KPATKA XAPAKTEPUCTHKA HA
MMPOTYKTA

MHHUCTEPCTBO HA 3[PABEONAIBANETD

LAMOTRIX Mpunoxame s U~ (2508 (2809 2010

Paspewenye 32 ynovpeba il - /2 &44 [11-0¢. 0
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(LAMOTRIGINE) 5,93/ & 05, 0@7/%/4

1. HamMenoBaHHe Ha jJeKapCTBEHIS HPORYR

LAMOTRIX / JAMOTPHKC

2. KauecTBen H KOJHIECTBEH ChCTAB

Lamotrix Tabmetku or 25mg: Beska Tabnerka chappka 25mg
lamotrigine.

Lamotrix tabnmetku ot 50mg: Beska Tabnetka chabpixa S0mg
lamotrigine.

Lamotrix Tabnetku ot 100mg: Besxa Tabnerka cuaspxa 100mg
lamotrigine.

Lamotrix tabnerku or 200mg: Beska tabnerxa ceuppxa 200mg
lamotrigine.

3. JlexapcrBena popma

TabneTxy 3a HepopaiHo MIPHIIOXKCHHE

4. KinpuMuyEd JTaHdu

4.1. Iokazanua

Ennnencus:

Br3pactay ¥ gena gan 12 ropuHu:

Lamotrigine e Ifoxa3saH 3a KOMOWHMpaHa ¥ MOHOTEpalHi Ha
EIMNeNCHs, IpH OlHHUINHY HNH TEeHEpallu3HpaHd UpHOagbI,
BKIIFOUUTEIHO TOHWYHO-KIOHWYHN ¥ CBBpP3aHH CBC CHHApOMa Ha
Lennox-Gastaut.

LY



Jena 5a BE3pacT oT 2 10 12 rofvHu:

Lamotrigine e moxasaH 32 KOMOUHNpaHa Tepands Ha eHNUIelCcHsd
Py OFHWINHE MM TeHEepanM3UpaHH NpUNambIH, BKAOYHTENIHO
TOHHWYHO-KIOHHYHY U CBBP3aHH ChC CHEApoMa Ba Lemnmox-Gastaut.

He ce mpermophuBa 3a MOHOTEPAIHs IIpPH HOBOJHMATHOCTHIHPAHK
IAIWEHTH B [IETCKA BB3PACT.

Cren rmoCTHraHe Ha KOHTPON BBpXy 3aboidBaHeTo Iipu
KOMOUHHpaHa Tepalys, IPUeMbT Ha ChIBTCTRAIMTE aHTHEINIISIITHIHA
IPOIAYKTH MOXE Ja ce crpe, KaTo c€ IPOALIKH ¢ MOHOTepanus ¢
lamotrigine.

BunoaapHo adeKTHBHO Pa3cTPoiCTBO:

Bra3pacthu Ha B Han 18 roauym:

Lamotrigine e rokazay 3a MpeAilasBaHe OT €MU30/H Ha MpOMAHA
Ha HACTPOSHHETO IIPH TIAlMEHTH ¢ OMII0NapHo aheKTHBHO pa3cTpOHCTBO,
IJIaBHO 9pe3 NPeJOTBPaTABade Ha NeNpPEeCHBHHTE EIH30)(4.

42.  Jio3upoBKa B HAYHH HA NPUJOKEHHE

Tabnerxure TpaOBa Ma OBHaT HOITBINAEK IEIIH ¢ MAKO BOAA.

TepanepTiiHaTa NOANBpXKallla H03a2 HpH Jela Tpsidsa jxa ce
MOHHTOpDHpa B CHOTBETCTBHE € TErNOTO Ha [ETeT0 M Jha ce
TpUCIOCO0sBa, aKO CE NOSBAT HAKAKBH HPOMEHH B TENECHOTO TEIO.
Axo u3=HMcIIeHaTa 103a 3a Jelia, CIIopes TEJISCHOTO TEro, He € paBHa Ha
mana TabreTka, OpHIaradara Hosa TpsAOBa Ja ce HPHpaBHH KbM I0-
pucKus Gpoii mems Tabmerxkd. Hamwmawero Ha TabNeTKH € pasidgHO
CBOBPKAHHE Ha NEKapCTBEHOTO BEIIECTBO YNECHSBA [IO3UPAHETO Ha
IPOAYKTA B 3aBUCAMOCT OT HeoOXouMara JHEBHA 7032, IpeCMETHATA Ha
6a3a BB3pACT ¥ TEIECHO TErTOo.

HogpTopHO 3am0YBaHe Ha JeYeHHETO:

IIpy DOBTOPHO 3all0¥BaHE JICYCHWETO ¢ Lamotrigine IpH Dal{HEHTH,
KOMTO N0 HAKaKBa IPHIMHA ca [PEeKhCHAM HpHeMa My, TpiOBa ma ce
Tpelesd HeoOXOMEMOCTTa OT IOCTEHNEHHO NOBMINAaBaHe Ha no3aTa HO
IOABPIKAATA /038, Thil KaT0 PHCKBT OT CEpHO3eH OOpHMB € CBBpP3aH ¢
BHCOKH Ha4aiHH HO3W W MpEBHIABaHEe Ha NperopruHTeNHaTa J03a 3a
moBmaBage Ha lamotrigine (Brok 4.4.). KOIKOTO IO-TONSM € WHTEPBANGT OT
BpeMe ClieH [pueMa Ha IpefWIHaTa [03a, TONKOBa II0-TOJIMO BHHMAaHHE




TpsabBa ma ce 00BPHE Ha [IOCTENEHHOTO JOCTHIaHe HAa MONNEPKAINaTa JIo3a.
Korato saTepBalbT OT BpeMe cliell IpeKsCcBaHe Ha IedeHueTo ¢ lamotrigine
HaJBHAINABA 5 MOy XHBOTA (Brix 5.2.), 0OMKHOBEHO IOABpKAMIaTa 103a Ha
HpOAyKTa TPsOBRa Jla ce JOCTHTHE CHOpe/] NOAX0AMIATa CXEMA.

IIpemoprunTenyo e leverwero ¢ lamotrigine a He 3amo¥Ba OTHOBO
Ipy DAHEeHTH, KOMTO ca IO NpPeKbCHANH NOopafd OOpHB, CBBEP3aH C
IpeUMHOTO JIEUeHHe, OCBeH aKO NOTCHIWANHUTE IION3H HECHMHEHO
HA(BAMIARAT BE3MOXKHHS PHCK.

ENAJNEOCHA:

Hozupane NpH MOHOTEPANKS HA eNHISHCHsI:

Be3pacrHy u mera Han 12 roquey (BroK Tabmpna 1):

[IpemopruBaHaTa HadanHa [03a 32 MOHOTepaldd € 25mg BeIHBK
JHEBHO 3a [BE CEIMHIIH, noclemsaga oT 50mg BeOHBX MHEBHO 3a JABE
ceypvoan. Clieri ToBa, fo3aTa TpAOBa ja Oblic NOBHINABAHA ¢ MaKCHMAJIHO
50-100mg Bcekm 1-2 cemvmy, MOKATO Ce JOCTHTHE OIITHMANIEH OTIrOBOD.
Obxualinara NMOANBPIKAINA {032 33 IOCTHIAHE HA ONTHMAaIEH OTrOBOp €
100-200mg / pHEeBHO, HpularaHa €HHOKPaTHO JHEBHO MM Karo JBE
pasneneHr pos3f. Hsxom nanmwents wsucksar S00mg pmeswo, 322 fa
IOCTUTHAT MCKAHUS OTTOBOP.

Hagammata mo3a ¥ HOCHEOBAIIOTO ITOBHIIABAHE HA JHO3WTE HE
TpsaOBa ma GBAAT HAEXBHPILIHY, 3a Jla ce CBele JO MHHHMYM PHCKA OT
obpuBu (Bux 4.4. Creyuanuu npedynpencoens 1 npeonasH MEpKu npu
ynompeba)

Meya na evspacm mesicoy 2 u 12 200unu: HaMa ROCTaTBIHO AaHHH
B IOAKpeNna Ha UPEIOpbYHTElicH HO30B PEXHM 3& MOHOTEpaNnus MpH
Jlena Ha Bb3pacT ox 12 roguHy.

Jo3upoBKa npu A00ABBHYHO jJdeUCHHE HA eNKIIencHs:

Buwapacmuu u 0eya nao 12 200unu (susc mabnuya 1):

IMpu oanwenTy, Opuemarmy valproate ¢ / 0e3 HIKaKBH JApYTH
IPOTHBOEHWIECIITHYIHA ekapcrseHy npoxykty (IIEJII), madyanHara fosa
pa lamotrigine e 25 mg mpes AeH 3a ABe CEOMHIM, IOCIENBaH0 0T 25mg
BeIHBXK JAHEBHO 3a jgBe ceqmui. Cruen ToBa, fo3aTa Tp:AOBa na OBAE

TIOBHIIIEHa ¢ MakCHMaimHO 25-50mg Ha Bcsaka 1/—2,4@?1&:{.14,\ JIOKaTo ce
r / 3 (AL gﬁtt'}\\
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focTUrHe oOnTHManeH oTroBop. OOpdgaliHaTa NOAABpKama HO3a 3a
mocTurae Ha onTuManeH orroeop € 100-200mg / mmeeBHO, IpHIaraHa
BEIHEK THEBHO WK KaTOo J(BE PABHU JAO3H.

Ilpu eqHOBpeMeHeH NpUeM Ha aHTHCHUICHTHYHM HPOAYKTH WA
IpyrH JNEKapcTBeHW NPONyKTH (BHX 4.5.), KOMTO HHIYIHpPAT
TIIOKOPOHHpPAHeTO Ha lamotrigine caMOCTOATENHO HIIH €JHOBPEMEHHO C
npyru AEIT (oceen valproate), magammata jposa lamotrigine e 50mg
BEIOHEXK MHEBHO 3a JBe CeIMHIHM, nociensaHa or 100mg / mHEBHO,
npueMana KaTo IBE PaBHH JO3H, 33 JBE CEIMIIIH.

Cney toBa, fosara TpaOBa ma OBAe IOBHINAaBaga ¢ MaKCHMAaIHO
100mg Ha Becekn 1-2 cenMEIH, FOKATO c€ HOCTHIHE OITHMAaNeH OTTOBOP.
ObuyaiinaTa TOAOBPKANIA H033, 32 HOCTHIAaHE Ha ONTHMANCH OTFOBOP €
200-400mg / nuesHo, npriaraga KaTo ABe PaBHU JO3H.

I[Ipy mpmeM Ha oxcarbazepine ©e3 IOpyrM HEAYKTODH HIH
HMHXROUTOPH Ha ITFOKypOHMWpaHeTo Ha lamotrigine, HaganHara X03a Ha
lamotrigine e 25 mg BequbX THEBHO 32 IBE CEIAMUIIH, nocuensany oT 50
mg BEIHEX J{HeBHO 3a xpe cemvry. Crep Tosa nosara Tpsibsa ma ce
rospnH MakcEMyM ¢ 50 1o 100 mg Ha BCAXa efHA JO IBE CEAMHIIHA IO
IOCTUraHe Ha onTMMaieH oTrosop. ObuuaiigaTa IOLmBpKama Jo3a 3a
[IOCTHraHe Ha onTuMaieH otroBop e 100 7o 200 mg BeqHsX FHEBHO WK
B JiBa [IpHeMa.

Tabruya 1: lpenopviumenna cxemda 3 IeHeHue Ha enunencus npu
gw3pacmHu u oeya nao 12 zoounu

CxeMa Ha neyeHHe Cemvuna 1 | Cegmuua 3 | {lomappxama gosa
HZ nd
Mouotepanus 25 mg | 50 mg | 100200 mg (BemubxK
(BemuBK (BEOHBXK OHeBHO WKNMM B [1Ba
IHERHO) JHEBHO) npuema)
3a ga ce TocTHrHE
NOANBPIKAIGD TIEYEHME,
JO3MTE MOXE Ja ce
mosumasar ¢ 50-100
mg Ha BcAKA efHa N0
JBE CeaMULIH.
HoGapaue KBM Tepamud c 12.5 mg | 25 mg | 100-200 mg (BeaHBK
valproate, HE3ABHCHMO ot | (mpuemanu | (BEAHBK NHEBHO MAM B  jApa
eIHOBPEMEHEH IpHeM Ha NpyrH | kato 25 mg | JHEBHO) IIpHeMa)
JieKapcTBa pe3 AcH)




3a J5a ce TOCTHTHE
TMOATBAALO  JIEHEHHE,
JO3UTE MOXe Ja ce
nioeuaeaT ¢ 25-50 mg
H4 BCAKA €fHA JAO ABE
CENMHIIA.

Hobapsne
KBM
Tepanus 0e3
valproate

Tasy cxema Ha |50 mg | 100 mg (8 |200-400 mg (B neEa
Josupane TpAbBa | (BeIHEK Bz npHema)
[ia e K3I0JI3Ba C: | MHEBHO) npHeMa)
32 jma ce [OCTUTHE
Phenytoin NOAABPIKAIN0 HAE4YEHHE,
Carbamazepine Jo3UTe MONKe Ja ce
Phenobarbitone moeymar ¢ 100 mg na
Primidone BCAKa efHa f[o JBe
CeaMHIA.
HId €  Jpyru
HHAYKTOPH Ha
IIIIOKYPOHUPAHETO
Ha lamotrigine
(Bux 4.5.)
C oxcarbazepine | 25 mg | 50 mg | 100-200 mg (BeaHBXK
Ges  WHAYKTOpH | {BenHbIK (BegHBX JHEBHO Mni¥ B [Ba
HIH HHXHOUTOPH | JHCBHO) IHEBHO) npuemMa)
Ha
rAOKYPOHHPAHETO 3a Aa Cce& TOCTHIHE

Ha lamotrigine.

HOIOABPKAINO ACYEHHE,
Jo3uTe MOXKE jga  ce
mopumar ¢ 50-100 mg
HA BCSKa €JHa JI0 JBE
CeAMHMIM.

Hpu npuem Ha AEIT, NpH KOWTO HE Ca W3BECTHH (JapMakOKUHETHIHHTE B3AUMONCHCTBHA
¢ lamotrigine (Bux 4.5.), Tps6Ba fa ce M3MOJ3BA CXEMA HA JICYEHHE KATO NpErophpyanara
3a Jamotrigine, eqHOBpeMEHHO ¢ valproate

Hagangara [03a ¥ IIOCHEIBANIOTO NOBHUIIABAHE Ha MO3UTE HE
TpsOBa Ha 6bAAaT HANXBBRPILIHA, 3 Ja ce cBelie O MMHHMYM PHCKA OT
obpuBu (X Creyuanhu npedynpesicoenus u npeonasHy MepKu npu
ynompeba).

Jeya na evspacm om 2 do 12 200unu (susc mabruya 2):
Tlpu nauweHTH, NoiyyaBaims valproate ¢ /6e3 HAKakbB JPYr
IPOTHBOSHHIIENTIYeE Jekapersen npoxykt (TTEJII), HauamHata no3a

lamotrigine e 0.15mg / kg 1.1. / mHeBHO, HpHJIaI;@a:B'EIEHZB}K JHEBHO 34
\%“




nBe cemmuuy, mocnempana otr 0.3 mg/ke/ nHEBHO, IpHIaraia BEeAHBK
[HEBHO 3a ABe ceaMunu. Cliem ToBa, Ko3ara Tp:AOBa Ia ce MOBMIIABA C
maxcumango 0.3mg/kg Ha Bcexum 1-2 cenMmiy, AOKATo €€ IIOCTATHE
omruMailed ortropop. ObpuaiiHaTta nopAbpKamla 1o3a 3a IOCTHIaHe Ha
ontuManes otroeop € 1-5 mg/kg / nHeBHO, IpHIaraHa BEOHBK JHEBHO
M KaTo IBE PABHH J03H, KaTo He TpsbBa ma npepmmasa 200 mg
JHEBHO.

Tlpy emHOBpPEMCHEH NpHEM Ha AHTHEHMICNTHYHW IPONYKTH HIH
OpyTM JeKapCTBEHM NpomyKTH (BIK 4.5.), KOHTO HEOYIHPAT
IIOKypOHUpaHeTo Ha lamotrigine caMOCTOATENHO WK B KOMOHHAIHS C
AEJITT (ocBen valproate), Hauandata fosa lamotrigine e 0.6mg/kg T.1. /
JHEBHO, IpUJiarasa KaTo J(Be PaBHM JIO3H, 32 JBE CEAMULH, MoCcieiBata
ot 1.2mg / kg T.T. xueBHo, 3a nse cepvum. Cren ToBa, fo3ara Tpabsa fa
OBye TOBHNIABaHA ¢ MakchManHo 1.2mg / kg Ha Beexu 1-2 cenmuIld,
MOKaTo ce HOCTHTHE onTmmaned orrosop. ObHualimara mOMIBpIKAIia
1033, 3a TIOCTATAHE Ha onTMMaieH orrosop e 5-15mg / kg / mmesHo,
pUIarafa KaTo XBe PaBHH J03H KaTo He TpAGBa pa npesmrasa 400 mg
JHEBHO.

ITpy manmeHTH, npueMamy oxcarbazepine 0e3 HHIYKTOPH WA
UEXMOHTOPH Ha IIIOKYpOHUpaHeTo Ha lamotrigine, magyanunata 032 Ha
lamotrigine e 0.3 mg/kg mpesHO, B oMM WIH JBa IpHeMa, 32 ABE
cemvuI, rocneapary ot 0.6 mg/kg AHEBHO, B €IKH W [iBa NpreMa, 3a
nee cemvuny. CIesl ToBa fo3aTa TpAOBa fa ce HOBUIIH MaxcuMyM ¢ 0.6
mg/kg Ha BCsAKa €[HA IO JBE CEAMUINA [0 ITOCTHTAHE Ha ONTHMAICH
otropop. ObuyaiiHaTa noAALpXKaIia X034 3a HOCTHIAHE Ha ONTHMAlleH
otroeop e 1 mo 10 mg/kg BemmeX NHEBHO WU B 1Ba IIpHeMa, Karo HE
TpsaOBa fa ce Hagsumaga 200 mg 3a neH.

3a 72 € CHTYPHO IOAIGHPKAaHeTO Ha TepIeBTHYHaTa 033, TeTJ0TO
Ha Jlenara TpstOBa Jia ce NpOCHEAsBa M JI03aTa Jia ce IPOMEHS CHOpeq
IIPOMEHUTE B TEFNOTO.

Tabruya 2: Ipenopvuumenna cxema 3a edeHue Ha enunencusl npu
deya meicdy 2 u 12 200unu (obwa Onesna 0osa 8 mg/kg m.m.)




Cxema Ha neyeHHE Cemmuna 1 | Cenmuna 3 | [Nopnepxaino neyexnue
u2 u4
JoGagsne xsM  Tepamua  c | 0.15 0.3 mghkg | [Topumarane c¢ 0.3
valproate, HE3aBHCHMO ot | mg/kg* (BepHEBX mg/kg Ha Bcexku 1-2
eAHOBpeMeHeH TpHeM Ha APYrH | (BeAHBXK [HEBHO) CeIMHIM [0 TOCTUTZHE
flexapcTBa JIHEBHO) HA ONTHMAajEH OTrOBOD
OT Tepanuira, KaTo 3a
HOJLNEPXKAHE  KOHTPOH
Ha CbCTOgHMETO 1-5
mg/kg nHeBHO (B €RUH
HIIY JBa  IlpHeMa);
JHEBHAaTa 7032 Ja He
npesuinasa 200 mg
JobapsHe Tasu cxema mHa|0.6 mgke| 1.2 mgkg | Ilopuimapane ¢ 1.2
KbM nosupaHe Tpadea | (B Bz | (B IBa | mg/kg wa Bcekm 1-2
Tepanws 0e3 | fa ce U3IOA3Ba ¢! | nprema) npHeMa) CEOMHIH AO TOCTHUraHe
valproate Ha NOJXEpIKala 032
Phenytoin oT 5-15 mg/kg (Beanbx
Carbamazepine INHEeBHO WIH B J[Ba
Phenobarbitone OTJENHH Tipuema) Jo
Primidone makcumym 400 mg 3a
HEH
HIH €  JApYyra
HHAYKTOPH Ha
FJFOKYPOHUPAHETO
Ha lamotrigine
(Brk 4.5.)
C oxcarbazepine | 0.3 mg/kg | 0.6 mg/kg | [loprmuarane ¢ 0.6
fes  umaykropu | (B enun nim | (B emuH | mg/kg Ha Bcekn 1-2
WIH HHXUOHTOpHU | ABA HPH  JBa | CEAMHNM O TOCTHIAHE
Ha npreMa) npuema) Ha TOJEBpKAlNa Jo3a

FOKYPOHHPAHETO
Ha lamotrigine.

ot 1-10 mg/kg (BemHBK
JHEBHO HIX B JBa
OTHENHY TpHeMa) JO
makcumyMm 200 mg 3a
JIeH

Ilpu naumenty, npuemamyy AEIL, npu KOMTO He €a W3BECTHH (apMaKOKMHETHYHHTE
pzauMojelicTeua ¢ lamotrigine (Bux 4.5.), TpabBa #a ce u3on3Ba CXeMa HA NEYeHHe

KaTo mpenophuakaTa 3a lamotrigine, exHoBpeMeHHO ¢ valproate

* 3aBenexkxa: AKO W3YMCIieHaTa JHEBHa jo3a e 1-2 mg, morar fa OBJar
npunarand 2 mg lamotrigine npes HeH 3a nepBHUTE 2 CW H3YMCHAESHATA
AHMEBHA [O3a € TO-HHCKA OT 1 mg, NMpOAYKTET He FPAGEAmA fge. ﬂg{lnara_ Axo
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H3YHC/EHATA JHEBHa Jo3a e 2.5-5 mg, MOXe Jia ce mpHeMaT 5 mg Ipes JieH 3a
IHEPBUTE 2 CEAMHIII. AKO H3uMCJIeHATa HHEBHA [103a € TNo-HucKa oT 2.5 mg, Ja He ce
npueMat TabneTkuTe 0T 5 mg. CHrIaCHO NpenoppyaHaTa A03UPOBKa ¢ TabIeTKHTE OT
5 mg He & Bp3MOIKHO [IPEIM3HO BhBEIAAHE B Tepanuata Py Jela ¢ TErio Mok 17 ke.

HayaymaTta £o3a @ HOCHENBAIIOTO NOBHIIABaHE Ha JIOSHUTE HE
TpsOBa 2 OBAAT HaIXBEPILIHH, 3a Ja ce CBeJC N0 MUHKMYM PHCKa OT
o6pusu (BEx Creyuanuu npedynpexicoenus U npednasHi MepKu npu

yrompeba)

Hena ga BBL3pact HOA 2 FOXHHMN: Hsma goctars9HO AaHHH 3a
ynotpebara sa lamotrigine npy MAIHEHTH Ha BB3PACT HOZ, 2 FOJUHH.

Obuu npenopvKu 3a 003UPare RPpY enUNencua:

Ilpu compaHe Ha TIpHeMa Ha CBHITGTCTBAIINMTE aHTHEHMICHTHIHA
JeKapCTBEHH IMPOIYKTH 32 PEMUHABAHE KbM MOHOTEpAIHs ¢ lamotrigine
wi Tipe npubassre va apyry [EJEI v ApyTH 1eKapcTBEHH IPOAYKTH
KHM CXEMa Ha JIedeHHe, chabprkama lamotrigine TpsbBa ma ce oObpHE
BHYMAHWE HA BBE3MOXHHS e(ekT BBpXy (GapMakOKHMHETHKaTa Ha
Jamotrigine (Bux 4.5.).

BUTIOJAPHO AG®EKTUBHO PA3CTPOMCTBO:

Bo3pacTHE Hag 18 roguHu:

TTopagm pucK OT pa3puTHe Ha oOpHB He TpsOBa Nia ce HpPEBUNIaBa
HAavANHATA 034 ¥ TpaOBa fa ce ca3BaT IPETOPHKATE 3a NOBUIIABaHE Ha
pozata (Bmxk 4.4.).

Lamotrigine ce mnpemops¥sa 3a NPHUIOKEHHE NPH IIAIMEHTH C
OMIIONapHO a(MEKTHBHO pPasCTPOMCTBO, ¢ PHCK 34 OLOEHH HEelpeCUBHE
eIH30/IH.

Tpsbsa ma ce ciedBa CHEfHAT2 CXeMa, 3a Ja ¢ IIPeJOTBPaTH
mosBaTa Ha HOBHM JienpecwBHE enmzord. Ilpexompara cxeMa BKIOYBa
HOBMIIABaHe HAa XO3aTa lamotrigine 70 IOAABpXXama CTaOHIIH3Hpala
7033 B PAMKKTE Ha TIEPHOJ OT LIECT CeMANH (BUX 0-Hoiy Tabnuya 3),
cjiei KOETO 4aK0 € KIMHHYHO IIOKa3aHo M[pHeMBT Ha JpYTUTe
TCHXOTPOIIHHE F/HNY aHTHEIIMICHTHIHY JISKaPCTBEHK IPOTYKTH MOXe A2
6s0e cupaH (Bwk Tabruya 4).

TpabBa Ja ce ¥WMa ¢pPEJBHN JONBIHHTENHO IEUCHAE 34
IpefriasBade OT MAaHWHHW eI30AH, THH Kxato epuxacHoCTTa Ha
lamotrigine npy MaBEMHHHA CECTOAHUI HE € ycTaH’g/geﬂ'?a—L—j\
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Tabnuya 3 — OperopbKH 3a NOBUITABAHE HA H03aTa JI0 IOCTHIaHe
Ha HOANBP/KAMa HEBHA cTa0MiIusrpania Xo3a OpH Be3pactTHd (Hap 18
TOHHI), IEKyBaHH 32 OHIIONapHO a()EKTHRHO Pa3CTPORCTBO

Cxema HA JeueHHe CenMunu Cenvng Cenvuua 5 | Tapretna go3a Ha
1-2 34 cFalbuan3anus

(cexmuna 6)**

A) JHomeneamo kM | 12.5 mg (mo | 25 mg | 50 mg | 100 mg (BemHbK

NieYeHue ¢ |25 mg mpes | (RemHBXK (BeoHBK JIHEBHO HIH

uHXMONTOpH Ha | JIeH) JIHEBHO) JHEBHO MIM | pa3lieleHO Ha JBE

THIOKYpPOHHPAHETO Ha pazfiesieHo | HO3H);

lamotrigine, Harip. Ha JiBe | MaKcHUmanHa

valproate IO3H) pHeBHa poza 200
mg

B) JlombnBamo KBM | 50 mg | 100 mg | 200 mg | 300 mg opes

neyeHue ¢ MHAYKTOPH | (BeIHBK (paspeneno | (pasmenmeHo | ceaMuua 6, TIpH

Ha [JOKYPOHHPaHETO | IHEBHO) Ha IBE | HA zse | HeOOXOOMMOCT ce

Ha lamotrigine, npu JIO3H) JA03H) moeumasa no 400

nanuentd, kouto HE mg/IHEBHO  Tipe3

npueMar HHXHOMTOpH CeAMHIIA 7

kato valproate (paspeneHo Ha ABe
JO3H)

Tazu cxema Ha

no3upaHe TpsAOBa pa ce

H3M0A3BA C:

Phenytoin

Carbamazepine

Phenobarbitone

Primidone

5047 c IpYyTH

HHIYKTOpH Ha

TIIOKYPOHUPAHETO Ha

Jamotrigine (Bix 4.5.)

B) Monotepanus c¢ |25 mg 50 mg 100 mg 200 mg

lamotrigine

170) 0% (BemHBXK (BemuBK (BepHBXK (mexcpny  100-400

JONBIBAINO  JISUEHHE | JHEBHO) JHEBHO AW | JHEBHO WM | mg)

OpH NanHeHTH, paspeneHo | pa3feneHo

npuemam  lithium, Ha IBe | Ha nBe | (BeAHBXK  JHEBHO

bupropion, olanzapine, J03H) Jo3u) HWIH pa3fiefieHo Ha

oxcarbazepine HITH JiBE NIO3H)

Ipyru Inekapctsa, 3a
KOHTO € H3BCCTHO, HE




HE3HAYUTENHO
HWHAYLHpAT g
HHXHOupaT
THOKYPOHHPAHETO Ha
lamotrigine

3abenexxa: Ilpu npuem nHa IIEJI], mpu xOMTO HE € YCTAHOBEHO BIMAHMETO BHEPXY
(apmaxoxypeTdkaTa Ha lamofrigine, ce npenophbYBa NOBMINABAHE HA JO3aTa Ha
lamotrigine, kaKro NpH €AHOBPeMEHEH npueM ¢ valproate

** Taprernara cTabuliu3npania 5032 Hie ce IPOMEHH B 3aBHCHMOCT OT KIHHHYHHA
OTTOBOD

A) Jorpasaino KeM JeUeH e ¢ HHXUOHTOPH Ha IIIOKYPOHHAPAHETO
Ha lamotrigine, Hanp. valproate

[lpy mTan@eHTH, KOHTO NpHEMAaT €NHOBPEMEHHO JIEKapCTBEHH
nponyktd (Hamp. valproate), mExuOGHpamm IIIOKypOHHpPaHETO Ha
lamotrigine, HaganHaTta A03a lamotrigine € 25 mg Ope3 [eH 3a JBE CeAMILE,
TTOCHEXBaH0 OT 25 mg BENHDX OHEBHO 3a IBe ceamuy. Jlo3ara TpaOea na
ce yeenuad [0 50 mg BenwsX OHEBHO (WM PasfelieHo Ha ABE N03H) Hpes3
ceqvimna 5. OOmwalinata TapreTHa [o03a 32 IIOCTHraHe Ha ONTHMANCH
orroBop e 100 mg/nHeBHO, HpreMaHH BEAHBX FHEBHO HIM pa3sfeleHH Ha
IBe 703d. BwOpekn TOBA, B 3aBUCHMOCT OT KIHHHYHES OTTOBOp, [03aTa

MOKE Ia ¢e IOBHING A0 MaKcrManHa THeBHa Ko3a oT 200 mg.

B) JlomsnBamo KBM Ji€YeHWe ¢ WHIVKTOPH Ha TIIOKYPOHHPAHEeTo Ha
lamotrigine IpH NATHEHTH, KOUTO HE IIpHeMaT HHXUOHTOpH kaTo valproate.
Tazs cxemMa Ha pfo3upade TpsOBa ma ce m3nonssa ¢ Phenytoin,
Carbamazepine, Phenobarbitone, Primidone My ¢ ApyTH HHOVKTODH Ha
THIOKYPOHHMpaHeTo Ha lamotrisine (Bik 4.5.)

IIpe manyeHTH, KOUTO ce JeKyBaT C JEeKapCTBeHd IIPOAYKTH, KOHTO
HEAYIMpAT [MEOKypoHEpawero Ha lamofrigine, u He mpmemar valproate,
HaganHaTta Ao3a lamotrigine € 50 mg BeAEEX AHEBHO 3a JBE CEAMHIIH,
nocnensano oT 100 mg/ mHeBHO, pasAeneEHd B ABE JO3H, 33 JIBE CEOMHIM.
Josara TpsOBa #a ce yemwyy 1o 200 mg / GHEBHO, NPAEMAHU PA3HEIICHH B
IBe m03W, mpe3 cexamuna 5. [ipes cepmuna 6 03ara MOXKe [a Ce YBENHIH JI0
300 mg / naerHo. Belipexu ToBa, obudaiinaTa TapreTHa [03a 32 IOCTHIAHE
Ha onTuManes oTroBop e 400 mg / nHeBHO, pa3[elleHy B JBE HO3H, KOHTO
MOTaT J¢ ce OpreMar OT CeMuLia 7 HaTaThbK.
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B) Monotepanus ¢ lamotrigine mny NOOBIBAMO JIEUSHHE IIPU MANWEHTH,
npueMany  lithium, bupropion, olanzapine, oxcarbazepine WIH OPYIH
JIEKAapCTBa, 33 KOWTO € M3BEeCTHO, Y€ HE3HAYWTENHO WHAYITHpAT WA
HHXEOUDAT IIIOKYPOHHPaHeTO Ha lamotrigine

Haganmmara fo3a lamotrigine mpu nmanuesTa, kouTo npuemar lithium,
bupropion, olanzapine, oxcarbazepine B He INpHeMaT HHAYKTODH MM
AHXHOWTOPH Ha IMIOKYPOHMpaHeTo Ha lamotrigine MK ca Ha MOHOTEPAITHs
¢ lamotrigine, magangara nosa lamotrigine e 25 BeAHEBX NHEBHO 3a HBE
ceqMMIM, rocueasaro oT S0 mg BemHBK JHEBHO ( HUIM pasficlcHU B JBE
J03H), 32 ABe ceppuad. JjozaTa TpabBa na ce ysenwum no 100 mg / nHeBHO,
npe3 cemvuna 5. OOuyalinara TaprerHa [03a 3a IOCTHIaHE Ha ONTHMaNeH
orroeop € 200 mg / mHEBHO, IpHEMaHHl BEAHBXK HHEBHO WIH Pa3ficNeHA B
IiBe MO3H. B KIMHHYHY W3MHTBagus obade, ca WIMON3BaHK Ao3d Mexny 100
u 400 mg. Ilpm mocTWraHe Ha TapreTHa IHEBHa pHos3a (HOAmBpIKaina,
cTabmiumsmpanma 503a), IPUEMET Ha APYTHTE HCHXOTPONHH JIEKapCTBa MOXKE
Jia CIIpe [0 MOCOYEHaTa T0-Jony cxeMa (BIXK Tabauya 4).

Tabmama 4 - HoNIBpXKaIa, cTadumsupama odlma NHeBHa [03a IpH
OumonapHo aeKTHBHO pa3CTpoiicTBO Cilel, COHpAaHE Ha IEYEHHETO CBC
CRIFFTCTBAINY IICHXOTPOIIHY WITH aHTHETIUICITHIHY JIEKapCTBEHH IIPOXYKTH

CxeMma Ha neycHUE Cegmuna 1 Cegmnana 2 Or
cegMHHa 3
HATATBK *

(a) Crnex cmupase Ha | JIpoHHa cTabuauM3Hpamia jos3a,

CBITHTCTBAINOTO He nopeye ot 100 mg ceqMuyHo

AEYEHUE ¢ HHXUOHTOPH IonmppsKane Ha TA3H G033

Ha TMOKYPOHHPAHETO
Ha lamofrigine, Hamp.
valproate

(200 mg gxeBHO)

T.€. TaprerHara crabunH3npama
(pazneneHa B ABa NpHeMa)

Joza ot 100 mg nxeBHO il
OBAe yBeaHueHa Iipe3 CeAMMUA
1 no 200 mg nHeBHO

(6) Cnen cmupaHe Ha

CHIOBTCTBAINOTO 400 mg 300 mg 200 mg
NEYEHHE C HHAYKTOPH

Ha IJIOKYPOHHPAHETO 300 mg 225 mg 150 mg
na lamotrigine, B 200 mg 150 mg 100 mg
3aBUCHMOCT oT

HaYaIHATA

nopbpKaIa fo3a

Taszu cxema Ha
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Jo3upaHe TpAOBa pa ce
H3MON3BA C:

Phenytoin
Carbamazepine
Phenobarbitone
Primidone

HITH c ApYTH
HHJYKTOPH Ha
IMOKYPOHHPAHETO HA
lamotrigine (st 4.5.)

(8) Cner cnmpase Ha

CBIETCTBAIOTO
JeYeHHE ¢  JpYFH
HCHXOTPOIHH A
AHTHENHIETITHYHH
cpencTBa c Tlonnsprkane Ha TapreTHa f03a, NOCTHrHATA PH NOBUILABAHE

P Ha go3ara (200 mg AHEBHO)
HE3HAYHTENHO

(paspenena B fisa npueMa)
thapMaKOKHHETHYHO
i (Mexzy 100-400 mg)

B3aHMOJEHCTRHE c
lamotrigine (K.
lithium, bupropion,
olanzapine,
oxcarbazepine)

3abenexka: [Ipn npwem Ha IIEJIII, mpu KOHTO HE € YCTAHOBEHO BAMSHHMETO BBDPXY
dapmakoxuneruxara Ha lamotrigine, ce mperoprysa cxema Ha Jjeuenue ¢ lamotrigine,
KAKTO IPH €AHOBPEMEHEH NIpHeM ¢ valproate

* I1pu HEOOXOFUMOCT HO3aTa MoxKe Aa ce noswmuy 1o 400 mg AHEBHO

(2) Crnen compade HA cBOETCTBANNQTO JIeUeHHe ¢ WHXHOWTOpPH Ha
TFOKYDOHMpaHeTo Ha lamotrisine, Bamp. valproate

Ipu cripade Ha rprAeMa Ha valproate nosara Ha lamotrigine Tpsbsa
Jia ce yBelIdy JBOMHO CIIpAMO HadallHaTa TapreTHa CTabuin3upaiia 103a i
[ia ce 3aBPJKH TAKaBa.

(6) Cren crpage Ha CHRIBTCTBAMIOTO JieYeHHEe C HMHAVKTODH Ha
CIIOKYDOHHpAHETO Ha lamofriging, B 3aBUCHMOCT OT HaualHara
MOIABDKAIIA F1034. Ta3sy cxeMa Ha Ho3upade TpsdBa Aa ce M3moi3Ba ¢
Phenvioin, Carbamazepine, Phenobarbitone, Primidone umi _c¢ #apyra
HHEIYKTODH Ha TIIOKYPOHMpaneTo Ha lamotrigine (Buxk 4.5.)
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Cien cimpaHe Ha JISYEHHETO ¢ MHIYKTOP Ha IIFOKYPOHHPaHEeTO Ha
lamotrigine, nozarta Ha lamotrigine Tpa0Ba Ja Ce HaMalH HOCTEHEHHO B

paMKHTE Ha TPH CCHMHITH.

(r) Ciien crpale Ha CEUBTCTBAINOTO NEYCHHE ¢ NPYTH NCHXOTPOIIHHU
WK AHTHEIMICNTHYEY CPEACTBA ¢ HE3HAYHTENHO (DapMaxoKHHETHIHO
p3auMoneilicTBue ¢ lamotricine (Bxn.  lithium, bupropion, olanzapine,
oxcarbazepine)

TaprerHaTa 1032, IOCTHTHATA IO CXeMaTa 32 IIOBUIIABaHe Ha H03aTa,
Tpsi6Ba Jia ce IOANBPKA II0 BpEeME Ha CHOMpaHe Ha HpEeMa Ha APYTHTe
JIEKapCTBa.

Perymmpane Ha [gepHata Jjos3a lamotrigine @Opy HaMeHTH
BUTIOJIAPHO A®EKTHBHO PA3CTPOMCTBO cuen npubapsHe Ha

JOpPYTH JIEKapCTBa:

Hsma KITHEVYEH ONMT IPH Peryaupane Ha OHEBHaTa fo3a lamotrigine
ciep npubaBsiHe Ha ApyTH nexapcTsa. Obage, Ha Oaszara Ha npOydBaHHITA
Ha JEKapCTBEHHTE B3auMOpeHCTBHs, MOTal Ja CE HalpaBsT CICHHHTE
OpenophKe (BHX Tabnuna 5, Mo-A0Iy).

Tabnuna 5: Perynupane Ha [HEBHaTa A032 lamotrigine npu HaNUEHTH
¢ BATIOJIAPHO AGEKTHBEHO PA3CTPOVICTBO ciexn npubaBsHe Ha
APYTH JIeKapcTRa

CxemMa Ha HeYeHHe Hacrtoama Cemvura 1 Cemnmuna 2 Ot cepMuna
crabunuzupama 3 HaTaThK
Jno3a  lamotrigine
(mg/nen)

(a) IlpuGamsine Ha 200 mg 100 mg Hopaspxama nosa (100

uHxuOuTOpHU Ha mg/nen)

TIIOKYPOHHPAHETO Ha

lamotrigine,  Harip.

valproate, B 300 mg 150 mg Hommepxama posa (150
mg/xen)
3aBHCHMOCT oT
fo3ara lamotrigine
400 mg 200 mg Hoamepxama posa (200
mg/neH)
(6) Ilpubassne Ha 200 mg 200 mg 400 mg

HHIYKTOPH Ha
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[IFOKYpOHHPAHeTo Ha 150 mg 150 mg 225 mg 300 mg
lamotrigine, npu
NalHeHTH, KOMTO HE
ripdemar valproate u
B 33aBHCHMOCT OT

f‘a‘:ﬁ;gm&_ Ha 100 mg 100 mg 150 mg 200 mg
Tazu cxema HA
Jo3upaHe Tpabea za
CE H3IION38a C:
Phenytoin
Carbamazepine
Phenobarbitone
Primidone

HIIH c IpYTH
HHIYKTOPH Ha
FMOKYpPOHHPAHETO Ha
lamotrigine (BmDK
4.5)

(8) [IipuGamsne =Ha
APYTH TICHXOTPONHA
WIIH
AHTHETTHACHTHYHH
NeKapCTBEHH
HPOAYKTH c

Tlo BpiKaa TApreTHa Jo32a, HOCTMTHATA TIPY MOBUINABAHE Ha
HE3HAYUTETHO JIBpIKalia Tap 038, p

nozata (200 mg / gHeBHO)

APMAKOKHHETHYHO
gg;lmogeﬁc’mne c (mexxy 100-400 mg)

lamotrigine,  Hamp.
litium,  bupropion,
olanzapine,
oxcarbazepine

3abenexka: Ilpu npuem Ha IIEJHI, npu KOMTO HE € YCT3HOBEHO BIMSHHUETO BBDXY
dapMakoxuHeTHKkara Ha lamotrigine, ce npenopsyBa cxeMa ma liedeuue ¢ lamotrigine,
KaKTo IpH eSHOBPEMEHEH NpHeM ¢ valproate

Cuompage Ha jedeHHero ¢ lamoirigine Ipyd NAlHenTH ¢ OHIOIEPHH
adeKTHBHE pa3cTpoicTBa

Ilo Bpeme Ha KIUHAWYHY M3IUTBAHUA HEe € HaOroqaBaHo yBEeNmIeHVE
Ha YecToTata, TEeXecTTa WNH BHAAa HAa HeONaronpHATHHTE PEaKIUH CileH
BHE3aIIHO CImpaHe Ha lamotrigine, copsMo mnane6o. CnemoBaTenHo,




[anyedTHTe MoraT a IIPeKbCHAT JIeYeHHeTo ¢ lamotrigine 6€3 NocTeIIeHHo
HaMaJIABaHe Ha J03aTa.

Jena oyt 18 ropwHwu:

Besomacuoctrta ¥ euKacHOCTTa Ha lamotrigine npu OHIONapHO
a(heKTHBHO pa3CTPOMCTBO NpH Ta3sH BE3PACTOBAa IPyNa HE € H3CNefABaHa.
Ilopage Ta3w HpHYWHA HE MOXE J2 CE& HAaNpaBM IPEOPHKA OTHOCHO
JIO3UPOBKATA.

O0mH npenopbKH 32 HO3HpAaHe Ha lamotrigine npy_coenuaJHU
rpyYod NanucHTH

Kenu, npreManm XOpMOHAJIHH KOHTPALeN THBY

(@) 3anoueane na mepanua c lamotrigine npu iceny, xoumo éeue
npueman XOpMOHATHY KOHMpAYenmugy: BEIPEKH I € YCTaHOBEHO, Y&
HepopaNHuTe KOHTPAICIITHRY TOBHINABAT KIHMpPBHCa Ha lamotrigine (B
4.4.n 4.5.), He € HyXKHO Ja ce HpaBH KOpeKIHs CipAMO MpenophIaHara
cxeMa 3a HOBHIIABAHE Ha Jfosata Ha lamotrigine, axo T e Oasupana
eIHHCTBEHO Ha yHoTpebaTa Ha XOpPMOHaNHH  KOHTDPANEIITHBH.
IlosHmaBaHeTo Ha fjo3aTa TpsSOBa ja clexmpsa IMperophuaHara cXeMa Ha
nedenne, Oasupana Ha ToBa xpany lamotrigine ce 100aBs KBM Tepanus C
HHXUOMTOp Ha TIFOKYPOHHpaHeTro Ha lamoirigine, karo valproate; mamu
lamotrigine ce mobaBs KpM Tepallisi ¢ WHAYKTOP Ha TNIOKYPOHHPAHETO
ua lamotrigine, xato carbamazepine, phenytoin, phenobarbital, primidone
wiv rifampicin; umu lamotrigine ce g00aps KbM TepalHs, B KOATO HeE Ce
panomspar  valproate, carbamazepine, phenytoin, phenobarbital,
primidone mmz rifampicin (Bwx Tabmumma 1 oTHOCHO Ho3mpane 3a
nedcHre Ha eIIelicus B Tabiila 3 OTHOCHO JO3HpaHe 32 JIeUCHHS Ha
OUIoIapHo eEeKTHBHO PasCTPOHCTRO).

(6) 3anousane mHa npuem HA XOPMOHAIHU KOHMPAYEnmusu npu
nayueHmy, KOUmo eeye npuemam noddvocawu dosu lamotrigine u HE
npuemam UHOYKMOPY HA STOKYPORUPAREmo Ha lamotyigine: MOXe fa €
HeoOXomMMO TOXNABpXKamara mo3a lamotrigine na ce yBenddH JO HBa
BT B 3aBUCHMOCT OT MHIUBHAYATHHI KIWHAYCH OTTOBOD (Bx 4.4. H
4.5).

(6) Crnupane Ha npuem HA XOPMOHGIHU KOHMPAYENmMueu npu
nayuenmy, KOUmo eeue npuemam noddevicauja o0gza-lamotrigine u HE
PN
A GIREY Y
: "." T N
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npuemam WHOYKmMOPY Ha 2MoKyporupanemo Ha lamotrigine: MOXe fia ¢
HEoOXO0MMO IMOANBPXKAmaTa o3a lamotrigine fa ce Hamamu no 50% B
3aBECHMOCT OT MHIMBHAYANHUS KIHHTIEH OTroBop (Buk 4.4. 1 4.5).

Vioorpeda npm nanuedTH B Happeawada Bu3pact (Hag 65
ropued): [Ipu Tasy rpyma NallMeHTH, He € HeoOXoMuma npoMsiHa Ha
foszara. PDapMaKOKMHETHIHOTO IOBelleHHE Ha lamotrigine He ce
pasIrYaBa 3Ha9UTENHO IpY NalldeHTH B 3p:Aiia ¥ HalpeaHaia BE3pacT.

Yeproapodua megocTaThuHoer: IIpy Tasu rpyna HalWeHTH, €
HeoOXOmMMO HaMalleHWe Ha 7103aTa, B ChOTBETICTBHE ChC CTEICHTA Ha
HEJOCTATHYHOCTTA. ILIpM MamweRTH C yMepeHa YepHoApoOHa
mepocTarsarocT (Child-Pugh crenen B) ce npenoprusa HaManeHHE Ha
noszara ¢ 50%, JOXaro IpH Xopa ¢ TeXKa JepHOApoOHa HeAOCTaTBYHOCT
(Child-Pugh crenen C) ce mpenmopbuba HamaneHHe Ha mosara ¢ 75%.
IloBUImEHHETO Ha Jo3aTa M NOAABpXKAmaTa xo3a TpgdBa ja ce
TMPHCIIOCO0AT B CHOTBETCTBHE € KIMHHYHMA OTTOBOP ¥ MIHHMAIHATA
edeKTHBHA 11034.

Brpeuna HexocTaThuHOCT: lamotrigine TpsOBa ma ce npunara
BHUMATEIHO HIpPH HanueHTH ¢ 6p0pedyna HefocTaTh9HOoCT. [Ips nanuenTH
B KpaeH crapuii Ha Ob0Opedna HEZOCTATHUHOCT HAYANHHTE MIO3H
lamotrigine Tps6Ba nma ca cmpaMo cxemara Ha npueMm Ha UEJII Ha
TAlHeHTa; HaMaleHH MOAOBPKaNlA JO3H MOXKE Ja ca e(EKTHBHH IPH
TaEeHTH CEC 3HAYMMO yBpexaaHe Ha Op0Opeunara dynxmma (Bmx 4.4.).
3a no-moapobHa papMaKoKuHeTHIHa HHGOpMAHI BIK 5.2,

4.3. IIporusonoxaszanms

H3BecTHa CBPEXYYBCTBHATENHOCT KBM lamoirigine MM KbM HAKOE
OT HOMOIIHKTE BelecTsa Ha TabaeTKara.

4.4, CoelHajiHH HTPeAYNPexRAeHus K CIIeNMalTHy
npeAna3Hy MepKH Opu ynorpeda

Tepanuara ¢ lamotrigine MoXxe fja IIPEAM3BEKA HEXEIAHH KOXHH
peakimy, 0OMKHOBEHO Ipes ITPBHUTE /B2 Mecela ot negenue. Ilopegero
OT TAX ca JNeKW ¥ CaMONMMMHUTHPAIDH ce. PAmKo, MoraT na ce HPOSBST
CEePHO3HHA M TOTSHIHAIHO JKUBOTO3aCTPaltaBailii oOprBY (BKIIOTHTEIHO
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caHppoM Ha Stevens Johnson W TOKCHYUHa EHHAEPManHa HEKPOIH3a)
(B Heoicenanu nexapcmeeny peaxyiis).

3a BBH3pACTHHTE Ha KOUTO € Ipuiarag lamofrigine B
TpPENOpBHYUBAHUTE JIO3H, YECTOTATA HA TEIKKMTE KOMKHHE peakiuu € 1 Ha
500 muna ¢ emdnerchs. IIpubnu3rTendo [IOIOBAHATA OT TE€3H Cliydad ca
OMIIM MOKNAZBaHK KaTo CHHApoM Ha Stevens Johnson (1:1000).

B KIUHIYHA W3NUTBAHMA IPH NallMeHTH ¢ Ounonapro aheKTHBHO
pascTpoiicTBO GposT Ha HaOMoOfaBaHUTe CIyd9aHd C TeXBK OOpuB B
npubnuzmrenHo I ga 1000.

PHCKHT 32 pasBUTHE HA TEXKHU KOXXHEH OOpHBH € IIO-BHCOK IpH
Jiella OT TO3Y IOpH BH3pacTHH. J[aHHHUTE OT W3CIENBaHUATa ITOKa3BatT, d€
gecToTaTa Ha OOpPHBHUTE, CBBP3aHH C XOCHHTANU3allHs IpU Jena ¢
empencus € ot 1 va 300 mo 1 wa 100.

Hamrawero Ba oOpuR mpy Jlelia MOXKe HOIPeIlHo na Opje IpUETO
3a mHQekyd. Jlekapar BuHary TpsOBa Aa MMa IIPEABH) BB3MOXHOCTTa
33 HEXENaHa KOKHA peakilus MpH Jelia, KOWTO pasBHAT 0OpWB U Tpecka,
110 BpeMe Ha IIBPBUTE Ba Mecera JICYSHHe.

Puck®sT OT mosBa Ha oOpHB Ce yBenHM4YaBa, KOraro HaydanHata
IpwiIokeHa Jdo3a lamofrigine ¢ mo-BHcoxa OT HpeElIOphYBaHATa H Ce
IpeBHMINY IIpeHopbYBaHaTa /1o3a 32 IoBHINapaHe. ChINOTO € BaNHAHO,
KOT4To Ce mpuilara ChBMECTHO ¢ valproate, TBil KaTO CPeJHOTO BpeME Ha
TIONYKUBOT Ha lamotrigine ce moBmmaga ¢ fo IBa gaca.

ITarmenTHTE, KOWTO pa3zBuAT 0OpHB TpAOBa Ia crmpat lamotrigine,
JIOKaTo CTaHEe fACHO, 3¢ OOpHBBT HE e JeKapcTBeHooOycnomeH. He e
BB3MOKHO CHIYPHO [a TpPEOBHAY KOM OOpHBH INe Ce OKaxaT
JKIBOTO3acTpaliaBaiii, 3aToBa lamotrigine Tpabsa fa OpOe CHpsAH NpH
OBPBATE [PHU3HANN Ha OOpHB, HOKATO CTAaHE SCHO, 4e¢ OOpHBBET HE €
neKapcTBeE000yCIIoBEH. BBIpeKn ToBa, CHUPAHETO HA JICIEHMETO MOXKE
Jia He npourakTHpa 00prBa Aa CTaHe JXKHBOTO3aCTpaliaBall Wik TpaitHo
HHBaIHA3upany, uia obe3o0pasgpan. IIpemopBhupTeHO € JEIEHIETO C
lamotrigine 5ma He ce 3all0yBa OTHOBO HpH IAlMEHTH, KOHTO ca IO
MPEKBCHAH Hopany 00pHB, CBBP3aH C MpelHNIHo neueHne ¢ lamotrigine,
OCBEH aKO IOTCHIHAIHNATE ITON3K HAABUIIABAT BE3MOXKHIA PHCK.
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O6pupsT MoOXe pa ©Opmge wacT OT CHHApoMa Ha
CBPBXYIYBCTBHTEIIHOCT, CBHP3aH C PasiyuHM CHMIITOMM, KaTO TPECKa,
TEM(aneHONaTHs, OTONM NO JHIETO, K XEMaTOJIOTHIHA MIH
yepHompoOHH HapymeHns (Bmx 4.8.). CHHAPOMBT [IOK&3Ba MIHPOK
COEKTHD Ha KIHEMIHA TeXeCT H pIAKO MOXe Ja JoBege IO
IHCEMEBMpaHa HHTpaBacKyiapra koarynanms (JIMK) 1 Muorooparassa
HEeIOCTaTHIHOCT. BaXHO € ja ce oTOenexw, 3e panHuTe Oenesd Ha
CBPBXUYBCTBHTENHOCT (HanipAMep Tpecka, i NMuM{afeHOmaT ) MOraT id
ca BanUdHM TIpeid 1osBa Ha oOpuba. Jlexapar Tpsbsa Ja MHCTPYKTHPA
NMAIMEHTA [a Pa3lo3HaBa MIBPBUTE OeNe3y Ha CBPBXIYBCTBHTENHOCT, 32
Ia ce obbpHE 3a CHOTBETHA, HezabaBHA MeNUIMHCKA IOMom. AKO ca
HaIuHy TONOOHK CHMIITOMY, HANWEHTHT TpsOBa fa Oble He3abaBHO
nperiiefian. AKo He MOJiCe 0a ce YCMaHnoey anmepHAmUeHa Npuiuna 3a
cumnmomume, lamotrigine mpsabsa 0a 6voe cnpan.

B cnyvaute, TIpH KOHTO HIH CE€ CIHpaT NPOTHBOSIMNIETITHIHH
JeXapCTBEHN HPOAYKTH, 32 Ja ¢e IOCTHIHe MOHOTepamusa ¢ lamotrigine,
WM ce po0aBgT MPOTHBOCIHWIENTHYHH IEKAPCTBEHH IIPOAYKTH KBM
MOHOTeparvis ¢ lamotrigine, € BaXHO [Ia ce HMAaT NPSBUY, CHOTBETHHTE
eexTH, KOMTO T& MOTaT Ja OKaXaT BBPXY (apMakOKHHETHKara Ha
lamotrigine.

Lamotrigine, xato cnab WEXuOWrop Ha JBXHIpOGhONAT-
penykTasaTa Moxe na uETepdepupa ¢ domarHms merabonmssm. llo
BpeMe Ha IPOALIDKHTENHO LPHIOXKEHHe IpH Xopa, lamotrigine He ¢
NpeIU3BAKAl 3HATITEIHH IPOMEHH B KOHTIEHTPalHsATa Ha XeMorobnHa,
cpenams ofeM Ha CPHTPOLMTHTS, HWIH (oIaTHUTE KOHIEHTPAIME B
cepyMa WM YepBEHUTe KPHEBHHU KIETKY, IpH NPUIIOXKEHHe 0 1 rojwHa,
wii (oNaTHrTe KOIEHTpAaIliE B YEPBEHHTE KPBBHY IUIETKH, UpH
TIPATIOXKEHNE JO 5 TOMUHM.

Ilpy DarwieHTH ¢ TepMiHanHa Op0peuna HENOCTATHIHOCT Ce
09aKBa aKyMyNHpaHe Ha TIIOKOPOHUAHW MeTabonutd. Bruupexs de,
dapMaKOKMHETHIHOTO TOBENEHHE HA IJICKADCTBEHWSA HPOJYKT OCTaBa
CHIIOTO CIEN OHOKPATHO MPHIOKEHEE, IPOALIDKUTENHOTO IPHIIOKEHAE
IIPH TAKWBA HallIeRTH TpsOBa ia CTaBa C BHUMAHWe.

IIpu manyeHTH ¢ TeXKa 9epHOAPOOHa HENOCTaTEHOCT, HaYaltHaTa
H TOIAbpKama Ho3u Tpabsa fa ce Hamamar ¢ 75%. llpm Tasu rpyma

e

7 waRballe,

e
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NAIFeHTH, JeKapCTBEHMAT NIPOAYXT Tp40Ba fa ce MpIiara ¢ H3BBHPEIHO
BHUMAaHUE.

Enunencus:

Ilomo6ro HAa [OpyIWTE IPOTHBOCIAICHTHYHH JIEK2PCTBEHH
nponykTy, lamotrigine ge TpabBa ia ObAe PI3KO CIIMpaH, 34MOTO MOXKE
Iia ce HpeIus3BHKAT pedaympa-repuore. OcBed B cloydanTe, KOTaTo HMa
NPAYHHY, CBBP3aHM ¢ 0e301IaCHOCTTa (pa3sBHTHE Ha OTIHCAHWTE PEaKLiH
Ha CBPBXTIYBCTBHTENHOCT, HAmp. OOpWBY), H3MCKBam He3aGaBHO
climpaHe, po3ara Ha lamotrigine Tpsba pa OBAe IOCTENEHHO
HaMansABaHa 3a NePUoJ OT JBE CEMULY.

Koraro lamotrigine e mpumaradH KaTo NOWBIMHMTEIHO JEYeHHE,
PAOKO € HMalO CMBPTHY CJydaH, B CIEICTBHE OBP30 IPOTPECHPALIO
3a0omnsABaHe, ¢ ENMIENTHIEH CTaTyc, pabioMuONH3a, MHOrOOPraHHA

IECHYHKINA ¥ (ECEMUHKpPaHa HHTpaBacKyIapHa koarynamus (1K), He
€ YCTaHOBEH NPHHOCEHT Ha lamotrigine kpM 134 e(DEeKTH.

BHI101apHo adeKTHBHO Pa3cTPOicTRO:

THi KaTO ONIHUTHTE 32 CaMOYOHHCTBO ca MPUCHIH Ha OHIIOIapHOTO
a)eKTEBHO Pa3CTPOHCTBO, HPH BHCOKO PHCKOBHTE MAITUEHTH NEYEHHETO
TpsOBa [1a € CHIIPOBOICHO OT OIH3K0 HaOFoneHue HA OOMHMA.

Edexts Ha  XOpMOHaJHMTE  KOHTPAIeNTHBH  BBpPXY
euxacHocTTa Ha lamotrigine

Vcranoseno e, ge komburarmuaTa ethinyloestradiol/levonorgestrel
(30meg / 150mcg) noBumapa KMpHHCA Ha lamotrigine IpuOIH3HTETHO
IBa NBTH, KOSTO BONM IO HaMaliBaHe HA HUBaTa Ha lamotrigine (BrXK
4.5). 3a mocTHTaHe Ha MaKCHMANEH TEPAIlCBTHIEH OTIOBOp MOXE Ja €
HEOOXOIAMO 9pe3 THTPAIMA [a Ce JOCTUrHE MO-BHCOKA IMOMIBpIKAIA
nosa lamotrigine (IpuOMH3MTENHO JBa IBTH II0-BUCcOKa). IIpH >XeHH,
KOHMTO HE IIpHeMaT MHIAYKTOpP Ha IMIIOKypOoHHpaHeTo Ha lamotrigine u ca
Ha XOpPMOHAEH KOHTPaIeNTHB, CXeMaTa BKIIIOYBA e€NHA cepmuia 0Oe3
IpEEM Ha KOHTpaUeNTHBa, KAaTO € YCTAaHOBEHO IIOCTENIEHHO BPEMEHHO
IIOKaYBaHe Ha HEBaTa Ha lamotrigine 1o BpeMe Ha ceqMunara 6e3 npuem
Ha KOHTpauenTHBa. 1e3W IOKadBaHWA IMe OBJAT MO-TOJNEMHE, KOraro
no3ata Ha lamotrigine e nmoBuIneHa B JHATE Ipely HAX IO BpeMe Ha
ceaMuIiaTa be3 IpHeM Ha KOBTpallenTHBRA. 3a yKasaHus 3a JO3UpaHe BIK
“O6Imy IpenopbKH 3a Jo3MpaHe Ha lamotrigine Ipu CHENHATHY TDYIH
TIANUeHTH B pa3fen 4.27. ,;‘,"',',T:‘ff:;‘:«\\
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Jlexapure Tpsabpa 5a BOAAT II0 IIOOXOIANI HAYHH JICUECHHECTO Ha
JKEHH, 3aI09YBaMy WK COHpalld XOPMOHATHA KOHTPACHTHEH IO BpeMe
Ha Tepamyia c¢ lamotrigine. Moxe na ce HalOXU KOpeKUEs Ha F03aTa Ha
lamotrigine.

He «ca MpoBex[gaHH NpOYIBaHHA C [JPYTH  IIEpOpanHU
KOHTpPAaIleNITHBY H XOpPMOHO3aMECTUTENHA Tepamusd, BBIPEKH Ue ¢
BB3MONHO Te Ja IOBIHAAT (apMaKOKMHETHIHWTE HapaMeTpd Ha
lamotrigine o HACHTHYEH HAYHH.

Edextn wHa Jameotrigine Bbpxy eduxacHocrTa Ha
XOPMOHAJRNTE KOHTPAHEINTHBH:

Pesynratrte OT mpoydBaHe 3a B3aWMOMEHCTBHA, B KOETO ca
ydJacTBamy 16 3mpaBH AOOPOBONKH IIOKa3BaT, W€ IPH CHHOBPEMEHEH
nmpreM Ha lamotrigine ¥ XOPMOH&ICH KOHTPAUECUTHB (KOMOHHAIHS
ethinyloestradiol/levonorgestrel) e mamuie ymepeHO yBenMUeHHE Ha
KmpbHca  Ha  levonorgestrel u  mpomemm B cepyMHmTE
GonukynoctuMynupam xopMor (FSH) u myrenmusupany xopmor (LH)
(Bux 4.5). He e M34CHEHO BIMIHHETO HA TE3H WPOMEHH BBPXY
OBapHaTHaTa OBynaropHa feknoct. He moxxe obage fa Obie A3KIOTeHa
BB3MOXKHOCTTA IIPH HIKOH IAUMEHTH, IpHeMaiy levonorgesirel, 3aemuo
¢ XOPMOHANHK KOHTPANENTHBHY, Te3H IPOMEHH Aa BOJAT N0 HAMAIBAHE
Ha KOHTpalieNTHBHATA e(pHKAacHOCT. 3aTOBa Te3H HALMEHTKH TpsOBa 1a
OBIOaT HECTPYKTHPAHHN Aa cHoOINaBar 32 NPOMEHH B MEHCTPYAlHWsS CH
[IHKBII, HAIPHMEP HHTEPMEHCTPYAIHO KbpBEHe.

4.5. JlexapceTBenn ¥ ApYra B3auMoaeHcTBAS

IIpoTuBoenueITHIHATE JIeKapCTBEHH IPOAYKTH Kato phenytoin,
carbamazepine, phenobarbitone u primidone ycunsar merabomizMa ma
Jamotrigine. JlozoBute moTpeOHOCTH MOraT fa OpIaT HOBUILEHH.,

Sodium valproate ce korKypupa ¢ lamotrigine 3a ueprOEpOoOHUTE
JIEKapCTBEHO-META00NM3Npaid ©H3MMH K [0 TO3M HauWH 3a0aBg
MeTabonm3Ma Ha lamotrigine ¥ yEbIKABA €IMMABANMONHST TOLYKHBOT
OT Ia3sMaTta ¢ HpHONIU3HTEIHO fBa ITBTH.

Ycranoseno e, ue UDP-mmokypoHwn Tpascepaznie ca
EH3UMUTE, OTTOBOPHH 3a MeTabonmsMma Ha lamoirigine. Hama mannum 3a
KIHHWYHO 3HAYAMa MHOYKUYS WK HHXH6HpaHe¢Tia:~qepHoz(po6HaTa
OKCHHpama MeTaboNNTHA SH3NMHS. CHCTEMA, npmy&femﬂoﬂamomgme
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H ca MauKO BEpOATHH BsauMopelicTua Mexpy lamotrigine u
IPOLYKTATE, KOHTO Ce MeTabOoNmm3upar OT muroxpom P450 eH3MMHTE.
Lamotrigine Moe [ia HHIYIHpa CBOS COOCTBEH METadONH3BM, KOETO €
YMEPEHO H € MANKO BEpOSTHO [a M2 HAKAKEE KIUHITIHO 3HATNM CREKT.

Tabnuya 6:  egexmu Ha  Opyeu  Jexkapcmea  6bpxy
anioKyporuparemo Ha lamotrigine:
JlexapcerBa, KxonTo | JIekapeTea, KoHToO | JIekapcTBa, KOHTO
3HAYNTENHO 3HAYUTETIHO HEAYIHMPAT | SHAYHTEIHO
HHXHOUPAT TJIHOKYPOHHPAHETO Ha | pHXAGUpaT  WIH
rmoKyposxupadero | lamotrigine HHAYNEPAT
na lamotrigine rIIOKYPOHUPAHETO
Ha lamotrigine
Valproate Carbamazepine Lithium
Phenytoin Bupropion
Primidone Olanzapine
Phenobarbitone Oxcarbazepine
Rifampicin
Ethinyloestradiol/levonorgestrel
B KOMOMHAanms™

*He ca ©OpoydgBaHE J[ApPYyTH NEpOpanHM KOHTPAuelnTHBH M
JEKapCTBEHH IPOAYKTH 3a XOPMOHO3aMECTHTENHA Tepanus (HRT).
Bu3MOXKHO €, Te Jia IOBIHBAT (PaPMOKOKMHETHIHHTE HapaMEeTpH Ha
lamotrigine 0 cXO/IeH HAYMH.

Baaustooetcrmeus c
npodvimu (euc 4.2)

aQHmueniienmudRi JEKAPCMBEHH

Valproate maxwbupa rIOKypoHEparero Ha lamotrigine, 3abass
MeTa00mu3Ma H YbILKABA eTHMIHANMOHHAS NOLy)KHBOT Ha lamotrigine
OT IUia3MaTa MPHOIM3NTEIHO ABa ITBTH.

OupeneneHd aAHTHENUNENTHIHK TPONyKTE (Kato phenytoin,
carbamazepine, phenobarbitone m primidone), KOHTO aKTHBHpAT
gepHogpoOHaTa MeTabomuTHA CHCTEMa, WHIYIEpaT ITIOKYPOHHpPAHETO
Ha Jamotrigine ¥ yckopsBsaT METa0Inu3Ma My.




TTpu mpriioxerwe Ha carbamazepine ciex IpreM Ha lamotrigine ce
OIFICBA pAa3sBHTHE HA CHMITOMH OT CTpaHa Ha HEHTpANHATA HEPBHA
cucTeMa KaTo 3aMasgHoCT, AaTakcHs, OBOMHO BIDKIaHe, 3aMbIIIEHO
BIKAage ¥ rafeHe. Tesw mposBH OOMKHOBEHO H34e3BaT Clel
HaMansBaHe Ha pgo3ata Ha carbamazepine. IlomoGmm edextH ca
HaONFofaBaHy 110 BpeMe Ha H3MuTBaHe ¢ lamotrigine W oxcarbazepine
TpH BE3PACTHH 3ApaBn [oOpOBOJINY, HO HE € IPOY4BaH0 HaMANsBaHe Ha
A03aTA.

B Hikom cIoydam ce Om@cBAaT IIPDOMERM B  IIa3MEHHTE
KOHLIEHTpaIlMW Ha AHTHCUMNENTHIHH IPONYKTH. BEBIpEKH TOBa, NpH
HIpOBEAEHY KOBTPONHPaHY B3NUTRAHAS IPH 6AHOBPEMEHHO NPUIIOKCHAE
¢ Ipyrd aHTHCHWICUTHYHA NPONYKTH, HE C€ YCTAHOBSBAT IPOMEHH B
TE3M KOHIEHTpally, UpwdauHeHr oTf lamotrigine. Ilpu mnposemen:
W3ClIeBaHMg in vitro, lamotrigine He TIpUYMHABA U3MECTBAHE HA APYTH
AHTHACHVNCIITATHA JICKapCTBEHH MPOXYKTH OT MecTaTa Ha CBBp3Bae C
IINa3MEHUTE TPOTEUHN.

B u3nwrBape ¢ yUacTHE Ha BB3PACTHU 3HPAaBH HOOPOBONIHE HpH
npueM Ha mosu or 200 mg lamotrigine m 1200 mg oxcarbazepine e
yCTAHOBEHO, Ye oxcarbazepine He mpoMmers MerabosMa Ha lamotrigine
¥ lamotrigine #e mpomers MerabonrsMa Ha oxcarbazepine.

Bzaumodeiicmeus ¢ ncuxoaxkmueHu azexmu (guzic 4.2)

dapMaKOKWHETHYHUTE CBOMCTBA Ha litium chepm mpuweM Ha 2 g
anhydrous littum gluconate, mpueMan nBa I'STH JHEBHO 32 INECT JHH OT
20 3npaBd JWLa, HE & MPOMEHAT NPH €AHOBPEMEHHOTO My NPHIIOKCHIE
¢ 100 mg lamotrigine AHEBHO.

MuoroOpolinuTe Iepopalyi I03W bupropion HeE ca NOKa3ald
CTATHCTHYECKH 3HA9AMHA eQeKTH BbpXy OGapMakoKHWHeTHKaTa Ha
eIMHWYHA 7[03a lamotrigine mpm 12 mmna, xato € HaOMIOAABAHO CaMo
neko yeenmgasare Ha AUC na lamotrigine glucoronide.

B efmo M3nWTBaHe C yJacTHe Ha BH3PACTHH 3LpaBH NOOPOBOMIM,
npueM Ha 15 mg olanzapine e Hamanmmn AUC m Cmax Ha lamotrigine,
ChOTBETHO cpenHo ¢ 24% u 20%. B noBeue Cliydar He ce 04aKBa ToBa [ia
HMa KIMHA9HO 3Ha49eHHe. YCTaHOBEHO €, de mpueM Ha 200 mg
lamotrigine He moBmyABa QapMakokuHeTHKaTa Ha olanzapine.
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Pesynrature or in vifro OMWTH 3a HWHXHOHpAHE ca MOKA3aMH, 4e
obpasyBaHeTO Ha mbpBHaHus MerabonuT Ha lamotrigine, 2- N-
glucoronide, ce nopmsBa MEUHHMATHO OT CHBMECTHA MHKYOaIms c
amitriptyline, bupropion, clonazepam, fluoxetine, haloperidol umm
lorazepam. Jlamaute 3a MerabonusMa Ha bufuralol or muxposomm ot
YOBEHIKH depeH J[Apo0 mpemmonarar, 4e lamotrigine He npaManssa
KNWpBHCA Ha JEKapCTBa, KOHTO CE€ ENMMHHHUPAT DIPEfUMHO dYpes
CYP2D6. Pesyntata oT in vitro OIMTH IPEAIONAraT CHINO, Y€ € MallKo
BEPOSATHO KIHPBHCHT Ha lamotrigine na ce moemmasa ot clozapine,
phenelzine, risperidone, sertraline wiru trazodone.

Edexin __na  xXopmonannume _ KOHMPDAUEHMUBH __ 8bDXY
dapmaxkoxuHemurxama na lamotricine

B xmmHMYHO H3IHTBaHE C YJacTHETO Ha 16 xemw JFOOPOBONKEH,
opreM Ha KoMOWHEpaH mepopaneH KouTpamentae 30 mcg
ethinyloestradiol / 150 mcg levonorgestrel e moBen 7o mpUOIAIMTETHO
JBYKpPaTHO MOBHINaBaHe Ha opallHds KNHpHHC Ha lamotrigine, mMaino 3a
pesynaTaT HaMansgsaHe cpefHo ¢ 52% m 39 % ma AUC w C,,, Ha
lamotrigine. CepyMHuTe KOBIeHTpaiy Ha lamotrigine mocrenenno ca
ce DOBHINABANM NIO BPEME Ha celMHIaTa Oe3 pHeM Ha KOHTPAaUelTHBHA
Tabnerka. B Kpas Ha cenMuiara Oe3 mpHeM Ha KOHTpAUCHTHBHE
TaONeTKH cepyMHaTa KOHLEHTpauus Ha lamofrigine HEIOCPEHCTBEHO
IIpemd IpHEMaHe HA J03a € CPegHO OKONI0 HBa IBTH II0-BHCOKZ,
OTKOJIKOTO IO BpEME Ha CEBMECTHA TEpPaIHi.

Edexm na lamotrigine _ewpxy _apmaroxunemuxama Ha
XOPMOHQIIHUME KOHMPAUeRMueU

B xnuEMYHO H3UMTBaHE C y9acTHeTo Ha 16 XeHu JOGPOBOJIKH,
upueM Ha fosa oT 300 mg lamotrigine He € okazan edekT BEpXY
tdapmaxoxmaernkara Ha  ethinyloestradiol  cecraBkara  Ha
KoMOMH#paHaTa KOHTpANENTHEHA Tabnerka. YCTAHOBEHO € YMEPEHO
YBENNYECHHE Ha UCPOPAIHUA KIUPBEC Ha ChCTaBKara levonorgestrel,
BOJEWO 70 HaManerne cpeaHo ¢ 19% u 12% ma AUC u Cmax Ha
levonorgestrel. Onmpenensmero Ha cepymeuwre FSH, LH u ecrpaguoin
II0 BpeMe Ha HM3NMUTBAHETO IIOKa3Ba HaMansiBaHe Ha CYIIPEecHsTa Ha
OBapHallHaTa XOpMOHAaNHa aKTHBHOCT NP HSKOW JKEHH, BHIPEKH de
W3MEPBAaHHITA HA CEPYMHHS IPOreCTEpOH TIOKA3BaT, dYe HAMA
XOPMOHANHY AaHHU 33 OBYJauHsd Ipu Huxos or 16-te xeHd. He e
H3ACHEHO BBE3ACHCTBHETO HAa YMEPEHOTO HQB@??HT&@?&;&CHHPEHC& Ha
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levonorgestrel m mpomermte B cepymuEs FSH u LH supxy
OByJaTopHaTa aKTHBHOCT Ha sifuauka (Bux 4.4). He ca npoyusanu
edextrTe Ha lamotrigine B mHeBHM Ko3u pasznugad oT 300 mg. He ca
NPOBEXAAHY H3OHTBAHHA C JOPYTH XOPMOHAIHH JIEKADCTBEHH

IPOIYKTH.

B3aumodeiicmaun ¢ Opyzu NeKAPCMEEHH RPGOVKIU:

B nzrTBane ¢ ygacTaeTo Ha 10 Mexe noOpOBOIIY € yCTAHOBEHO,
ge rifampicin NoBMIIaBa KIWpRHCAZ ¥ HAMalfiBa CNHMUHAIHOHHISL
HOMYXMBOT Ha lamotrigine Dopamy MBAYKUHS Ha YepHOFPOOHHUTE
CH3MMH, OTIOBODHHU 3a TMIOKYpoHHpaHero. IIpH mauuenty, neKyBaHu
€THOBpEMEHHO ¢ rifampicin, Tps6Ba [ia ce ¥3NON3Ba IPEIOPLINTENHATA
cxeMa Ha JedeHue 32 lamofrigine ¥ KOHKypeHTHWTEe WHEYKTODH Ha
IIOKyporupaseTo (Bmx 4.2).

4.6. bpemernoct 1 KbpMeHe

He e m3Becten edexra Ha lamotrigine mo Bpeme Ha OpeMeHHOCT
npx Xopa. 3arosa lamotrigine we TpabBa ma ce mpmmara Ha GpeMeBHH
DAaIlWEeHTKA, OCBEH aKO IIOTCHIMANHATA TI0J13a 38 MalikaTa He HaJBHinasa
BE3MOMKHHS PHCK 32 IUTOJA.

DOu3HONOTHYHNTE NPOMEHH IO Bpeme Ha OpeMeHHOCT MoraT Aa
TOBNUSEIT BBPXY HMBaTa W/WIKM TeparieBTHYHHS ebekt Ha lamotrigine.
Vma namHpz 3a HaMalieHd HEBA Ha lamofrigine mo Bpeme Ha GpeMeHHOCT.
Topa manara HeoOXOZHMOCT OT HOIMXONIN KIMHWICH HOAXON IIPH
OpeMeHHH ITO Bpeme Ha Tepanus ¢ lamotrigine.

Kovpmene:

Lamotfrigine ce H37b9Ba B KbpMATa B KOHIIEHTPAIlHH OGUKHOBEHO
40-60 % ot mnasmennre. Boopeku de, He ca ChrOOINEHH HEXENAHA
JIEKaPCTBCHH PpEaKiyy YIPH HOBOPOIGHHTE, II0 BpeMe HA JIYEHHE ¢
lamotrigine, He ce IpenOpsIBa KEPMEHE.

4.7. EdexTn BLPXy cnocofHOCTTa 32 modupane u
padora ¢ MamuHI

B gBe p3nHMTBaHEA IPH NOOPOBOMIH € YCTZHOBEHO, e edekruTe
Ha lamotrigine BBpXy (HHHaTA 3pUTENHA MBUTATEHA KOOPAHWHALHS,
IOBIXEHMATA Ha OYHTE, PABHOBECHETO M CyOCKTUBHES cefaThuBeH edexT
HE ce pasiEJasa B CpaBHEHHUE ¢ mianeoo.
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Jleyenmero ¢ lamotrigine, HpyH HIKOM NIalWEHTH, MOXe 12
IpeU3BHKa HEBPOJIOTHIEH THII HEXEIaHH JIeKapCTBEHH pPeakIyH (xato
saMaliBage, COMHOJNEHTHOCT M HBO#HO Broxmame). Ilopami ToBa, B
HayajoTO HA JNEYCHWETO M IO IOCTHTaHe Ha JICHOTA 33 OTrOBOpa KBM
lamotrigine, marpenTuTe TPEOEa fa GBAAT IOCEBETBAHM Aa HE WIOQHPAT
¥ PaboTAT ¢ MANIHH.

Emunencus:

ViMa pasiuka B NOBIMIBAHETO OT JICYSHUESTO ¢ aHTHEIHICTITHYHA
OpOAYKTH IIPH OTACNHMTE IanueHTH. lipemopsuBa Ce KOHCYNTalHsd C
JeKygpalmusi JeKap OTHOCHO chenupuyHM BBIPOCH, CBBp3aEH C
mo(HpaHero W eNHISIICHTE,

4.8. Hexenanu JekapcTBeHH peakIg

Hexenanure JTeKapCTBEHH PEaKUii ca PasfeleHH Ha Crelu(uIHA
3a emuielicEITa M 3a OWIoNapHUTe pa3cTpoicTBa YPYIH CHOpen
HATWIHUTE AaHHH. BBIpeKd TOBa, IIpH ONpENelHe Ha IMIOCTHHS
ripodmn Ha GesomacHoCT Ha lamotrigine, Tpsa0Ba fa ce B3eMar IPEIBU B

HBeTE IPYIIH.

Brsnpuera e ciegHara KnacubuKaums Ha  HEXCHaHHUTE
JIEKAPCTBSHH PEAKIFM:

Mzoro gects (>1/10), wectn (>1/100, <1/10), HewecTn (>1/1 000,
<1/100), pemxw (>1/10 000, <1/1 000), meoro peaxu (<1/10 000).

Enmiencus:

Hexicenanu peakyuu om CMpaHA HA KOXCAMA U NOOKOJCHUME
MuKAaHU.

Tio BpeMe Ha KIMHVYHYM H3DATBAHWI, HpH Kouto lamotrigine e
Dpuiarag KaTo MOHOTEPAays:

Ilo BpeMe Ha KIMHIAYHO MpHIOKeHHe Ha lamotrigine:

Myoro yecTH: KOKEH 0OpUB.

Peaxu: CunnpoM Ha Stevens Johnson.

Meoro peaxi: TOKCHYHA eNAASPMANHEa HEKpOIa3a.

TIpH IpoBeIeHMTe ABOMHOCTAIO NPOYIBaHHs KOXHUTE 00pHBY ce
nosiBsiBaT mpx 10% oT manpentyTe, IpueMaiy lamotrigine u npe 5% ot
TanpeRTHTe, MOIyYaBaliy mianebo ¥ BOAAT JIO CITUDAHE Ha JICUSHUETO

T,
e

el

25



npu 2% ot marmenTaTe. OOpuBHTe, OOMKHOBEHO MakylOIalyio3HH 10
BHJI, Ce MOABABAT KaTO ILIO Ipe3 IEPBHTE JBa Mecela OT 3ai0YBaHe Ha
JIeYeHyeTo M U39e3BaT NpH cnupade Ha lamotrigine (Bux 4.4.).

Muoro psgx0o ca ChOOHIABAHH  CEPHO3HH, MOTEHIIHATHO
JKHBOTO3ACTPAINABAN KOXHA OOpHBY, BKIIOUMTENHO CHEAPOM Ha
Stevens-Johnson X TOKCHYHA ermaepmania nekpomusa (Lyell caanpom).
TloBeueTo ce BL3CTAHOBSBAT Clief COMpaHe Ha JICKApPCTBEHHS IIPOXYKT.
Hixon nmamyeHT# NTOpH wWMar HeoOparHMu OElle3d M PARKO € HMAno
CMBPTHE ciyyad (Bix 4.4.).

Prick®T 3a pa3BUTHE Ha OOPHBH 3aBUCH OT:

e IIpueM Ha BHCOKA Hajaisd Ao3d lamotrigine ¥ npeBumaBane Ha
[IpenophYanaTa 1032 32 HoBmmasane (Brwk 4.2.);

e BrHOBpeMEHHO TpHIokenwe ¢ valproate (Bmx 4.2.).
O6puBure ©€ OmACBAT ¥ Karo tacT OT CHHppoMa Ha
CBPBXTYBCTBUTENHOCT, KOHTO BKIIOYBA CHCTEMHH TPOSBH
(Hesxenany peakIiuy OT CTpaHa Ha UMYHHATa CHCTeMa **),

ITprbisuTeNHaTa YeCTOTa Ha CEPHO3EH KOXHM OOpHBY NpH
BH3PACTHE U Jiela Ha Bh3pacT Haj 12 rogpmu e 1 ma 1000. PucksT e mo-
BHCOK npH fgena mox 12 ropmmsa Be3pact (1 Ha 300 mo 1 Ha 100). Ilp=
fela mosBara Ha obpuB Moxe fa Obne obbpkana ¢ uHdekims. Jlekapate
Tps6Ba 2 MMar IPEeHBHJ BE3MOKHOCTTA OT JIEKapPCTBEHU PEeaKIuyd Iy
AeNa, KOWTO DPasBHAT CHMIITOMH Ha OOpHB M Tpecka MO BpeMe Ha
ITBPBATE § CeAMUI AedeHue.

PrckeT oOT oOpHBM C€ IOBHIDABa, Koraro lamotrigine ce
yooTpebsBa chpBMecTHO ¢ valproic acid W Koraro IpernoppydATenHara
HaganHa [os3a lamotrigine ¥ mMpenopsUBaHOTO IIOKAYBaHE Ha HO3UTE Ce
HANBHITH.

TTarpeHTHTE, KOUTO pasBUsT OOpHBY TpsOBa Nia crpat lamotrigine.
He e BB3MOXHO CHTYDPHO Ja Ce NPEIBHAM KoK OOpHBH INE C€ OKaXKar
KHBOTO3aCcTpallaBaliy, 3aroBa lamotrigine TpsOBa Jha ce cripe IpH
IHPBHTE IpU3HAIM HA OOpMB, OKATO CraHe sACHO, 9¢ OOpHBBT HE €
JIEKapCTBEHOO00YCOBEH. BBIpexy TOBa, CHMpPaHEeTO Ha JEUCHHETO HAMA
na mpodunakTapa oOprBa Na CTaHE XHBOTO3ACTPAIIaBaill WilH TPAHHO
VHBAMHAA3APALL, W 0be300pazspant (Bux Crneyuantu
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Hesicenanu peaxyuu om Cmpana HA KpbeHama U Jum@Hama
cucmema:

Mmuoro pegkm: Ma cpoOmMeHHs 32 XEMaTONOIMYHH DPearuud,
KOUTO MOke ma OBJAT wii ja He OBaT CBBp3apl CbC CHHApOMa Ha
CBpPBXYyBCTBHTENHOCT (Brx HexxenaBy peakiiy OT CTpaHa Ha UMyHHATa
cacreMa **).. Te BKIIOYBAT HEYTPONCHMWS, JEBKOICHHS, AHEMHI,
TpoMBGONWTONCHYS,  NAHOWTONCHMWS,  aIllacTHIHa  aHeMud |

arpaHyJIonuTo3a.

Heoicenany peaxyuu om CHpana Ha UMYHHAMA CUcmema:

MHOro peKy: CAHAPOMA Ha CBPEXIYBCTBHTEHOCT™ ¥

IIposBsBaT Ce W peaknuy Ha CBPHXIYBCTBHTENHOCT, HAKOA OT
KOHTO (haTallHu FIIY XKHBOTO3acTpamasaiy. HAKOH OT Te3d peaKiuu ¢&
CBBp3BAT C pAa3lMIHH CHCTEMHM CHMIITOMH, BKAIOYHMTENHO TpECKa,
yMpageHOnIaTHS, OTOIY 0 JHIIETO, ¥ XeMaTONOTHIHH K HepHOAPOOHH
Hapymesus. CHEAPOMBT II0K23Ba IMHPOK CHEKTHP HA KIHHMYHA TEXECT
E PSOKO MOXe Ja J[oBefe MO [HCHMHUHUpaHa HHTpaBacKynapHa
xoarynanus (JIAK) ¥ MHEOrooparaHHa HEJOCTATHYHOCT. BaxHo € na ce
oTGeNexy, de papgHMTe Oee3d HA CBPHXUYBCTBHTENHOCT (HAIIpHMeEp
Tpecka, W nuMGaJeHONATHsA) MOIAaT 44 ¢4 HaiWYHH Mpeld IosfBa Ha
oGprBa. AX0 ca HAIW9HY [OFOCHH CHMIITOMH, IIAIAEHET TpOBa Jia onre
HezabaBHO HpernefaH. AXKO He MOXe Ja C© YCTaHOBH aNTepHATHBEHA
TIpHIrEHA 32 Gelle3nTe ¥ CHMITOMHTE, lamotrigine Tpsi6Ba xa OBpxe CIpsH
(swx CneyuanHi npedynpeicOeHUs U npeonasti MepKi npu ynompeba).

** O6GpuBUTE MOraT 2 ce HabIMIoJaBaT CaMOCTOATENIHO UIH KaTo
gacT 0T CHHApPOMA Ha CBPBXIyBCTBATEIHOCT.

Hcuxampuunu HApYUEHUS.

Yecrr: pa3fipazmuTeIHOCT

HeugecTn: arpecus

Muoro pegKH: THKOBE, XATFOIHAIAH, 00BpKBaHE.

Heocenaru peaxyuil Om CHMpaHa Ha HepeRama Cucmema:

ITo Bpeme Ha KIWHAYHM W3IHATBABHSI, IPH KOHTO lamotrigine e
ApHIarad KaTo MOHOTeDaIts:

MHoro 4ecTH: IIaBodonae

YeeTH: CRHIABOCT, 0e3CHHUE, 3aMagHOCT, TPEMOP

HeuecTH: aTakCHs.

27




Tfo BpeMe Ha KIMHIIHOTO IPHMIIOKEHAe Ha lamotrigine:

Muoro JecrTH: [iaBoOoNHe, 3aMasgHOCT

YeeTd: HACTarbM, TPEMOP, aTAKCHS, CHHIIMBOCT, OE3CHHHUE.

Muoroe peaku: Bb30yIEHOCT, 3aryba Ha paBHOBECHE, NBHraTellHH
CMyIIEHHS, BIOIIaBaHe Ha CHCTOSHHETO Ha NAl[MEHTH, CTpajamy OT
GoxectTa Ha [lapKHHCOH, eKCTpalMpaMM(HH CHMIITOMY, XOPe0aTeTo3s,
yBENU9ICHA 9eCTOTa Ha rbpIoBe.

Wma cpobmenus, ye lamotrigine Moxe Jia yTEKHHA CHMITOMUTE Ha
TTapKHECOR, OpH NALMEHTH ChC CHHBTCTBama Oonect Ha HapKkuHCOH, B
H30MHPaHHA CHOOITEHNS 3a eKCTpalMpaMy[HU peaKlMi M XOpeoaTeTos3a
Ipy TarpenTH 063 TakoBa 3a00nBakHe.

Ounu cMyuwjerun.
MHOro YecTH: OUIDIONHS, 3aMBIIICHO BIKIGHS
Penxn: KOHIOHKTHBHT.

Hemcenanu pearyuy Om CMpPara HA  XPAHOCMUAGMENHAmMA
CUCHIEMA.

[lo BpeMe Ha KIMHWYHA W3NHTBAHEL, IPH KOUTO lamotrigine e
MIpHIarag XaTo MOHOTEPaIk:

YecTH: TaficHe

[lo BpeMe Ha KIMHAIHOTO IpUIIoKeHre Ha lamotrigine:

YecTH: CTOMATHO-YPEBHY HAPYIIEHNA {BXIIOYHMTENHO IOBPBLIAHEe
W TUapHs).

Heowcenanu peaxyuu om CMpana HA 4eprus 0pob U JchouHume
nemua;

Mzoro peaxu: CroOmapaHm ca NOKagBaHe Ha TECTOBETE 32
wepHOpoOHa (yHKUMs, depHONpoOHa AUCGYBKINSA, BRIIOUATEIHO
gepHOApoOHa HEAOCTATHYHOCT.

Yeprogpobuara mHChYHKIHMS, OOMKHOBEHO C€ IPOSBSBA BB
BPE3KA C peakIuuTe Ha CBPBXIYBCTBUTENHOCT, HO HMa CHOOIICHH
H30IUpany clIygaH, Oe3 Oenesn Ha CBPBXTyBCTBHTEIHOCT.

Heocenanu peaxyuy om cCmpana HA CKeRemHama Myckyramypa u
COeOUHUMENHAMA TBKAH.
Mxoro pegicn: MOFOOHN Ha IYIyC PEaKiiyil.

Hedicenanu peaxyuy Om Cmpana Ha Yenu opearuspm:
. w "ﬁ, 5T

[y ;r:\\
‘?‘E; opl f" o
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YecTH: yMOPAEMOCT.

bunojsiapHo ageKTHBHO PA3CTPOiCTBO:

Ipu omnpepensse Ha LsNOCTHHA NpoQMI Ha OE30IACHOCT Ha
lamotrigine IocOYeHHTe IIO-ONY HE)eNaHW peakipe Tpadsa ma ce
PasTHEKIAT 3a6AHO ¢ Te3H, KOHTO ce HAaOI0/IaBaT IPH eITUIeICH.

Hexcenanu peaxyuu om CHpAana HA KOXCAMA u NOOKONCHUME
MBKAHU:

IIo BpeMe Ha KIIMHUYHYA A3NUTBaHAA NpH OHIMOAapHO AGEKTHBHO
pascTpOoHCTBO:

MHuoro yeeru: KoxeH 00pHB.

Penxu: Cunzapom na Stevens Johnson.

Ot BcHYKH H3NUTBAHUA (KOHTPONHPAaHW W HEKOHTPONUDPAHH) C
lamotrigine mpy OunoNapHO aGeXTHBHO Pa3cTPOMCTBO, KOXEH 0OpHB €
Habnroxasad Oopu 14% or manuerTuTe Ha lamotrigine. Ha dona #a Toga,
Tpy KOHTPOJMPaHH H3OMTBaHHA Ha NalHCHTH C OUIONapHO
pPa3CTPOHCTBO KOXeH oOpuB € HabmiomaBaH npu 9% OT mallgeHTHTE Ha
lamotrigine w npu 8% ot manmenTHTE Ha Ianeso.

Heorcenanu pearxyuu om cmpana na HepgHama cucmemd.

IIo BpeMe Ha KITUHMYHE M3NUTBaEws, IIPH OHUIIONapHO aQEeKTHBHO
pPa3sCTpOMCTBO:

Mmuoro gecrs: riapoboive

HecTn: Bp30yI2, CHHIMBOCT, 3aMAsHOCT.

Heorcenanu peaxyuu om cmpana Ha CKenemHama MYyCKyIamypa u
CHECUHUMENHAMA THOKAH.

Ilo BpeMe Ha KNMHHIHE M3IHUTBAHHS, IIPH OHIONapHO aQeKTHBHO
Pa3CTpOMCTBO:

YecTH: apTpairys.

Heorcenanu peaxyuu 0m CIpana Ha Yenus OpeaHu3oM.

Ilo Bpeme Ha KIMHMYIHW M3NHTBAHES, IIpH OHIIONapHO aheKTHBHO
pascTpoiicTBO:

Hectn: 60mKka, 6onka B repba.

29




4,0, IIpenosupane

Crobmennre Cilydan Ha IpefO3WpaHe BKAIOYBAT MOMILINAHE HA
1.35 u 4g lamotrigine. benesnte W CHMOTOMMTE Ha IIpPENo30paHe C
lamotrigine BxI¥OYBaT HHUCTATBM, aTAKCHI, 3aMaiiBaHe, COMHONEHTHOCT,
rnasofonye ¥ IOBphINaHe.

Coimo € cpOOIICE K Cifydaii 32 IanmueHT, KOHTO € HOoThiHaN H03a
Mexgy 4 m 5g lamotrigine. Tolf e npwer BHB OonHHIA B KOMAa,
nponbipKkaia 8-12 4daca. B kpaiiHa cMeTka ce € BB3CTaHOBHN Iipes
cueppamyre 2 fo 3 pau. Jlpyr mamMeHT € norenHan 5.6g lamotrigine.
Hamepen e B Oezcp3mamme. Cnepi leUeHHe C AKTHBEH BBITIEH 34
TIOAO3HpaHa MHTOKCHUKAIW, MAalHeHThT C€ € BB3CTAHOBWI CJIe] CEH,
nipoxsixun 16 gaca.

B ciy=aii Ha mpefosupaHe, NalHeHTHT TPSIOBA fia Ce NIpHEME BEB
OONHHNA ¥ A2 TONYYH IOAABPKAINO JieyeHue. AKO e ITOKa3aHo, TpabBa
Iia ce HallpaBH CTOMAIIEH JIaBasK.

5. @apMoOKOJOrHYHM JAaHHH
ATC xom: NO3AX09

5.1. @apmaxoaHHAMAYHN CBOlicTBa

Lamotrigine € 3aBUCHM OT Ji03ata OJIOKEp HA HATPHEBH KaHAIH.
Bomm po po3o - 3aBHCHMO M BONTAX-33BHCHMO OJIOKHpaHe Ha
HPOLBIDKATENHOTO, KPBXKaImo BE30YXKACHHE B KYATYPH OT HEBPOHH H
uHXUOUpa IIATOIOTHIHOTO ocBoDOXKIaBane Ha LIy TaMar,
aMHUHOKHCENWHA, KOATO Hrpae KNFOUoBa pOJist B YEHEPHpPaHETO Ha
ENMNETHIHY TBPUY0BE, Karo CHII0 HHXWOWpa NIpeiH3BHKAHHTE OT
DiIyTaMara CepHH OT aKIWOHHA TOTEHIHANN.

JelictBuero Ha lamotrigine npu 3ApaRd KoOPORONIY € momoOHO
Ha TORa Ha Ianebo, rmokaro phenytoin m diazepam (mprioxeHw B
TEPAIIEBTHYHY JI03H) 3HAYUTENHO HapymiaBaT (PHHHATA 3pPHTENHA,
MOTOPHA KOOpIWHANHS H OYHATE OBVOKEHAS, TOBUIIABAT OIFOIBAHETO K
BOZAT N0 cyOeXTHBHM cenaTuBHM ebekTh. [lomoOHu pesynrati ca Gunu




HONMydeHy, IpH NPWIOXKEHWeTo Ha carbamazepine Ha 30paBH
[OOPOBOIIIA.

5.2. @OapMaKOKHHETHIHH CBOHCTBA

Lamotrigine Begmara ce pe3opOmpa OT depBata, 0e3 sHaduTeNeH
merabonmssM Ha NOBPBO IpeMHHaBaHe. MaKcuMansy ORa3sMEHH
KOHIIEHTPAIHHE C€ NOCTHTaT 32 oxono 2.5 yaca. HamsuueTo Ha XpaHa IIe
330aBH HOCTUraHETO Ha MAKCHMAIHU IUIa3MEHH KOHNEHTPaLHH, HO He
3acAra cTEIeHTa Ha pe30oponus.

@apMaKoKWHETHKATa € IMHeapHa 1o Josu or 450mg. Iima
3HAUMTENHE ~ MEXAOYRHAUBMYATHH  pa3iuYusd [0  OTHOLNCHHE
MaKCUMalHUTE CTalHOHApHH KOHLEHTPAMH, HO WHIUBUAYaIHUTE
KOHIIEHTPAIK BapEpaT MEOT0 MaJKo.

Oxomo 55% ot lamofrigine € CBbp3aH C TIIPOTEHHUTE.
aMecTBaHeTO OT IUTa3MEHUTE MPOTEHHHU € BHCOKO, HO € MalkKo BEpOATHO
#a nosene Ko TokcwarocT. O6empbT Ha pasupexensue (Vd) e 0.92 no 1.22
Vkg.

Lamotrigine ce meraGonmsupa oT eHsuMa Y {D-TKIIOKYPOHHI
TpaHcgepasza.

Korato ce Tpmiara Karo MOHOTepamms, lamoirigine wmHmyuHpa
¢cBos coOcTBeH MeTaboNM3BM, B yMEepeHa CTEleH, B 3aBHCHMOCT OT
mosara. Lamotrigine me IoBmIBa (apMakOKHWHETHKaTa Ha IpyIuTe
IIPOTHBOETMIENTAHIHY JIEKapCTBEHH IPONYKTH WM TaKHB2, KOHTO C€
merabonusupar ot cytochrome P450 ersmmure.

CpemuuTe CTAHOHAPHM CTOMHOCTH Ha KIHMPBHCA NIPH 3[paBH
BB3pacTEH ca 39+14 ml/min u He 3aBmcsT OT mosara. Lamofrigine ce
MeraGonusgpa m0 copbp3an 2-N-glucoronide (HeakTuBeH), KOHTO e
OCHOBHES MeTaGomwT, mpencTapnssamy 70% or obmmure MeTabOIMTH.
Lamotrigine ce MeraGommsupa csmo o cBs3aH 5-N- glucoronide
(HeaxtuBen) m no Merabommra 2-N-methyl (neaxtuben). EnsiMuTe,
OTTOBOpEH 3a MeraommsMa Ha lamotrigine ca  TIEOKOPOHMI
Tparcepaza. ITo-manko ot 10% ce exckperHpa HEIPOMCHEH B ypHHaTa

35 gaca.
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Ilpu BEB3pacTHH, CHBMECTHOTO IpUiOXeHHe Ha lamotrigine u
MPOXYKTH, KOUTO aKkTHBHpAaT TIIIOKypOHEpPaHeTo, KaTo carbamazepine H
phenytoin HamansBa HOJYXHUBOTa Ha lamotrigine mo npubnmusutenso 14
gaca. CEBMeCTHOTO IpHiIoKeHHe Ha lamotrigine m sodium valproate
yBelmdaBa HMOIMYKABOTA X0 IpUOIm3uTeNHo cpeHo 70 gaca (Bux 4.2.
4.5).

IIpm pena Moy XHBOTHT € MO-KPaThK, OTKOIKOTO UPH BBE3PACTHH,
CBEC CpemHa CTOMHOCT NpHOIW3uTenHO 7 Haca, KOraTo ce IIpHiara C
JiEKapCTBEHHM IIPONYKTH, KOHUTC axKTHBHpaT IIFOKYPOHHPAHETO, KaTo
carbamazepine u phenytoin. IToiy>XIBOTET ce MmoBHIIaBa A0 45-55 Jaca,
KOraTo ce Tpmiara CbBMecTHO camo ¢ sodium valproate. I'papmuure Ha
KIIMpBHCA Ca TO-BUCOKH NpH Jeua (Ha Bb3pacT 12 rofuHM ¥ HOJ Hed),
OTKOJIKOTO TIPH BB3pacTHH. Hal-BHCOKH CTOHHOCTH ca CHOOWICHU IpH

nena Iox 5 TomguHM.

IIpoBeneHnaT cpaBHuTENEH GAapMAaKOKMHETHYEH aHalu3 Ha
TIOTYJIAIAOHHO HHBO INpW MAaffd HHEIUBUAM M IIpH [AUWEHTH B
HanpeJHaia BB3pPacT C CMHUIENCHs HE YCTaHOBABA IJIHHMYHO 3HAUUMH
HIPOMEHH B KIMpBHCa Ha lamotrigine.

Jleaemmero ¢ lamotrigine npm manmeHTH ¢ OpOpeuna
HEAOCTATHUHOCT HE € K3ydJaBaHo oOmmpHO. PapMakOKHHETHIHU
OpOYYBAHHSA C EOHOKPaTHO [Oo3Wpane Ipd IanueHTH ¢ OwnOpedHa
HEJOCTATHYHOCT CO9aT, 4e (hapaMakOKHHEeTHKATa Ha lamotrigine e Malko
TIOBJIHAHA, HO IUIa3MeHHTe KOHUCHTPAI¥Y Ha OCHOBHHA ITIFOKOPOHUEH
MeTa0OMHT C€ IOBHUINABAT IIOYTH OCEM IIBTH, HOPaAd HaMmalleHUs
OBOpeyer KITHPBHC.

JNlegeuwero ¢ lamotrigine mnpH Dan@eHTH ¢ YepHOAPOOHO
VBpeXKiaHe € M3yuaBaHo BBB (apMaKOKHMHETHHYHO IPOydYBaHE C
NpuOKeHWe Ha eHOKpaTHa no3a lamotrigine. Havannara fosa, nosata
Ip# NOBHINABAHE W MOJABpXKAIaTa No3a TpsaOBa Aa ce pemylupar ¢
npubisuTenao 50% npH yMepeHo Texka 0p0peuna HeNOCTaThYHOCT U C
75% npu Texka 650peuHa HeROCTaTHUHOCT.

5.3. IMpeaxkauBH9EH ZaHHH 32 0€30HaCHOCT

Hava passu 32 KapOuHOTEHHOCT IIPH MUINKYW U HIBXOBE, CIEL
IepOopalTHO NPIIOKeHre Ha lamotrigine fo ase ;g,zmma?\
..//‘{""p [ " " . -
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Lamotrigine He e MyTareHeH OpH HallWdWe WIH OTCHCTBUHE HA
MeTabONIMTHO aKTHBHpaHe, KOraTto € TecTBaH B J(Ba OIMTA 3a IeHHH
MyTalas (Ames TecT U in viiro mammalian mouse lymphoma assay). B
ABa HETOreHeTHYHa omuTta (in Vitro omuT ¢ yoBemky JUMQONETH ¥ in
VivO OImHMT ¢ KOCTEH MO3BK OT IUIBX), lamofrigine He e IrroBmmiwn
YecToTaTa Ha CTPYKTYPHUTE U OpoliHk XpOMO30MHY aHOMAHH.

Hsma nmoxazarencrsa 3a yBpexane Ha (QEPTUAHTETa, OTYETEHO
[Ip¥ IUTHEX0BE, Ha KOUTO Ce [IPHIarasy epopanHy fo3u lamotrigine.

Wma Teoperaden puCcK 3a YOBemKH MalndopMaludy, KOrato
MaiikaTa e JieKyBaHa ¢ (onaTeH HHXHOUTOP O BpeMe Ha OpeMeHHOCTTA,
ThH Karo lamotrigine e crab uHXUOHTOp HA AEXHAPOPOIAT penyKTasa.
Brmpexu TOBa, HAMAa MOKa3aTeNCTBA 33 TEPAaTOTEHHOCT IIPH MHITKH,

ITBXOBE, HAH 3afIfhg, xorato lamotrigine e Ipunaral Ii€popaiHO Ha
OpeMeHnY XWBOTHH II0 BpeME Ha ITEPHOJa Ha OpraHoreHesa.

6. dapmaxeBTAYHY JaHHEH

6.1. ITomomnuTe Bemecrsa

Bewukw xoHIEHTpaK 0T TabneTkure lamotrigine cpABPIKAT KaTO
TOMOIHH BeIIETBa:

lactose, cellulose microcrystalline, sodium starch glycollate,
magnesium stearate, iron oxide yellow (E 172)

6.2. OI3UKO-XMMHYHHA HECHBMECTHMOCTH

Hama

6.3. Cpox Ha rogHoCT

36 Mecena

6.4. CoenuaJjny yeJoBHs 32 CBXpPAHEHHE Ha NPOAYKTa

Ma ce cexXpangBa Ha CyXO MACTO, IIpH TeMIEpaTypa IOof 30°C,
Janed OT Biara ¥ CBETIUHA




6.5. [lanHy Ha ONIAKOBKAaTA

Bractepu or PVC/AL ¢ 10 tabnetku

Lamotrix Tabmerxs ot 25mg: Kaprosenu kyThu ¢ o 30 Tabnerku

Lamotrix Tabnerknr ot S50mg: Kapronenu xytuu ¢ rro 30 tabnetka

Lamotrix Tabmetxr ot 100mg: Kapromemum xyTmm ¢ mno 30
TabneTku

Lamotrix tabnerknm ot 200mg: Kapromenmu xyrmum ¢ mo 30
TabneTKY

6.6. llpennopnku npy ynorpeda

Hsova

7.JIpuTexaTes Ha paspelicHHeTOo 3a yrorpeda

Medochemie Litd, p.o box 51409, Limassol, CY-3505, Cyprus
8.Perucrpanmonen Ne

0.JiaTa Ha MHPBO pa3pemierHe 3a ynorpeda Ha JIeKapCTBEHHS

HPOIYKT

10. TaTa Ha HoCjIeTHATA peFakiMsa Ha TEKCTa

oxroMepu 2005
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