KPATKA XAPAKTEPHCTHKA HA-HPOAYXTEA
HEHHCTERCTBO HA 3HPABEONAZRAHETO
1. THpProBcko EMe Ha JeKAPCTBEHNS NPOXYKT o A G 0% ~ AL G 0%

LAMICTAL paspeuieitue 35 ynorpeda e L %07

2. KonudecTBeH H KAYECTBEH ChCTAB CERY 7 09.05 W .

TaOneTku yucoeprupani ce - chabpikar 25 mg, 50 mg mmu 100 mg lamotrigine.

t

3. JlexapcTBeHa dopma

Tabnerku JBHCIICPrApaInl C€ - MOratT Oa CC PasTBApAT BBB BOJA, Ja C€ AbRYAT HITH IIPHCMAT HCHH.

4, KiIuHHYHHA JaHHHA
4.1. IHokazanug

Ennjaencus

» Bwpacrsn ¥ nena gan 12 rogpsm: .
Lamotrigine e mokazay 3a KOMOHHHpana WM MOEOTepanus Ha eIMICICHS, TpH OTHHINHE HIIH

reHepaTH3upany IPUITaAbIH, BIKIIOIWTEIHO TOHAYHO-KIOHWYHH ¥ CBBP3aHH ChC CHHAPOMA Ha
Lemmox-Gastaut.

e Jlerna Ha BE3pacT OT 2 A0 12 rOMMHM:

Lamotrigine e noxaszan 3a koMOHHEHEpaHa Tepalisi Ha eNANCIICHS, P OTHHINHE M
TeHepaL3APaHy NPROaIbIH, BITIOUHTENHO TOHHIHO-KNOHUYIHYE M CBBP3aHM ChC CHHIPOMA Ha
Lennox-Gastaut.

He ce ipenops4Ba 3a HagaiHA MOHOTEPalks IpH HOBOZHAIHOCTHIHPAHH IIANHEHTH B JeTCKa

BB3pAacT.
Ciex nocTHrane Ha KOHTPOJX BBPXY 3a00/ABaHeTO IIpH KOMOHHEpaHa Tepallis IpHeMET Ha
CHIIBTCTBANINTE aHTHETMASIITHYHY JIEKapeTea MOXe J1a ¢e ciipe, KaTo ¢€ MPOFBIDKE ¢ MOHOTEPAIIMH C

lamotrigine.

BunonapHo ageKTHBHO PA3CTPOHCTBO

¢ DBrapactau (ma vt Han 18 romumm): A

Lamotrigine e noxa3aH 3a OpeJia3Bage OT eNH30IH Ha NPOMIHa Ha HACTPOSHHETO IIPH HALMEHTH ©
Gumoapu0 abeKTHRHO pa3cTpORCTBO, MIABHO Ype3 HPENOTBPATABAHE Ha JETIPECHBHITE CHU30MIH.

4.2, Jlo3EpoBKa H HaYHH HA HDPpAJIOXEHHe

Jucneprupaniute ce TabneTky lamotrigine MOTaT Aa ce JHBYAT, PA3TBAPAT B MAJIKO BOZA
(KONIM4IecTBO, XOCTATHIHO 32 JIa MOKpHe TabJieTKaTa) Hili IIOTIAINAT el C MaKo BOLa.

AKXO npeAnncagaTa 103a € O-HECKa OT ChABDKAHMETO Ha elHa TabneTKa (Hanp. NpH JAeHa
(camo ¢ emHEHCHS) I TALEEHTH ¢ YepHORPODHO yBpeskane), TpOBa Ja ce npueMaT TabieTk,
CHABPKAITH TTO-MaJIKH JO3H. '

Ocgen ¢ xonneRTpanns 25 mg, 50 mg u 100 mg, cemectByBat B Ta0merky Lamictal ¢

HIpecMEeTHaTa Ha Oaza BB3pACT M TEJIECHO TCIHIO.




Lamictal pucieprapaity ce TabIeTRy, CHREPKAMH 2 mg WK 5 mg OT IeKapCTBeHOTO BEMIECTRO
lamotrigine, ce npraraT B IeTCKka BE3pacT 3a BBBEKAHE B TEPANMUATa, 32 ITOCTENEHHO IOKAIBAHEe Ha
JTHEBHATA J032 0 IOCTHIAaHE Ha TepaleBTHYeH chEKT WilH 32 IOANBPIKANI0 JedeHHe IPH JEna C
TEFNIO0, HEMO3BOJIIBANIO NIpreM Ha dopmute ot 25 mg, 50 mg u 100 mg. Kato nognbpxaino negenue
IIp# YCTAHOBEH KOHTPOIN BEPXY 3abonsBaHeTo ce m3mons3sar Lamictal Tabnerku vy AECIIepriupalny ce
TaGnerky, ceappxamy 25 mg, 50 mg wiu 100 mg Jamotrigine.

HoBTOpHO 3alI07BAHE HA JeUEHHETO

IIpr HOBTOPHO 3all09BAHE Ha AedeHKeTo ¢ lamotrigine IpH TAallHEBTH, KOKTO IO HAKAKBA
NPAYIAHA C4 PEK’bCHATA IpHeMa My, TpsOBa Ja ce IpelleHH He00X0AMMOCTTa OT HOCTENEHHO
[OBHNIABAHE Ha {03212 J0 MOANBPKANATA 103a, Thil KaTO PHCKET OT CEPHO3eH OOPHB € CBBP3aH ¢
BHCOKY Ha9ailHy JIO3M ¥ IpeBUIaBaye Ha NpellopBIATeliiaTa J03a 2a IOBAIIaBaHe Ha lamotrigine
(rzx 4.4, Crien@aHy IPOTHBOIOKA3aHAS ¥ CIIeNHAIHE IpeRyIpeIeHus 3a ynorpeda). Konkorto mo-
FOTSIM € HHETEPBANET OT BpeMe Clie[ npreMa Ha IpeSHOIHATA 033, TONKOBa II0-FOJEIMO BHEMaHHE
Tps6Ea fa ce 0OBpHE HA HOCTENIGHHOTO AOCTHTaHE Ha HONABpXamaTa fosa. Korato MHTEpBanET OT
BpeMe CHell IPeKECBAHeTO Ha JIeYeHHeTo ¢ lamotrigine HaBHIDABA HET IONy-KHBOTA (BinX 5.2.
DapMaKOKHHETHIHY CBOHCTBA), 0OHKHOBEHO TIOABPIKAINATA 1032 Ha JIEKapCTBOTO TPSOBa Ja ce
JIOCTHrHE CHOPE] IOAXOAINATa CXeMa.

IpemopsauTeHO € NedeHreTo ¢ lamotrigine fa He ce 3ar04YBa OTHOBO IIPH IANHEHTH, KOHTO Ca
0 npeKBCHAN Nopags 00pHB, CBBP3aH C NPSJMIMHOTO IEYCHHE, OCBEHO aKO MOTCHNHAIHHTE HON3H
HECHMHEHO HaJ(BUIIAaBaT BE3MOXHHAS PHCK.

ENMHJAETICHS

Jlo3apoBKa npyu MOHOTEPANMSE HA SINHAJIEHCHN:

BrapacTau ¥ fAena Han 12 ropupad (BHk Ta0umna 1)

Havanmarta go3a Ha lamotrigine 3a MOHOTEpaIHs € 25 mg BEAHBX JHEBHO 3a IEPHOJ OT JBE
CeJ(MHUIM, TToceABane ot 50 mg B eMHUH IpyeM AHEBHO 3a ABe ceaMuni. Cliel ToBa B0O3aTa MOXKe fa ¢&
nopumasa ¢ 50-100 mg Ba Bcexku 1-2 ceAMHAIH 10 HOCTHraHe Ha ONTUMAIEH OTIOBOP KEM TepaldsaTa.
O6pgaiinara 1034 3a TOATBPIKAHE Ha KOHTPOI Ha cheTosHEeTo € 100-200 mg Ha AeH B efIHH HiM ABa
npuema. [Tpy HsKOU AIHEHTH 3a OCTHTaHe Ha omucanust edekt Tpa6Ba Ja ce IPHIIOKH 7032 OT
500 mg lamotrigine maEeBHO.

IMopaau pyicka OT mosBa Ha 06puB, TpAOBa Ja HE ce MPEeBHNIaBa Npe/IIMCaHaTa Ha9allHa H03a | [a
Ce cIia3BaT HpENiOPHKATE 3a MIOBHINaBaHe Ha Jo3ara (Bmk 4.4 Crenuanay HPOTHBONOKA3AHES 1
CHellHANIHH NpeAypexXAeHns 3a yrorpeba).

Ho3apoBKa OpH X00aBAHE KBM TEPanaaTa NPH eTHICHCHS:

BrapacTas ¥ jena pan 12 roguas (Brok Taduamana 1)

ITo Bpeme Ha negeHue ¢ valproate, TPy Ha¥9Me W JIATICA HA JIPYT AHTHEOHICHTAYCH MPOAYKT,
HaganHAaTa [o3a 34 mpreM Ha lamotrigine e 25 mg npe3 JAeH 3a HeprOJ OT ABE CEAMUIH, IOCIICIBAHO
ot 25 mg B exuH npHeM auesHo. Crex ToBa 103aTa MOXKE Aa ce rnoprmana ¢ 25-50 mg Ha eqna v
JiBe CeIMUIH, JO MOCTHTaHEe HA ONTHMAICH OTrOBOp KM JedcHuero. Obudalinara fo3a 3a
TOUTBPIKAHE Ha KOHTPOJ BBPXY cherosaueTo € 100-200 mg 1HeBHO B €K WIH [Ba HpHEMa.

IIpH efHOBpPEMEHEH NIPHEM Ha aHTHENANCITHIHH TPOAYKTH HIIM IPYTH JEKapCcTBa (BEK
4.5.JlexapcTBEHM B APYrY B3aUMOXEHCTBYS), KOUTO HEIYIUPaT IFOKYPOHApaHeTo Ha lamotrigine,
CaMOCTOATENHO MilH exroBpeMenno ¢ pyru AEIT (c m3ximoueHye Ha valproate), HagarHaTa 1032

lamotrigine e 50 mg BenEXK JHEBHO 3a NEPHOZ, OT JIBE CEIMHIH, IIOCIIE 11300 mg mreBHO B IBA
%@‘w ﬁi-i;%
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Cnex ToBa no3ata Tps6Ba fa ce OBANIaBa MaKCHEMaHO A0 100/
TIOCTUraHe OITHMAaNieH OTTOBOP KbM Teparusira. OOHdalinaTa 103 3@'
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cpcTosameTo € 200-400 mg nHeBHO B JRa MpHEMa.
Ilpu HaKO¥ MAHEHTH 3a HOCTATAHE Ha ONHCAHIsI edekt Tp4OBa fa ce mpHiuoxu lamotrigine B

Zoza ot 700 mg pueBHO.

ITpe mpuem Ha oxcarbazepine Ge3 Apyry HEAYKTOPH WM MHXHOHUTOPY HA TIIOKYPOHHPAHETO Ha
lamotrigine, sagansara go3a lamotrigine ¢ 25 mg BeIubK JHEBHO 3a JBe CCAMUNH, TOCICABaHH OT
50 mg BexyeX JHEBHO 32 ABe cenMunu. Ciell ToBa fjo3aTa Tpsa6Ba a ce HOBAMH MakcuMyM ¢ 50 1o
100 mg Ha BesKa €AHA IO ABE CEAMMITH IO MOCTHIaHe Ha ONTHMANeH oTroRop. O0nyaiinarta
TMOJABPXAMA 032 33 TIOCTHraHe Ha onTzMaieH o1rosop e 100 mo 200 mg BennbX JHEBHO WA B ABa

TIpHEMA.

Tabsauna 1: HpenoprunTeiHa cXeMa 32 JiedeEHe H2 eNHIeICHE NPH BE3PACTHA H Aena Han 12 rogansa

CxeMa aa JIegcHHE

Ceavuna 112

Cenvuena 3 u 4

IMoxaep:xama 032

MouoTeparist

25 mg
(BEOHDBXK JHEBHO)

50 mg
(BeNHBIK FTHEBHO)

100-200 mg
(BEHHEBX JHEBHO HIH
B JBa IpueMa)

3a na ce mocTHrHe
TIOITEKAILG
JICICHAE, TO3HTE
MOXKE JIa ce
moBRMasar ¢ 50-

100 mg za Bcsaxa eqHa

HO XBE& CEIMHIIH.

JloGaBsse KbM TEpas ¢
valproate, He3aBECHMO OT
eIHOBpPEMEHEH PHEM Ha IPyTH
JEKapcTBa

12,5mg
(mpueMany KaTo
25 mg npe3 AcH)

25 mg
(BegHEX OHEBHO)

100 - 200 mg
(BeHEX THEBHO HITH
B ABa TIpHEMa)

3a 5a ce MOCTHIHE
TIOUTEPKATIO
JICICHHE, NO3HTE
MOXeE I3 ce
TOBHINABAT € 25-

50 mg na BcsAKa €7HA
HO JBE CeIMEIH.




Tazn cxeMa Ha 50 mg 100 mg 200-400 mg
Jobapsae | mosupane TpabBa Ja | (BeAHEX AHEBHO) | (B ABa mpHeMa) (B mBa npremMa)
KBM ce M3II0JI3BA C:
TEpAHHs 3a ja ce IIOCTHIHE
fe3 Phenytoin TOIIBPIKAIIO
valproate | Carbamazepine TIe9cHuE, JO3UTE
Phenobarbitone MOJKeE JIa ¢e
Primidone MTOBHINABAT CHC
100 mg ua Besixa eHA
HAH C APYTH IO IBE CEAMHIIH.
HHAYKTOPH Ha
TIIOKYPOHHPAHETO
ga lamotrigine
(8uoic 4.53.
Jlexapcmeenu u
opyau
g3aumooeticmeus).
C oxcarbazepine 25 mg 50 mg 100 - 200 mg
6e3 HHAYKTOpY WIH | (BeAHEX AHEBHO) | (BEOHEX NHEBHO) | (BeAHBXK AHEBHO HIH
HEXAOATOPH Ha B JBa IpHEMa)
TJIOKYPOHHPAHETO
Ha lamotrigine 3a na ce MOCTHIHE
OZUTHPIKAITO
nedeHue, TO3UTe
MOXKe JIa ce
noBHEmaBar ¢ 50-
100 mg Ha BCAKa eHA
JIO IBE CEAMUIIA.

TIpu npueM ga AET], nps KOKTO He ca ¥3BECTHH (apMaKOKHHETHIHHTE B3aUMOECTBES ¢
lamotrigine (suowc 4.5. JTexapcmeenu u dpyzu ezaumodeiicmeus), TpA6Ba Aa ce H3MON3BA CXeMa HA
JieYenye Karo Npenopbyanara 3a lamotrigine emHOBpeMeHHO ¢ valproate.

ITopanm pucka OT pa3BUTHAE Ha 0GpyUBHE TpaOBRa Aa He ce NPEsHIIapa NpeANICanaTa Ha%alHa 1033
H [a ce CIIa3par IpelfOpBKATE 32 [IOBAINaBaHe Ha fozata (BxK. 4.4).

Jo3upoBKa mpH jena oT 2 xo 12 ronwxy (BasK Tadauna 2)

TIpu npreM Ha valproate, CaMOCTOSTERHO MK B KoMOunauus ¢ apyrs AEIL naganHara noza 5a
lamotrigine e 0,15 mg/kg T. M. AHEBHO, BEAHBK HHEBHO, 3a IEPHOJ OT ABE CEAMHIIH, NOCIICABAHO OT
0,3 mg/kg nHEeBHO, BEANBK JHEBHO, 32 IBe ceAMHUIH. Cliej){ TOBA fo3aTa MOXE Aa C& IIOBHIIABA
Maxcumainso ¢ 0,3 mg/kg Ha Bcekn 1-2 ce(MANM KO HOCTHIaHE Ha ONTHMAJIEH OTTOBOP OT TepaIHATA.
O6uuaitiara JHEBHA 032 32 MONIHPKAHE HA KOHTPOI Ha ¢EeTosiHReTO ¢ 1-5 mg/kg B efun wimi 1Ba
TipheMa, KaTo He Tpsa6Ba fa npesumasa 200 mg puepHo.

TTpy eHHOBpEMEHEH [IPHEM Ha aHTHeNMICITHIHA IPOAYKTH MM SPYFH JeKapcTBa (BIK
4.5 JlexapcTReHY M JPYTH B3aNMOAEHCTRIL), KONTO HHAYIPaT IIOKYPOHAPAHETO Ha lamotrigine,
CaMOCTOTEINHO WiH eaaorpemenno ¢ apyru AEIT (¢ u3krodeHHe Ha valproate), Hagannara 103a Ha
lamotrigine e 0,6 mg/kg T. M. JHEBHO B [(Ba IIpHEMA 3a TIEPHOX OT ABE CEAMHIH, NOCIENBAHO OT
1,2 mg/kg AHeBHO B Ba IpHeMa 3a fBe ceamuny. Cres ToBa K03aTa Mowamaa

HpHeMa, Kato He TpH6Ba Aa nipesumasa 400 mg.




Ipu nanueHTy, IpAeMamy oxcarbazepine 663 HHAYKTOPH KM HHXHOATODH Ha
TJEOKYpOHHpaHeTo Ha lamotrigine, radaimHara fo3a lamotrigine e 0,3 mg/kg 32 Ziel B efuH UK 1Ba
TIpHEeMa AHEBHO 3a JBe CeIMHLH, ocneasand ot 0,6 mg/kg 3a ien B eiMH IPACM WK B 1BA IIpHEMa
3a gpe ceaqmuny. Clieli Toa o3ara Tpsabea na ce nosum ¢ MakcuMyM 0,6 mg/kg Ha Besaxa eHa [0
IIBE CEAMHIY O HOCTHTAHE HA ONTHManeH otropop. Obudaiiara nojbpikama 1034 3a IOCTATaHe Ha
outuManen otroeop e 1 mo 10 mg/kg 3a meH, pHeMany BEHHEX JHEBHO HOK B IBA pa3fieicHK
IpHEMa, KaTo He TpsOBa fa npeBrmasa 200 mg 3a neH.

3a na e CHrypHO IOANBPIKAHETO Ha TepalleBTHYHATa 7033, TerHIO0TO Ha JenaTa Tpa0sa Ja ce
HpocHe/isea ¥ J03aTa 3 e IIPOMEHS COOpef IPOMEHHTE B TErIIOTO.

Tab6nana 2: IipenophunreNna cxeMa Ha iedeHne Ba enagencus IPH aena mexay 2 12 roquau
(o6ma nueBna 7032 B mg/kg T.M.)

Cxema Ha JIedeHHE Cenvanalm2 Cepvana3ud Hopaepxamo nedeHne
0,15 mg/kg* 0,3 mg/kg TTopmmagare ¢ 0,3 mg/kg
Hobassine KM TepamHs ¢ (Bemuek AHeBHO) | (BeNHEX AHEBHO) | Ha Beekd 1-2 cemmmim 1o
valproate, HE3aBHCHUMO OT [OCTHTaHE Ha ONTHMATICH
€IHOBpEMEHEH IIPHEM Ha OTFOBOP OT TEPAIAITa,
ZIpYTH JeKapcTBa KaTO 32 TOJIBPIKAHE
KOHTPOJ Ha CHLCTOSHUETO
1- 5 mg/kg nresHO
(B emmH AR IBa OpHEMA);
JTHEBHATA 032 JIa He
npesumaea 200 mg
Hobasgre (Tasu cxema Ha 0,6 mg/kg 1,2 mg/kg [Tosrmagare ¢ 1,2 mg/kg
KbEM nosupaHe TpabBa (B ZBa nipueMa) (B nBa HpHeMa) Ha Beekd 1-2 cepMmunm, IO
Tepanus  |#a ce |3II0I3Ba C: TMOCTHYaHE Ha
Oes MMOANBPIKAM2 1034 OT 5-
valproate |Phenytoin 15 mg/kg (Bemapi
Carbamazepine JHEBHO HIIM B IBa
Phenobarbitone OTJEIIHY HpUEMa) 10
Primidone marcuaMyM 400 mg 3a geH.
HUIH C OPYTH
HEIYKTODH Ha
TIOKYPOHHUPAHETO
Ha lamotrigine
(6uxc 4.5.
Sexapcmeenu u
opyeu
gzaumooeiicmeaus).
0,3 mg/kg 0,6 mg/kg ITopmagage ¢ 0,6 mg/kg
C oxcarbazepine (B emuu waw B Aa | (B €AHH WIM B [iBa | Ha BCEKH 1-2 cepmuITH, 10
0e3 HHEYKTODH IIpHeMa) HpHeMa) MMOCTHTaHE HA
W HEXHEOUTOPH MOAABPIKAMA JT03a OT
Ha 1-10 mg/kg (BeREBXK
TIROKYPOHHPAHETO HHEBHO HIIH B fiBa
Ha lamotrigine. —OFASHHH IPHEMa) IO
/K Jhrake 00 mg 3a nex.

Ilpu npuem Ha AEIL, mpy KOATO He ca H3BecTHH (ap
lamotrigine (suoic 4.5. JTexapcmeenu u dpyzu é3aumodeticmens),
Jewedye KaTo Ipenopbyanara 3a lamotrigine efHEOBpEMEHHO C valproat

M&KOKHHBTH‘I}/I}PIT&*BB%%M@%CHC@I%\
Gisa/ 47

€Ma Ha

A
iy
PRI, A
6. Mé,uénf%




* 3abeneka: Ao M3UHCIICHATA JHEBHA 11032 € 1- 2 mg, Morar ja ObHaT nmpunarady 2 mg lamotrigine
TIpe3 JICH 3@ IEPBUTE 2 CEAMANH. AKO H3UHCICHA JHEBHA A03a € O-HHUCKA OT 1 mg, NPONyKTHT HE
TpaOBa a ce Upmnara. AKo H3TucleHaTa FHEBHA Jo3a € 2,5 - 5 mg, MOXe Jia ce IpHEMAar 5 mg
Lamictal npe3 fen 3a mspBuTeE 2 ceIMANK. AKO H3THCISHATa JHEBHA 7034 € HO-HUCKa OT 2,5 mg, na
He ce npremar tabnetkute oT 5 mg. CrriiacHO HpenophuanaTa RO3KUPOBKA ¢ TabNeTKHTE OT 5 mg HE €
BE3MOXCHO [PENH3HO BHBSKAAHE B TepaliaTa OpH gena ¢ tero nox 17 kg.

Iopaznu puck 3a passuTHE Ha 0OpHB He TpsOBa Ba Oplie NpeBHIaBaHa HauanHaTa J03a i Tpabea
Jla ce cra3saT HpenophKUTE 3a NOBHIIaBaxe Ha Jo3ara (Bmxk. 4.4).

BB3MOKHO € IIpH IaiieHTH Ha Bs3pacT oT 2 Ko 6 rogunn qa 661e HeoOXOAHEMO Aa Ce npuara
IMOJUYBpIKaIna Jo3a Oi3ka A0 IpenophYBaHaTa ropHa IpaHuna 3a CIydgas.

EOSEQOBK‘&. IEpH IET1a Ha BH3PACT OA 2 TOAHHH:

Hama mocrarhyno uadopMaris 3a edexra oT IpEIoKeHne Ha lamotrigine pH fieria Ha B3pacT
Tox 2 TOXHUHH.

O6mu npenopsxu 3a go3upane opn EITHJIEIICHA

Ipu cripane IpreMa Ha CHIBTCTBAITHTS AHTHEIHMISITHYHY HEKapcTBa 3a IPEMHEHABAHE KBM
MouoTepanus ¢ lamotrigine wim npr npnbapsse Ha ApyrE AEIL/apyru nekapcTpa KEM cXeMa Ha
JleYeHre, ChObpKama lamotrigine, TpsGBa Ka ce 00bpHE BHEMAHHE HA BE3MOXKHHEA e(EKT BHPXY
dapMakoxEHeTHKaTa Ha lamotrigine (guoic 4.5. Jexapcmeernu u Opyeu 63aumooesicmes).

BHIIOJAPHO AOEKTHUBHO PA3CTPOVICTBO

o Brspacton (gan 18 ronupu

Hopamu prick OT pasBHTHe Ha 0OpHB He TpsaORa Ja Oble IpepANTaBaHa HaalHaTa 1032 H TpAlna
Ila ce& CTIa3BaT NpelophKATe 33 NOBHINaBaHe Ha 103a1a (sudic. 4.4. Cneyuannu npedynpescoenus u
CReyUaIRY NPeOnasHy Mepru 3a ynompeba).

Lamotrigine ce IIpenopBYEa 33 MPHIOKEHAE IIPH MANUEHTH ¢ GHIoNapHo adeKTHBHO
pasCTPOHCTBO ¢ pHCK 3a O'5/1eMH ACIPeCHBHY CIH30LH.

Tp:a6Ba Aa ce cenpa cieqHaTa IPEeXONHa CXeMa, 3a fa Ce IPeJ0TBpaTH OABaTa Ha HOBH
IenpecHBHE enm3ony. IIpexoanara cxeMa BKIIOYEA IIOBKINABANE Ha N03aTa lamotrigine go
HOAFBPIKAMA cTabHIM3KEpaa 4032 B paMKyTe Ha IEPHOJ OT MecT ceAMHIH (Bma Tabmana 3,
JI0-HOITy), CHeJ] KOETO aKO € KNHHITHO [OKa3aHO NIPHEMBT Ha JPYTHTE ICHXHTPONHE /AT
AHTHEITHICITHIHY JIEKAPCTBA MOXKe fa O5ae cupsH (Bmx Tabnuna 4).

TpabBa Aa ce uMa NPEIBH KOMBIHETSHO IEICHNIE 3a HPEAasBane 0T MAaHHHHY eNH301H, Thi
kato edrracgocTTa Ha lamotrigine NpH MAaHAHHK CBCTOAHHUS He € SICHO YCTaHOBEHA.




Ta6aana 3: lpexopsku 3a NOBHmMAaBaKe Ha J03aTa A0 HOCTHraHe B2 HOAAbPXKAINA AHEBHA
crafiI3Apama 103a HpH Bh3pacrHA (Haj 18 rouan), Jekypann 3a BHIIOJIAPHO
AGEKTHUBHO PA3CTPOUCTBO

Tasm cxema Ha po3HEpade
Tps0Ba Na ce H3OI3BA C:
Phenytoin

arbamazepine
henobarbitone
rimidone

HJIE ¢ APYTH HEAYKTOPH
Ha IIKYpPORUPAHETO
Ha lamotrigine (suoc 4.5.
Jexapcmeernu u Opyzu -
e3aumodeiicmens).

Cxema na JjieucHHe Cenqvianu 1-2 | Ceavuanm 3-4 | Cepmunxa 5 | Taprerra xoza Ha
CTADMIH3ANAS
(ceamuna 6)**

a) Mompasama Tepanas: | 12,5 mg 25 mg 50 mg 100 mg

KbM JIe2eHse ¢ (o 25 mg (BemEEX (BemEEX (BeOHBX JHEBHO MK

HHEXAOATOPH HA Ipes AcH) JTHEBHO) JHEEHO WM | pa3felieHO Ha JiBe

TANKYPOBHPAHETO Ha paszeneHo Ha | I03H)

lamotrigine, nanp. IBE JO3H) (MaxcrManHa JHEBHA

Valproate no3a 200 mg)

b) Honsiasama Tepamns | 50 mg 100 mg 200 mg 300 mg mpes

KBM JIedeHHE ¢ (BemmEx (pasneneHo Ha | (pasfencHO ceAMHIIa 6, TIpH

HHAYKTOPH Ha JHEBHO) ZIBE JIO3H) Ha ipe IO3H) | HeoOXOAHMOCT ce

TIIHKYPOHEPAHETO Ha IOBHINABA X0

Iamotrigine npu 400 mg/maeBHO Tpe3

HanmaenTH, koato HE cemMuia 7

HpHEMAT HHXHOBTOPH

Kato Valproate (pa3neneHo Ha aBe
[O3w)

;




¢) MonoTepanus ¢ 25mg 50 mg 100 mg 200 mg
lamotrigine

(BemueiK (BemEEX (BemmBX (mexxmy 100-400 mg)
nm JHEBHO) JHEBHO WIIH JHEBHO HI
pasieneHo Ha | PAsfeNneHo Ha (BEMHEBXK THEBHO W
Jonnasamo Jedenne nBe A03H) TBE JO3H) pmxc;ﬂeﬂo Ha JBe
JIO3H

NIpH HRUACHTH,
npuevamy lithium,
bupropion, olanzapine,
oxcarbazepine aan
ApPYTH JeKapcTBa, 3a
KOHTO € A3BECTHO, e
HE3HAYHTETHO
AHAYIHAPAT Bl
HHEXHOHpAT
IIIOKYPOHHPAHETO HA
lamotrigine.
Batenexka: [Tpu npreM Ha AEIL mpi KOUTO HE € YCTAHOBEHO BIMAHAETO BEPXY
dapMaxoxuHeTHKATA Ha lamotrigine, ce mpemopsuBa OBMINAaBaHe Ha 03aTa Ha lamotrigine, xaxTo
IIpE eZHOBPEMEHEH IIPHEM ¢ Valproate.

===”“r.{lﬂl.'ﬂ“eTHa'l‘il c’raﬁzﬁlmnpama 5034 e ce APOMEHH B 32aBHCHAMOCT 0T KJIHHHYYHHA 0TT0BOP.

a) JlomsaBamAa TEpANES KbM JIedeHNe ¢ BHXUOATOPH HA IIIIOKypOHHPanero Ha lamotrigine,
sanp. Valproate
Ipy manpenTH, KOATO NPHEMAT ¢HOBPEMEHHO leKapeTsa (Hanp. valproate), mxuGuparmu
FIIOKypoRapaneTo Ha lamotrigine, raganmaTa Jo3a lamotrigine e 25 mg npe3 AeH 3a B¢ CCAMHEDH,
HOCHEBAHO OT 25 mg BEAHBX AHEBHO 34 ABe cemvuny. Jlosata Tpabea Aa ce ysemuan A0 50 mg
BeHEXK JAHEBHO (AIIH pa3sfeneHo ya JBe [03H) Impe3 ceqmuna 5. ObuJaliHaTa TapreTHa 1034 38
MIOCTHraHe Ha ONTHMAalleH 0TToBop € 100 mg/nHeBHO, IPHEMAHE BEHEK THEBHO HAH Pas/eieH: Ha
JIBe [O3H. BRIpeKs 1084, B 3aBHCUMOCT OT KIMBMYHIA OTTOBOP, A03aTa MO e Jia CC IIOBHINY 10
MaxcuManya gaeBHa go3a or 200 mg.

b) Nompnpama Tepannas KbM JieveHne ¢ HBAYKTOPH Ha NIOKypOHUpaHeTo Ha lamotrigine,
APy NanMenTH, KOWTO He IPHeMaT HHXHOHTOPH KaTo Valproate. Tasu cxema Ha Jo3Hpane
Tpsi6Ba Ja ce manmoizBa ¢ phenytoin, carbamazepine, phenobarbitone, primidone i ¢ npyru
HEJYKTOPH HA rOKyponEpanero Ha lamotrigine (suoc Jlexapcmeenu u Opyau 63aumo0esicmeus).
TIpy nan@esTH, KOHTO C& NEKYBAT ¢ IeKAPCTBa, KONTO MHAYIHPAT MHOKYPOHApaHeTo Ha lamotrigine, u
He npremar valproate, HagansaTa fo3a lamotrigine e 50 mg BEHEK JHEBHO 33 NBE CEAMULH,
nocnensaso ot 100 mg/mHeBHO, pasnelicHy B [Be JO3M, 3a B¢ cenMund. [lozara TpaOBa fa ce yBemuIn
10 200 mg/nHeBHO, IPHeMaHy pasfelieHy B ABe FO3K npes ceaMuna 5. ITpes cenmuna 6 fosara Moxe
na ce yeenmam g 300 mg/nuesso. Beipexu ToBa, o0xgaiiHara TapreTHa 1032 3a IOCTHIaHE Ha
onTuManeH 01ToBop e 400 mg/AuernHo, pa3feNeHH B ABE JO3H, KOHTO MOrarT fja C& IpHeMaT 0T CeMHNa
7 HaTaTBK.

¢) MonoTepamas ¢ lamotrigine ain xonbaBamo JedeHne NPA ODanuenTH, npuemamu lithium,
bupropion, olanzapine, oxcarbazepine HJIH APYFH JIEKAPCTBA, 32 KOATO € U3IBECEHO, Ye
e mwiifet ey

He3HAUATENH0 HHAYNMPAT HIN HHXHGHpPAT IIIOKypoHHpaHeTo Ha la dgineis 7,
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ca Ha MOHOTEpamu4 ¢ lamotrigine, e 25 mg BegHEXK AHCBHO 32 JBe CeAMHUIH, NOCIEABaHO 0T 50 mg
BEIHEX JHeBHO (MM pa3fcicHd Ha ABe o3H) 3a e cenMuni. [lo3ata Tpabsa Ja ce yBemwdn 1o
100 mg/muepno npes ceamuia 5. ObnyaitaaTa TapreTHa /1033 32 NOCTUrane Ha ONITHMANEH OTTOBOD &
200 mg/naeBHO, NpHeMaHy BeJHEX JHEBHO WM pa3/elcHH B ABE N03H. B xIMHITHN M3nHTBaHHS,
obage, ca u3nonzpauk no3u Mexxay 100 u 400 mg.

Ilpy nOCTHraHe Ha TaprerHaTa JHeBHa NoANbKaIla CTabuIH3Hpana A03a IPAEMET Ha JpyTuTe
IICHXOTPOITHY JIeKapCTBa MOXKE [a €€ CIpe II0 MOocodeHaTa no-A0y A0308a cxema (Bmk Tabmuma 4).

Ta6anna 4: Iopaspxama ucraﬁu.immpama o0ma AHeBHA Ho32 npu BUITIOJAPHO
ADPEKTHBHO PA3CTPOHUCTBO cien cnipane Ha JIe9eHHETO CbC CHOBLTCTBAMMA
NCHXOTPOIHHA H/H AHTHENICATATHH JeKapcTBa

CxeMa Ha Jedenwe Cenvana 1 Cenpvmuana 2 | Ot cegmmnz 3
HATATBK*
(a) Cnen cnapane Hpolina crabunmmsmpama
Ha JledeHne ¢ HHXAOATOpH | 1033, He HOBEYE OT
Ha rmoKyporapanero na | 100 mg cenmuano Tonmepxane Ha Tasd qo3a (200 mg
lamotrigine, Hanp. JHEBHO)
Valproate T.e. TapreTHaTa
cTabunm3ppama 103a oT (pasnenesa B gBa HpueMa)

100 mg nreBHO me GBae
yBeNUYeHa Npe3 ceMuIa
1 no 200 mg gEeBHO

(b) Csnen cnupagpe Ha 400 mg 300 mg 200 mg
JieyeHye ¢ HHAYKTOPH HA 300 mg 225 mg 150 mg
IJilDKYPOHHPAHETO HA 200 mg 150 mg 100 mg

Iamotrigine, B
3aBHCAMOCT OT
HAYANHATA 1032

Ta3n cxema Ha qo3apane
TpsidBa

A2 ce U3M0J3Ba C:
Phenytoin
Carbamazepine
Phenobarbitone
Primidone

HAN ¢ APYTH HEAYKTOPH
HA FAIOKYPOHHPAHETO HA
lamotrigine (suoic 4.5.
Jexapcmeenu u opyeu
s3aumodeticmens).




(¢) Cnen cnapane Ha TlopabpKane Ha TapreTHATA 4034, HOCTHIHATA IPH HOBHIHABAHE

Jegene ¢ APYra Ha no3ata (200 mg THEBHO)
HCHXOTPONHH HIIH (pazneneHa B IBa IpHEMa)
aHTACNAIeATHIHA (mexcry 100-400 mg)
JEKAPCTBA

€ He3HAYHTEIHO

dapmMakOKAHSTHYIHO

B33AMOAeHCTEHE C
lamotrigine (Bxi. lithium,
bupropion, olanzapine,
oxcarbazepine)

3abenexka: Ipn npuem Ha AET], Ipu KOMTO HE € YCTAHOBEHO BIHIHKETO BEPXY
dapmaxoxuHeTHKATa Ha lamotrigine, ce IpermopsaBa cxeMa Ha JiedeHHE ¢ lamotrigine, XKakTo
IIpU eAHOBPEMeHeH IpHeM ¢ valproate.

* IIpm HeoOXomAMOCT J03aTa Moxe Aa ce mopHmH Ao 400 mg AaeBHO

(a) Cien cunpase HA CHUBTCTBAINO JeeHAE C HHXAOHTOPH HA IIOKYPOHNPAHETO HA
Iamotrigine, Hanp. valproate:

Ilpu coupase pAeMa Ha valproate xos3aTta Ha lamotrigine Tps0Ba Aa ce YBEAWTH JBOHHO CIPIMO
Ha4aHATa TAPreTHa cTadhmu3npama 032 H 1a Ce 3a0bPIKH TaKaBa.

(b) Cnen cugpane Ha cHIBTCTEAINO J€UeHAE C HHAYKTOPH HA NIOKypOHApPanero Ha lamotrigine, B
32BECHMOCY 0T HAYAJAHATa HOMIBbPKAmA Jo03a. Ta3u cxema Ha xo3upaHe TpgdBa a ce H3M0J3BA
¢ phenytoin, carbamazepine, phenobarbitone, primidone wjd ¢ xpyra EHAYKTOPH Ha
rioxyponmrpasero Ha lamotrigine (guoic Jlexapcmeenu u Opyzu e3aumooeiicmeus,).

Criex CIIHpaHe Ha Ne4eHHETo ¢ HITYKTOp Ha IIIOKypoHHpaHeTo Ha lamotrigine mosara #a lamotrigine
TpabBa Ja ce HaMaJ ITOCTEHEHHO B PAMKHTE Ha TPH CEIMHUITH.

(¢) Cien conpase Ha CHILTCTBAINO JICYEHHEE ¢ APYTH MCHXO0TPONHE HIH AHTHENHIeNTHIHA
JIeKAPCTBA ¢ HE3HATATENHO GapMaKOKHHETHIHO B3anmoackicrere ¢ lamotrigine, manp. lithium,

bupropion, olanzapine, oxcarbazepine.
TapreTnarta 033, HOCTHTHATA IO CXEMaTa 3a IIOBHNIABAHE HA {03a1a, TPAOBA Aa ce HOALBPKa [0

BpeMe Ha CIEpaye NpHeMa Ha JPYTHTE IeKapCTea.

Perwmpq_ng Ha gHeBHATA 7032 lamotrigine npu mammenTn ¢ BHIIOJAPHO A®EKTUBHO
PA3SCTPOUCTBO caen npuaBsage Ha JDYFH JeKapCcTBa:

Hsmva KIMEAYEH OIAT IPY peryJiEpaHe Ha JHeBHATa Ko3a lamotrigine cies npubassHe HA APYTH
nexkaperea. Obage, Ha Gazara Ha DPOYIBAHKATA Ha IEKApPCTBEHKTE B3auMONeHCTBYS, MOTAT Jia ce

HAaIpaBsAT cliefHATe npenopsrd (smx Tabnmana 5, no-xomny):
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Tabuuna S: Peryarpane aa gaepHaTa Ao3a lamotrigine npa nanpentn ¢ BUNOJAPHO
APEKTHBHO PA3CTPOUCTBO cnen npudapsine Ha APYFH jdeKapcrsa:

Cxema HA JlegeHHE

Hacrosma Ceavuna 1
cradunE3apana
Ao3a lamotrigine

(mg/nen)

Ot cepmMuEna 3
HATATBK

Ceagmana 2

(a) IIpudasane Ba
HEXHOHTOPH Ha
CIHKYPOHHPAHETO HA
lamotrigine, sanp. valproate,
B 3aBHCHMOCT OT A03aTa Ha
lamotrigine

200 mg 100 mg

Iopnepaama no3a
(100 mg/nen)

300 mg 150 mg

Tlonnspxama qo3a
(150 mg/nen)

400 mg 200 mg

IHognspxama m032
(200 mg/nen)

(b) Ilpubapsine na
HHAYKTOpH Ha
FIOKYPOHHEPAaHETO Ha
Iamotrigine npa nanuesTH,
KOUTO He HpHeMaT valproate
H B 32aBHCHAMOCT 0T J03aTa
Ha lamotrigine.

Tazm exeMa Ha J03HpaHe
TpsabBa Aa ce H3HO3BA C:
Phenytoin
Carbamazepine
Phenobarbitone
Primidone

HIIH ¢ APYTH HHAYKTOPH HA
TJIHKYPOHHPAHETO Ha
Iamotrigine (suoic 4.5.
Jexapcmeenu u opyzu
g3aumodeticmenis).

200 mg 200 mg

300 mg 400 mg

150 mg 150 mg

225 mg 300 mg

100 mg 100 mg

150 mg 200 mg

(¢) HIpudassme Ha npyra
ICEXOTPOIHMA

HJIA AATHEDHIENTHIHA
JIEKAPCTRA ¢ He3BAYHTENHO
GapMAKOKAHETHYHO
B3auMoOJeHCTBHE ¢
lamotrigine, wanp. lithium,
bupropion, olanzapine,
oxcarbazepine.

HO,ELI{'BP}KB.I]I& TapretTHa A03a, IOCTHIHaTa IIDH IIOBHIIABAaHEe Ha

nozara (200 mg/nEEBRO)
(Mexay 100-400 mg)

3abenexxa: IIpn nprem na AEIL mpH KOATO HE € YCT2HOBEHO BIHAHKHETO BEPXY

¢dapMarokuHeTrKaTa Ha lamotrigine, ce Ipenopssa cXe
eIHOBpeMeHEH npreM ¢ valproate.

Ma Ha I 1a lamotrigine, xakTo OpH
TENgsy \
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Compage Ha Jegenneto ¢ lamotrigine npH nanuesTH ¢ 6Mnoa2pan adeKTABHA pa3cTPoiicTBa
TTo BpeMe Ha KNRHHYHUTE H3NHTBAHAA HE ¢ HaOI0[aBaHo yBeIHICHHE Ha Y6CTOTATa, TEXXECTTa HIIH
Blijia Ha HeONaronpuATHHTE PEAKIUHM clell BHE3AHO cIpane Ha lamotrigine cipsvo mnane6o.
CiiepoBaTenHo, MAHEHTHTE MOFaT Ja IPEKHCHAT JISYCHHETO ¢ lamotrigine 6e3 mocTemeHHO
HaMaJsBaHe Ha fo3aTa.

o Jlena {ron 18 roausn)

BeszomacHOCTTa U edukacHocTTa Ha lamotrigine npu nedenne Ha OHEMONApHO adekTHBHO pazcTpoHCTBO
IIpH Ta3K BB3PacToBa Ipyna He e uiciensana. llopany Tasy OpHIKHA HE MOXKE 12 CE HalpaBH
TIpeTIOPBKa OTHOCHO KO3HPOBKATA.

OB NPEITOPHKY 3A IOSVPAHE HA LAMOTRIGINE IIPH CHEIMAJIHE FPYIIN
TAITUEHTH

o JKeHnm, npreMamy XOpMOBAJIHE KOHTPANCNTHRH

(3) 3anouyBane Ha Tepanns ¢ lamotrigine UpH :XeEy, KOHTO BeY€ NPHEMAT XOPMOHANHH
KOHTPAHENTHBH:

Banpeku ue € yCTAHOBEHO, U€ IEPOPAIHATe KOHTPANITHBE IIOBHIIABAT KIHPHHCA Ha
lamotrigine (Bex 4.4. CrienHanny OpeaynpexIeHEs A CICIHANAY IpeAIasHd MEpKH 3a yIoTpeba B
4.5, JlekapcTBeHH M HPYTH B3aHMOIESHCTRAS), HE € HY)KHO Ha ¢& IPaBH KOPeKIHA CIIPIMO
NpemopbYaHara cxeMa 3a IOBHIIaBaHe Ha Jo3aTa Ha lamotrigine, ako T e 0asHpaHa eTHHCTBEHO Ha
ymoTpe6aTa Ha XOpMOHANKE KOHTpauenTaey. [loBumasaneTo Ha no3aTa TpsaOBa ga cnensa
pelopEYaHaTa ¢XeMa Ha JicIeHue, Ga3ipana Ha Topa Aand lamotrigine ce fo06assa KbM Tepallis ¢
HEXWOATOp Ha MIOKYpOHKMpaHeTo Ba lamotrigine, kato valproate; gama lamotrigine ce go6asst KbM
Tepanus ¢ HHAYKTOp Ha MIOKypOHHpaneTo Ha lamotrigine, xaTo carbamazepine, phenytoin,
phenobarbital, primidone wmi rifampin; nmm lamotrigine ce mo6aBst KM Teparins, B KOATO He ce
m3Hon3Bart valproate, carbamazepine, phenytoin, phenobarbital, primidone i rifampicin (Brx
Tabauna 1 oTHOCHO H03:paHe 32 JedeHnAe HA eNMHIeNCHs H TAa0mHNa 3 0THOCHO K03HpaHe 32
Jedenne HA OunoaapHo adeKTHBHO Pa3cTPOiCTBO).

{b) 3anmoupane na NpHeM Ha XOPMOHAJHH KOHTPAUECOTHBH P HARHHEATH, KOHTO BeJe
OpHeMAaT DORAALpKamu Ao3M lamotrigine m HE npreMar HEAYKTOPH HA NIIOKYPOHHPAHETO HA
lamotrigine:

Moxe z1a e HeoOX0AHuMO NOAIbPKANaTa jo3a lamotrigine fa ce yBeIuYH 10 JBa IIETH B
3aBHCHMOCT OT HHIUBHAYAIHAS KIHHITYeH 0TroBop (BIK 4.4, CrieNHaiHy Ipe(yapexieHnI |
COEIHATHE IPETa3Hi Mepku 3a yorpeda u 4.5. JlexapcTBeHH H APYIH B3aHMOLCHCTBYA).

(c) Cunpane B2 NpAeM HA XOPMOHAJNHY KOHTPAKENTHBH NPH NANHEATH, KOATO Beye
HpHEMAT HOANbpxama 1o3a lamotrigine 1 HE apremaT HHAYKTOPH Ha INIIOKYPOHHPAgeTo HA
lamotrigine:

Mosxke z1a ¢ reofXoAMMO HOANEpKamaTa Ao3a lamotrigine xa ce Hamanu 1o 50 % B
3BECHMOCT OT HEAHBHAYANHIS KIMHAGEH oTroBop (Bmx 4.4, Crienuanuy TpeaynpexkIenns &
cIieNHanEH NPeATa3Hy MepKH 3a yiroTpeba u 4.5. JlexapcTBeHH M JIpyTH B3a¥MOASHCTBHI).

¢ IManmenTH B HATPEXHAAA BhH3pacT (Hax 65 roxann):
He e reobxoanmMa npoMaHa B A03HpOBKaTa. PapMaro
TIAOACHTH HE Ce Pa3iIfdaBa 3HauNuTeNHO OT Ta3H NPH OCTaH
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e YeproapodHo yspexgane:

Havansara, nmojurspsxamara 1 Jo3aTa Ipy TOBHAMaBate TpsAOBa Ka ce peynHpaT
npubimsaTenso ¢ 50 % npu cpenuorexko (Child-Pugh crenen B) seproapobHO yBpexaaHe H CbC
75 % nupu rexko (Child-Pugh crenen C) wepHOApo6HO yBpexnare. Jlo3ara Ipy HOBUIIABAHE K
TOITbPKAIATa 71034, TpsIOBa Aa ce ONPEAENAT B 3aBHCHMOCT OT KNMHHYHHASA OTroRop (Biox 3.2.
dapMakOKHHETHYIHY CBOHCTRA).

e bnOpeuno yepexaane
Lamotrigine tps6Ba fa ce mpunara RHIMATEIHO IPH TAIMEHTH ¢ Ob0peTHa HeZ0CTaTFIHOCT.
Ilpu mamuienTH B KpaeH cTauif Ha O50peTHa HeJOCTaTEIHOCT HaYanHuTe 1034 Jlamotrigine Tpsa6Ba na
ca croper; cxemara 3a npueM Ha AEI] va nanuenTa; HaMaleHH HOABPKAIH JO3H MOKE Jla ca
eeKTUBHY TIpY HaEEHTH ChC 3HATHMO yBpexKIane Ha Gr0peunata dyHxnms (pmwk 4.4.Crenupanan
HPOTHBOMOKA3aHus ¥ CIICHAATHHA NpeAynpexkIeHns 3a yooTpeba). 3a mo-noxpobaa
dapmakoxuHeTIYHA HHGOpManEs (BIk 5.2. @apMaxOXHHETHIHY CBOHCTRA).

4.3. IlporaBONOKA3aHEH

Lamictal e mpoTuBoNoKa3any HpH NAIEEHTH C H3BECTHA CBPEXIYBCTBUTENHOCT KbM Jamotrigine
HIE KBbM HSKOS OT APYTHTE CHCTABKH HA NEKAPCTBEHHSA MIPOIYKT.

4.4. CuenualHe npeXyopexIeHns H CHelHATHA NPEeANasHH MEePKH 32 ynorpeda

KosxeH 00puB

CroOmaBany ca HEXEIAHKE PeaKIuK OT CTpaHa Ha K0ojKaTa, KOHTO e IIPOSABSBAT JIpe3 IEPBUTE §
CEAMIIIH OT HAYanoTo Ha Tepanuata ¢ lamotrigine (Lamictal). [loBegeTo oT 0bpuBHTE Ca JIEKO
ApOABEHH ¥ HOKA3BAT CKIOHHOCT XbM caMOOTpaHmIaBane, 00a4e ca ONUCBAHK M TeXKO HPOSIBEHH
0GpHBH, H3HCKBAIMH GOJHIYHO JIedeHNe 1 IpeKpaTsBane IMPUNOXeHAETO Ha lamotrigine. X
Te Morar Za 6baT IOTEHENHAIHO JKHBOTO3aCTpallaBaiy OOpHBY kKaTo cHEApoMa Ha Stevens Johnson
(838) u Toxcuuma emaepmansa Hekpoimsa (TEN) (g 4.8).

TTpE BB3pacTHE NANHEHTH, Ha KOWTO e IpHunarad lamotrigine B IpenopbYBaHUTE HO3M,
JecTOTATa HA TEXKHUTE KOWHHA 00pusH € npubiusurenHo 1 caygai Ha 500 jmna ¢ enunerncus.
ITpu6IM3ATEHO HONOBMHATA OT TE3Y CIydau ca O AoKkaaxsanu kato SJS (1:1000).

B xneneaEy ¥3NATBAHNS HPH IANKECHTH ¢ OUTIoNTapHO adeKTHBHO Pa3cTPoHCTBO OpoarT Ha
HabmoAaBaHuTe CIIydaH ¢ TeXbK 00puB e mpudimsaTenso 1 Ha 1000.

PHCKET OT pa3BUTHE Ha TEXKKH KOXKHHA 0OPHBY IIPH JENATa € MO-BHCOK OT TO3M IIPK BB3PaCTHH.

JIagHATE OT H3CISABAHMATA TOKA3BAT, € YECTOTaTa Ha OOPHBHTE, CBEP3aHH ¢ XOCHKTANA3AIS
IipH Aena ¢ ennnencad e ot 1:300 go 1:100.

ITspBETE IPOABH Ha OOpHB IpH Aena Morat Aa Obfar crpemenn ¢ nadexumns. IIpes nopeuTe
8 CeIMHITE OT NedeHHeTO IPH npossy Ha debpumiteT B 0OpHB NpH fera TpabBa fa ce HMa HPENBH
BBH3MOKHOCTTA OT Pa3BUTHE Ha HEKENaHa JEKapCTBEHA PeaKIpsL

PuckbT 32 passuTUe Ha OOPHBY 3aBHCH OT:

¢ Ilpmem Ha BHCOKM HadalmHH F03H lamotrigine ¥ MpeBrMIaBaHE HA NPEOpEYAHATa 4032 32

noBumaBaHe (Bk 4.2).

e EiHOBpeMeHHO IMpHIOKEHHE ¢ Valproate (Bmx 4.2).

TTpu passuTHE Ha OOPHUB IIPK BCAYKY NAlEeHTH (BB3PacTHH U JeNa), € HeoOXOoMuM IIperyies] Ha
rallHeHTa B He3a0aBHO CHUpaHe IpHiIoKenreTo Ha lamotrigine, ocBEH ako ¢ LyPHOCT €
YCTaHOBEHO, 9¢ OOPHUBET HE € CBBP3aH ¢ IpyeMa Ha JIEKapCTBOTO. Hpen 'ﬁﬁﬁq@gyp eYeHHETO C
Lamotrigine &a He ce 3am09Ba OTHORO NIPH INAHEHTH, KOUTO €a T'o e epa&m 6pHB
CBBp3aH C NPEeQUINHO JIedeHH e ¢ lamotrigine, OCBEH aKO MOTEHUK meé?@g% 1T
BRE3MOKHAS PHCK.

OOpHBHTE CE OIIICBAT ¥ KATO 9acT OT CHHAPOM Ha CBPEXTIYBC
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pa3NHYHE CHCTEMHH HPOSABH KaTO NOBHINEHA TEMHEDATYPa, THMpANCHOIATHS, OTOX Ha JHIETO,

. IpOMEHH B KpbBHATA KapTHHA M QYHKIOHUHTE Ha gepHus Apod (Brx 4.8). TexecTra Ha KIMHRYHMTE
IIPOSIEM Ha TO3H CHEIPOM € pa3inidHa IIPH OTAENHHTE NaNHeHTH, KaTo B PEIKH CIyJaH MOXKE Ja
JOBEfE 0 Pa3RUTHE Ha AHCEMHHUpaHA BETPECHIOBA KOATyNaus H MyITHOPraHHa HEAOCTATEYHOCT.
BaxHO € 1a ce uMa NpefBHA, 9e PAHHHTE IPOABY HA CBPBXIYBCTBHTCHAHOCT KATO NIOBUIICHA
TeMIIeparypa i TuManeHonaThs, MOTaT Aa ¢ NpOoSBAT Npeny passuThe Ha oOpusa. Ilpu
YCTaHOBIBaHE Ha ONMCAHHATE CUMATOMH € Heobxoauma He3abaBHa OlieHKa Ha ChCTOSHMETO Ha
[IaHEeHTA U CIHEpaHe NPHIOKEHHETO Ha lamotrigine Iipy /MIca Ha [pyra €THONOTHS 3a pa3BATHE Ha
TE3H PEAKIHH.

XO0PMOHAJTHH KOHTDANENTHABH

EdexTr HA XOpMOHATHATE KORTPANENTHBY BLPXY edukacHoerTa Ha lamotrigine:

VeranoBero e, ye koMbuuanusra ethinyloestradiol/levonorgestrel (30 mcg/150 meg) noeumaga
KIHphHCA Ha lamotrigine npaOIH3HUTEHO ABA WETH, KOSTO BOJH KO HamalliBaHe Ha HABaTa Ha
lamotrigine (smk 4.5. JIekapCTBEHH H APYTH B3aMMOAEHCTRHA). 3a HOCTHTAHE Ha MAKCHMAIEH
TEpaneBTHIEH OTFOBOP MOXKeE J1a € HeoOXOXMMO Tpe3 THTPAIHs fa ce AOCTHIHE O-BHCOKA
TOAREpKaIa foza lamotrigine (prOMA3HTENHO Ba IFTH NO-BACOKA). IIpH XeHHA, KOHTO focera He ca
IpyeMali HHAYKTOP Ha MIOKYpOHHpaHeTo Ha lamotrigine B ca Ha XOpMOHAIEH KOHTPACITHR
CXeMaza Ha IIpHeM Ha KOWTO BKIIIOYRA ej(Ha cenmuna Ge3 mpreM Ha KopTpanentHia (pill-free week), e
YCTaHOBEHO IOCTENEHHO BpeMEHHO [IOKaYBaHe Ha HEBaTa Ha lamotrigine 1o BpeMe Ha ceMunara Oe3
IpHEM HA KONTpalenrTiea. Te3n mokaupanus me ObAAT NO-FoReMH, KOTaTo Jo3ara Ha lamotrigine ¢
IOBMIIEHA B AHUTE NpPERH WIH II0 BpeMe Ha ceamunara 6e3 npueM Ha KOHTpanenThsa. 3a yKasaHus 3a
nosmpare Bk “OOINH IpenopbKY 3a Ko3@EpaHe Ha lamotrigine Ipy CHENMATHY TPy IAHEHTH .

KimpunucTute TpaOB2 A2 BOJST 11O HOMXOMISIN HAYHH HEICHHUETO Ha JKEHH, 32lI0UBAIIH HIIH
CIIMpaIny XOpMOHAHY XOHTPALENTHBYE 0O BpeMe Ha Tepamus ¢ lamotrigine. Moxe fa ce Hanoxm
KOpEeKI(usA Ha fo3ara Ha lamotrigine.

He ca npoBe)xaany NpoyIBaHus ¢ APYTH ISPOPAIHA KOHTPAUEIITHBY B XOPMOH3aAMECTHTEHH
TepaTiy, BEIPEKH 9€ € Bh3MOMKHO Te 2 HOBIUAT hapMakOKMHETHIHWTE IapaMeTpH Ha lamotrigine
IO HACHTAICH HaIHH.

Edexrn Ha lamotrigine BEPXY eGHKACHOCTTA HA XOPMOHAJHATE KOHTDANECNTABH:

Pesyntature OT IpoydsaHe 3a p3apMoyielicTeis npy 16 3x4pasu JOOPOBONIKH ITOKA3EAT, Je IIPH
eAHOBpEMeHEH HpHeM Ha lamotrigine ¥ XOpMOHaNeH KOHTPAENTHB (KOMOHHANHS
ethinyloestradiol/levonorgestrel) e Hanune ymepeHo yBelMdeHHE Ha KNupEHea Ha levonorgestrel m
IPOMEHH B cepyMuuTe ommkyincTuMyaupan xopMoH (FSH) u myTennuzupam xopMoH (LH) (six
4.5. JiexapcTBeHy ¥ IpYTH B3auMofelicTus). He e H3ACHEHO BIMAHKEETO Ha TE3H IPOMEHHA BEPXY
oBapualiHaTa OByiaropHa neiiHocT. He moxe obade na (pie H3KIMOYEHA B3MONKHOCTTA IIPH HAKOH
NAHAeHTH, IpHeMalny lamotrigine 3ae/iHO ¢ XOpMOHAIEN KOHTPAICHTHBHY, Te3¥ IIPOMEHH @ BOAAT IO
HaMalsBaHe Ha KOHTpalenTABHAaTa eUKacHOCT. 3aTOBa Te3H HalMCHTKHA TpOBa 1a OBb1at
WHCTPYKTHPAHH [ CEOOIaBaT 32 IPOMEHH B MEHCTPYAJHHS CH ITHKBJI, HAlp. HHTEPMEHCTPYAIHO
KBbpPBEHE.

JrxnapodoaarT PEAYKTa3a

Lamotrigine e cna6 muxuburop Ha uxuapodonar pexykrasara. [o Tasu npuyuHa npy
TIPOIBIDKATENHO JISYeHIe MOXKE Jia IIpOMeHH MeTabomizMa Ha Qo a{}@ Ha. Brmpexu ToBa,
np¥ TpoABIDKUTEAHO ICIeHEE ¢ lamotrigine He ce ycTaHOBABAT 3HZHY Serin i) e
xeMOrnobHHOBATA KOHIEHTPAIKS, CPeAHAS 00eM Ha epATPONH ‘*“
KOHIIEHTpAIY Ha omieBa KHCENHHa 3a IIEPHOL JO €HHa FOAUHA.




KOHIEHTPANHATE Ha (POTaT B EPHTPONATHTE 32 ICPHOK HO 5 FOMHHA.

BbLopeuna HeXOCTATHYHOCT

Ip# w3cneABaHe Ha NAHEHTH ¢ TepMUHANEa 050peuna HeOCTaTHIHOCT IPH IIPAIOXKEHHE Ha
enEHgHa 103a lamotrigine He ce yCTaHOBSBAT KNMHUYHO 3HAYMMH IPOMEHH B IINA3MCHUTE
KOnIeHTpauy Ha lamotrigine. Brupexn ToBa, Moxe fa OpAe 09aKBaHO HATPYIBaHe HA
FIIOKypOHUpaHus MeTa00IAT Ha nponykTa. IIpenopsasa ce NOBMINIEHO BHIMAaHHE IIPH JIEYCHHE Ha
HOaEeHTH ¢ O50peyHa HeJOCTATEYHOCT.

TlanpenTH, JEKVBABM ¢ IDVIH ODOAVKIH, ChXbp:Kany lamotrigine

Lamictal ge Tpabra ja ce npunara 6e3 XOHCYNTAEA ¢ JeKap Py NalHEeHTH, IEKYBaHH 10
HaCcTOAMIEM C APYTH IIPOLYKTH, CEABpiKamy lamotrigine.

Ennjencns

KakTo ps Apyry aHTHEIMICIITHYHE NPOAYKTH, BHE3aHOTO CIIMpaHe Ha IPMIOKESHHETO Ha
lamotrigine MOxe Ja JOBEAE IO HOBa MMOSBa Ha I'bpaoBe. Jlo3ara ya lamotrigine TpadBa ja Ov1e
HaManseaga MOCTEIICHHO 32 IEPHONA OT 2 CEAMHEIIH, OCBEH IPM PA3BATHE Ha ONHCAHKTE PEaKnnd Ha
CBPBXIyBCTBHTEIHOCT (Hanp. OOpHBH), H3NCKBAIIK BHE3AIIHO NPeKpaTABAHE Ha JIEIEHUETO.

Cooperx AasBH OT IHTEpaTypaTa NPy HaIHEHTH ¢ TEKKH KOHBYICHBHE (QOPMM Ha eHHICTICHS,
BKIXOUUTENHO status epilepticus, Moxe aa ce pa3gue pabJoMHMONK3a, MyITHOPTaHHa THCOYHKIHS A
A¥iCEeMHEHHPAHA BETPeCEI0Ba KOarylanns, B HIKOH CiIydaH ¢ JierajieH n3xon. Onucsand ca moxobuu
ClIy4ad, CBBP3aHH ¢ PHJIOXKEHAeTo Ha lamotrigine.

Bunonapro adeKTHBHO Pa3cTpoiicTBoO

TEii KaTO OIMTHTE 32 CaMOYOHMCTBO ca IPHCHINY Ha OHIIONAPHOTO aEeKTHBEO Pa3cTpoRCTRO,
TIpH BHCOXO PHCKOBHTE IANAEHTH JIEYEHHETO TPsOBa Jia € CHIpPOBeeHo OT OMu3K0 HaboeHHE Ha
SomHm.

4.5. JlexapcTBeHHA H APYTH B3aHMOACHCTBHA

Verarnoseno e, we UDP-rimoxyposmi tpancdepasute ca €H3UMHETE, OTTOBOPHM 32 MeTabomm3Ma
pa lamotrigine. HsMa JaHAY 32 KIMHEYHO 3HAYNME MHAYKIHA WK HEXUOHpaHe Ha 9YepHOApoOHaTa
OKCHAMpama MeTaboNnTHa eH3HMHA CHcTeMa, IPHIHHEHH OT lamotrigine u ca MAIKO BEPOSTHU
BIaUMONEHCTRHSA MEXTY lamotrigine u TeKapcTBata, KOUTO ce MeTadonmu3upar oT HHToXpoM P450
emsumuTe. Lamotrigine Moxe Jia MHAyHHpa CBOS cOOCTBEH MeTa0oMH3bM, KaTO TO3H eDEKT e YMEPEHO
IIPOSIBEH ¥ HAMA KIHHAYHO 3HAYUMHY IOCHEACTBHI.
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Taonuna 6: E¢extH HA JPYTH IeKapcTBA BEPXY rIIOKypornpanero Ha lamotrigine

JlexapcrBa, KONTO JexapcTBa, KouTO JlexapcTBa, KOHTO
3HAYHTE/IHO HEXHOHPAT 3HAYATETHO HHIYRHEpPAT HEe3HAYATEHO HHXAOHpPAT
TIIOKYPOHHDPAHETO HA IIIKYPOHHPAHETO HA H/IM HEXYIHPAT
Iamotrigine lamotrigine IJIIOKYPOHAPAaHEeTO HA
lamotrigine
Valproate Carbamazepine Lithium
Phenytoin Bupropion
Primidone Olanzapine
Phenobarbitone Oxcarbazepine
Rifampicin
Ethinyioestradiol/
levonorgestrel B koMOuBaII*

* He ca npoyJsaHd JPYTH IEPOPaHE KOHTPAEIITHBYE K HEKapCTBa OT XOPMOH3aMeCTHTCTHH TEPaItil
(HRT). Br3moskHO € Te Ha nopnusisat $hapMakoKHHeTHIHHTE HapaMeTpH Ha lamotrigine o cxoneH
Ha9HH.

e BsammopeiicTBus ¢ aATHSNWIENTHIHN JekapeTBa (Bi:k 4.2. [03EPOBKA H HAYHH Ha

NpUIoKeHHE)

Valproate nexubupa roKypoHApaBeTo Ha lamotrigine, 3ab6aBa MeTabomasMa ¥ ykInKaBa
eJIMMHAHAHOHHAAT HOMYKABOT Ha Jamotrigine B Ina3sMata IpHOTAHTEIHO ABA IHTH.

Onpefenenn aBTHEIIEIITIIHE IpoAykTH (kato phenytoin, carbamazepine, phenobarbitone m
primidone), KOBTO aKTHBRpAT YepHOApoOHaTa MeTabOIMTHA EH3UMHA CHCTEMA, HHAYIHPAT
TIIOKYpOHHpareTo Ha lamotrigine i yckopseaT merabonnama Ha lamotrigine.

Ilpu npunoxenne Ha carbamazepine ciel ipHeM Ha lamotrigine ce onucsa pa3BUTHE HA
CHMIITOMH OT CTPAHA Ha eHTpallHaTa HepBHa CHCTEMa, KAaTO 3aMasHOCT, aTaKCHd, ZBOHHO BHKIAHE,
3aMBIIIEHO BIDKAAHE | rafeHe. Tean npossu 0OHKHOBEHO H3de3BaT HPH HaMallIBaHe AO3aTa Ha
carbamazepine. ITomoGuu edexTr ca HabmoxaBany O BpeMe Ha H3IMTBaHE ¢ lamotrigine u
oxcarbazepine IpH BE3pACTHY 3HpaBy JOOPOBOIH, HO HE € IPOYUYBAHO HaMalkIBaHe Ha HO3aTa.

B HIKOH CIIy4aH ce OXNCBAT NPOMEHH B MIA3MEBHTE KOHIICHTPAllud Ha aHTHCIMIEI THIHI
HpoLyXTd. Beupeku ToBa, IPH NPOBEACHH KOHTPOIMPAHH H3MHTBANNSA IPH CHOBPEMEHHO
IIPUIIO’KEHHE C IPYTH aHTHEHMICIITHYHHE IIPOAYKTH, HE CE YCTAHOBIBAT IPOMEHH B TE3H
KOBIEHTPANUH, IpHIUHeHH oT lamotrigine. IIpa nposenery wacneBauwys in vitro, lamotrigine me
IpHIHHSAEA H3MeCTBane Ha APYTH aHTHEIHICHTHIHYE IPOAYKTH OT MECTATA 34 CBEP3BAHE C
IIIa3MEHNTE POTCHHH.

B H3nBTRAHE ¢ Y9aCTHE Ha BB3PACTHH 3/paBy NoOpOBORNY OpH IpueM Ha xo3H oT 200 mg
lamotrigine u 1200 mg oxcarbazepine, e ycTaHOBeHO, de oxcarbazepine He mpoMeHa MeTabonHu3Ma Ha
lamotrigine u lamotrigine e mpoMeng MeTabomm3Ma Ha oxcarbazepine.
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e BszammopeiicTBUS ¢ APYrH NCHX0aKTHBHH areBTH(BHXK 4.2. /I03HpOBKA H HAYHH HA

Opuiokenne)

dapmaxoxareTHaHUTe cBoficTBa Ha lithium cnex mpueM Ba 2 g anhydrous lithium gluconate,
IPASMaH Ba IHTH AHEBHO 33 MeCT XHH OT 20 31paBy IMIa, He Ce IPOMEHST HPH STHOBPEMERHOTO My
npuanoxenne cbe 100 mg/nuesno lamotrigine.

Msoro6poitauTe IepopalHy 03K bupropion He ca HOKa3alH CTaTHCTHISCKH 3HAYNMH e(exTH
BBPXY (hapMakoKHHETAKATA Ha €IHHMYHA Jo3a lamotrigine npr 12 nmura, kaTo e HaOMOgaBago caMo
nexo yeennmaenne Ha AUC ma lamotrigine glucuronide.

B usnuTRane ¢ ygacTie Ha BE3pacTHH 3/pasu FOOPOBOIUH NpreM Ha 15 mg olanzapine e
pamaimn AUC u Cmax ma lamotrigine crorBeTHO cpenno ¢ 24% u 20%. B moeeweto cxygan He ce
0YaKBa TOBa Jja MMa KIMHHIHO 3HaYeHue. Y CTaHOBEHO ¢ ye npHeM Ha 200 mg lamotrigine me
NOBNLsAEA papMaxOKHHEeTHKaTa Ha olanzapine.

Pesynrtary OT in vitro OIATH 32 MHXHEOHpaHe ca NOKazali, 3¢ 00pa3yBaHeTO Ha IbPBHIHIA
MeTabonuT Ba lamotrigine, 2-N-glucuronide, ce moBMHABa MEHEMAIHO OT CHBBMECTHA HEKYOanus ¢
amitriptyline, bupropion, clonazepam, fluoxetine, haloperidol, wm lorazepam. Jarnure 32
Metabomisma Ha bufuralol oT MIKO30MH 0T YOBEIIKH 4epes Npod Npefmonarar, ge lamotrigine He
HAMAlMBa KIHPBHCA HA TeKapcTBaTa, KOUTO C& eMMMUHApAT HpefaMHo upe3 CYP2D6. Pesynratr oT
in vitro ONMTH TPEATONATAT CHINO, Y€ € MATKO BepOSTHO KIMPBHCET Ha lamotrigine fa ce moBimsBa oT
clozapine, phenelzine, risperidone, sertraline mnm trazodone.

¢ BzanmopaeiicTBHS ¢ XOPMOHAJIHH KOHTPAllCHTHBH
EdexT Ha X0pMOHATHATE KOHTPaNeHTHBA BHPXY papMakoxmueTHEKaTa Ha lamotrigine

B KIMAMYHO HW3NHTBAHE ¢ yYacTHeTo Ha 16 sxeru nobpoBoiky, mpHEM Ha KOMOHHUpaH IepopaneH
xoETpanentus 30 mcg ethinyloestradiol / 150 mcg levonorgestrel e 1osen K0 TpAOIM3KHTEIHO
JBYKpATHO IHOBHINABaHE HA OpalIHKs KIHPEHC Ha lamotrigine, MMaio 3a pe3y/ITAT HAMAaNABaHe CPEIHO
¢ 52 % u 39 % 5a AUC u Cmax Ha lamotrigine. CepymHHUTe KOHNEGHTpanuX Ha lamotrigine
HOCTENEHHO ca ce IOBHINABAIH IO BpeMe Ha ceaMuNnara 0e3 mpHeM Ha KOHTpauenTHRHE Tabnetin. B
Kpas Ha ceaMunaTa Oe3 mpreM Ha KOHTPAaUEITHBHE TaOIeTK CepyMHAaTa KOHICHTPAIHS Ha
lamotrigine HenocpeAcTBEHO IpeH IPHEMAKE Ha I03a € CPEAHO OKOJIO IBa IETH HO-BUCOKA,
OTKONKOTO 110 BpeMe Ha ChBMECTHA TEpauHus.

Egexr a2 lamotrigine BspXy ¢apMaKOKHRETHKATA H2 XO0PMOHATHATE KOHTPANECITHBH

B xnusngHO H3NHTBAHE C YIaCTHETO Ha 16 jxeHn H0oOpoBONKY, NpreM Ha fo3a oT 300 mg
lamotrigine Be e oxasan edexr BBpxy hapMakoxuEeTEKaTa Ha ethinyloestradiol crcTaBkaTa Ha
KoMO¥prpaHaTa nepopaiHa KOHTPAleNTHBHA TabeTka. Y CTaHOBEHO € YMEPEHO YBEIMICHAS Ha
HepopalHEs KIHPBHC Ha CheTaBKaTa levonorgestrel, Bomemo fo Hamanenue cpenHo ¢ 19% u 12% Ha
AUC u Cmax =a levonorgestrel. Onpenensaero ya cepymunte FSH, LH 1 ectpanuoln 1o speme Ha
H3NUTBAHETO NMOKA3Ba HaMAITBaHe Ha CYNPeCHsTa Ha OBapHalHaTa XOpMOHANHA aKTHBHOCT IPH
HAKOM 3XSHH, BEIPEKHA Ye U3MEPBAHIAITA Ha CEpYMHU IIPOrecTEPOH HOKAa3BaT, 9€ HAMa XOPMOHAIHH
JIQHHH 32 OBYHALIHS IPY HAKOS OT IecTHaAeceTTe xeHd. He e H3sacHeno BE3EHCTBHETO Ha
YMEpEHOTO HOBHIIABAHE Ha KKpbHca Ha levonorgestrel u npoMerute B cepymuus FSH n LH sapxy
OBYJIAaTOpHATA aKTHBHOCT Ha siauuKa (Bwx 4.4. Crienmansy NpenyIpesxaASHIS | CIICIHAHEA
fpeAnasHH MEPKH 3a ymotpeba). He ca mpoyiBann edexTuTe Ha lamotrigine B AHEBHH JO3H PasIHIHE
ot 300 mg. He ca npoBexpaHl HM3MHUTBAHES C APYTH XOPMOHAIHH JIEKApPCTBEHH HPOJYKTH.

¢ BsammopeiicTBHS ¢ APYrH JIeKapcTBa

B m3umTRane ¢ yuactHero Ha 10 MBxke DOOpOBONIHK € yCTaH
KIMphECA ¥ HAMABA eMMABaIONHEAS IIONYXXHBOT Ha lamotri
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YepHOAPOGHUTE €H3KMH, OTTOROPHH 3a INHOKYPOHHpaHeTo. JIpH NallHeHTH, JeKYBaHH ¢HOBPEMEHHO
c rifampicin, Tp#0Ba fa ce ¥3noI3Ba IpenopEIMTENHATA CXeMa Ha IedeHne 3a lamotrigine u
KOHKYPEHTHHTE HHAYKTYPH Ha IHOKypOHHpaHeTo (Brk 4.2, Jlo3MpOoBKa i HATMH HA MPHIOKEHHE).

4.6. bpemeHHOCT B KEpPMene

EdexTn BLPXY QepTHANTETA:

OT HpoBeieHN PEHPORYKTHBHH H3CIEIBaHNUA IPH KHBOTHM, HE CE YCTAHOBIBAT YIPOMEHH BBE
¢depTHIMTETA B PE3YIITAT OT HpHeMa Ha lamotrigine.

Hsma panen 3a edekra Ha lamotrigine Bepxy QepTAIUTETA IIPH S0BEKA.

Bpemennocr:

ITocTMapxeTHHTOBY BaHHE OT HIKOJIKO NPOCIIEKTHBHHA PETHCTPH Ha GpeMEHHOCTTA Ca
JOKYMEHTHpaNH pakaase npu mosede ot 1000 xxeRH xa MoHOTepanus ¢ lamotrigine IIo BpeMe Ha
IBPBOTO TpEMecedne oT OpeMeHBOCTTA. [(aHHNTE HE IOKa3BaT NMOBUIIEH PHCK OT PA3BUTHE Ha FOJEMH
BpOoZieHH nedeKTH B CPaBHeHHE ¢ 00maTa yromynanys. JlapanTte 3a ynorpeGara Ha lamotrigine B
KoMOWHAIHs, KATO IOJMTEepanys, He Ca JOCTaTh9HH, 32 14 C& OIPEeNEN JAH PHCKET OT
ManopMaIie, CBBP3aH ¢ APYruTe JIEKapeTBa, Ce HOBIHIABA OT CHBMECTHOTO HM IPHIOKEHHE C
lamotrigine.

Lamotrigine Tps6Ba Ia ce npuiara uo BpeMe Ha OpeMEHHOCT, CaMO aKo OYakBaHaTa [ON3a OT
JIEYEHHETO NIPEBHMIaBa IOTCHIHATHUTE PHCKOBE. '

Du3HONOTHYHHTE IPOMEHH TI0 BpeMe Ha 6peMEHHOCT MOraT Ja JIOBIHAST BEPXY HHBATA H/MIH
repanesrranusg edekT Ha lamotrigine. ima faHuy 3a HamaneHH HyBa Ha lamotrigine 1o Bpeme Ha
6pemenHocT. ToBa Hanara HeOGXOAHMOCT OT ORXO/AN KIMHIIEH HOIX0J Pk GPEMEHHH XeHH IO
BpeMe Ha Tepamuara ¢ lamotrigine.

KspMmene:

Wma orpannyeHy NaHHE 32 e(heKTa OT IpHIoXKeH e Ha lamotrigine npH KepMeHe.

VeTanoBennTe CTOHHOCTH HA JIEKAPCTBOTO B KbpMara obuxraoseHo ca 40-60 % ot cepymunTe
KOHICHTpALAY.

TIpu Mansk 6poii eiia clel KbpMERe ce YCTAaHOBABAT KOHIEHTpaluy Ha lamotrigine, ipu KOHTO
MOJKE JIa CE IPOSBH (PapMakosioTHIeH eheKT.

Tpadpa Aa ce MPEeNeHsT BH3MOXKEHTE MON3H 0T KEPMEHETO CIIPAMO BE3MOXKHHTC PHCKOBE OT
HEKENAHH JIEKapCTBeHH PeaKiiy, KOUTO MOTAT Jia CE IPOSABAT IPH KbpMadeTo.

4.7. EdexTH BHPXY crioco0HOCTTA 32 mod@pane i padora ¢ MAIHHE

B nipe H3MUTBaHAS OpH J0GPOBOIE ¢ YCTaHOBEHO, 9¢ edekta Ha lamotrigine Bepxy dumara
3pHTE/HA IBHraTeHA KOOPAUHALAS, NBHKCHAITA Ha OTHTE, PABHOBECKHETO ¥ CYOEKTHBHNS CEIaTHBEH
edexT He ce pasnudasa B cpaBHeHHE ¢ IutaneCo. [Tpy KyuAndHuTE H3NHTBAHHA ¢ lamotrigine ce
YCTAHOBABAT HEXKENAHY PEAKIIUAN OT HEBPOJIOTHIECH XapaKTep, KaTO 3aMasHOCT H ABOHHO BIDKAHE.
TMopajy Tasy MpEYKHa, NPEIH Aa 3all0FHAT 2 IFo(QHpar Wil A2 paboTaT ¢ MAlHK, TANHEHTHTS
TpsOBa ja yOTAHOBAT KaK MM BIIHAS JIEYEHHETO ¢ lamotrigine.

Ennnencus
ViMa pasizKa B HOBIMSIBAHETO OT JICUCHHUETO ¢ AHTHCIHICNTHIHA YIPOXYKTH IPH OTHSIHUTE

CBBP3aHHA C lI[O(bI/IP&HeTO ¥ CIIHIJIICHCHATA.
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4.8. Hexelranm leKapcTBEHHA Peakuy

HesxenanuTte IeKapCTBEHH peakiyiy ca pas/ieNIeHH Ha CIEIM(HIHM 32 ENAAencHITa H 3a
OHOONapHAUTE Pa3CTPOHCTRA IPYIH CHOPE]] HAIMYHATE NaHHK. BEIIPEKH TOBA, IPH OLPEeIIHe Ha
ISII0CTHEA Npodun Ha Ge3omacHocT Ha lamotrigine, TpAbBa ka ce B3EMAaT NPSABHL K ZBETE TPYIIA.

Br3nprerTa e cnenHara Kaacuukanys Ha HeKeNaHuTe IeKapCTBEHH PeakI{Hi:
Meoro gecta (> 1/10), gecta (> 1/100, < 1/10), me gectr (>1/1000, < 1/100), pexxu (>1/10000, <
1/1000), muoro pexrn (< 1/10 000).

ENHIIENICHA

He:xesamn peakndd 0T CTPAHA HA KOKATA B HONKOKANTE TOKAHHA

o BpeMe Ha KIMHWIHH W3MATRAHH, IPH KORTO lamotrigine e Ipuiaral KaTo MOHOTEPAIH:
Meoro uyecTn: Koxen obpus., '

o BpeMe Ha KIMH#YHO IpHIOXKeHIe Ha lamotrigine:
Mpmuoro gecrn: Koxen obpus.

Peaxn: Cranpom Ha Stevens Johnson.

Mpnore peaxn: Tokcraaa enpAepManaa BEKPOIH3a.

IIpy NpOBEAEHATE ABORHOCHENH IPOYIBaHMS, C& yeTaHoBaBaT 00puBH HpH 10 % oT manueHTATE
crex mpueM Ha lamotrigine u nipu 5 % cnen nnane6o. Pa3spuatueTo Ha OOPUBH BOAHM 1O CIIHpaHe Ha
nprema 1pH 2 % ot manuerTare. OOpHBET, B IOBEUETO CIYIaH MaKyIONAIyIO3eH, Ce Pa3BHBA Hpe3
HEPBATE 8 CEAMUIM OT JIEIEHHETO, KaTO IPEMHHABA cIIe] CIIHPAHe Ha MpHeMa Ha lamotrigine (B
4.4).

MHOTO PsAKO Ce OMACBAT aileprIHl JKHBOTO3acTpanIaBaity OOpHBH, BKIIOTHTEHO CHHAPOM Ha
Stevens Johnson (SJS) u TokcruHa enuaepManta Hexpommsa (Lyell Syndrome). B nosegeto ciysan
Te3W peaki[iiy IPEMHAHABAT Cile)l CIUpaHe Ha IpHeMa. BrIpexy TOBa, IIPH HAKOH ITAIHCHTH ce
pasBHBAT HeOOPATHMH LEKATPHEKCH, CHUIO Taka HMa PEKH CITY4ay Ha JeTaleH u3xoy (Bmx 4.4).

Puck®T 32 pasBuTHE Ha 00pUB 3aBHCH OT:

e [Ipuem Ha BUCOKH HadalHu JO3H lamotrigine 1 HpeBHNaBaHe Ha IPEIOpFIanaTa 5032 3a

nosHIrasade (BEXK 4.2).

e EnuoBpemenHo mpmioxeHHe ¢ valproate (Biox 4.2).

OGpHBHTE ce OIHCBAT ¥ KATO JacT OT CHEAPOMA Ha CBPBXIYBCTBHTENHOCT, KOKTO BIIIOTBA
CHCTEMHH IIPOSRY (BIk Hexkenany peakiiui OT CTPaHa HA MMYHHATA CHCTEMa*+),

Hexeranm PEAKIHH OT CTPAHA HA KPEBHATA M JHEM(PEATA CHCHTEMA

Muoro peaxn: IIpoMeHH B KpEBHATA KapTHHA BKII. HEYTPOIICHUS, ICBKOIEHH, aHEMAS,
TpoMOOIUTONEHHS, IAHIUTOIICHHES, allIaCTHIHA aHEMHES, arPaHyJIOUTO3a.

TIpoMeHWUTe B KpbBHATa KapTHHA MOTaT Aa 65/aT WK fa He OBaT CBBP3aHK ChC CHHIPOMA Ha
CBPBXUYBCTBHETENHOCT (BHx Hexxenanu peakiiyl OT CTpaHa Ha HMYHHATA CHCTEMa*+).

Hexenann peakniEy 0T CTPAHA Ha HMYHHATA CHCTEMA

Mnuoro pegxn: CHEIPOM Ha CBPRXIYBCTBHTEHOCT** (BKIHOYBAN] CHMIOTOME KATO OBHIICHA
TEMIepaTypa, TaMbafeHonaTHs, OTOK Ha JIHIETO, IPOMEHH B KPI aprata 1 QYHKIIHKETE Ha
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**(Q0OpHBHTE ca O CHO0INABAHN H KAaTO FaCT OT CHHAP
pa3NE9IHE CHCTEeMHH NPOSBH KaTo NOBHIIECHA TEMIIEPaTypa,
TPOMEHH B KphBHATa KapTHHA B (GyHKIpuTe Ha 9epHAS Apod.
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pasiH9Ha KIHHHYHA TEKECT, KAaTO PAAKO MOTaT Aa TOBEAAT OO JUCEMHHHpaHa BFTPECHAOBA
KOaTyJNamss ¥ MyJITHOPFaHHAa HEFOCTaThYHOCT. 1ps0Ba fa ce HMa npeiBuK, Je paHAHTE IPOSBH Ha
CBPBXYIYECTBHTENHOCT KaToO IIOBMIIEHA TeMIlepaTypa B JMbaJeHOIAaTHT MOXKE Ja ca IIPOSBEeHH IIPEIH
pazpuTHE Ha 00pHBa. [IpH ycTaHOBABAHE Ha OIMMCAHHTE CHMIITOMY ¥ IEPOSBH € HE0OX0REMa
He3afaBHa OlieHKa Ha CRCTOSHHETO Ha MAalAeHTa B CIhpase MprHeMa Ha [amotrigine npn munuca Ha
ZpyTa eTHOHOTHA 34 PA3BUTHE Ha TE3H PEaKIIHuu.

HepxuaHn HADYIICHUS

Yeern: PaznpazauTenHoCT.
He gecrn: ArpecHs.
Mnuoro pegxn: THKOBE, XAINONHHALAK, O0BPKBAaHE.

HesxellanH peaknmHH 0T CTDAHA Ha HEPBHATA CACTEMA

ITo BpeMe Ha KIMHUIHE H3ANHTBANMS, IPA KouTo lamotrigine e MpHIaras KaTo MOHOTEPAHS:
Mpuoro wecrn: I'maBobomnme.

Yecrn: CrHmHBOCT, Oe3CHHEE, 3aMasHOCT, TPEMOP.

He gecrn: ATaxcHS.

ITo BpeMe HA KIMHIIHO HPHANOXeHHe Ha lamotrigine:

Mmuoro geerH: I asofoie, 3aMasHOCT.

Hecrn: HuctarsM, tpeMop, aTakchs, CHHIHBOCT, Ge3chHueE.

Mmuoro pepxn:  Bw30yna, 2aryba Ha paBHOBECHE, ABHFATENHE CMYIIEH s, BIOTHABAHE
CHLCTOSHUETO Ha TIAIHEHTH, CTpagamy oT OolecTTa Ha [lapKuHCOH, eXCTpanupaMIIHE CHMITTOMH,
X0peoareTo3a, yBeJdeHa 4ecTOTa Ha Pa3BHTHE Ha I'bPUORe.

VeTaHOBEHO €, 9€ IPHAOKEHHeTo Ha lamotrigine MoXe Ja BIIOMM CHCTOSHHETO HA HAIHCHTH,
crpagam ot Gonecrra Ha ITapkurcon. Mima m3onapany ch00MEHAS 32 MOABA HA eKCTPANHPAMHHY
CHMIITOMHE ¥ XOpeoaTero3a IpH nanwentH Oe3 GonecTra Ha HapkuHCOH.

OguaE cMymeHHs

Muoro veern: [[BoifHo BHXKEaHE, 3aMBITICHO BIDKIAHE.
Penkn: KomrosxTneut.

Hexenann peakiii 0T CTPaHA HA XPAHOCMBIATEJIHATA CHCTEMA

Tlo BpeMe Ha KIMHAYHA H3HTBAHMS, IIPH KouTo lamotrigine e Mprrarad Kato MOHOTEpanys:

Heern: T'anmere.
ITo BpeMe Ha KIWHWYHO NPANOKEHAE Ha lamotrigine:
YecrH: IacTpOMHTECTHHANHE CMYIIEHNA (BKII. HOBPHINAHe B AHAPHA).

Hexenann peakiigy 0T €TPana Ha JepHHAS APOD M KIBYHATE NBTHIEA

Mpuoro peaxn: [Topumeny croifHOCTH Ha HOKa3aTeNHTe Ha YepHOAPoOHATe QYHKIMOHATHN
TECTOBE, YepHOAPOOH2 JchHYHKIHS, YepHOAPoOHa HEROCTATFYHOCT.

YepHoapobrara gucyHKINSI OOHKHOBEHO CE IPOSABABA BEB BPE3KA C PEaKIHATS HA
CBPEXTIyBCTBHTENHOCT, HO B H30NHPAHN CIydad € HaOrofaBaHa CaMOCTOATENHO.

Hesxenana peakiigl 0T CTPpaHa HA CKETETHATA MYCKYJAATVDA B CheAHHHATENHATA TEKAH

Mauoro peaxn: ITogoOHE Ha HyIyc peaknyH.

HexellaHHE peaknuH OT CYPaHA HA HEJNs OpraHa3sM

Yecrn: ‘YMmopsiemocT.
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BHIOJAPHO A@EKTHBHO PA3CTPOUICTBO:

IIpu onpexensime Ha MEnocTHHS npodui Ha 6€300acHOCT Ha lamotrigine OCOYEHHUTE IO-HOTY
HeXXeNaHH JeKapCTBEHH Peakiyy Tpa0Ba 1a ce pasriex/iaT 3aeHo ¢ Te3H, KOKRTO ce HabIIomaBaT Ipy
CHHTIENCHL. '

He:kenand peakilIny ot CT PaHAa HA KOKATA H NOARKGKHATE THKAHH

o BpeMe Ha KIHMHHYHH M3NATBAHES OpH Grnonapto abekTuBHO pascTpolcTBO:
Maguoro gecra: Koxen obpus.
Pearxu: CuaapoM Ha Stevens Johnson.

Ot BCHYKH H3MHTEaNES (KOHTPONHpPAHK M HeKOHTPONHpaHH) ¢ lamotrigine npa 6AnonapHEo
a(heKTHBHO Pa3CTPOCTRBO KoKeH obpus ¢ Habmoxaran npu 14 % ot narmenTure Ha lamotrigine. Ha
¢$oHa Ha TOBA, IPY KOHTPONAPaHKTE HATUTBAHAS Ha IAIHCHTH ¢ OHION2pHO Pa3CTPOHCTBO KOKEH
obpus e Habmonasan npk 9 % ot nmanuenTHTe Ha lamotrigine 1 npu 8 % oT NanEeHTUTE HA mHaneto.

Hexenann peaknay 0T CTPaHA HA HEDBHATA CHCTEMa

Tlo BpeMe Ha KIMBHYIHN W3NHETBAHES Iy OuonapHo aeKTHBHO pa3scTPOHCTIBO:
Mmuoro gectn: ['nmasobonne.

YectH: Br30yAa, CERIHBOCT, 3aMasHOCT.

HexelaHd peaknuy 0T CTPAHA HA CKEJIETHATA MYCKYJIATYDA H CHEAHNNNTENNATa ThRAH

Tlo Bpeme Ha KITHHIIHA H3UTBAHS IPH GHOONAPHO a)eKTHBHO Pa3cTPOHCTBO:
Yecrn: Aprpanrus

Hexenann PEAKNHA 0T CTPAHA Ha NeJHd OPTaHHu3bBM H HA MACTOTO Ha NPHAGKCHNEE

ITo BpeMe Ha KIHHHYHY W3NHTBAHYS IIpH OHIIONapHO aQeKTHBHO pa3CTPORCTBO:
Yecra: bonka, 6onka B repha.

4.9, Ilpenoznpane

CumuoToMn 1 Oenesn:

Ommcea ce ciiydaiino nperosupare ¢ fo3u 10 go 20 msTH 110-BHCOKH OT MaKCHMAIHATA
TepameBTMYHA 103a. B pesynrar Ha Ipe03HPAHETO C& YCTAHOBSBA HECTAlBM, ATAKCHS, IPOMEHH B
CBE3HaHHETO ¥ KOMA.

Jleuenne:
Ipx npenozupane, ce IPeNopbYBa XOCHHTANH3HPaHe i OpHilaraHe Ha MOAXOAINH MEPKH. IIpm
HeoOXOIMMOCT MOJKe Jia ce IIPUIIOKH JaBayk Ha CTOMAXa.

5. ®apMaxKoNOTHIHH JaHHH

ATC xon: NO3AX09.

5.1. dapmakogneaMHYHA CBOHCTBA

Mexaan3nLM Ha geilcTBae:

Pesynratute OT (hapMaKoNOTHIHHATE H3CHGHBAHMNS OKA3BAT, Y/ RaRAEHMOCTY oF Ro3ata

. - L * o
Iamotﬂgme BOOW OO 6JIOKHpaHe Ha HATPHACBHUTE KaHalH. B Kﬂmﬁ%fky@j:m OHH, B
Fal by Sl =

32BHCHMOCT OT PabOTHIS IOTEHNHA # BOITAXA, BOXK 0 GIoKBpaHe’ ga-1] Q)I;ggm‘}llﬁe oTO
RSN LS e s
IIOBTApSINO ce BE3OYXICHAE, KATO IO TO3H HAYHE HHXUOHDA a0fORARHOTON

s
QT%QQ?B%ﬁ@fmaBaHe Ha
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TIyraMar (MHOKHCCJIHH&, KOATO HMa KIIIo4YoRa pOJL B TCHCPHPAHSTO Ha CHHNCTITHIHHTE r'bpqose),
OCBCH TOBa HHXK6I/IP& IIpegu3BUKanara OT TiIyraMmart HposBa Ha aKOHOHHH HOTCHITHAIN.

dapmaxkogaHaMAIHE edeKTH:

IIpoBeneHy ca H3cHeIBaHMS 32 OIIEHKa Ha e()eKTa Ha JIEKapCTBATa REPXY LISHTPAlHATa HepBHA
cuictema. [Ipn npwioxkenre na 240 mg lamotrigine Ha 3pasy ZoOpOBOIIH, yCTaHOBEHHTE eeKTH ca
mono6HE Ha Te3m 3a nnauedo. Ot apyra cTpana cueq npunokenne Ha 1000 mg phenytoin mim 10 mg
diazepam ce ycraHOBSBAT 3HAYHTEIHO HapyMIaBaHe Ha QHHATA 3PHTENHA ABHIaTeIHA KOOpHHATHS,
IBICKEHHASTA Ha OYHTE, PABHOBECHETO U CyOeKTHBHH eeKTH Ha CeNHpaHe.

TIpu qpyro M3NKTBAHE ciel NepopaNeH npreM Ha exHa Josa ot 600 mg carbamazepine ce
YCTaHOBSBAT HOBYIIARAHE Ha CEPACTHATA YeCTOTa K 3HATATE/IHH IIPOMEHH Ha QHHAaTa 3pHTEAHA
JBHTaTeNHa KOOpAUHAN, IBIKCHUATA Ha OYMATe H papHoBecHeTo. OT Apyra cTpaHa CIex
IpunoxeHnue Ha lamotrigine B 1031 o1 150 mg u 300 mg ycTanopenute edekTH ca NONOOHH HA Te3H
TpH npueM Ha nnanebo.

5.2, @apMaKkOKAHETHYHH CBOHCTBA

Pesoponmsn

Lamotrigine ce pesopGupa 65p30 U U3IAI0 B FaCTPOHHTECTHHANHHS TPAKT, KaTo HE Ce
YCTAaHOBSBa KIIMHIYHO 3HaunM first pass MeTabom3eM. BEPXOBH ILUIA3MEHH KOHISHTPAIHH CE
JOCTHraT NpHONM3ATENHO 2,5 gaca cuef, Nepopanyo npunoxkenne. Cres npreM Ha XpaHa BpeMeTo 3a
FOCTHTaHE HA Te3H KOHIEHTPAIHY JIEKO Ce YABIDKABa, HO CTENICHTa Ha pe3opbnus ue ce npomers. IIpn
rpadrune H306passsane dapMaKOKHHETHKATa Ha IPOXYKTA XPEACTABIABA IpaBa NUHMA. ToBa ce
YCTAHOBSABA HPH HPHIOKEHNE Ha JO3H 0 450 mg, KaTo Do-BHCOKH JO3H HE Ca H3CIe/BaHy,
MaxcumanuuTe cTaioHapHH (steady state) KOHNEHTpalwy ca Pa3NUIHN IPH OTACIHATE TANHEHTH,
KaTO TIPH BCEKH IANHACHT Te3H CTOHHOCTH Ce pasiIaBaT MHOTO PSIKO.

Paznpenenenne

CBBp3BaHETO ¢ UIa3MEeHNTE NPOTeNHHE e IprbmusnTenHo 55 %. He ce oyaksar possy Ha
TOKCHYHOCT HPH H3MECTBAHe OT MSCTOTO Ha CBBP3BaHe ¢ INAa3MEHMTE IPOTCHHH.,

JlexapcTBOTO IpHTEXaBa 06eM Ha pasnpenencHne Mexy 0,92 u 1,22 1/kg.

Merabonuznpane

Lamotrigine ce MeTabonuzmpa 0T eH3uMa Y JID-rmroxypoHun TpaHcdepasa.

B MHOTO MaJKa CTEIIEH B 3aBHCHMOCT 0T Ao3ara lamotrigine Moxke fa MHAyIHpa COOCTBEHHS CH
MeTabormspM. HaMa foKasaTeNcTsa 3a BIMAHHETO Ha lamotrigine BEpXy dapMakoKHHETHKATA HA
ApYry aHTHEIHACITHYHH poaykTd. He ce ouaxBat B3auMoAeHCTBH MeX Ty lamotrigine u
NEKApCTBEHHUTE MPOLYKTH, KOUTO ce MeTaboIM3MpaT OT MUTOXPOM Pysp eH3UMHTE.

EanMHEBpaHe

Cpeaunte cTagnoHapuH (steady state) cTolHOCTH Ha KJMPBHCA, IIPH 34PABY BH3PACTHY JHIIA €2
39 + 14 mi/min. KnupeHCET Ha lamotrigine e mpeEMEO Ipe3 MeTabOMH3Hpate ¢ HOCHEIBANIO
eIMMHHHpAHE TOX $hopMata Ha TIFOKYPOHI-KOHIOraT ¢ ypuHata. ITo-manko ot 10 % ot lamotrigine
CE eKCKPETHPAT HelpoMeHen ¢ ypuHaTa. Camo oxono 2 % ce exkckperapar ¢ deneca. KIMppacET 1
eIIMHAHAIMOHHNAT [IONYXHABOT B IUIa3MaTa He ca 3aBMCHMH OT Iipuetata fo3a. CpefHuar
eIMEMHMHAIMOHEH IONY>KHBOT IpH 3paBH BLE3PACTHH € 0T 24 #o 35 gaca. {Ipn n3cnensane Ha
TIanueHTH Che cHHapoMa Ha Gilbert ce ycTaHOBsBa MOHIKEHHE HA Knnpmca c 32 %, B cpaBHer-me c
KOHTpPOJIATA, He3aBHCHMO OT TOBA, TE3H CTOHHOCTH €2 B PAMKHTE HA O

EaMHHANMOHHEAT IONYXABOT Ha lamotrigine B nasMara ce
eIHOBPEMEHHO TIPHIIOZKEBHE ¢ APYTH JIeKapeTBa.

IIpH exHOBpEMEHHO HPHJIOKEHNE C JTEKAPCTBA, KOUTO aKTHBH
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carbamazepine i phenytoin, cpeqHHAT eNIMUHAIIOHEH TONYAMBOT Ha lamotrigine ce pexynupa
npubusyrenHO 1o 14 gaca, cBINo Taka, HpH CHBMECTHO PHIOXeHHe ¢ valproate, ce yxk/okaBa
nipubnasaTennao xo 70 gaca (smxk 4.2. Jlo3upoBxa 1 HadWH Ha Npunoxenue H 4.5. JlekapcTBern u
IOpPYTH B3aHMONeicTBH).

Eauvaaapane NpH Jena:

ITpw ompenernsine Ha KIHPBHCA CIIPAMO TEIECHOTO TETTI0, IPH Jela Ce YCTAHOBSBAT I0-BHCOKH
CTOHHOCTH OT TE3H MPH BB3PACTHE, KATO Hail-BHCOKY ca TIPH JIKIa IIof 5 roanHA. EmMuHauzoHIAT
NONYKHBOT Ha lamotrigine B mnasMara NpH Jena € TO-KPaTKo OT TOBA pH BE3pacTHH. [TpH
IPEIOKEHAE C IEKapCeTBa, HHAYLWpAIH eH3UMHH CHCTEeMH, KaTo carbamazepine u phenytoin, ce
pemynupa A0 NpHOIM3ATEHO 7 Yaca H CHII0 Taka ce yAbIDKasa 1o 45-50 gaca, IipH eiHOBPEMEHHO
mpunoxenue ¢ valproate (Bmx 4.2).

EnaMaRApase Hpy NaNHeHTH B HAOPeIHAIa Bh3pacr:

IIpoBenen e cpapHETENEH (PapMaKoKMHETHICH aHAIIM3 HA NOMyJIAHOHHO HUBO TIPH MIIafA
HanyWeHTH | IPH IAUEHTH B HAllpeHANA BB3pacT ¢ ernplerncus. [Ipy oleHKa Ha pe3yITaThTe He ce
YCTAHOBSRAT KIMHWIHO 3HAYHMA IPOMEHY B KITEphHCca Ha lamotrigine. [Ipx npueM Ha ex@HUIHA 1032
ce ycTaHOBSBAT ¢ 12 % HO-HUCKH CTORHOCTH HAa KIHPBHCA, KATO CHOTBETHO 3a 20 rojunina p3pact ca
oxoio 35 ml/min, soxaro mpE magpenTd Ha 70 rogmmHa Bb3pacT ca 31 ml/min. ITonmwxasasre ot 10 %
€& YCTAaHOBSBA CIEJ JICISHNHS B NPOABIDKEHKE Ha 48 CEIMHITH, KaTO CTOHHOCTHTE CHTBETHO ¢a OT 4]
10 37 ml/min 3a xBeTe BE3pacToBH rpyny. [IpoBeaeH: ca H u3cIeABaHNA Ha papMaKOKHHETHKATa Ha
lamotrigine ciiex eqHOKpaTeH mpueM Ha 150 mg npu 12 3apaBy nuiia B HaupeAHana BE3pacT.
CpenHETE CTOMHOCTH Ha XIMPBHCa pH Te3H naruenTd (0,39 ml/min/kg) ca B pavMKkuTe Ha
croitgocTate (0,31 mo 0,65 ml/min/kg), ycTaHOBEHH CNEA NPOBEASHY 9 KIMHWIHY H3CHCBAHIS IPH
BBH3PACTHH, CJIeJ IPUNOKEHAE Ha eIHHAYHE A03K OT 30 mo 450 mg.

EnaMunHEpage Opa DalHeHTH ¢ 0L0peyno yBpexaane:

JipasanaceT FOOPOBOJIM C XpoHWYHA OBOpeTHa HEOCTATHYHOCT M INECT HANHEHTH Ha
XeMOIMAIH3a ¢a NpHenH eTHOKpaTHa o34 oT 100 mg lamotrigine. Ycranosero e cpeano CL/F
0.42 ml/min/kg (xpornwHa 656peuna HepocTaTbyHOCT), 0.33 ml/min/kg (MexTy XeMOIHAIH3ATE) K
1.57 m/min/kg (fio BpeMe Ha XemomuaM3ara), B cpasHenue ¢ 0.58 ml/min/kg rpu 3ppapu
ToGposomz. CpeTHysT eTHMIHANUHEH IOMYKHBOT Ha lamotrigine B mrasmara e 6mr 42.9 qaca
(xporuana 656pewna HeToCTATHIHOCT), 57.4 Taca (MexxHy XeMopuammsure) 1 13.0 yaca (mo Bpeme Ha
XeMONPaIH3a), B cpaBHenne ¢ 26,2 waca npHu 3apasu Jobposommu. Cpenno, nprbmusuTenHo 20%
(Mexmy 5.6 u 35.1) oT KonmEgecTBOTO lamotrigine, HAMIAHO B TAUIOTO, € G0 EMMMHBKPAHO 10 BpeMe
Ha 4-gacoBa XeMOJIMaNM3a. 32 Ta3u Fpylia HallHeHTH HaTamHATe No3d lamotrigine Tpabsa na ce
OnpeneNIT CHOpeX cxeMara 3a npreM Ha AEIT Ha namuesTa; HaMaJleHATe IOANbPKaH 031 MOraT ia
GpHar e(pEKACHY IpY HAIMEHTH CHC 3HAIHTENHO YBpekaaHe Ha OnOpedanara QyHKis.

EngMHEHApaHe HPH NANHEHTH ¢ 9ePHOXPODHO YBpeXIaHe:

TTpu 24 mwna ¢ pasHdHa CTeHCH Ha 9epHOAPOOHO yBpexkiane u 12 3apaBy KOHTPOIH €
TpoBeAEHO (hapMaKOKMHETHYHO H3NHTBAHE ¢ IPHIIOXKEHIE Ha SAHOKpaTHA 4034 lamotrigine.
CpegrpsT kapsHe Ha lamotrigine e 6un 0.31, 0.24 mnur 0.10 ml/min/kg npy rmammenTaTe C
wepHOApPOSHO yBpexnane crerel A, B, uma C (Child — Pugh xnacnguxanys) cr0TBETHO, CPaBHEH C
0.34 ml/min/kg npu 3apasyte KonTpoim. HawanHaTa 1034, 703aTa IpH IOBUIMABaHe | HOAABPKaIHATa
Jo3a TpsaOBa Ja ce pexyuupar npubmusutenHo ¢ 50 % mpu ymepero Texko (Child-Pugh cremer B)
4epHOAPO6HO yBpexKIane 1 ¢b¢ 75 % mpu texko (Child-Pugh crenen ogpoﬁﬁo YBpeXIaHE.
JiozaTa Ipe HOBHINABaHe H IOAABpIKaNmiaTa fo3a, TpAbBa aa ce OIr _emﬂédamc 0CT OT
KIHHAYHAS OTTOBOP. : K
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KnapagaHn H3naTsanas

Kimupuna eh)aKkacHOCT IPH NpeBeHNHs Ha JENPECHBHA EIM30IH HpH NAHeHTH ¢ OHIOIapHO
a(exTHBHO Pa3sCTpOHCTBO:

JIBe 0CHOBEY H3NMUTBAHAS ITOXa3BaT eDIKACHOCTTA IPH IIPEBEHITAA OT ACHPECHBHY €ITH30Y IpH
TAITHEeHTH ¢ OANONapHO a(peKTHRHO pa3cTPOHCTRO.

IIpoeeneno e ximargHoTO H3nuTBaEe SCAB20003 - MyATHIEHTPOBO, ABOHHO-CILANO, C iBE
nexapceTBeHu (hopMu, mianebo B MHTHI KOHTPONHMPAHO, PAHIOME3HpaHO, ¢ pHAKCHpaHa Ho3a 3a
OlleHKA Ha JBIrOCpPOIHATA IPEBEHNES Ha HOBTOPHA NOABA Ha JICHpecHs W/HANK MaHHS IPH YIAIHEHTH ©
HrronapHO a)eKTHBHO pa3CcTPOHCTBO, KOMTO HACKOPO HIIH B MOMEHTa Ha W3MHTBAHETO ca GUIM B
rofsM Aenpecuset emuzon. Cieln cTabmim3npane ¢ MOHOTepanus ¢ lamotrigine wmu lamotrigine u
HCHXOTPONHH JIeKapcTBa MallHeHTHTe ca O PanfOMHE3HPAHH B €{Ha OT IIE€TTE IPYIH Ha JICICHHE:
lamotrigine (50, 200, 400 mg Ha nen), lithium (cepymun HuBa ot 0.8 mo 1.1 mMol/l) mma ninaneto 3a
MakcEMyM 76 cemmunu (18 mecena). CxeMuTe Ha JIcUeHHE €a MIONRABPKAHH JIO TIOABA HA HOB €IH30A
Ha pOMSHA B HACTPOSHHETO (MENpecHs WM MaHus), H3HCKBAI HaMeca ¢ JOIBIHUTEIHA
tapMakoTepanys ANH eneKTpoKkoHByncHBHO Negenne (ECT).

IIeperanaTa Kpaiina el ¢ 6mra "Bpeme 1o HaMeca Ipy €MH30/ HA IPOMSAHA Ha HACTPOSHAETO
(TIME)," kato Hamecara e 63na wi JonsnHATeMHA papMarotepamis wid ECT. Tasu kpatina nenm e
aHaNH3Mpana ¢ IOMOINTA Ha TPH MeTo/a 3a pafora ¢ JaHHH OT HallMeHTH, IPEKbCHAIM NeUEHHETO
IIpe/iE TakaBa Hameca. Y CTaHOBEHK ca P-CTOMHOCTH OT Te3u aHammsu Mexy 0.003 u 0.029. Ipn
JONBIIHATETHY AHAIM3H Ha BPEMETO JO IIOSBATA Ha IIEPBHA NEIPECHBEH EIH30/ K BPEMETO JI0
TOSBATa HA IWHPBHA MAHKHEH/XHIIOMAHHEH WM CMECSH eNi30/ IPH [aiueHTHTE Ha lamotrigine e
YCTaHOBEHO NO-ILITO BpeMe O HOSBa Ha IBPBHUA IEHPECUBEH SIM30/ B CPaBHEHHE ¢ MAlCHTHTE Ha
mnaneto (p=0.047). Paznukure B 1e4eHAETO IO OTHOMIEHHE HA BpEMETO HO II0ABA HA
MaHHEH/XHAIIOMAHHEH HIIH CMECSH SITH30 He Ca CTATHCTHYECKH 3HAaTHMH.

IpoBeneno e knuuranoTo H3nuTane SCAB2006 - MyRTHICHTPOBO, ABOHHO-CIANO, C IBE
NexapcTBeEH GopMHE, IWianebo M NHTHH KOHTPONHEPAHO, PAEIOMHA3HPAHO, ¢ (rekcubriHa 1032 32
OlEHKA HA FHITOCPOYHATA IPEBEHITAA Ha IOBTOPHA NOsBA Ha FENMPECHATA H/AIH MAaHMITa IIpK
HaAeRTH ¢ GHnonapHo aheKTHBHO pa3cTpoiicTBO THH I, KOMTO HACKOPO MM B MOMEHTa Ha
W3OMTBAHETO ca OMH B MAHHEH MM XHIIOManKeH enn3ol. Crell crabunusnpase ¢ MOHOTEPAHAS ¢
lamotrigine umu lamotrigine ¥ XCHXOTPOIHY HeKapcTBa ANUEHTHTE ca OUIE PaHROMH3UPaHH B €Ha
OT TpHTE IpyNH Ha fegenue: lamotrigine (100 - 400 mg #a men), lithium (cepymuu BuBa ot 0.8 xo
1.1 mMol/l) mnm mnaueGo 3a MaxcumyM 76 cemvuiry (18 Mecena). Cxemure Ha IeYeHue ca
TIOZUTBYKAHH JIO TIOSBA Ha HOB elH30/ Ha IPOMIHA B HACTPOSHHETO (HEYPECHS MM MAHHS), H3HCKBAI
Hameca ¢ HOIBIHUTE HA hapMakoTepanys Wil elexTpokonByncusHo nederue (ECT).

ITspBuynaTa Kpaiina el e Guna "Bpeme 10 HaMeca Ipy eMH30/ Ha IPOMsIHA B HACTPOCHHETO
(TIME)," xato Hamecara e 6una unu gonsiHaTensa dhapmaxorepanss wiy ECT. Tasu xpatina nen e
aHAMH3APaHA ¢ OMOIITA Ha TPH MeToZa 3a paboTa ¢ JaHHM OF [allHEHTH, IPeKbCHAIN JICICHHETO
TIPEJIM TaKaBa HaMeca. Y CTAHOBEHHM ca P-CTORHOCTH OT TesH aramusy Mexay 0.003 1 0.023. Tlpu
JIOTBIHATEIHHA aHANA3H Ha BPEMETO [0 TI04BaTa Ha ITBPBHSA JENPECHBEH €HH30/ K BPEMETO A0
HosIBaTA Ha IEPBYS MaHHCH/XHIIOMaHHEH MY CMECEH eMK30/, HPH NallieHTATE Ha lamotrigine e
HabII0[aBaHO HO-ABJIT0 BpEME JI0 IOSBA Ha UHPBHS HEIPECHBEH eIR30]] B CPABHEHHE C MAIAESHTHTE
ra nnanebo (p=0.015). PasimxaTe B NEIEHHETO 110 OTHOICHAES HA BPEMETO O NTOSBA HA
MaHFCH/XUIOMaHHEH HIIH CMECEH eNH30/] HE Ca CTAaTHCTHIECKH 3HAYAMHA.

B xnuHEYHE U3IHTEAHES He € YCTAHOBeHA CTATHCTHYECKH 3Ha9YHMa PaslHKa BB BE3MOXKHOCTTA
33 MEAYIHEpaKe Ha JecTabHIN3als, MAHMK HIIH XATOMAHMS IO BpeMe Ha nedenne ¢ lamotrigine
cupsmo nnanedo.
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5.3. IlpenxknuHEAYTHA JaHHH 32 0e3omacHoCT

Tepatoreanoct:

Tipu nipoBeenyTe U3CISIBAHMS 32 TOKCHIHY €QeXTH BhPXY PelIPOAYKTHBHOCTTA IPH XKHUBOTHH,
cien npueM Ha lamotrigine B 1031, KOMTO MEOTOKPaTHO HA/[BAINABAT TEPANCBTHIHITE IPH JOBEKa, He
CE YCTaHOBSBAT TepaToreHHH edekTH. Brupeku ToBa, Thil karo lamotrigine e cna® uaxnOuTOp HA
JuxagpodonarT peAyKTa3aTa, HaIHIE € TSOPHTHICH PHCK 32 pasBHTHE Ha deTaHd MandopMalyid, B
cIydaii 4e 1o Bpeme Ha OpeMeHHOCTTa MaifkaTta e JieKyBaHa ¢ honaTeH HEXHORTOP.

MyTareHnocr:
PesynraTtare 0T MHOTO M3CHE/IBaHys 32 HAMYHS Ha MyTareHeH eekT noka3gar, 9e lamotrigine ne

HOCH PHCK 34 I'EHOMa IIPH JOBEKa.

Kaaneporeamnocr:
B mpoBefeny u3cnenBanus Ha lamotrigine 3a FEIEF IEPHOJ, OT BpeMe, IPH IITBXO0BE B MHIIKH, e
CE YCTaHOBSBA KaHUEPOTEHEH e(EKT.

6. @apmaneBTHYHH JAHHEM
6.1. CoanchkK Ha DOMOINHHATE BEMECTBA U TeXHHTE KOJHIeCTBA

Haumenopanue | Komrectso B mg/tablet

Ha MIOMOIEHOTO BEIHECTBO 25 mg 50 mg 100 mg
Calcium carbonate 23,750 47,50 95,0
Low substituted hydroxypropyl cellulose | 6,250 12,50 25,0
Aluminium magnesium silicate 3,000 6,00 12,0
Sodium starch glycollate 2,500 5,00 10,0
Povidone K30 0,750 1,50 3.0
Saccharin sodium 0,625 1,25 2,5
Blackcurrant flavour 0,625 1,25 2,5
Magnesium stearate 0,625 1,25 2,5

6.2, DH3AKO-XEMHEYHH HECHLBMECTAMOCTH
Hsma omAcasH.

6.3. Cpox Ha rogHOCT
3 roguHH.

6.4. Cuenuanau ycJIOBHS 32 ChXPaHEHHE
Ia ce cexpassBa Ipy TeMueparypa nox 30 oC.
Ha ce ceXpasspa Ha 3aI0UTEHO OT Biara MscTo.
Jla ce mazu OT mpAKa CIIPHYEBA CBETIINHA.

6.5. {annu 3a 0NMAKOBKATA

BTopHuHa ONAaKoBKa: KapToHeHa KyTHsi
ITspBr9Ha OIIaKOBKa Ha TabIeTKUTE OT 5
25 mg, 50 mg u 100 mg: bimsctepu o ’ y@‘" ]

o | OWE ;

Komrmaectro B 1 ommakopka: 30 vabne L
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6.6. IIpenopnka npu ynorpeda
Hsma ycTaHOBEHH.

7. Hme n aapec na OPATEKATEs HA pa3peHIeHHETO 3a ynoTpeda

Glaxo Group Litd.
Greenford road, Greenford,
Middiesex UB6 ONN, UK

8. PermcrpanmoHeH HoMep B perucThpa mo Wi 28 3JIAXM
Lamictal tabl. disp. 25 mg - Ne 970 0509
Lamictal tabl. disp. 50 mg - Ne 2003 0756
Lamictal tabl. disp.100 mg - Ne 970 0510

9. Jarta 5a NLpBO paspemiaBaHe 3a ynorpeda HA JIEKADCTBEHHN HPOIYKT
Lamictal tabl. disp. 25 mg; 100 mg - 17.10.1997 r.
Lamictal tabl. disp. 50 mg - 18.12.2003 r.

10. [aTa na npBO paspemagade 3a ynorpela Ha JdeKapeTBeHHS HPOAYKT
IIspea peructpanus B benrapus — 21 anpmx 1994 1.

11./lata Ha (9aCTH9HA) AKTYaIH3aI(HS Ha TEKCTa
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