpoBka M Ha9HH Ha Ipuiaokenue u 4.5, JlexapcTeeHa H
JIPYTH B3aAMOAEHCTBHA).

EnnMAHApPAHE IPY Jerxa:

Ilpu ompenenssae Ha KMHPEHCA CIIPSIMO TENICCHOTO TEMIIO, IPH JeHa Ce YCTAHOBABAT HO-BHCOKH
CTOIHOCTH OT TE3H IPH BE3PACTHH, KATO HAl-BHCOKH ca Ny Jina 1ok 5 roxaan. EmiMunanuossasar
IIONYXXHBOT Ha lamotrigine B mrasMaTa IIpy Jeiia € JIO-KpaTko OT TOBa IIpH Be3pacTHH. IIpu
OPUIIOKEHEE ¢ JISKapCTBa, HHAYUMpPAIlH eH3UMHR CHCTEMH, Kato carbamazepine 1 phenytoin, ce
peayLHpa 50 HNpRONH3NTENHO 7 gaca ¥ CBIIO Taka ce yabikapa fo 45-50 uaca, [IpH eAHOBPEMEHHO
IpHiIoKeHne ¢ valproate (Bmx 4.2).

Expvusnpade 0ps NaIHEHTH B HANPEXHANA BH3pACT:

ITposeieH € cpaBHETeNeH (PapMaKOKHHETHICH aHAIM3 Ha IOIMYANMOKHO HUBO IPH Miaay
HAIlHEHTH H P NANHEHTH B HaIlpeHANa BE3PacT C enuercui. IIpy olieHKa HA pe3ynTaTHTe HE Ce
YCTAHOBSABAT KIIHHHYHO 3HaY¥MM YIDOMEHH B KIIMphHCa Ha lamotrigine. [Ipn npreM Ha eAHBEHYHA 1032
ce yeragoBgear ¢ 12 % mo-HUCKY CTOHHOCTH Ha KIMPBHCA, KaTO CHOTBETHO 32 20 rogumHa BE3pacT ca
oxono 35 ml/min, xoxaTo npy nanuenTd Ha 70 rommmHa Be3pacT ca 31 ml/min. ITonimxasane ot 10 %
Ce YCTAHOBSRA CJE] JIeUeHNe B IPOABIDKECHEE Ha 48 ceqMmmy, karo cTOHHOCTHTE CHTBETHO ¢a oT 41
o 37 ml/min 3a JXBere BE3pacTOBH rpyni. IIpoBeAcHY ca ¥ U3CNeABaHKS Ha (hapMaKOKHHETHKATA Ha
lamotrigine ciex exHoKpareH npreM Ha 150 mg mpu 12 3xpasu muia B HampeaHaNa BB3pact.
CpeHHETE CTOHHOCTH Ha KIHpBHCa IIpH Te3u nanperTH (0,39 ml/min/kg) ca B paMKuTe Ha
croimoctute (0,31 no 0,65 ml/min/kg), ycTanoBeRHE clief TPOBENICHH 9 KITHHHYHY H3CIIeXBAHES IPH
BE3PACTHH, ciel IpUIoKeHue Ha eAnanaay o34 ot 30 10 450 mg.

EanMuaHApaBe HPH NalHeHTH ¢ 050peuno yBpexgane:

THpaganaceT N0oOpOBONNY ¢ XporwdHa Op0pedHa HEAOCTATHYHOCT H IIECT NAHEHTH Ha
XEMOJIMaTi3a ca IpHeiH efHoKpaTHa Jo3a o1 100 mg lamotrigine. Ycranosero ¢ cpexpo CL/F
0.42 mV/min/kg (xpouudna 650pegna senocrarsaroct), 0.33 ml/min/kg (MexHy XeMOqUaNH3HUTE) H
1.57 ml/min/kg (o BpeMe Ha xemoxpanmu3ara), B cpasHerue ¢ 0.58 ml/min‘kg npu 3apaBy
nobpopomy. CpemsusT elAMUHAIMHEH TONYKHUBOT Ha lamotrigine B nmazmata e G 42.9 yaca
(xpornuHa 6BOpeYHa HeJOCTATHIHOCT), 57.4 daca (MexAy xemopnanmusute) 1 13.0 gaca (o Bpeme Ha
XeMoJHanuza), B cpaBHenue ¢ 26.2 yaca npu 3aparu gobposoiuu. CpenHo, npubnasuremo 20%
(mexay 5.6 m 35.1) ot xonmuuecrBoTo lamotrigine, HAMHYHO B TANOTO, € G0 eMAMUHEPAHO IIO BpeMe
Ha 4-9acoBa XeMOAMATH3a. 34 Ta3y Ipyra alHeHTH HadanHure fo3n lamotrigine Tpa6sa ga ce
ONIpEIEISIT CIIOpe]l cxeMara 3a npueM Ha AEIT Ha manyenTa; HaManeHHATe TOANBPIKALTY JO3H MOTAT &




EmMusupane Npa NANKCHTH ¢ 9epHOIpolHo yBpexIane:

Tipu 24 nuna ¢ pazmgna cTeneH Ha 9epHoApoOHO yBpexaaHe 1 12 3apaBu KOHTPOIH €
MPOBEACHO GapMakOKUHETHYHO H3NKTBAHE C IPHIOKEHEE HA eTHOKpaTHa no3a lamotrigine.
Cpenrust xiupbHC Ha Jamotrigine e 6mr 0.31, 0.24 smm 0.10 ml/min/kg npr nanuenTaTe ¢
yepHonpobHo yBpexkaaue crened A, B, unm C (Child — Pugh xnacuduxammig) cEOTBETHO, CpaBHEH ©
0.34 ml/min/kg ipu 3npasute korTpony. Hagannata mo3a, A03aTa NpH NOBHIIABAHE U NOJABPXKAIOATA
Jo3a TpsA0Eea ja ce pemyupaT npudbmasurenHo ¢ 50 % mpu ymepeHo Texko (Child-Pugh crenen B)
YepHOAPOGHO yBpexxane 1 ¢be 75 % npu Texko (Child-Pugh crenen C) uepronpobHoO yBpekLaHe,
JlozaTta npu OBHINIABaHE K IOATBPKAINATA [f03a, TpSAOBA @ C& ONPEeNaT B 3aBUCHMOCT OT
KIIHHAYHUS OTTOBOP.

Kiananyeg A3NHTBaHASA

Knanugaaa edaxacHocT Npy npeseHHEsS Ha AeNPEeCHBHH eNA30AN IPH HANHCHTH €
ommonapHo aeKTHBHO pa3cTpolicTBo:

JIBe OCHOBHE M3NHUTBAHHUS IIOKA3BAT e(HUKACHOCTTa IIPH IIPEBEHIHS OT JENPECHBHE €NH300H IPH
TanEeHTH ¢ GunonapHo aQeKTHBHO pa3cTPOHCTBO.

INporeneno e kauEMIHOTO KanuTBaHe SCAB20003 - MyNTHIEHTPOBO, NBOKHO-CIIAIO, C /IBE
JeKapCcTBeHH GOpMHE, mianebo u JIHTHH KOHTPOIHPaHO, PaHIOMH3HpPaHO, ¢ (hHKCHpaHa 103a 32
OLIEHKA Ha ZBIFOCPOYHaTa MpeBeHnys Ha HOBTOPHA IOsIBA Ha ACIPEecks /WM MaHus IPH HalHesTH ©
Gunonapro adeKTHBHO pa3cTPOCTBO, KONTO HACKOPO MM B MOMEHTA Ha H3IIHTBAHETo ca O B
TOIsIM Aenpecubel emuzon. Cren crabmm3npase ¢ MOHOTepanus ¢ lamotrigine mmu lamotrigine
TICEXOTPOIIHH JIEKaPCTBA HAal[HEHTHTE ¢a OUIM paHJOMHU3HPaHH B €/JHA OT NETTE rPYUM Ha JICUeHHE:
lamotrigine (50, 200, 400 mg na gew), lithium (cepymuu muBa oT 0.8 g0 1.1 mMol/l) mmu nnaneGo 32
makcuMyM 76 cegmun (18 mecena). CxemuTe Ha iegeHNe ¢a IOAXBPKAHH J0 MOSBA Ha HOB 30K
HA MPOMSIHA B HACTPOCHHETO (IenpecHs HIIK MaHH:), H3HCKBAIl HaMeca ¢ JOIBIHHTEIHA
dapmaxoTepamuis 1ig enekrpokonByicuBHEO nedeHne (ECT).

ITepsuynaTa KpaifHa 1er e Guina "Bpeme J0 Hameca ITPH €IH30/ Ha IPOMSIHA HA HACTPOSHUETO
(TIME)," kaTo Hamecara e 6una una gonbnEnTenHa hapMakorepanns amu ECT. Tasu kpaiina nen e
ananu3Hpana ¢ TIOMONITa Ha TPH METO/a 32 padoTa ¢ JaHHH OT IaNUEHTH, HPEKbCHAIN JIETeHHETO
IpelH TaKaBa Hameca. Y CTaHOBEHH ca pP-CTOHHOCTH OT Te3u aHanmsu Mexay 0.003 u 0.029. Ilpu
JOIBIHUTEHA 2aHAA3H HA BPEMETO JI0 II0ABaTa Ha I-pBHA ACIPECHBEH EITH30]] H BpeMeTo J0
TOSIBATa HA IILPBHS MaHUEH/XUoManyieH HIIH CMeceH eu30)] HpH MallieHTHTe Ha lamotrigine e
YCTAHOBEHO IO-IBJTO BpeMe IO MOsABa Ha IIEPBHs AENPeCHBEH €IIH30/ B CpaBHECHHE ¢ IAIHCHTHTE Ha
mnanedo (p=0.047). Paznuxute B Ie9eHHETO IO OTHOMICHHE Ha BPEMETO HO [OsBa Ha
MaHHEH/XHIOMABHCH MM CMECEH eITH30/] HE Ca CTaTHCTHYECKH 3HaTHMH.

Iposeneno e xkmmHITHOTO H3nHTBaHe SCAB2006 - MyITHIEHTPORO, ABOHHO-CIIAIO, C IBE
NeKapcTBEHRH GOPME, mHaneto i IIMTHi KOHTPONEPaRo, PRHAOMU3APAHO, ¢ Qrexcubunna fosa 3a
OllEHKa Ha JBIATOCPOYHATA IPEBeHITHS Ha IOBTOPHA HOsIBA HA AEIIPECHATA H/HIH MAHHATA IPH
HallMeHTH ¢ OHIOJIApHO a(leKTHBHO pa3cTpOocTBO THH I, KOHNTO HACKOPO MJIM B MOMEHTA Ha
M3IHTBAHETO 2 OHIIH B MAHHCH MK X¥IoMasreH enn3ol. Cuex crabunmsupane ¢ MOHOTEDAIYS ¢
lamotrigine s lamotrigine v ICHXOTPOIHY JIeKapcTBa MAITMEHTHTE ca OMIIY paHIOMH3HPAHH B ¢IHA
OT TpHTE TPYIH Ha Jegenye: lamotrigine (100 - 400 mg na yen), lithium (cepymun Husa ot 0.8 1o
1.1 mMol/l) wx nnaneGo 3a MakcuMyM 76 cenmund (18 Mecenz). Cxemure Ha J€IeHNE ca
HOTEPIKAHY N0 TIOABA HA HOB €30/ Ha IPOMSHA B HACTPOSHHETO (IenpecHs Wil MaHHUI), H3HCKBAIT
HaMeca ¢ JOILIHHATENHA (GapMaKOTEpAIys Uil eNeKTpoKoEBYIcHBHO Negerne (ECT).
TTnperunaTta Kpaiina nex e Omwra "Bpeme o Hameca IIPH SIH30]1 Ha npomnw
(TIME)," xato Hamecara e GiiIa WK JOIEIHHTEIHA GhapMaKoTepalus Ak ECjT




HOsIBata Ha I'bPBHSA MaHHEH/XUIIOMAHNEH KN CMECEH eIH30, NP MallMeHTHTE Ha lamotrigine e
HaOHIO2BaHO TIO-KHAFO BpeMe [0 II0fBa Ha IIEPRHS JICIPECHBEH €IH30/, B CPAaBHEHHE C IaIMEHTHTE
ua mianeto (p=0.015). PaznukuTe B Ie9eHNETO 110 OTHOINCHHE Ha BPEMETO A0 M0JBa Ha
MAaHHCH/XHIIOMAHACH HIIA CMeceH eIIH30] He ¢a CTATHCTHIECKY 3HAYUMH,

B KIHHAYHH M3NATBAHKA HE € YCTAaHOBEHa CTATHCTHIECKH 3HAYNMa PasiHKa BbB BE3MOXKHOCTTA
33 HHAYIHpaHE Ha AeCcTabHIM3anis, MaHuI Wik XHIOMAaHHs [I0 BpeMe Ha JiedeHue ¢ lamotrigine
cupsaMo mwianebo.

5.3. llpenknaHAYHA JaEHA 32 0€30M2CHOCT

TeparorenHocr:

Ilpu nmpoBeACHATE U3CNEABAHMS 32 TOKCHYHH eeKTH BEPXY PENPOAYKTHBHOCTTA IIPH KHBOTHH,
cJef] pHeM Ha lamotrigine B 1031, KOHTO MHOTOKPAaTHO HAJIBHIABAT TePalleBTHYHHUTE IPH J0BEKa, HE
ce YCTaHOBABAT TepaToreHHHM e(heKTH. Brupeku ToBa, THil kaTo lamotrigine € c1ab HEXBEOUTOP Ha
KEXEnpodonaT penyKTasaTa, HaIUIE € TCOPHTHYEH PHCK 3a PasBHTHE Ha QeTanuy MandopManym, B
cIyJaii ge Y10 Bpeme Ha OpeMeHHOCTTa MaiikaTta e JIeKyBaHa ¢ GolaTeH HHXHOHTOp.

MyTareHHoCT:
PesynTaTHTe OT MHOTO H3CISABAHNS 33 HAIMIHE HA MyTareHeH edexrt mokassar, ge lamotrigine He

HOCH PHCK 3a I'€HOMa IIPH YOBCKA.

Kapneporeanocr:
B nposenenu n3cnegeanys Ha lamotrigine 3a ABIBT IepHON, OT BpeMe, IIPH [LIBX0BE U MUINKH, HE

C€ YCTaHOBHBA XaHICPOTCHEH G(I)CKT.

6. DapmaneBTHYHM JAHHH

6.1. Cnucek Ha MOMOIDHETE BEIIECTEA
Lactose monohydtare
Microcristalline cellulose
Sodium starch glycollate, Type A
Povidone
Magnesium stearate
Iron oxide yellow (E172)

6.2. PHZHKO-XHMHAYHH HECHLBMECTHMOCTH
HaMa onpcand.

6.3. Cpox Ha roaHocr
3 rogmHA.

6.4. CoenmanHn yCJIOBHA HAa chXPaHeHHE
Jla ce cexpamsiBa npu Temnepatypa nog 30°C.
Jla ce chXpamsBa Ha 3aifHTEHO OT Bilara MACTO.

6.5. lagHA 32 opaKoBKarTa
BTOpHYHA OTIAKOBKA: KapTOHECHA KyTH.
ITspBryHa OHAKOBKA: 6macrepu ot PVC/amymMHHEHEBO q)on
KonugectBo B 1 omakoBka: 30 TabneTKu.
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6.6. IlpenopnKa NpH ynorpeda

Hsma ycTanoBeHn.

7. Vime m agpec HAa NpUTeKATENs Ha Pa3pelieHneTo 3a yHoTpeda

I'maxcoCmurKnaitn EOOJ
yn. Jemursp Masog 61.10
1408 Codus

Brimapuas

8. Peructpanuonen Ne B peracrhpa no 9. 28 3JIAXM

Lamictal tablets 25 mg - Ne 2001 1209
Lamictal tablets 50 mg - No 2001 1210
Lamictal tablets 100 mg - Ne 2001 1211
Lamictal tablets 200 mg - Ne 2001 1212

10. TaTa Ha xppBO pa3pemiaBaHe 32 yHoTpeda Ha JeKAPCTBEHUS NPOAYKT

[TspBa perucrpamms B benrapus — 21 anpan 1994 r.

11. lara na aKkTya ad3anasa HA TEKCTA
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