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1. HME HA JIEKAPCTBEHHA ITPOAYKT

Lamictal 25 mg Ta0nerku. - OF FAneon: ...
Lamictal 50 mg radnerku.

Lamictal 100 mg Tabnerku.

Lamictal 5 mg aucneprupalny ce TabneTkn/Tabnerku 3a AbBYEHE.

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Bcaka Tabnerka Lamictal 25 mg cueappxa 25 mg namotpuwxkuH (lamotrigine).
[ToMoILHO BELECTBO; BCAKA TabneTKka ChaAbpIKa 23,5 mg 1aKTo3a.

Bcsaka Tabnerka Lamictal 50 mg cpaspxka 50 mg mamMoTpuxuH (lamotrigine).
[ToMOIUHC BelecTBO: BCAKA TabneTKa ChABPKa 46,9 mg nakTo3a.

Beska Tabnerka Lamictal 100 mg caabpxka 100 mg namotpuxkuH (lamotrigine).
[ToMomHO BEINECTBO: BCAKA TAONEeTKa ChABpKa 93,9 mg nakTo3a.

Bcaka gpucneprupania ce rabnerka/Tabnerka 3a appuene Lamictal 5 mg ceABpXa 5 mg NaMOTPHKHH
(lamotrigine).

3a ILIHNA CIIMCHK HA [TOMOIIHNATE BELECTBA, BIXKTE TOYKA 6.1.

3. JEKAPCTBEHA ©®OPMA

TabneTka
ucneprupama ce TabjeTka/TadneTka 3a JbBYCHE

25 mg TabnerxH:
Ceetna, xbpaATeHHKaBoKagapa, MHorogacersyHa TabneTKa ¢ ACHO H3pa3cHa CMUIICOBH/HA ¢opMa, ¢
mapkuposka “GSEC7” na eanara crpana M “25” Ha pyrara,

50 mg Tabnerku:
CBeTna, XbiITeHUKaBokadapa, MHorodaceThuHa TabneTKa ¢ ACHO H3pa3cHa ENHICOBUAHA POpMa, C

mapkupoBka “GSEE1” Ha enHata crpada u “30” Ha apyrara,

100 mg TabaeTku:
CpeTia, xbiTeHIKaBoKadaBa, MHOrogacerpuHa Taberka ¢ ACHO U3pa3eHa eIUNCOBHAHA GopMa, C
mapkupopka “GSEES” Ha ennara cTpana ¥ “100” na npyrara. |

5 mg nucneprupania ce TabneTka/Tadinerka 3a TpBYCHE:

Bana no nouTH Osia, MpoaB/IroBara, ABOMHO H3mrbkHana TabneTka ¢ apoMaT Ha OOpOBHHKA K
mapkuposka “GSCL2” na ennara crpana u “5” Ha gpyrara. Bb3aMOXHH €a JIEKH HIOAHCH B
OL[BETABAHETO HA TabNETKUTE,




4. KJIHHHUYHH JAHHH
4.1 TepanepTHYHH NOKAIAHHA

Enunencus

Bvapacmuu u wonowiu Ha w nag 13 2odunu
- KombuHHpaHa WKW MOHOTEpAnyA Ha NAPUMATHA WK FeHepaTn3IupaHH NPHIIATbIH,
BKJIIOYUTETHO TOHHYHO-KIOHHYHH TIPHIIABLMH.
- [Tpunagsuu, CBBp3aHu che cuHIpoMa Ha Lennox-Gastaut. Lamictal ce npinara 3a
KOMOMHMPAHA TEpaIlKA, HO MOKE A3 C€ N3NON3BA H KATO HAYalIHO AHTHENWICIITIHHO
nexapcrpo (AEJI), ¢ koero aa ce 3ano4He npH cuHapoMa Ha Lennox-Gastaut.

Heya u ronowiu Ha evipacm om 2 8o 12 200unu
- KomOuHnnpana Tepanns npy napUXamTHy B reHepanu3¥paiHy NPUIIaqbuy, BKIIOYHTEHO
TOHHYHO-KJIOHHYHH NPUNATHLIH U IPHNATBIH, CBhp3aHH CHC CHHIApoMa Ha Lennox-(Gastaut.
- MoHoTepaliia Ha THIIHMHH a0CaHCH.

BUHNOIAPHO pa3cTpOHCTBO

Bu3pacmuu na evapacm na u nao 18 coounu
- [TpegoTBpaTABaHE Ha ACMIPECHBHH ENHA30IW NPH NanUeHTH ¢ GuromapHo | pa3cTpOHCTBO,

KOHMTO UMaT IPEANMHO ASIPECHBHHU enu30au (BK. Todka 5.1).
Lamictal He e mokazaH 3a HHTEH3UBHO JIeFI€HHE HA MaHWITHM WIH JCNIPECHBHH €MTH30AH.
4.2 o3upoBKa H HAYMH HA HPHIGKEHHE
Ta6nerkure Lamictal TpadBa na Onaar nornbIaHK LEAH U A3 HE C€ IBBYAT WIH YyNAT.
Lamictal qucneprupamy ce TabaeTku/TableTKH 3a AbBYEHE MOraT 1a ¢e IbBYaT, Aa C& AUCIIEPrHpar B

MATKO KOIMYECTBO BOAA (HaM-MaNKO JOCTATHYHO /a TOKpHe mgiiara Tabnerka) Wi Ja c€ Iorrelar
UENH ¢ MankKo BOJA.

AKO N34HCIIeHaTa Jo3a (HEHPHMEP 34 NeYeHHE Ha Aena ¢ enHIelCHa HITH Ha MalHeHTH ¢

yepHOAPOOHY HapyLIEHHA) He CHOTBETCTBA HA ChIBPKAHKMETO HA IisAn1a TabneTka, TpAOBa Ja ce
[pHeMa Mmo-HucKa A03a, ChOTBETCTRAllA HA LEIH TA0NeTKH.

[loBTOpHO 3amo4BaHe Ha I€UYCHHUE

[Ipn moBTOPHO 3aMOYBAHE HA ICUEHUETO ¢ NAMOTPHKUH NpH NALMEHTH, KOMTO N0 HAKAaKBa IIPHYHHA
¢a MPeKsCHAIN MpHeMa My, TpAOBa Ja ce IIpelieHH HeoOX0AUMOCTTa OT [IOCTENICHHO NOBHIIIABAHE HA
103aTa [0 NOAABPKAIIATa 4033, Thil KaTO PHCKET OT CepHO3eH COPHB € CBhp3aH ¢ BHCOKH HAYaNHN
1034 H IPEBUILIABaHE Ha NPenophuBaHaTa A032 32 NOBHIlABAHE Ha TAMOTPHXUH (BXK. TOUKA 4.4).
KonkoTto no-roisM € MUHTEPBANBT OT BpeMe Clel IpueMa Ha IIpEIHLIHATA 1034, TONKOBa [O-ronaMo
BHUMaHHe TpaOBa Aa ce 00BPHE Ha NTOCTENEHHOTO JOCTHUraHe HA IIOANbpXKalllaTa 1033 Korato
HHTEPBATBT OT BpEME CJIER NPeKbCBAHETO Ha IEYEHHETO € JIAMOTPHXKHH HaiBHIIaBa NET NOMy>KHBOTA
(Bak. TOUKA 5.2), 0OOHKHOBEHO MOAIBPKALIATa 1033 Ha Lamictal Tp2OBa Jia ce OCTUrHE CrIopen
MOOXOAAINATA CXEMaA.

[Ipenoprura ce neueHuero ¢ Lamictal aa He ce 3anouBa OTHOBO TIPH NAUMECHTH, KOUTO €A TQ
NPEeKLCHAIH NMopagH 0OpHUB, CBBP3aR ¢ MPEAMILIHOTO JIEUEHHUE C TaMOTPHXHH, OC |
NOTEHLMATHATA MOJI3a HECEMHEHO HaABUINABA PHCKA.




Enwnencus

IIpenopB4YBRaHOTO MOCTENECHHO NOBHILIABAHE HA 103aTa U MOAABPKALIKTE JO3H 33 Bb3DACTHH H IOHOILIH
HA BB3pacT Ha ¥ HaA 13 roauuu (Tabnuua 1), ¥ 3a zeua v oHoH ot 2 1o 12 rogusy (Tabauua 2) ca
npeACcTaBeHy No-aoy. HauarHara n03a u mocieasaioTo it nopHIaBaHe He TpAOBa fa 6naar
[MpeBHUIIaBaHH (B, TOUKa 4.4) mopaaM pucK OT NosiBa Ha 0OpHB.

[Tpyn npeycraHoBsBaHe HAa CHIIBTCTBAI nnpueM Ha AEJI nin nipy go0assiHe Ha IpyrH
AEJ/nexapcTBeHH npoAYKTH KbM TE€pPaNeBTHYHH CXeMH, BKIIIOYBALIH JIAMOTPHKHH, TpAOBA 1a ce HMa

npeasun edexTa, KOHTO MOXKE Aa Okaxke TOBA BBPXY (PapMaKOXWHETHKATa Ha NaMOTPHXUH (BX. TOYKa
4.5).




Tabruya 1: Bespacmnu u loHowu Ha éb3pacm {3 u hogeue 200uHY — RPERopbY6anHa cxema 3a nNeyeHue

HA enUIEenCcA
Cxema Ha IeYeHne Ceamuum 1 +2 | Cepmuum 3 +4 | Obuyaiina noaaspxalla 103a
MoHoTepanus: 25 mg/nex 50 mg/nen 100-200 mg/nen

(BeAHBXK (BeaHBX (BeIHBX IHEBHO WIH B JIBA NIpHEMa)
JTHEBHO) JHEBHO)

3a 1a ce MOCTHTHE MoAAbPXKAIL0
JICYCHUE, TO3HTE MOJKE Ja Ce
NIOBHILABAT ¢ MaKCUMYyM S0-

100 mg Ha BCcsika egHa ao ABe
CEOIMUIH A0 IIOCTHIaHe Ha ONITHMaJIEH
OTTOBOP.

[Ipr HAKOM NALMEHTH ca HEOOXOAUMH
500 mg AHERHO 33 NOCTUTaHE Ha
KENAHUA TepaneBTHYEH OTroBOp.

4.5);

KomOuuupana tepanua C sajnpoat (MEXUOHTOp Ha TMIOKYPOHUPAHETO HA TAMOTPHXHH — BX. TOYKA

Ta3u cxeMa Ha JO3HUpaHe
TpAOBa na 6ba¢ H3NOM3IBaHa
¢ BITPOAT HE3AaBHCHUMO OT
CHITLTCTRAILINA NPUEM Ha
IPYTH JeKapCTBEHM

IPOAYKTH

12,5 mg/nen
(mpHeMaHH KaTo
25 mg npe3 Aen)

25 mg/neH

(BEAHDXK
ITHEBHO)

100 - 200 mg/nen
(BeOHBXK NHEBHO HIH B ABa MPHEMa)

3a Aa ce MOCTUrHE NoAARPKALI0
JICYEHRE, OO3UTE MOXKE A CE
MOBUIIIABAT ¢ MAKCHMYM 235-

50 mg Ha BcfAKa eHA OO0 OBE CEIMHIH
10 MOCTHrAHe Ha ONTHMAJIEH OTTOBOP.

Touka 4.5):

Koméunapaua tepanusa BE3 pajanpoar 1 C MHAYKTOPH HA rN0OKYPOHHPAHETO HA JAMOTPHAKHH (BK.

Ta3u cxema Ha TO3HpaHE
TpAOBa ja ce u3non3sa 6e3
BaJINpoar, Ho C:

GEeHNTOUH
KapOamazenuH
¢benobapbUTOH
TIPUMHAOH
pHGaMITULIHMH
NOTIKHABHP/PHTOHABH]

50 mg/nen
(BEOHBK
NHEBHO)

100 mg/nen
(B ABa IpHEMA)

200-400 mg/neH
(B IBa IpHeMa)

3a xa ce MOCTUIHE OAABPXKAILO
NeUeHHE, JO3NTE MOMKE Aa CE
[MOBUILABAT C MAKCUMYM

100 mg Ha BcAKA eaHA N0 ABE
CEIMHIIH OO0 [IOCTHIraHe Ha ONTHMANEH
OTTOBOP.

[TpH HAKOM MaIHEHTH ¢a HeoOX0IUMH
700 mg AHEBHO 3a NMOCTHraHe Ha
KENIAHHA TEPaneBTHYEH OTrOBOP.

(BK. Touka 4.3):

Komounnpana tepanus BE3 saanpoar u BE3 unayxropu Ha r/IIOKYPOHHPAHETO HA JAMOTPHKHH

Ta3u cxemMa Ha no3upane
TpADBA 4a C€ U3NOJ3BA C
APYTH JICKAPCTBEHH
MPOAYKTH, KOUTO HE
WHXHOHpAaT HIH HE
HHAYLHpaT 3HAUYHTEIHO
rTIOKYPOHHPAHETO Ha
JTAMOTPYKHH

25 mg/nex
(BeAHBX
OHEBHO)

50 mg/nen
(BEAHBXK
IHEBHO)

100 — 200 mg/neH
(BeAHBK JHEPHO MMM B JIBa IIPHEMA)

3a fa c€ MOCTHUIHE NOABPKALIO
JIEYEHHE, NO3UTE MOXKE Aa CE
MOBHILIABAT ¢ MAKCUMYM (-

100 mg Ha BcAKa enHa OO IBe
CeAMHLIM J0 ITOCTUIAHE HA OTITUMAJICH
OTTOBOP.




[Ipu mauMeHTH, IpUEMAIlH JIEKAPCTBEHH MPOAYKTH, 33 KOMTO HE ca N3BeCTHN ¢apMaKOKHHETHYHH
B3aMMOJEHCTRIA ¢ NTaMOTPHIKHH (BX. TO4KA 4.5), Tpa0Ba Aa ce H3Noa3Ba ¢XE€Ma Ha JISHEHHE KaTo
[IpEHOpLYAHATA 32 JIJAMOTPHXHH C €IHOBPEMEHEH TIPHEM Ha BANITIPOAT.




Tabauya 2: Heya u ronawiu na svspacm om 2 0o 12 200unu

enurencun (0bwa oresna 0o3a 8 mg/kg menecuo meano/oen)

— RPENOPBUEARA CXEMA H AEUEHUE HA

CxeMa Ha J1eyeHHe

Ceavunu 1 +2

Ceomuuu 3 + 4

Obuyaiina nogaepikama 1o3a

MoHnoTepanns npn
THINHYHH AGCAHCH:

0,3 mg/kg/neu

(BeAHBK JHEBHO
JUIH B J1Ba
npHema)

0,6 mg/kp/nen

(BEIHDBXK
IHEBHO HITH B
IBa IpHeMa)

1 — 10 mg/kg/aeH, BbIpeKn 4e nIpu
HAKOW MAUWEHTH ca HeoOXOaNMHA To-
BHCOKH Ao3u (10 15 mg/kg/nen) 3a
MOCTHraHE Ha JKEJaHUA OTTOROP
(BEIHDBX IHEBHO WIN B IBa NpHEMa)

32 Ja ce NOCTHUTHE MMOAXBPXALLO
NEUCHUE, IO3UTE MOXKE Ja ce
IOBHIIABAaT MakcHMyM ¢ 0,6 mg/kg/nen
HA BCEKH €QHA X0 JBE CEOMUIH 10
[MOCTHIaHE Ha OIMTHMAJIEH OTTOBOP.

Kombunupana repanua C paanpoaTt (MHXHOMTOP Ha MNIIOKYPOHHPAHETO HA JIAMOTPIDKHUH — BX. TOUYKA

4.5):

Ta3u cxema Ha go3upaHe
TpAOBa 13 Ce U3MO0I3Ba C

BIINIpoaT HE3ABUCUMO OT
CBIOBTCTBALIUS NMPHEM HA
JAPYIH JIEKaPCTBEHH

IIPOAYKTH

0,15 mg/kg/neu™
(BeAHBXK JHEBHO)

0,3 mg/kg/nen

(BEIHDK
JHEBHO )

1 - 5 mg/kg/nen

(BEAHBIK THEBHO MIH B JIBA NPUEMA)

3a 1a ce MOCTUIHE NOJOBPKAILLQ
JISYEHHE, TO3UTE MOXKE Ja ce
NOBHIIABAT MAaKCUMYM ¢ 0,3 mg/kg Ha
BCcAKa 1-2 ceqMHIM A0 NIOCTUTAHE HA
OIITHMAIIEH OTTOBOP, A0 MAKCHMANHA
nogabpxawa nosa 200 mg/neH.

KomOuuupana tepanna BE3 saianpoar n C HHAYKTOPH Ha IIIOKYPOHHPAHETO HA JJAMOTPRAKHH {BX.

To4ka 4.5);

Tasu cxeMa Ha Jo3UpaHe
TpadBa 11a ce u3nons3ea 6e3
BaJIIIpOAT, HO C:

(beHHUTOMH
kapbamasenuH
thenobapburon
MPHUMHUACH
pudamMIHIHH
JIOTTUHABMP/ pPUTOHABHP

0,6 mg/kg/neu

(B 1Ba MpHeMa)

1,2 mg/kg/nen

(B IBA
NpHecMa)

5 — 15 mg/kg/nen

(BEAHBXK AHEBHO WM B IBa OTAC/THH
npHemMa)

3a ma ce nocTurHe NoJnbpxkKallo
JedeHHE, ROZUTE MOXKE Ja Ce
NoBHIIABAT MAakCUMYM ¢ 1,2 mg/kg
BCAKa 1-2 ceqMHLIH A0 IOCTHIAHE HA
ONTHMAJIEH OTrOBOP, A0 MAKCUMAITHA
noAnbp:kama go3a 400 mg/aex

KomOunupana tepanus BE3 saanpoar 1 BE3 uHaAyKTOpH HAa NIIOKYPOHHPAHETO HA JJAMOTPHAKHH

(BK. TOUKA 4.5):

Ta3zu cxeMa Ha JO3UpaHe
TpsadBa Aa ce M3non3Ba ¢
NpyTH NeKapCTBEHH
NMPOLYKTH, KOMTO HE
HHXHOHpAT WIH He
MHAYLUPAT 3HAYUTEITHO
[MIOKYPOHUPAHETO Ha
NaMOTPHIKUH

0,3 mg/kg/nen

(B €AMH HNU B
IBa MpUEMa
ITHEBHO)

0,6 mg/kg/nen

(B €IMH HIH B
JBa [IpHEMa
JIHEBHO)

1 — 10 mg/kg/nen

(B €IUH WM B J1Ba IIpHeMa JHEBHO)

3a ma ce NOCTUrHE MMOANBPXKAIIO
NEUSHUE, NOINTE MOXKE Ja Ce
OBHINABAT MakcuMyM ¢ 0,6 mg/kg
Bcska 1-2 cemMHLM 10 IIOCTUTaHe Ha

noaaspkaua gosa 200

[Tpy NauMeHTH, IPHEMaIlH JIEKApCTBEHH [IPOAYKTH, 332 KOMTO HE ¢a U3BECTHN (papMakoKH
B3aMMOJAEICTBHA ¢ TaMOTPHKHH (BK. TOUKa 4.5), TpabBa fia ce K3noa3Ba CXeMa Ha JIeUue er&;r
MpenopbyaHaTa 3a JaMOTPHKHH C eAHOBPEMEHEH IIPUEM Ha Balnpoar. Y




5 mg qUCeprupaiiy ce TabneTkn/Tablerky 3a ABYeHe — KBIETO 2 Mg AUCTIeprupally ce
Tabnerku/TabneTkH 3a ABBYEHE He ca ITycHATH B npoAaxk6a 1 Lamictal 5 mg aqucneprupaiiy ce

tabeTkW/ TabneTku 3a AbBYCHE € Hali-MAIKOTO KOJTMYECTBO HA aKTUBHOTO BELUECCTBO B €4HA TabIeTKa,
IIyCHATO B Ipoaaxoa:

* AKO W3YMCIICHaTa JHEeBHA 1032 IIpH NAUMEHTH, MPHEMAIM BAIIpOaT € 2,5 mg Wik NoBeye, Ho No-MaIKo
oT 5 mg, Lamictal 5 mg aucneprupaiuy ce Tabnerkw/TabneTku 3a AEBYEHE MOXKE Aa ce MpHEMaA I1pe3 JIeH 3a
ITBPBUTE JBE CEAMHLM. AKO M3YHCIIEHaTa JHEBHA [03a IPH MMAllHEHTH, [IPHEMAaLlH BAJIIIPOAT € Mo- HACKA OT
2,5 mg, Lamictal He Tpsi6Ba na ce npunara.

3a 1a e CUTYPHO IOAABPAKAHETO HA TEpaleBTHYHATA {033, TErJIOTC Ha AeTeTo TpAOBa fa ce
npocicAgBa i 103aTa 12 c€ MPOMEeHA CIIope] NpOMEHUTE B TernoTo. IIpeanonara ce, e npy
NalMeHTUTE HA BB3PACT OT ABE A0 LIECT FOAMHHU LIe € HeoOXoAHMo MpHIaraHe Ha moAAsp:Kala 1032
Ha ropHara rpaHila Ha [Ipenopbhuyasya HHTEpBaL.

Cnen mocTurase Ha KOHTPON BBpXY 3adonABaHeTo nNpH KOMOUMHMpaHa TEPANHA [IPHEMBT Ha
cembTcTBalMTE AEJI MOXe Ia ce cnipe, KaTo ¢e NpoIDKH ¢ MoHoTepanuA ¢ Lamictal.

5 mg pucneprupaliy ce TabneTkn/TabNeTky 3a AbBYEHE — KBIeT0 2 Mg HHUCTIEPrHpalliv ce
TabneTkW/TabneTky 3a IpBUECHE He ca ITycHaTH B nponaxoa 1 Lamictal 5 mg aucneprupanm ce
Tabnerkn/Tabnerkn 3a ALBUECHE € HAl-MAITKOTO KOMHYeCTRO Ha aKTHBHOTO BEIECTBO B €AHa TablleTka,
ITycHATO B npoaaxoa:

Tpabpa Aa ce uMa npeapKA, Ue ¢ HATHYHATA NoHacToAmeM Lamictal 5 mg qucneprupatna ce
Tabnerka/Tabnerka 3a ApBYEHE, HE € PEIMOXKHO MPELH3HO BEBEKIAHE B TEpaIlHATa C JIaMOTPHKHH,
CHINACHO MPENOPRUYAHUTE JO3MPOBKH TIPK IEAUATPUUHY TIauMeHTH ¢ Terno nox 17 kg.

Heya nod 2 200unu

Hannure 3a epukacHOCT H 0€30MacHOCT HAa TAMOTPHIKHMH IIpH KOMOHHUpaHa Teparug Ha NapLyaliHu
npunaIpLM NpH Aela Ha Bs3pacT oT 1 Mecell 10 2 FoAMHM ca orpaHi4eHy (Bx. To4ka 4.4). JInncear
JaHHY TIPH Jela Ha Be3pacT nox 1 mecel. Cinepoparendo ynotpebara Ha Lamictal npu neua Ha
BB3PAcT NOX 2 roAHHH HE CE MpenophiBa. AKO BBIIPEKH TOBA, OCHOBABaiKH C& Ha KJIMHNYHATA
HeoOX0MMMOCT ce B3¢Me PEIleHNE 3a JIeHeHUue, BHXTE Touku 4.4, 5.1 n 5.2,

BUOONAPHO PA3ITPOHCTBO

B TabnuuMre no-gony c¢a npeAcTBeHH NpenopbIBaHUTE CXEMH Ha [NOBHIIABaHE Ha J103aTa B
MOAAbPKAIMTE A03H 3a MAUHEHTH Ha Bb3pacT 18 u nopeue rogunu. [Ipexoanara cxeMa BIUTIOYBA
[MOCTENEHHO NMOBHIIABAHE HA A03aTa Ha JIAMOTPHXKHH 0 MOoAAbpXalla crabunnusmpaina no3a 3a
epHoi OT LecT ceAMHIH ( Tabnmua 3), ciea KoeTo NpMeMbT Ha JIpYTH IICHXOTPOITHH 1EKapCTRECHU
npoayxTH Wunn AEJI Moxke ma 6bae npeyCcTaHOBEH, aK0 € KIIMHIYHO nokasano {Tabnuua 4).
Kopekuuure Ha nosara cien no6GaBsHe Ha IPYrd ICHXOTPONHM JIeKapcTBeHH npoAyKTH Wiwin AEJ]
CBILO ca npeficTaBeHy No-aony (Tabnuua 3). [Topaau puck oT pa3BUTHE Ha 0OpuB He TpsAbsa Aa 6BOC
[IpeBHINABaHA HAYAIHATA 032 K TpAOBA Ja ce CTIa3BaT NPENOpLKUTE 32 IIOBHILABAHE Ha 103aTa (BX.
Touka 4.4).




Tabauya 3: Bvapacmuu nayuenmu na 18 u noseve zodunu - npenopvyeana cxema 3a NOGUUIABAHEe HA

do3ama 00 noddvbpiicaya cmabunuzupauia obuia oneeHa 003a NPY AeveHue Ha BUNCAIPHO

pascmpo RCMBO

CxeMa Ha JIeueHHE

Ceampuu 1 + 2

Ceomuiy 3 +4

CeaMuua 5

TapreTHa
crabunmn3upama o3a
(Ceamuua 6)*

Monotepanus c xamorprxud HIH woménnnpana tepanus BE3 paanpoar u BE3 nHayxkTopn na
rOKYPOHHPAaHeTO Ha JJAMOTPHKHNH (BX. Touka 4.5):

Ta3zu cxema Ha 1o3UpaHE
TpAOBa Ja ce U3noJI3Ba C
APYTH JIEKAPCTBEHHU
IIPOAYKTH, KOHTO HE
HHXUOMpAT WIH He
MHAYLMpAT 3HAaYNMO
[TIIOKYPOHUPAHETO Ha
JTAMOTPHKHUH

25 mg/nexn
(BemHBXK
IJHEBHO)

3¢ mg/nen
(BeOHBK JHEBHO
WIH B JIBa
[IpHeMa)

100 mg/nen
(BEIHBX
IHEBHO WK
B B2
npueMa)

200 mg/neH —
oOHMaliHa TapreTHa
1034 33 OITTUMAIEH
OTTOBOP (BEOHBX
JIHEBHO HJIM B B4
npHeMa)

B KIMHHYHH
W3NATBaHHA ¢a
IIPHIIATaHH A03M B
HHTEpBaIa

100 - 400 mg/nen

4.5).

Koménaupana repanusa C saanpoat (HHXUOUTOP Ha [MIIOKYPOHHPAHETO HA TAMOTPINKHH — BXX. TOYKA

Ta3u cxema Ha NeyeHHE
TpAOBa na ObAe H3NON3BaHa
C BANNpoar HE3aBHCHMO OT
CBII'BTCTBALINA NMPHEM Ha
APYTH NEeKApCTBEHH
[IPOAYKTH

12,5 mg/nen
(IpreMaHH KaTo
25 mg npes AcH)

25 mg/neH

(BeOHDBXK
AHEBHO)

50 mg/nen
(BeIHEXK
ITHEBHO WIH
B JBa
IpHeMa
IHEBHO)

100 mg/nen -
oOMuaiina TapreTHa
11032 33 ONTUMAIEH
OTToROP (BEAHEX
IOHEBHO WIH B Jpa
TpHeMa)

B 3aBUCHMOCT OT

KJIMHHYMHUSA OTIOBOP
MOXKE 213 C& NPHIIOKH

MaKCHMATHA J03a OT
200 mg/aeH

TOYKA 4.5):

KomGuunpana repanusa BE3 saanpoar n C mHAYKTOpH Ha I'MIOKYPOHHPAHETO HA JAMOTPHKHAH (BK.

Ta3u cxeMa Ha neyeHHe
TpA0Ba 1a Opae npuraraHa
Oe3 Banmnpoar, Ho C:

()eHUTOHH
KapOaMa3ennH
¢eHobapbuToH
[IPHAMHIOH
prudaMITHLIHH
JTONIHHABUP/ PUTOHABKP

50 mg/nex
(BeOHBX
JHEBHO)

100 mg/nen
(pa3neneHy B
IBa MpHEMa)

200 mg/neH
(pazaenenn
B [IBa
IIpHEMa)

300 mg/neH nmpe3
ceaMuua 0, Npy Hy»(1a
MOBHILABAHE [0
obuualinara TapreTHa
no3a ot 400 mg/aeH
npe3 cenmuna 7 3a
MOCTHIAHE Ha
ONTTHMAJICH OTIOBOP
(pa3zencHM B ABa

preMa)

B3aMMOJEHCTBHA ¢ NAMOTPHKKH (BK. Touka 4.5), TpAOBa fa ce U3MO0N3Ba CXE€Ma Ha JISYSHUEXKATO =
NpEnophYaHaTa 3a JaMOTPHXHH ¢ EAHOBPEMEHEH NPHEM Ha BAIIPOAT.

[IpH naLMEHTH, IPUEMAIIH JIEKapCTREHH NTPOAYKTH, 33 KOHTO He Ca H3BECTHH (apMakOKHHETHIHH
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Tabauya 4. Brapacmnu nayuenmu na 18 u nogevye 200unu - nodovpocawa cmabwrnzupawya obwa

gHesna 0034 cre0 NPeyCmAanoeAsane HAa ACYEHUEMO CbC CONLIMCMSAY NEKAPCINGEH Y NPCOYKIMU NPU

ReYerue Ha OUNOALPHO PA3ICMPOUCMEO
Crnen IOCTUraHeTO Ha TApreTHaTa AHEBHA NOABPKaN[a cTadIu3ypalla 1033 MPHEMBT Ha OPYTUTE
JIEKAPCTBEHU MPOAYKTH MOXeE 11a ObJe MPEYCTAHOBEH KAKTO € TOCOUECHO 1Q-A0TY.

Cxema Ha 1e4yeHHe

Hacrosia Ceamuna 1
crabunp3Mpaina xo3a | (3anoyBaa ¢
HA JIAMOTPHAHH mpeyCTaHo-
(mpenu B4BAHE HA
NPEyCTAHOBSBAHE HA | MpHEMa)
npHeMa)

Cengmuna 2

Ot ceamuua 3
HATATHK”

Cnupane Ha npueMa Ha Baanpoat (MHXWOHTOD Ha INIFOKYpPOHHPAHETO Ha JTaMOTPHXKHH — BXK. TO4YKA 4.3),
B 3aBUCHMMOCT OT IbpPBOHAYAJIHATA N03a HA NAMOTPHKHH!

Cnegn cniMpaHe HA ipUeMa Ha
BANINpOAT, cTaduNnsvpaniara fo03a
C€ YABOABA, KATO HE CE MpEeBUILIaBa
HapacCTBaHETO OT [IOBEYE OT

100 mg/cenmuria

100 mg/nen 200 mg/neH [loanspskaHe Ha TA3H X034
(200 mg/nen)
(pasnencHa B ABA NpHEMA)
200 mg/aen 300 mg/nen 400 mg/nen | [logappxaHe
Ha Ta3H 1034
(400 mg/nen)

Cnnpale Ha NpHeMa Ha HHAYKTOPH H3 IIIOKYPOHHPAaHETO HA JAaMOTPHKHH (BX. To4ka 4.5) B
3ABUCHMOCT OT TBPBOHAYANHATA 032 Ha NAMOTPHKIH:

Ta3u cxema Ha ao3upaHe TpAOBa Aa
CE M3MOJI3BA MPH CIIMPAHE [IpHEMA
Ha:

(PeHHTOUH
KapbaMa3enuH
dpeH0OapOUTOH
NPUMHIOH
pudaMIUIHH
JIONMHABUD/PUTOHABHP

400 mg/neH 400 mg/nen 300 mg/nen | 200 mg/aen
300 mg/nen 300 mg/neu 225 mg/ned | 150 mg/aeH
200 mg/nen 200 mg/neH 150 mg/aex | 100 mg/nen

CnHpaHe Ha npHeMa Ha JeKapcTBeHHn NpoaAyYKTH, KonTo HE uuxubupar wan HE nuayuupar
3HAYUTENHO IIIOKYPOHNPAHETO Ha JaMOTPHKHH (BX. Togka 4.5):

Tasu cxema Ha ao3upaHe TpAOBa Ja
ce M3ITION3Ba NpHU CIIHpaHe Ha
[IpUEeMa Ha APYyTH JIEKapCTBEHH
NMPOAYKTH, KOMTO HE HHXHOMpar
WIN HE HHAYLMPAT 3HAYUTETHO
IMIOKYPOHHPAHETO HA JIAMOTPIDKHH

[lopnbpxkaHe Ha TapreTHard 4033, JOCTHIHATA [IPH NOBHILABAHE HA
nosara (200 mg/neH; pazaencHa B ABA NPHEMA)

(no3oe guanazod 100 - 400 me/neH)

ITpn namyeHTH, NpHeMalIy JISKAPCTBEHN NPOAYKTH, 33 KOUTO HE Ca H3BECTHH (apMaKOKHHETHIHH
B3aNMOJICCTBHA € NaMOTPIDKHH (BX. ToyKa 4.5), TpabBa na ce H3M0JI3Ba CXEMaA Ha JIEYESHHUE KaTo
HEEI’IDP’B'—IEHHT a3a H&MOTPHJKHH C EﬂHOBPﬂMEHEH I'IPHEM Ha BEJIHPUEIT.

* [Ipn HeoOXx0AUMOCT A03aTa MOXe Aa ce nosum ac 400 mg/neH




Tabnuya 5: Byapacmuu nayuenmu na 18 u noeeye 200unu — adanmupane Ha OHegHama Oo3UPoeKd Ha

RAMOMPUICUH caed dobagane Ha Opyey AeKapcmeeH RpooyKmu NpY AeYeHuemo Ha BunoaapHo

ascmpoucmeo
Hsama xMHHYAYEH OTHT B aJlanNTHPaHETo Ha JHEBHATA A03a HAa JIAMOTPHIKHH cnel aodasaHe HA Apyru

NEKapCTBEHH MpoayKTH. Obavye Ha OCHOBATA HA M3NIHTBAHMA 34 B3AUMOACHCTBUSA C APYTH
JIEKapCTBEHN MPOAYKTH MOrat §bIAaT HAITPABEHH CIICIHHTE TIPETIOPBKM:

(CxeMa Ha IEYEeHHE Hacrosima Cenmuna 1 Ceamuna 2 | Ot ceaMuna 3
crabGunuznpaina (zano4Baina c HAaTaTBK
032 TIaMOTPIDKHH | J00aBAHETO )
(mpenu n1obaBAHETO)

JMoGapaHe Ha Baanpoat (HHXNOHTOP Ha NTIOKYPOHHPAHETO Ha JIJAMOTPHKHH — BX. TOYKa 4.5), B
3aBMCHMOCT OT NEPBOHAYAIHATA 033 Ha JTaMOTPIDKHH:!

Tasu cxeMa Ha aosupane Tpadea ga | 200 mg/nen 100 mg/ nen | Jla ce moagampxa TasH no3a

Ce H3Mmol13Ba NpH RobasAHEe Ha (100 mg/neH)

BAJINpOaT, HE3aBUCUMO OT 300 mg/ nen 150 mg/ nen | Ja ce noaabpika Tasu no3a

CBNBTCTBALIMA NIPHEM Ha IPYTd (150 mg/neH)

NIEKAapPCTBEHH [IPORYKTH 400 mg/ nen 200 mg/ aen | Ma ce moaabpxka TasH no3a
(200 mg/neH)

JloGapsiHe HA HHAYKTOPH HA IIIOKYPOHHPAHETO HA JAMOTPHKHH NpH nanuedTH, KOHTO HE npuemar
BAJNPOAT (BX. TOYKa 4.5), B 3aBUCUMOCT OT ILPBOHAYANIHATA J03a HA JIAMOTPHXKHH:

Tasu cxeMa Ha go3upane Tpadsa na | 200 mg/aen 200 mg/ nen | 300 mg/ 400 mg/ nen
ce H3noJa3pa O6e3 panmpoar npu IcH
noGapgHe Ha HAKOM OT ClIeNHHTe 150 mg/ nen 150 mg/ nen | 225 mg/ 300 mg/ nen
JEKApCTBEHH MPOAYKTH: | IeH
100 mg/ nen 100 mg/ nen | 150 mg/ 200 mg/ nen
(GheHHTOMH IEH
kapbaMaserntdH
teHobapOUTOH
IIPUMHOH
pr¢ aMITHITMH
JIOTTHHABHP/ PHTOHABHP

JMoGapsHe HA JieKapcTBeHH NpoayKTH, KOHTO HE naxnOnpat nan HE HuayoHpaT 3HAYHTENHO
rJIIOKYPOHHDAHETO HA NAMOTPHKHH (BK. TouKka 4.5):

Ta3w cxema Ha Ao3upanHe TpabBa na | /la ce moaaLpka TaprerHaTa 4034, XOCTUIHATA IIPH [TOBHIIABAHETO
ce M3MoI3Ba NMpH godapsHe Ha Ha go3ata (200 mg/neH; no308 auanazoH 100-400 mg/neH)

APYrH NeKapCTBEHU NIPOAYKTH,
KOWTO HEe HHXHOMpAaT WIH He
HHIYUMPAT 3HAYHUTEITHO
TIIOKYPOHHPAHETO HA JIAMOTPHXUH

I[Tpn nauyeHTH, IpHUEeMall| IEKapCTBEHH MIPOAYKTY, 33 KOUTO HE Ca M3BECTHH (papMaKOKHHETHYHH
B3aNMOJESICTRMA C NAaMOTPHXKHMH (BK. TOMKA 4.5), TpabBa fa ce U3NMOA3Bd CXeMa Ha JICYeHHE KaTo

NIpENIOpRUaAHATA 3d JAMOTPDHYXHWH € €AHOBPCMCHEH NPHEM Hd BaIIIpOaAT.

Cnupane na neuenuemo ¢ Lamictal npu nayuenmy ¢ bunoaspHo pascmpoucmso
I[To BpeMe Ha KNMHUYHHTE W3NHTBAHNA He € HaOIoJaBaHo YBEIMUEHHME HA 4€CTOTATa, TEXKECTTa WIH

BM/A H2 HEXXEJTAHUTE PEAKLAN CICA BPHE3AMHO CIIMpaHe Ha TAaMOTPHKHH CrIpAMO 1uatebo.
Cnenopare/IHO NALMEHTHTE MOIaT 13 NPEKECHAT JICUCHUETO C NaMOTPHXKHUH O3 nocren
HamansBaHe Ha A034aTa.




Heya u wnouu nod I8 2o0uru

Lamictal He € moKka3aH 3a npuNIOXeHHe Npi aena nojA 18 roauny mopaau NUNca Ha AaHHM 32
Oe3onacHOCT H edMKacHOCT (BXK. TOYKa 4.4).

OO0 rpenopbKH 32 fo3upaHe Ha Lamictal IpY celMaIHH TPYIIH NALIHEHTH

Kenu, npuemawiu XopMOoOHAAHU KOHmMpPayenmuau

[TpueMsT Ha KOMOMHALWATA eTHHUNECTPaanOI/ IeBoHoprectpen (30 ug/150 ug) nopuiapa KIHPHHCA
Ha NaMOTPH)KMH MPpHOIM3HTENHO OBA IIBTH, KOETO TIPeIH3BHKBA [IOHIKEHHE HA HHBATa Ha
NaMoTprkHH. Criel THTpUpaHe MOTAT Aa ¢a HeoOXOAMMH [IO-BUCOKA TIONIBPKALIH J03H Ha
TAMOTPHKHIH (10 ABYKPATHO ITO-BHCOKH) 3a IIOCTUIaHe HAa MAaKCHMAIEH TepaneBTHYEH oTropop. [1pes
ceaMuuaTa 6e3 npyeM Ha KOHTPaUEeINTTHB € HabIoaasaHo ABYKpaTHO MOBHUIABAHE Ha HHBATA HA
NaMOTpHXHH, He Morat fa 6paat U3Kk1I0ueHH J0303aBHCHMH HeXXeTaHu peakliud. ETo 3auo tpabea
Ja ce NpeanovnTa NpUWIOKEHUETO Ha KOHTPaLUENTHBY Oea ,,cenmMmuia 6e3 xamue” KaTo 1eHeHHe oT
UHPBa MMHUS (HANPHMEP NPOAB/BKHTEIHH XOPMOHAIHK KOHTPAlENITHBH WIH HEXOPMOHUIHH METOAM;
BWXK TOUKH 4.4 1 4.5).

3anoyeane Ha NpUemM HA XOPMOHAAKY KOHMPAYEnMUGU npu nAYUEHmMY, Koumeo geue npuemMam
noddepacawyu 0c3u ramompudxcun ¥ HE npuemam unoyxmopu Ha enioKYPOHUDAHEMO Ha
AAMOMPUANCUH

[logaspxainara 103a Ha JJaMOTPIDKHH B [TOBEYETO Cayvan TpaOBa Aa Obje yBenudeHa 10 ABa NETH
(BIDK TOYKH 4.4 ¥ 4.5). [I[penopBYMTENHO € OT HA9aIOTO Ha XOPMOHATHATA Tepanud J03aTa Ha
naMoTpHkHH Aa 6bae nosuiuasaHa ¢ 50 go 100 mg/aen BeAka ceqMuLIa, CHOGPa3HO HHANBHAYATHIA
KIMHHYEH oTrosop. [loBuinapanysaTa Ha Ao3aTa He TpaOBa Ja HAABMINABAT TA3M CTENEH, OCBEH KO
KIMHRYHHMAT OTTOBOP HE MOAKPEI II0-roJIeMH NIOBHLIABAHHA.

Mooxe aa ce 00ChaAM U3IMEPBAHE HAa CEPYMHHUTE KOHLICHTPALMH HA JIAMOTPHKHH NPEIU H CIEA
Ha4yajoTo Ha MpHeMa Ha XOPMOHAITHUTE KOHTPALEIITUBY 33 [TOTBBPIKAaBaHe, e Ce NOATbPXKA
M3XOAHATa KOHLECHTpALKA Ha TaMOTpWXHH. I1pH HeoOxoauMoOCT go3aTa MOXe Aa ObIe aaanTHpaHa.
[1pu xeHH, NPHEMALIHN XOPMOHANHMY KOHTPAIMIITHBH, KOHUTO BK/IOYBAT €HA CEMHIIZ HCAKTHBHO
neqenue ("cenMuLa 6e3 xande"), Tpabpa aa OnAe NpocienABaHe CEPYMHOTO HHBO Ha JTAMOTPHKHH
pe3 ceaMHIA 3 Ha aKTHBHOTO JICYEHHE, T.€. B JHUTE OoT 15 A0 21 oT LMKbIa Ha NMpHeMaHe Ha
TabnerTknTe. 3aT0Ba BHUMATENHO TpAOBA Ja ce oGMucaH ynoTpebara Ha KOHTpalenuua 6e3 cemMHIa
6e3 xamdye KaTo JIeYEHUE OT MbpBa JIMHKAA (HATPpUMED MPOARDKHTETHA XOPMOHATHA KOHTpALSIIMA
WM HEXOPMOHATHH METOMN; BiK. TOUKH 4.4 1 4.5).

Cnupane nHa npuemMa Ha@ XOpPMOHQTHYU KONMPAYenmueu npu nayuesmu, Koumo geve npuemam
nROOOBPICAUU 03U Aamompudicur u HE npuemam undyxmopu na 2nioKypoRuparemo Ha
RAMOMPUNCUH

B nopedyero cnyuyad € HeoOX0aMMO MOAABLPKALIATA K033 HA TAMOTPIKUH Ja O6bae HaMaicHa ¢ Ao 30%
(Bx. ToukM 4.4 4 4.5). [Ipenopp4yBa ce NOCTENEHHO HAMAIABAHE HA AHEBHATA J03a HA NAMOTPHXKHH C
50-100 mg Bcaka ceamMula (B cTeneH, HeHaaAXBBpAMA 25% oT ollllaTa AHEBHA 4034 3@ CEIMHLIA) 32
Nepuog OT 3 CEAMMUIH, OCBEH aKO KITHHMYHHAT OTrOBOD HE Halara pa3jIngHo noBeacHue. Moxe na ce
00CHAY N3MEPBAHE HA CEPYMHHMTE KOHLIEHTPAlMK HA JTAMOTPIDKUH TIPEAHN M CeA CIIMpaHe Ha
XOPMOHATHHTE KOHTPALENTHRH 3a NOTRLPKIAABAHE, 4e ¢ NOAIbPKA W3X0JHATa KOHIICHTpalldd Ha
JTamMOTpHKMH. [1pH Jk€HH, KOUTO XKenasaT Aa crpat NpHeMa Ha XOPMOHAJIEH KOHTPALEITHB, KOSTO
BKJIFOYMBA €/IHA CEAMHLIA HA HEAKTUBHO NeueHHe ("'ceaMuia 6ez xam4e"), npocIeIaBaHETo Ha
CEpYMHOTO HHBO Ha IaMOTPHXKUH TPpAOBa aa ce IpoBexX/a Ipe3 ceAMHLA 3 OT aKTUBHOTO NICUYCHUE,
T.e. OT AeH 15 10 AeH 21 oT muKbiIa Ha npuemane Ha TabnerkaTe. [1pe3 mepBara ceaMULIa cied ..

HHABATA Ha JJAMOTPHKKH.




3anoueane Ha MEPAnUA C NAMOMPUDICUH NPU NAYUEHIMKH, KOUMO 8eYe NPUEMA XOPMORANHU
Konmpayenmueau
IloBHIIaBaHeTo HA Ho3aTa TpAOBa Ja cneaBa HOPMATHUTE NpenopbyalHy J03H, OMKUCAHU B TA0NHILUTE.

3anoueane u cnupane Ha RPUEMA HA XOPMOHATHI KOHMPAYERMUBY NPy NAYUEHMKY, KOUMo aeye
npuemam noddvpicauyu oozu ramompusicur u IIPHEMAT undyxmopu Ha 2RokypoHupanemo Ha
RAMOMPUNCUH

Mosxe Aa He ce HAI0KAT KOPEKLHKE Ha NPEnophYBaHaTa MoAAsprKalla J03a JIAaMOTPHKHH.

Hayuenmu 8 nanpedHnanra svipacm (Hag 65 200unu)
He ca HeoOxoauMu KOPEKIIMH B NPENOpPBUYBaHUTE CXEMH Ha NedeHHe. PapMakOKHHETHKATa Ha

JIAMOTPUKHH MMpH Ta3H BE3PacTOBa I'PYIa HE CE pa3IMHiyaBa 3HAYUTENHO OT Ta3u NpH NALUCHTUTE B [10-
MNana Be3pacT (BX. Touka 3.2),

bvbpeuno yepexcoane
Lamictal TpadBa fa ce npunara BHUIMATEMHO IIPH NallHEHTH ¢ OK0pedHa HempocTaThMHOCT. [Ipu

[IALHEHTHU B KpacH cTagui Ha 6p0peuHa HeqOCTATEYHOCT HAYUTHHTE A03K JIaMOTPMKKAH TpAbpea f1a ca
CTiOpeZ CBHITETCTBALLUMA NMPHEM Ha JIEKApCTBEHU NPOOYKTH OT MalUWeHTa. [Ipyu nauueHTHTe Che

SHAYUTENHO OBOpEUHO yBpeKIaHe MoXke Aa ca eHUKaCHH HaMaNeHH MONTBPKAIIM JO3H (BIDK TOYKH
4.4 n 5.2).

Ueprodpobro ygpeoioane

Havannara, moaabpXallaTa ¥ Ao3aTta NpH NosumasaHe TpAOBa Ja ce peayumpar npubnusnrenHo ¢ 50
% 1npy nanueHTy che cpeaHoTexko (Child-Pugh crenen B) yeproapo6Ho yBpexaaHe U ¢be 75 % npH
Texxo (Child-Pugh crenen C) ueproapobro yapexaane. J[ozaTa npH MOBHNIABAaHE M NOATBpPKAINATA
no3a TpAOBa fa ¢ ONpEenAT B 3aBUCHMOCT OT KJIHHIYHHA OTroBop (BXK. TO4YKa 5.2).

4.3 IIpoTuBONOKA3aHHA
CBpPBX4YBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO MIH KBM HAKOE OT IIOMOIIHATE BEILECTBA.

4.4 CrnenuajJHH NpeayrnpexXaeHHsa H Npeana3Hy MEePKH npu ynorpeda

KoxeH o6pHB

Crobmasany ca HEKETAHH PEAKLMK OT CTpaHa Ha KOXara, KOMTO ce MpOABABAT IIpe3 IbPBHTE OCEM
CEAMHLHM OT HA4YaJ0TO Ha TepanuiaTa ¢ 1aMoTpHxKHH. ITopevero oT 0OpNBHTE ca ITeko NPOABEHH H
NOKAa3BaT CKIIOHHOCT KbM CaMOOIpaHHYaBaHe, 00ade ca ONMCBaHN U TEXKO ITPOSBEHH 0OPHBH,
M3KCKBaIUX GOJTHHYHC JIeYEeHUE U MpeKpaTABaHe IpAIaradeTo Ha TaMoTpikHH. Te morar ga &saat
NOTECHIMATHO XXHBOTO3acTpalllapaly 0OpUBH KaTo CUHAPOMA Ha Stevens-Johnson H TOKCHYHA
enuaepMaiHa HEKpOJIM3a (Bx. Touka 4.8).

IIpu BB3pacTHH MALIMEHTH, BKIOYEHHY B U3IIMTBAHMA, H3MON3BALIH JJAMOTPHIKHH B IPENOPLYBAHUTE
AO3H, 4eCTOTATA Ha TEKKUTE KO3KHHU o0puBu ¢ npubnmsurenHo 1 cnmyyai Ha S00 nanueHTH C
enwiencya. [IpuGaM3INTEIHO NI0IOBHHATA OT TE3M ClIyyan ca OMIM AOKIaBaHH KaTO CHHAPOM Ha
Stevens-Johnson (1:1 000). B xnuHWYHKM U3NUTBAHKA NPH MAaLMEHTH ¢ OHNONAPHO pa3CcTPOHCTBO
OpoAT Ha HabnoAaBAHUTE CNYYaH ¢ TEXBK 00pHB € npubdbmmanrenno 1 Ha 1 000.

PHCKBT OT pa3pHTHE HA TEIKKH KOKHH OOPDHBH INPH JieliaTa € N0-BHCOK OT TO3H HpH B
JlaHHWTE OT H3NHTBAHMATA ITOKa3BaT, Y€ Y€CTOTATa Ha OOPHBHTE, CB'LPBEHH ppn
neua ¢ enunencus e ot 1:300 no 1:100. ,.;’ ~
. N
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HauanuuTe nposAnr Ha oOpHB ripH Aena MoTaT Ja ObJaT NOrpeliHo AHArH cmmﬂpafm-k
WHQpexumna. [Ipe3 mepBHTE OCEM CEOIMHULIU OT JICUYEHUESTO IIPH NPOABH Ha e Tob:




aena TpAtBa Aa ce HMa NPeaBU/ BE3MOXKHOCTTA OT Pa3BUTHE Ha HEXKENTaHa peaklHs, CBbp3aHa C
JIEYEHHETO ¢ JIAMOTPHHH.

B aonbJIHEHNE PUCKET 33 Pa3BHTHE HA OOPHUBU 3aBHCH OT:
- TIPUEM HA BUCOKH HAYaJTHH AO3H JIAMOTPHKHH H NPEBHUIIIaBaHE Ha IIPEMOPBYaHATa A034 32
NoBHILABaHEe (BXK. TO4Ka 4.2).
- IHOBPEMEHHO IpHIAraHe ¢ BAMpoar (Bx. Touka 4.2).

ITo BpeMe Ha NeyeHHeTo Ha NAMEATH C AHAMHE3a 3a KOJKeH OOpHB WIIH aneprud KeM IpYTH AEJI ce
M3KCKBA CMIELIHATHO BHUMAHKE, Thil KATO YCTAHOBEHATA YECTOTA Ha HE3SHAYMTENHO H3paieH o0pHB
e JIeUeHHE ¢ JIAMOTPHXHH € OKOJIO TPHM I'ETH NO-BUCOKA MMPH TaKMBA NAUKMEHTH B CPABHECHHE C TE3H
Oe3 nogoOHa aHaMHe3a.

I1pH pa3BUTHE Ha OGPHB TIPH BCHHYKHE MalHEHTH (BB3pacTHH U Aela), € HeoOXOANM Mpernes Ha
NalHeHTa H HeaabapHo cnypaHe npuwioxeHrero Ha Lamictal, ocBeH ako ¢xC CUIYpHOCT € YCTAaHOBEHO,
ye OGPHBBT HE € CBBP3aH C NpHeMa Ha sekapcTBoTo. [pernoprusa ce nevenHero ¢ Lamictal fa e ce
3aM04Ba OTHOBO MPH NALIMEHTH, KOWTO €a I'0 MPeXbCHATH opaaH 00PUB, CBBP3AH C MPERMIIHO
AeYEeHHE C TAMOTPHXKMH, OCBEH aKo ITOTEHUMANHATA 110132 HECbMHEHO HAJIBUIIABA PHCKA.

OG6pUBET € CHOOIIABAH M KATO HaCT OT CHHAPOMA Ha CBPBXUYBCTBHTENHOCT, KOHTO BKIIOIBA
PA3THUHY CHCTEMHH CHMIITOMHM K4TO TOBHIUEHA TEMIEpaTypa, INMQaaeHomaTHs, OTOK Ha JTHLETO,
MPOMEHH B KPbBHATA KAPTHHA H QYHKUHHTE Ha yepHUs apol (Bx. Touka 4.8). TexecTTa Ha
KJIMHMYHHTE TPOsBY HAa TO3M CHHIPOM € pas3iIMyHa NPH OTACIIHATE IAUWCHTH, KaTO B PEAKH Cly*iaH
MO€E A JOBEIe 10 Pa3BUTHE Ha AHCEMUHUpaHa BLTPEChA0BA Koarynalyud H MyJITHOpraHHa
HeJOCTAaTLYHOCT, BaskHO € Ja ce MMa MpeABH, Y€ paHHHUTE MPOABH HA CBPEXYYBCTEUTENHOCT
(HanpUMep NOBHLIEHA TEMIIEPATypa, NM(paJIeHONaTHA) MOTaT Aa ¢ MPOSABAT Oe3 noABa Ha oOpuB.
[Ipu ycTaHOBABaHE HAa MOZOGHU NPU3HALK U CHMITOMH € Heo6XonuMa He3abaBHa OLIEHKa Ha
CHLCTOAHUETO Ha TIALMEHTA H CTIMpaHe npunoxeHneTo Ha Lamictal npu unca Ha jipyra eTHONOHA 32
Pa3BHUTHUE HA TE€3H PEaKLIMH.

BromaraHe Ha KIMHHYHOTO CHCTOAHNE H CYHIIHAEH PHCK

[Ipn mauuenTtH, nexysaHu ¢ AEJI no pa3nnuHy nokasanud ca ¢HOOIIABAHH CYHLMIHA HACAUA
oBeacHNE. MeTa aHANK3 Ha PaHAOMM3HPAHH, IW1ale0o-KOHTPOIMpPaHH H3NUTBAHHA Ha AEJ] cemo
I0KA3Ba MATHK, HO MIOBUIICH PUCK OT CyHMLHAHA HACAUHA ¥ NoBeAcHHe, MexaHN3MBT Ha TOIH PUCK HE
€ ficeH H HATMYHMTE JaHHHM He HAKIKOYBAT BPhIMOXKHOCTTA 332 MOBUIIEH PUCK TIPH TAMOTPHIKMH.

3aToBa MAUHMEHTHTE TpAGBa Ja OBAAT MpociieABaHH 3a IPHIHALIN HAa CyHIIHIHA HACALI U NMOBEACHUC
H Tps6Ba Ja ce IpednpHeMe CbOTBETHOTO NeueHne. Ha nauneHTuTe (M XOpara, KOUTO CE IPIKar 33
1X) TpAOBA 1a ce 0OBPHE BHEMAHKE J1a IOTHPCAT JIEKApCKH CHBET, B CJIy4aH Y€ CE MOABAT NPH3HALM
Ha CYHLIMAHA HAEAlHA N NOBEACHHE.

[IpH nanueHTUTe ¢ OUITONAPHO pPa3cTpOoHCTBO MOKE 1a HACTBIAT BIOLUIABAHE HA NCIIPECHBHUTE
CHMITTOMH /WM TIOABA HA CYHIMAHOCT HE3ABHCHMO RamH NPHEMAT WK HE IPHEMAT JICKapCTBa 3a
neyeHue Ha BHNONAPHO PasCTpoiicTBO, BKmodnTenHe Lamictal. 3aroBa nauueHTHTE, IpHEMAallH
Lamictal 3a 6unonapHo pascTpoiicTBo Tp:A0Ba Aa OBIaT BHHMATEIHO NMPOC/ACAABAHY 3a BIOLTABAHE Ha
CHCTOSHUETO (BKJIOMUTEIHO TI0ABA HA HOBH CUMITTOMM) U 33 CYMUMAHOCT, 0COOEHO B HAYAJIOTO Ha
Kypca Ha JieyeHHe WIK NpH NPOMeHH Ha 103aTa, HAKoW marueHTy, KaTo HanmpuMep TakWpa ¢ aHaMHE3a
33 CYMIHAHO [IOBEASHHE WIH MUCIIH, Bb3PACTHH B MJIaJia Bb3pacT HWIH NAIHEHTH CbC CHIHO H3pa3cHH
CYHUMOHM HOEH NPeal HAYATOTO HA JEUEHHETO, HIrNexaa ¢a ¢ Mno-BUCOK pUCK 34 Mngmsza
caMoyOHHCTBO M TpaAOBa Aa ObaaT NpocneaiBaHd BHUMATCITHO [TO BPEME HA JICTC g;g\l.ulm 1, \::

Tpadea na ce 0GMMCITH MpOMAHA Ha CXEMaTa 3a ICUCHUE, BIIFOYUTETHO BE3MO
IIpHEMA HA JIEKAPCTBOTO, MPH NALMEHTH ¢ BIOIIABAHE Ha KITHHNYHOTO CHCTOA



I[10ABaA Ha HOBH CHMIIT OMH) W/ NnosiBa Ha CYHIIHAHH MHCJIH/HDEEI[EHHE, ocoOeH0 aKO CHMITTOMUTE
Ca TCHKH, BHE3IATTHO NMOABABAIIHN C€ HJIH HE €3 YacT OT HAaCTOALIMTE CHUMITTOMH HAa INalHCHTA.

XOPMOHATHY KOHTPALEITHBH

Eghexmu na xopmonannume KOHMpayenmugu sbpxy eduxacHocmma Ha JamMOompuICUH

VcTaHoBEHO e, ue koMOMHALMATA eTHHWIECTpannos/nesonoprecrpen (30 pug/150 yg) nopuinasa
KIMPBHCA Ha NaMOTPHXXUH NPHOIM3NTENHO ABA ITETH, KOETC BOAM /10 HAMATABAaHE H2 HUBATa Ha
JIAMOTPHXHH (BK. TouKa 4.5). [ToHM)XaBaHETO Ha HUBATA HA JIAMOTPHKHH € CBBP3aHO Che 3aryda Ha
KOHTPOJI BEPXY NpUNagbLMTE. 32 NOCTUIAHE HA MAKCUMAIEH TEPATICBTHYEH OTTOBOP B IIOBSYETO
CIIy4aH MOe Ja e HeoOX0aHMO Upe3 TUTPHPaHE Aa ¢ JOCTHIHAT NO-BUCOKK IOAABPKAll} A03H Ha
NaMOTPHXHH {pHOJIH3NTENHO Ba ITBTH IMO-BUCOKHK). IIpu NpeycTaHOBABAHETO HA NPHEMa Ha
XOPMOHATHUTE KOHTPAUCNITHRH, KJIMPBHCA Ha JIAMOTPHIKHH MOXE a2 HaManee HanoJIOBUHA.
[ToBHIIaBaHETO HAa KOHIISHTPAIIHUTE HA JIAMOTPHXKHMH MOJKE 1a Ob/ie CRLP3aHO ¢ J0303aBHCHMH
Hexenaun cxOuTHA. 1o TasH npUYHHA CHCTOAHHETO HA MallMeHTHTE TpAOpa Ja Ov/ie MPOCIeaAIBaHo.

ITpH xeHH, KOMTO He NPHEMAaT HHAYKTOP Ha NIIOKYPOHHAPAHETO HA JAMOTPHKHH W €2 HA XOPMOHAICH
KOHTpALIENTHB, YMATO CXEM2A BK/IIOYBA €1HA CEMHLIA Ha HEAKTHBHO evueHne (cenmuna 6es mpueM Ha
KOHTPALENTHRA), € YCTAHOBEHO NOCTENCHHO BPEMEHHO MOKa4YBaHe Ha HUBATA HA TAMOTPHXHH 1O
BpeMe Ha ceiMuIiaTa 6e3 MpueM Ha KOHTpauenTypa (Bx. Touka 4.2). Bappauuure B HHBaTa Ha
NaMOTPHKHMH OT TO3M TIOPAABK MOraT Aa 6bIaT CBLP3aHM ¢ HEIKENaHH peaKud. JaToBa TpAdBa na ce
oOMHCIIH yroTpebaTa Ha KOHTpauenuud 6¢3 ceaMuna 6¢3 npueM Ha KOHTPaLICTITUBA KaTo JISYECHHE OT
NspBa MTUHHUA (HaNpUMED NPOALIKATETHA XOPMOHATHA KOHTPALIENIMA NI HEXOPMOHAIHH METOH).

He ca npoeexaganu npoy4YsaHuA 3a B3aMMOACHCTBHA C APYTH NEPOPATHH KOHTPALCIITHBH WIH
XOPMOHAIHH 3aMECTHUTENHH TEPAITHH H JIAMOTPIKHH, BBIPEKH Y€ € PE3IMOXKHO T¢ A2 NOBIHAAT
¢bapMaKOKHHETHYHHTE IapaMeTPH Ha JIAMOTPH)KMH 1O NoA0oHeH HAYHH.

Edexmu na ramompuxcun ebpxy edpuxacHocmma Ha XODMOHARHUME KOKMPAyenmueu

PesynrariTe OT Mpoy4yBaHE 3a B3aMMoAcHCTBHA NpH 16 3apasr 1O0OpPOBOJNIKY MTOKA3BAT, Y€ IIpH
eJHOBpPEMEHEH NPHEM Ha JIAMOTPHKHH H XOPMOHaNEH KOHTpaUenTuB (KoMOuHamuA
eTMHHIECTPANOJI/JIEBCHOPIeCTpeEN) € HATHLIE YMEPEHRO YBENHISHHE Ha KIIHPBHCA Ha JICBOHOPIeCTPEN
H TIPOMEHM B CepYMHHTE donukyacTHMynupaul xopMoH (FSH) u nyrennnsnpam xopmon (LH) (Bx.
TOUKA

4.5). He e u3sicCHEHO BIMAHHETO Ha T€3M [IPOMEHH BLPXY OBapHAIHATa OBYJIATOPHA aKTHBHOCT. He
Moe ob6ate na Obae H3KNIOUYEHA BEIMOXKHOCTTA IIPH HAKOH MalldeHTH, IIpHeMamy JaMOTPHXHH
3a¢JHO C XOPMOHAIHMA KOHTPALIENTHBY, T€3X IIPOMEHH Ja NPEIN3BHKAT HaMalABaHE Ha
KOHTpallelITHBHATa ¢(UKACHOCT. 3aT0Ba TE3M NMAaLMEHTKH TpsAbBa Aa ObAaT HHCTPYKTHPaHN 1a
Ch0ODIIABAT 33 MPOMEHN B MEHCTPYAIHHA CH LHKDBI, HANP. HHTEPMEHCTPYATHO KbPBCHE.

Huxuapodonar penykrasa

JIaMoTpHKHH HMa c1ad HHXMOUTOpEH e(peKT BEPXY peAyKTa3ara Ha AHXHUAPOGONUEBaTa KMCEHHA.
[To Ta3d MpHYHMHA TP NPOABIIKUTENHO JIEUEHHE MOXE JJa NoBipse (GoaaTHHA MeTabONUIBM (BX.
TOUKA 4.6). BeripekH ToBa, NPH NPOABIDKHATEIHO T€YESHHE ¢ NaMOTPHXKHH I[IPH X0opa HE CC YCTAHOBABAT
3HAYMTEIHH TPOMEHH B XeMOTTIOOMHOBaTa KOHLIEHTpaLiA, CpeAHNA 00eM Ha epUTPOLIITHTE H
CEPYMHHTE WK epUTPOLMTHA KOHLEHTpALK Ha ¢onat 3a meproa Ao eaHa roguHa. He ce ycranosba
NPOMAHA H B KOHLEHTPALMHTE Ha GoIaT B epHTPOLIMTHTE 34 MIEPHOI A0 5 FOAHHH.

br0OpeyHa HEAOCTATEYHOCT
[Tpu W3cnenBaHHA Ha MALMEHTH ¢ TEPMHHATHA OBOpeYHa HEAOCTAaTEIHOCT NPH IIp
e HOKpaTHa J03a JIJAMOTPHIKHMH He C€ YCTAHOBABAT 3HAYHMY NPOMEHH B IU1a3MEHH
Ha JIAMOTDH)KHH. Benpeky ToBa, MOXeE J1a OB/1¢ O4aKBAHO HATPYNBAHE HA MIIIOKYP
MeTaboanT Ha npoayxTa. [IpenopryBa ce MOBHIIEHO BHUMAaHHE [IPH NEYEHHE Ha

OBOpeYHA HEAOCTATHYHOCT.




CHTH, JICKYBAHH ¢ IPYTH NPOAYKTU, ChABPMKAIIN JAMOTPIKHH
Lamictal He Tpabpra Aa ce npunara 6e3 KOHCYNTaUMA ¢ JIEKap Npd NMalUeHTH, JISKYBaHH NOHACTOALLIEM

¢ ApYrU NPOOYKTH, ChABPKALIN JIAMOTPIDKEH.

25, 50, u 100 mg TabneTku:
[ToMommuu BelecTna B Lamictal TaGnerky

Tabnerkure Lamictal chanpxaT nakro3a MoHOXHApar. [TalMeHTHTE ¢ pefikH HacIeACTBEHH MpobdneMu
K4TO HEMOHOCHMOCT KbM TrajlakTo3a, Lapp JtakTaseH nehHIHUT HIH TIHOKO30-ralakTo3IHa

Manabcopbuus He TpaORa Ja nMpUeMar ToBa JIEKapCTBO.

PazpuTHe HA Aenara

HsamMa nannu 32 edexTa Ha NaMOTPUAKHMH BBPXY PACTEXd, NONOBOTO Ch3pABAHE M KOTHUTHBHOTO,
EMOLIMOHANHOTO ¥ NOBEJICHYSCKOTO Pa3BUTHE Ha Jeara.

Ilpeana3zHu MEpPKH NpH CNNaECHA

Kakro mpy apyru AEJI, BHe3anHOTO criMpaHe Ha npuema Ha Lamictal MoXe na goBenie 10 HOBa MoABa
Ha mpunagsiy. Jo3ara va Lamictal Tpadsa na 6bae HaMansBaHa MOCTENEHHO 3a [IEPHOA OT ABC
CeIMHIIH, OCBEH IIpH ChobpaxeHus 3a OeaonacHocT (Hanp. 0OpHB), H3UCKBAIIH PAIKO MPEKPATABAHE
Ha JICYEHHETO.

Cropea 1aHHH OT JIMTEPATYparTa [IPH NALHEHTH ¢ TEXKH KOHBY/ICHBHH (PODMH Ha €NIICNICHA,
BIUTIOUHMTEITHO Status epilepticus, Moxe Aa ce pasere paOooMHONK3a, My JTHOPraHHA AMCHYHKLUA H
THCEMHAHKpPaHa BETPECHAOBA KOATYIALMs, B HAKOH CJIy4aH ¢ JieTaned u3xol. Onucaanu ca nogo0HH
clly4ay, CBbP3aHH C MPHIOKEHUETO Ha JIAMOTPIDKHUH.

Moxe ga ce HaOnMIONaBa KIMHHYHO 3HAYMMO BJIOIIaBAHE B Y€CTOTaTa Ha IIPHNIaAbLMTE BMECTO
noxoOpeHue. I1py manHEHTH ¢ MOBEYE OT €AMH THII IPHNAAbLUM, YCTAHOBSHATA 110132 OT KOHTpO/Ia Ha
€TMH THI NPUNAAGK TpAOBa na Oble NpelieHeHa cpelry KaKBoTo M Aa e HabAloAaBaHo BiIolIaBaHe NpH
APYIHTC THIIOBEC NPHITAABLIH.

MHOKJIOHHYHHTE MPUNATBIM MOXKE @ OBbAaT BIOIUECHH OT JaMOTPIDKHH.

Hamuue e npeanonoxeHne oT HANMYHATE AAHHM, 9 OTTOBOPHTE NpY KOMOMHAMATA C eH3UMHH
HHIYKTOPH ¢a no-cnabu B cpaBHEHHE ¢ KOMOMHALMATA ¢ AHTHEMWISITHYHHN ar¢HTH, KOHTO HE
AHAYUMpaT eH3umu. [Ipuunnara He € H3siCHEHa.

[IpH neia, KOWTO IPUEMAT JAMOTPHKHH 32 JieueHHe Ha THAIHK aGcaHCH, € BB3MOXKHO epUKacHOCTTa
Aa He C€ NOAABPXA IPH BCHYKH TAalUEHTH.

[Tpennazuy Mepku rpy GUIoNspHO Pa3scTPOHCTBO

Heua u jonouwiunod 18 2odunu
JleyeHHETO ¢ AHTHAEIPECAHTH € CBBHP3aHo C IIOBUIIEH PHCK OT CYMIIHAHA MUCIIH U [IOBEACHHE IIPH

Iella ¥ FOHOIIH ¢ MoJisIM JENpecHBEH EMH30/ H APYIrH NCHXHATPUYHH pa3cTPOACTBA.
4.5 BaaumoaeiicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH M APYrH (opMH Ha B3aHMOACHCTBUE

ManuTBaHMA, CBBP3AHA C IEKApCTBEHH U APYIH B3aNMOICHCTBIA, Ca MPOBEKAaHH
BB3PACTHH MALMEHTH.
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YceranoseHo ¢, ue YV IP-imokypons TpaHcdepasute ca eH3MMHTE, OTTOBOPHH 3a MeTab0nH3Ma Ha
NamMOTpHXkHH. HAMA faHHH 33 KIIMHHYHO 3HAYHMH MHAYKIMA WIH MHXHOHpaHe Ha YyepHoApoOHaTa
OKCHIMpaIlia JIeKapcTBo-MeTaboNnM3Hpalla eH3MMHA CHCTeMa, IPHYHHEHH OT JIAMOTPIDKHH H €A MAKO
BEPOATHH B3aMMOACHCTBIA MEKAY JJAMOTPIDKHH H JIEKAPCTBEHHUTE NPOIYKTH, KOHTO Ce
MeTaGonu3npar oT muToXpoM P450 eHanMuTe. JIaMOTPIDKHH MOYKE a HHAYIMpPa CBoA COOCTBEH
MeTaboNIH3bM, KaTo TO3H €(EeKT € YMEPEHO NPOABEH U HAMA KINHHHYHO 3HAYMMH IIOCHEACTBHA,

Tabauya 6. Edexmu na opyzu nexapcmeenu Rpooykmu 6bpxy AKYPOHUPAHEMO HA AAMOMPUNCUH

JlekapcTBeHHn NPOAYKTH, KOHTO
SHAYHTEJIHO HHXHOUpaT
IIIOKYPOHHPaHETO Ha

JIekapeTBeHH NPOAYKTH, KOHTO
3HAYNTEJHO HHAYLHPAT
r/I0KYPOHHPAaHETO HA

JlexapceTBeHR NPOAYKTH, KOHTO
He3IHAYHTENHO HHXUOHPAT HIH
HAOYUHPAT IVIIOKYPOHHPAHETO

JAMOTPHXKHH JAMOTPHXHH HA JAMOTPIKNH
Banmopoar DeHHTOHH Oxkckapba3zenuH
Kapbamazenuy dendaMar
QOenocbapdbuTon I'abaneHTHH
I IpuMHOOH JleBeTHpALIETAM
PugamMnumpx [Tperabanun
Jlonuuasup/pHTOHABHP Tonupamar
KombuHaumsaTa JoHm3amMuI
€THHUIIECTpaZHOI/
JIeBOHOprecTpen™
JInTHHA
BympomHoH
OnaH3anvH

* He ca mpoy4paHy OpyTrH NEpOpaTHH KOHTPALCIITHBH H JIEKAPCTBA 32 XOPMOH3aMECTHTENHA TCpanHA,
BEIPEKH Y& € Bh3MOXKHO TE J(a MOBNXABAT PapMaKOKHHETHYHUTE TApaMETPH HA JTAMOTPHKHH MO
CXOJeH HayHH (BIK Touku 4.2 1 4.4).

BranMogelicTeMa ¢ AaHTHEITWIENTHYHY IEKAPCTBA

Bannpoar, koiT0 HHXHGHpa MTIOKYPOHUPAHETO Ha TIAMOTPUXKUH, 3a0ans Metabomu3mMa Ha
NTaMOTPHAHH H YABKABA CPEAHHA TIONYKMBOT Ha NaMOTPIDKUH NpuOIM3HTENHO ABa TETH. 11pH
MANHAEHTH, TOMIOMKEeHH Ha CHITBTCTBALIA TEpanUa ¢ BANNpoar, TpA0Ba Aa OnA¢ NpHnarad NOAXOMAL

neyebeH maH (BK. TOYKa 4.2).

Onpenenenn AEJ] (kato gennrorn, kapbamazenuH, peHoOapONTOR B MPUMHIOH), KOWTO aKTHBHPAT
yepHOApoOHATA IeKapcTBO-MeTaboMA3npallia €H3MMHA CHCTEMA, HHAYINPAT INIOKYPOHUPAHETO Ha
IaMOTPH)KHH M yckopsaBar Merabonusma My. IIpH nanpeHTs, nony4yaBamy CHITBTCTBAILA TEPANMA C
denwTONH, kapGaMazenns, PeHoOapOUTOH MK NPUMHIOH TPAOBa Na Oble nprnaraHa NoAX0AAIIA
TeparieBTHYHA cXeMa (BxK. Touka 4.2). |

[Ipu BxTIOYBaHE Ha KapOaMasenyH B X0/Ja Ha JIeUeHHe C IAMOTPHKKH CE OMMMCBa PasBHTHE HA
CHUMIITOMH OT CTPaHa Ha LGHTPATHATA HEpBHA CHCTEMA, BKNIOYHTEHO 3aMAaTHOCT, aTakKCHi, OBOHHO
BIDKJAHE, 3aMEBITIEHO 3peHHE U Tafere. Tean npoaBl 0OMKHOBEHO H34Y€3BAaT IPH HAMAABAHE HA
no3ara Ha kapbamazenuH. [TonoGuu edekTy ca HabmoxaBaHN Mo BPEME Ha W3TNUTRAHE C TAMOTPIKHH

M okckapOa3enuH NpH 3ApaBH BH3pacTHH AoOPOBOMLIM, HO HE € IIPOYYBAHO HAMANABaHE HAa A03aTa.

B nuTeparypara HMa ChOSLIEHNA 33 NOHHXKEHH HHBA HA JIAMOTPHKHH MPH NPHEM Ha JTAMOFPHGRUEE.

koMOnHauus ¢ okckap6aszenuH. Obaye, B IpOCNEKTHBHO IPOYYBAHE IIPH BE3PACTHH
106pOBOJILIM TIpH NPHEM Ha 103 oT 200 mg namoTpwxuH 4 1 200 mg okckapbaze
ye oKcKapOasenuH He IPOMEHs MeTadonn3Ma Ha NaMOTPHKIH U TaMOTPHIKHH HE




meTabonu3Ma Ha okckapbalenuH. 3aToBa NpH NALMEHTH, IPHEMAIIM CHITBTCTBALLA TEpaIHA ¢
OoKcKapOa3zenHn, TpA0Ba J1a ce U3M0/I3Ba CXeMa Ha JieHeHHe 33 KOMOMHHpAaHA Tepalusl ¢ TaMOTPHKHH
6e3 Bannpoat K 6€3 HHIYKTOPH Ha MIIOKYPOHHPAHETO Ha IAMOTPHXKHH (BXK. TOUKa 4.2).

[Ipu npoy4saHe ChC 3ApaBH A0OPOBOILM, EAHOBPEMEHHOTO IMpuUnoxeHHe Ha penbamar (1 200 mg npa
NbTH AHEBHO) ¢ naMoTprkuH (100 mg aBa mbTH gHeBHO 3a 10 AHK) He € JOBENIO 00 KITMHUYHO
3HAYMMH e(eKTH BBpXY PapMaKOKMHETHKATa Ha JJAaMOTPYKHH.

Ha ocHOBaTa Ha PETPOCNEKTHBEH aHAIM3 HA IUTa3MEHHNTE HUBA MY MTALMEHTH, IIPHEMaJIH
NaMOTPHXHH ¢ U 6€3 rabaneHTyH, Haraexaa ye rabaneHTHH HE NPOMEHA KIMPBHCA HA TaMOTPHXKHH.

[ToTeHLHANHKTE B3AMMOACHCTRHA MEXY JIEBETHPALIETAM M JIAMOTPHXHH ca H3CNeABaHH Ype3 OLCHKA
Ha CEpYMHMTE KOHLICHTPALMH Ha JBETE JIEKapCTBa 0 BpeMe Ha Iauebo-KOHTPONHPaHH KIIHHHYHA
manuTBaHusA. Te3d AaHHH MOKa3BaT, Ye JJAMOTPHXKMH HE MOBIHABA (papMakKOKUHETHKATa Ha
NEBETHUpAIleTaM H Y€ JIEBETHpALETAM HE NOBNUABA PAapMAKOKHHETHKATA Ha JIAMOTPHXKHH.

Hafi-HUCKHTE MIa3MEHHU KOHIEHTPAlHK Ha TaMOTPWKHH B CTALHOHAPHO ChCTOSHUE HE C€ TIOBJINABAT
OT CHITHTCTBALY NpneM Ha nperadanun (200 mg, 3 ne1TH Ha AeH). He ca ycranoBeHH
dbapMaKOKMHETHUHH B3aNMOACHCTBUA MEXAY NaMOTPHKHH U nmperadbaiuH,

TonupaMar He MpeAH3BHKBA IIPOMAHA B IUIa3MEHHTE KOHIIEHTPAUMH Ha TaMoTpyKuH. [IpuinokeHnero
Ha TaMOTPHXHH BOAX A0 15% nopHIaBaHE Ha KOHIEHTPALMUTE Ha TONIMpaMar.

B enso M3nuUTRaKe NPY MALMEHTH C SIHWIEIICHA, EHOBPEMEHHHAT IIpHeM Ha 3oHu3aMuA (200 no
400 mg/nen) ¢ namoTpuxuH (150 o 500 mg/nen) 3a 35 aHU He € AOBEN A0 3HAYHMH €PEKTU BBPXY
(apMakOKHHETHKATA Ha JJAMOTPIKHH.

Boopexn ye ca choOljaBaHK POMEHH B TUTa3MEHHTE KOHIIeHTpauuy Ha apyru AEJL, B
KOHTPO/THPAHKUTE HIIIMTBAHUA HE € YCTAHOBEHO JIAMOTPIYDKHH A3 TIOBIHABA TUIa3MEHHTE
KOHLIEHTpAIlMH Ha ¢AHOBpeMenno npunaranure AEJL. JanuuTe ot in vifro H3NNTBAHUA ITOKA3BAT, ¢
JAMOTPHAKUH He usMecTBa Apyrd AEJ] oT MecTara Ha CBBpP3BAHETO HM C IUTA3MCHUTE JIPOTEHHH.

BaanMoneilicTeie ¢ IPYIrd NCUXOQAKTHBHN ar¢HTH

dapMakOKHHETHYHHTE CBOMCTBA Ha MUTHIE citen IpHeM Ha 2 g 6€3B0JIeH JINTHEB INIOKOHAT, NpHEMaH
ABA I'ETH JHEBHO 34 WIecT AHH OT 20 3ApaBH JIMLA, HE CE€ TIPOMEHAT MPH €ATHOBPEMCHHOTO MY
npwiarane cs¢ 100 mg/oHEBHO NaMOTPHKHH.

MHOroKpaTHHTE EPOPATHMA 403U OYIIPONHOH He OKa3BAT CTATHCTUMECKH 3HAYMMHU €EKTH BBPXY
(papMaKOKHHETHKATa Ha ¢XHOKpATHA 032 JaMOTPHXXMH NpH |2 n1La, karo ¢ HafmoaaBaHo caMo JICKO
ypenuyeHne Ha AUC Ha NaMOTPHHXUH FNIOKYPOHHIA.

[pH eAHO M3NKMTBAHE ChC 3APaBH BB3PACTHH JOOPOBOILM IpHEMBT Ha 15 mg onaH3anuH MOHHXKaBa
AUC u C_ .. Ha NaMOTPHXXHH CHOTBETHO cpeaHo ¢ 24% u 20%. He ce ouakpa MOBINHABAHE OT TAKaBa
BE&JIMYUHA Ja UMa KJIMHHYHO 3HaYeHNe. Y CTaHOBEHO €, Ye mpreM Ha 200 mg 1aMOTpIKHH HE
MOBJIHABA (hapMaKOKMHETUKATA Ha OJIaH3AIHH.

MHOTOKpaTHHTE NEPOPATHH A03M JJAMOTPHIKHH oT 400 mg NHEBHO HE OKa3BaT 3HAYNM KIMHHHCH
edexT BBpXy (papMAKOKHHETHKATA Ha CAHOKPATHA 1032 OT 2 Mg PUCNEPHACH npH 14 3/pasH
BB3PacTHH Aobposonuy, Creq eqHOBpeMEHEH NIPHEM Ha PUCIIEPUIOH 2 g € NAMOTPIDKHH, 12 0T
14 no6GpoponLy cHOOIIABAT 33 CHLHIIKBOCT, B cpaBHeHHE ¢ 1 o1 20 NMpH CAMOCTOATENEH IPHEM Ha
PUCIIEPUACH, H HHTO €AWH NPH CAMOCTOATENHHA NPHEM HA JTaMOTPHXKHH.




Pe3yaTaTd OT ONKTH in vifro NOKa3nart, ue 00pasyBaHeTo Ha OCHOBHHA METaOOIUT Ha TAaMOTPHKHH, 2-
N-IIIIOKYPOHHA, ¢ HHXHOHpa MEHHMATHO OT CHbBMECTHA MHKYOalMd ¢ aMUTPHITTHANH, 6YNPONHOH,
KNOHA3ENaM, XaJIoTICPHAO/ WITH nopasenaM. Pesynrarure OT T€3H ONUTH NPEANoJaraT K 4e
MeTabOoMU3MET Ha JAMOTPHKHH € MAIKO BEPOATHO Aa 0bJe MHXHOUPaH OT KJ103alHH, GIIyOKCETHH,
(eHeI3UH, pUCIIEPHAOH, CEPTPATMH WIH TPa3oAoH. OCBeH TOBA, M3CeIBaHE HAa MeTaDOIH3MA Ha
Oydypanoi B penapatv OT MUKPO3OMH OT YOBEIIKY HepeH Apod npeanoarar, e JaMOTPHXKHH He
HaAMAaJIABa KIHPBbHCA HA IEKAPCTBEHHTE MPOIYKTH, KOMTO ce enuMUHUpar npenuMuo upes CYP2D6.

B3auMoaeNCcTBHA ¢ XOPMOHATHH KOHTPAUENTHBH

Edbexm na xopmonanuume xonmpayenmusu ebpxy apmaxoruHemukama Ha AaMompulicuH
[Ipn KITHHUYHO M3MUTBAHE C YMACTHETO Ha 16 xeHu noOpOoBONKH, [TPUEM Ha KOMOHHKpPaH MepopancH

xoHTpauernTus 30 pg erunnecTpaaron/150 g neBoHoprecTpen € AOBEN A0 IPHOIH3UTETHO
IBYKPaTHO MOBHMLIABAHE HA KIMPBHCA HA JIAMOTPHIKWH C/1€/ NIEPOPATHO IIPHIOKECHIE, MMALIO 33
pE3YIITAT HaMalisBaHe cpefHo ¢ 52 % n 39 % cborBeTHO Ha AUC 1 Cy Ha TaMOTPEDKHH, CepYMHUTE
KOHLCHTpaLHK Ha JIJAMOTPHKHH €a C¢ MOBUILMIIH NMpe3 CEAMMILIATA Ha HEAKTHBHO JICYCHME
(BKJITOUUTENHO Npe3 ,,ceaMuULaTa 0e3 KOHTPaUEnTUB ), KaTO KOHLEHTPAHHUTE NIPEAM AO3UTE B Kpas Ha
ceAMHUIIATa HA HEaKTHBHO JIeueHUe ca OHUITM CpeTHO OKOJIO [iBa ITBTH MO-BHCOKH B CPaBHCHHUE €
nepUojia Ha eTHOBPEMEHHO NMpHIaraHe Ha JiekapcTpara (Bx. Touka 4.4). He e HeoOxomnmMo
afanTHpaHe ChIIIACHO NPenophYaHUTE YKA3aHHA 32 MOBHLIABAHE HA 03aTa HA NaMOTPHXHH HA
OCHOBAarTa €IMHCTBEHO Ha ynoTpebaTa Ha XOpMOHATHH KOHTpaLCOTHBH, HO MOAABPIKAIIaTa 034 Ha
JJAaMOTPHIKMH B MOBeYeTO ciny4yan TpAdBa ga 0bae NOBUIISHA WIH [TOHHKEHA MPU 3alI0YBaHe HITH
CIIMpaHe NpYeMa Ha XOpPMOHAMHUTE KOHTpauenTHBy (BX. Touka 4.2).

Edexm ua ramompusicun evpxy dapMaxoKunemuxama Ha XOpMOHARHEME KOHMpayenmueu
[Ipy KIMHHYHO H3NHTBAHE ¢ YYaCTUETO Ha 16 xkeHn A06pOBONKY, IPHEMBT Ha CTALINOHAPHA 033 OT

300 mg MaMOTPIKHH He € oKa3al €QeKT BbpXY PpapMaKOKMHETHKATA HA €THHHICCTPAAHOIOBATA
ChCTaBKa Ha KOMOHHHMpAHaTa MEepopATHa KOHTpaLleNTURHA TabneTKa. ¥ CTAHOBEHO € YMCPEHO
yBENMUYCHHE HA TIEPOPATHHA KIMPBHC Ha ChCTABKATA JICBOHOPIreCTpeN, BOACIIO 10 HaMaNniBaHe
cpearo ¢ 19% n 12% crotBerHO Ha AUC 1 Cpp, Ha ieBoHOprectpen. HiMepsaneTo Ha CCpYMHHTE
FSH, LH u ecTpaguon mo BpeMe Ha H3IHTBAHETO NOKa3Ba HaMaJIsSBaHe Ha CYTIPECHATa Ha
OBApHATHATA XOPMOHATHA JCHHOCT NPH HAKOH >XEHH, BLIPEKH Y€ H3MEPBAHETO HAa CEPYMHHS

IPOrecTEPOH NOKa3Ba, Y€ HAMA XOPMOHAIHH JaHHU 34 OBYJALNA [IPY HHKOA OT IIECTHAACCETTE KEHH.
He e H3sgcHeHO Br3aelicTBHETO HA YMEPEHOTO MOBHIIABAHE HA KITHPBHCA Ha JICBOHOPIeCTpENl H

npomeruTe B cepyMmuna FSH u LH BbpXy oBy/aTopHaTa fefiHOCT Ha AdvHHKA (BXK. TouKa 4.4). He ca
Mpoy4BaHH eeKTHTE Ha JIAMOTPIDKHH B JHEBHH 103W pa3sinuHy oT 300 mg, KakTo 1 He ca

MPOBEXIAHH H3MATBAHUA C APYTH XOPMOHAITHH JIEKapCTBEHH NPOAYKTH.

BaauMoaelcTBHA ¢ APYLH JIEKAPCTBEHH NPDOAVKTH

B manuTBaHe ¢ yyactuero Ha 10 MBbxe JoOpOBONIN € YCTAHOBEHO, Y€ pU(aMITHIIHH TIOBHILABA
KITMPBHCA ¥ HAMAIABa BPEMETO Ha MONYKHBOT HA IAMOTPIKHH NOPaiy HHAYKLUMA Ha YEPHOZPOOHUTE
€H3YMH, OTTOBOPHH 3a MTIOKypoHupaneTo. [Ipy nauueHTy, JIEKyBaHH €AHOBPEMEHHO ¢ prHpaMITHLEH,
TpAGBa Aa CE H3MOI3BA MOIXOAAILA CXEMa Ha JieueHHE (BXK. TOUKa 4.2).

B M3MUTBaHE IIPH 30PABH A0GPOBOJILH JIOMMHABAP/PUTOHABMP NPEAMIBUKBAT NPHONM3HTENHO
IBYKpaTHO MOHIKAaBaHe Ha [UIA3MEHHUTE KOHIEHTPALIMY Ha JTaMOTPKKHH, BEPOATHO PE3 NHIAYIHPAHE
Ha [JIIOKYpOHHpaHeTo. [IpH MalMEHTH, NPHEMALIH SHOBPEMEHHO JI€HeHHE C JTONHHABHD/PHTOHABHP
Tpa6Ba Aa 6Bl H3MON3BAH IOAXOAALI TEpANEBTHYEH peskHM (BXK. Touka 4.2).




4.6 BpeMenHocT H KbpMeHe

PHCK, CBBp3aH ¢ aHTHENHNENTHYHHTE JEKAPCTBA KATO A0

JIeueHHETO HA KEHUTE ¢ ASTEpOAcH NoTeHIan TpadBa aa Ob/e oA KOHTPOIIa HA CIIELHANHCT.
HeobxonumoctTa ot neuenne ¢ AEJI tpabea 1a 6bae npepasrinenasa, B Ciryvan 4€ XKEHaTa IU1aHHpa
na 3abpemenee. [Tpu )keHUTE, IEKyBaHH 3a ENHIETICHS, BHE3AITHOTO CMpaHe Ha jeucHueTo ¢ AE]
Tpa0Ba fa ce H30ATBa, T KATO TOBA MOXE A3 OBE/E A0 MOABA HAa NPHNAXBIM ChC CEPHO3HH
NOCJICACTBHA BhPXY »K€HaTa ¥ HEPOOEHOTO IETE.

PHCKET OT BpoZeRN Ma$OpMalMK B MOKOJIEHHETO Ha Maiiku, nexyBaHu ¢ AEJI, napacTea oT 2 1o 3
IMETH B CPaBHEHHE C OYAKBAHATA YeCTOTa OT Okolo 3 % B obwjara nonynauuns. Haii-1ecto
choGLIaBaHHTe HedheKTH ¢ 336K YCTHA, ChPASYHO-ChA0BH MandopMmaluy 1 A¢QekTH Ha
HeppanHaTa Tphoa. Jieuennero ¢ Hiakonko AEJI € cepp3aHo ¢ NOBHUIIEH PHCK OT BPOACHH
MandopMalyy B cpaBHEHHE ¢ MOHOTEPANHMATA, KOATO MO BE3MOXKHOCT TpAbBa na OBAe NpeanoyuTaHa.

PHCK, CBBp3aH ¢ TaMOTPHKHH

bpemennocm
EnnoeMrAoNOrdyHy U3IMTBaHUA, BKITYBay obuo okono 2 000 xeHH, mpHeMany JJAMOTPHKHH KaTo

MOHOTEpAMNA 110 BpeMe Ha OpeMEHHOCT, HE MOTaT Ja H3K/II0YaT NOBHLIEH PHCK OT BPOACHH
matdopMaiuy. EqUH perucTbp A0KIa/Ba HApaCTBAHE HA YECTOTATA Ha 3aelKa yCTHa M BhJI4a MacT.
JIpyTrd AaHHU He MOTEBPXKIABAT TOBA TBhPACHHE. [Ipoy4BaHHATA NPH XKHBOTHH €2 NOKA3ANH
TOKCHYHOCT BBPXY Pa3sBUTHETO (BXK. TOUK2 5.3).

AX0 e HanoxuTenHo JeuyeHHe ¢ Lamictal no apeMe Ha OpeMEHHOCT, MPENOopbYBa ©€ NPUIOKCHUCTO Ha
Haii-MaJIkaTra Bh3MO)KHA TEPANICBTHYHA 1034,

JlamMOTpHxUH HM2 c1ab HHXHOHUTOPEH edexT BhPXY pelyKTa3aTa Ha AMXHAPO(POIHEeBaTa KUCEIHHA,
MopagH KOETO MOKE TEOPETHYHO A2 MOBHIIH PHCKa 0T eMOprodeTaTHO yBpeKaaHe Ype3 MORKABAHC
HMBaTa Ha GoNHeRa KKceHa (BXK. Touka 4.4). [IpenopryuTeNneH € NpueM Ha (orneBa KHCEHHA PH
[UIaHHpaHe Ha 6PeMEeHHOCT M B paHHUTE NEPHOAH Ha OpeMEHHOCTTA.

duzHONOrHYHMTE MPOMEHH, HACTRIIBAIM N0 BpeMe Ha OpeMEHHOCT, MOTaT A3 NIOB/IHAAT HUBATA Ha
TAMOTPHIKHH Wiy TepaneBTHYHHA edekrt. ima cholmieHns 3a OHMKaBaHE Ha IIAIMEHHTE HUBA HA
TAaMOTPHXWH TI0 BpeMe Ha GPEMEHHOCT ¢ NOTEHLMATEH PHCK OT 3ary0a Ha KOHTPOM BEPXY
npunagbluTe. Clien pakAaHeTo HUBATa Ha JaMOTPHXXHH MoraT 65p30 fia ce MOBHILAT ¢ PUCK OT
NO30CBBP3ady HEXeNaHH peakiny. [Topaau ToBa cepyMHUTE KOHLUEHTPaUKH Ha TAMOTPIKHH TpadBa
na 6BAaT npocienABali PeRy, [0 BpeMe Ha M Cliel OpeMeHHOCTTa, KAKTO M 32 KpaTKo cach
paxaadero. IIpu HeoGXOAMMOCT Ao3aTa TpaOpa fa OBble aganTUpana, 3a a ¢€ IoJAbpKa CcpyMHara
KOHLCHTPALHA Ha TaMOTPHXHMH Ha HUBOTO OT Mpeay 6peMeHHOCTT, WK Aa OBAe ananTupata cnopen
KTHHAIHUA oTroBop. OCBEH ToBa cliel pakAaHeTo TpAOBA ia ¢ CNIEAU 3a MpoABa Ha 1030CBBP3aHH
HEXEJAHH PeaKLUiu.

Kvpmene

JIaHHUTE NMOKa3BAT, Y€ JAMOTPHKHH IPEMHUHABA B KbpMaTa, IIpH HAKOM KbpMAIeT2 CEPYMHHTE
KOHLIEHTpaUMK Ha TaMOTPWKUMH JIOCTHTAT HUBA, MPH KOHTO € BH3MOXKHA NMOABATA HA (rapMaKoIOrHYHH
edeKTu.

[ToTeHUMATHATE MON3H OT KEpMEHETO TpAOBa Ja OBAAT NPELICHEHH CPELTY NIOTEHUHANHIA PHCK OT
HeyxenaHu eekTH 3a NeTeTo. AKO XKEHaTa pellH Za KbpPMH, IOKAaTo € Ha ICYEHHUE ¢ JIaMO
KbPMa4eTo TPA0Ba Ia O6bae NPOCIERABAHO 32 [TOAB2 Ha He)XKENaHH PCAKIIHH.




Depmunumem
HacnenpaHusATa MPH )XUBOTHH HE MOKA3BaT HebIaronpuaTHo NOBAHABAaHE HA QEpTHIHTETA OT
JIAMOTPHXUH {BX. TO4Ka 5.3).

4.7 EdexkTn BLpXYy cnocobHoCTTa 32 mopupaHe H padoTa ¢ MallINHH

TbH KaTo ChIUECTBYBAT HHAWBHAYATHH PAIHKH B IOBIHABAHETO OT JieucHHETO ¢ AEJ], Ha

[ALHEHTUTE, NpHemanm Lamictal 3a neYeHHe Ha eNHITRIICHA, C€ NPENOPHYBA Aa ¢& KOHCYJITHPAT ¢
NEKyBallKA JEKap OTHOCHO ¢NeUMPUUHN BBIPOCH, CBBP3aHH ¢ O(UPAHETO H eNWIENCHATA.

He ca nmpoBeKgaHH HM3NUTBaHuA 3a ¢PEekTHTE PEPXY CIOCOOHOCTTA 33 WodHpane ¥ paboTa ¢ MalIMHY.
[Tpu 1Re WINUTBAHMA ¢ JOOPOBOMNIM € YCTAHOBEHO, e eEKTHT Ha IAMOTPHIKMH BBPXY (pUHATa
3pUTENHA ABUraTelHA KOOPAHHAIIHA, ABMKEHHATA Ha OYHTE, pABHOBECHETO H CYOEKTHBHMTE
CCNaTUBHH €(PEKTH HE CE pa3IMuaBa B cpaBHeHME ¢ nnanedo. [IpH KNMHAYHY HITIHTBAHAA C
JIAMOTPHKHH ¢a JOKIAIBaHH HEXENaHH peakKlUdH OT HEBPOJIOTHYEH XapaKTep KaTo 3aMaiiBane U
NBOMHO BIkAane. [Topany Tasu NpAYHHA PR Od INOQHApPaT WK J1a padoTAT ¢ MALUHMHM ITAl[HEHTHTE
TpAOBa IBPBO Na YCTAHOBAT KaK UM BAMAe NeuyeHueTo ¢ Lamictal.

4.8. HexenaHH NeKapcTBEHHM pPeAKLHU

HeskenaHure nexapcTBeHH peaklMH ca pa3ieNeHn Ha CrierHIHH 33 SMWICTICHATE U 33 OUIOIIPHOTO
pa3cTpOHCTRO IPYITH CMOpe HATHYHUTE JaHHU. BBIIpeKH TOBa, NpH ONPEACIAHE Ha LsJIOCTHHA
npodun Ha 6€30MaCHOCT Ha TAMOTPHAKKH, TpaAOBa Aa ce uMar npeaABU H ABETE IPYIIH.

Bi3npuera e cneaHaTta KiacHpHKalna Ha HeXENaHUTE JIEKApCTBEHH PEaKIMH:
MHoro gectu (>1/10), wectn (> 1/100 go < 1/10), Hewecrn (>1/1 000 mo < 1/100), penxu (=1/10 000
o < 1/1 000), maoro peaku (< 1/10 000).

ITp#t BCAKO IPYNHpaHe B 3aBHCHMOCT OT YeCTOTATa, HeXEIAHKTE JIEKapCTBEHH peakLuy ce n3bposasar
B HH3IXOJALL pel [0 OTHOLISHHE HA TAXHATA CEPHO3HOCT.,

Ennnencus

Hapyuenun na kpvema u aum@uama cucniema
MHoOTro peaKu: XEMATOMOTHYHH OTK/IQHSHWS BKNIOYHTENHO HEYTPONSCHUA, NSBKOTICHANA, AaHEMIMA,
TPOMOOIUTOIIEHMA, TAHWHTONCHUS, aniacTHYHA aHEMHA, arPpaHyJTOLHTO3a.

XeMaTonorHIHUTE OTKIOHEHHA Morart Aa Obaar unu Aa He ObAaT cBbp3aHn CbC CHHAPOMA Ha
CBPBXYYBCTBHTEIHOCT (BK. HapylieHHs HA KMYHHATa CHCTEMa *).

HQPWEHHH HA UMVHRAMAQ cucmemda

MHOro peikM:  CHHAPOM HAa CBPBXYYBCTBHTEIHOCT** (BKIIOUUTENHO CHMITTOMH KaToO MOBHILEHA
TEeMIepaTypa, tiMpaaeHonarna, OTOK Ha IHLECTO, IPOMEHH B KPhBHATA KapTHHA U
GYHKUMHTE Ha YepHUA Apol, AnceMHHMpaHa HHTPABACKYNapHa Koarynalus,
MYATHOPIaHHA HEAOCTATEYHOCT). |

*%KaTo yacT oT CHHApOMA Ha CBPbXYYBCTBUTENHOCT € ChoO1asan 0OpHB, CBHP3AH C pasnnyHr
CHCTEMHH CHMIITOMH KaTo MOBHIIEHa TEMIIEPATYpa, TUM(aJeHOomaTnA, OTOK Ha JIHIETO H IPOMEHH B
KpBBHATA KapTHHA M ¢yHKIMHTe Ha YepHuA Apobd. IIposBuTe Ha TO3H CHHAPOM Ca ¢ pa3iieHa
KIHHAYHA TEXECT, KaTo PAAKO MoraT Aa JOBeAaT 40 AMCeMHHHpaHa HHTPaBacKyJapHa KoaryiaiHs u
MYATHOPraHHa HeZOCTaThYHOCT. TpAOBa na ce HMa NpeABHA, Y€ paHHHMTE NIPOABH Hgi.'_;".l'.*.':::.‘;#:q_‘:
CBPBXYYBCTBUTEIHOCT (HallpMMep NOBHILIECHA TEMIIEPATYpPa, MMQaIeHOIIaTHs) MO " :e-,u’af&&fﬂggﬁ’ '
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HeoOX0aMMa HedabaBHa OLIeHKa Ha ChCTOSHHETO Ha [TaLMeHTa M cnipade npHeMa Ha Lamictal mpn
JIUNCA Ha Ipyra eTHOJIOCHA 34 Pa3BUTHE Ha TE3H peaKLHH.

Hcuxuunu napyuieHus
Yecn: arpecus, pa3JIpa3HUTEIHOCT,
MHoro pegku: o0bpKBaHe, XamIOMUHALIMH, THKOBE,

Hapyuienun Ha HepeHama cucmemd

[lo BpeME Ha KJIMHUYHHW U3MMKUTBAHHA, IPH KOUTO JJAMOTPH)XHH € IIpHJialaH KaTo MOHOTCPAINA.
MHoro 4ecTH: riasobonue.

Yectu: CHHJIMBOCT, O€3CBHUE, 3aMaiiBaHe, TPEMOD.
HeuectH: aTaAKCHA
Peaxu: HUCTareM

OT npyr¥ JaHHHA OT KJIHHHYHHA OITHT C JIAMOTPHKUH:

MHoro 4ecTtH: CHHJIHBOCT, aTAKCHA, 3aMaliBaHe, rmapodonue.
Yecru: HUCTarbM, TPEMOP, Oe3CHHME,
MHoro peaku: BBH30yaa, HecTaDHITHOCT, ABHUraTeIHN HAPYLIEHHs, BIOIIABAHE ChbCTOAHHETO Ha

MalMEHTH, CTpaaali ot donecrra Ha [lapkHHCOH, EKCTpalHPaMUIHH CUMIITOMH,
X0OpeoaTeTo3a, YBCIHYCHA HECTOTA HA ITPHITAABIHTC.

VCTaHOBEHO €, G€ MPHIOKEHNETO HA NaMOTPHKHH MOKe Ja BJIOIIH ChbCTOAHHETO Ha MALHeHTH,
crpaaamH ot 6onectra Ha [TapkuHcoH. MMa oTAenHH choOLIEeHHA 3a NI0ABa Ha eKCTpanHpPaMHIHH
CHMITTOMH M XOp€0aTeTo3a IIpH NauHeHTH 0€3 TOBa ChIIFTCTRALLO 3a00NABaHE.

Hapywenus na oyume
[To BpeMe Ha KIIMHHYHH H3IHTBAHKA, MPH KOUTO JaMOTPIKHH € ITpHIaral Karo MOHOTCPAIIHA.
Heuecru: IOHTUTOTINA, 3aMBIIEHO 3pEeHHE.

Ot Ipyrd JaHHY OT KJIMHHYHHA OIUT € JIAMOTPHMXHH:
MHoro 4ectH: JHTUTOTIKA, 3aMBITIEHO 3pEHHE.
Penkn: KOHKOHKTHBHT.

CmomauHo-upeanu Hapyiuenus
1o BpeMe Ha KNMHHYHY H3TIMTBAHHA, TIPH KOUTO NaMOTPIDKHH € IIPUJIarad KaTo MOHOTCPAITHA.

YecTu: rageHe, MoBpbILAHE, AHApPHA.

OT Apyry JaHHH OT KIUHMYHUA OITHT C TAMOTPHIKHH.
MHOro yecTn: ragene, NOBPERINAHE.
Yectn: AMapHi.

Xenamo-ouauapru Hapywesus

MHoOro pefiki:  4YepHOApo6Ha HEAOCTATBYHOCT, OTKIIOHEHHUS B YEPHOAPOOHHATE PYHKIMAH,
MOBWIIEHN CTORHOCTH Ha MoKasaTenuTe Ha 4epHOApoOHUTS GyHKIIHOHAHH
TECTOBE.

YepHompoOHATA AUCHYHKIMA OOMKHOBEHO Ce NPOABABA BHB BPb3Ka C PeaKLHHTE Ha
CBPBXYYBCTBHTENHOCT, HO B OT/AENHH Cly4au € HabmoaaBaHa CaMOCTOATETHO.

Hapywernun na xoxxcama u nOOKOXCHAMA MbKaH
MHOT0 YecTH: KOXXEH 00puB.

Penxu: cMHApOM Ha Stevens—~Johnson.




MHoOro peaxky:  TOKCHYHA eNHUACPMAIIHA HEKPOJIH3a.

IlpH nposeaennTe ABOHHO-CNENH AOMBIHATEIHA KIMHAYHNA H3NHTBAHUA OPH BBIPACTHH, CE
ycradHoBasar oopuBm npy 10 % oT nanydeHTUTe, NpAEMAalllH JAMOTPIKHMH H IIpH 5 % OT MalUeHTHTE,

npuemainy nnauedo. PazputHero Ha 0OpHBH BOJIH J0 CTIMpaHe HA MpHeMa Ha TaMOTPHKHH npH 2 %
OT NMauueHTure. OOpUBLT, B NOBEYETO CTYYaH MAKYJIONAITYJIO3€H, C€ pa3BUBA I1pe3 ITbPBHUTE 0CEM
CEAMHULY OT HAYalOTO Ha JIEYEHHETO, KAaTO ITpEMHHAaBa CIIeH CIIMpaHe Ha npueMa Ha Lamictal (Bik.
TOUKa 4.4).

CrobimaBany ca XXHBOTO3aCTpalliapally oOpHBH, BIJTIOUYKMTEIHO CHHAPOM Ha Stevens-Johnson n
TOKCHYHA eMUAEpPMaIHa Hekpoiin3a (CMEApOoM Ha Lyell). B noBeuero cnyyad Te3n peaKLuHH
MPEMHHABAT CJIE] CIIMpaHe Ha NIpUEMa Ha JIaMOTPIDKUH. BeIpekH TOBa, MPH HAKOH ITAIMEHTH CE
pa3BHBAT HEOOPAaTMMH LMKATPHKCH, CHILO TAXA MMA PEIKH CIy4Yad Ha JICTaJieH u3xo[ (BxX. Touka 4.4).

O011HAT PHCK 32 MOABA HA OOPHE MOKa3Ba CIIHA B3aMOBPB3Ka C;
- TIDREM Ha BUCOKH HAYAITHM AO3H JAMOTPHXXHH H IPEBHIIABAHE HA TIPENOPBYAHATA 4034 32
IIOBHIIABAHE HA JIAMOTPHXKHH {BHK. TOYKA 4.2)

- €AHOBPEMECHHO NpMJIAraHe Ha Bannpoar (BX. To4ka 4.2).

MMa cpobieHrA 3a nogBa Ha 0OOpUB KaToO YacT OT CHHAPOM Ha CBPBXYYBCTBUTENIHOCT, CBBP3aH ¢
pa3HooOpa3zHH CHCTEMHU cuMIIToMH (Bk. Hapymenus Ha HMyHHaTa cucrema* ™),

Hapyuenun na MyCKYARO-CKeaemHama cicmemMa 4 CobeQuHumeniama noKaH
MHOro peaKH: Hanogo0ABaLLMA JIYITYC peaKLuyH.

Obuwu HapyuteHua U epexmu Ha MACHIOMO HA NPUAOICEHUE
YecTu: YMOPSEMOCT.

bunongapHo paicTpoONCTEO

le{ OIIpCACIIAHE HA IATIOCTHHA l'[pﬂlll]-ﬂ'l Ha 0e30MacHOCT Ha JTAMOTPHMHH NNOCOYCHHUTC NO-A0aY
HCHCITAHH JICKapCTBCHH PCaK1lHH T’pﬂﬁﬂﬂ Aa C€ Pa3rnexaar 3acaHo ¢ TC3H, KOHUTO Ca Hﬂﬁﬂfﬂ,ﬂﬂﬂaﬂﬂ
NpH CITHICIICHAL.

Hapywenun na nepsnama cucmema

[To BpeMe Ha KIMHUYHA H3NHTBaHHA NIPH OHIIONAPHO Pa3CTPOHCTBO:
MHoro JecTn: rnaBofonue.

Yectu: BBE30Y1a, CHHIMBOCT, 3aMaiiBaHe.

CmomMauHo-4peeHu HapyueHus
[To BpeMe HA KNTHHUYHH W3TTHTBAHUA NpK ORIIONAPHO pa3CcTPOACTBO:
Yectw: CYXOTa B y¢Tara

Hapyuenun na xoxcama u nOOKOICHAMA MHKAH

[Io BpeMe Ha KIMHUYHH H3NMATBAHWUA TIPpH OHMMOJIAPHO pa3CTPOHCTBO:
MHOro uecTH: KoxeH oOpHB.

Penxu: CHHAPOM Ha Stevens—Johnson.

pa3CTpoMCTBO KOXKHM 0OpHBHU ca HabnropaBany npK 12 % oT nauMeHTUTe Ha TaMO
NpH KOHTPOJIHPAHUTE HANKTBAKWA TIPH MALMEHTH ¢ OHNONAPHO pa3CTPOHCTBO KO



Habnrogapanu 1pH 8 % OT nauMeHTHTe, TPHEMALUH TAMOTPHXMH | 1Ipx 6 % OT MalUeHTHTE,
npueManiy mnauebo.

Hapyuwernus Ha MYCKYAHO-CKeAemHama CUcmemMa i CbeOUHUMENHama muxaH
[To BpeMe Aa KAWHHYHH H3NUTBAHNUA IIpH OHITONAPHO pa3CTpOCTBO:
YecT: apTpanrH.

Obwu napyuwienun u ehexmu Ha MACIMOMO HA RPURAQNCEH UL
[To BpemMe Ha KNUHHYHH HU3TIUTBAHUA NPH OHIIOAPHO pa3CTPOHCTBO:
YecTn: Gonka, 6onka B repOa.

4.9 Hpeno3upane

CHMIOTOMH M MPpH3HAaIIH

Cpo0lUaBaHH ca cyYalHU npeaosupanma ¢ Ao38 10 10 20 obTH No-roneMy 0T MaKCHMATHATA
TepalneBTU4YHa J03a. B pe3ynrar Ha npeao3upaHeTo CE YCTaHOBABAT CHMITTOMH BIJTIOYHTENHO
HHCTArbM, aTakCHsA, NPOMEHY B Ch3HAHHETO U KOMA.

JleyeHue

[Tpu npeno3upaHe NAUKMEHTHT TpAOBA 1a NOCTHIH B GOMHHYHO 3aBeficHUE U Aa Opae NOLNOKEH Ha
aJIcKBaTHO Je4eHue. [[py HeoOXxonuMocT TpaOea Aa Ob1¢ HanmpaBeHO JeUEHHE HACOUEHO KbM
HaMalIsBaHe Ha pe3opbuyATa (AKTHBEH BLIVIEH, JIAKCATHBEH HIH CTOMALICH NaBax). HiMma omuT ¢
XEeMOYaIN3aTa B JICYEHHETO Ha npeno3upanero, IIpy mect noOpoBoiuy ¢ O6x0peuna
HeocTaTb9HOCT, 20% OT NTaMOTPHIXKMHA ca OMWIM OTCTPaHEeHH OT OpraHH3Ma 1o BpeMe Ha 4-yacopara
XeMOAHANN3HAa cecHs (BXK. TOUKA 5.2).

3. ®APMAKOJIOT'MTYHH CBOHCTBA

5.1 PapMAKOANHAMHYHH CBOHCTBA

(dapMaKoTEpaNneBTHYHA Ipyria: Apyry aHTHENWIeNnTUYHM Nekaperea, ATC koa: NO3AX09.

MexaHH3BM HA NEHCTBHE

PesynTtatHte OT (apMaKonOrHMHHTE NPOYYBAHUA TIOKA3BAT, Y€ JAMOTPHIKHMH € ynoTpeba- H BONTAX-
3aBHCHM OJIOKEP Ha BONTAX-AKTHBMPAHUTE HATPHEBHTE KaHATH. TOH MHXUOHpa NpOIBIDKHTEIHOTO
TOBTAPALIO C€ BE30Y)KASHHE HA HEBPOHUTE M MOTUCKA OCBOOOKIABAHETO HA TNIyTaMar
(HEBPOTPAHCMMUTED, KOMTO HMa KNIOUOBA PO B FeHEPHPAHETO HA CIMIENTHYHATE IrhpuoBe). Tean
e(deKTH BepOATHO AOIPHHACAT 34 CBOMCTBATA Ha JIAMOTPIHH KaTO aHTHKOHBYJICHT.

3a pazniuxa OT TOBa MEXAHUIMHTE, [T0 KOMTO TAMOTPIDKHH OKa3Ba TEPANEBTHYEH ePEeKT IIpH
OUIONAPHO pa3cTpofiCTBO He ca YCTAHOBEHH, BHIIPEKH 4e e OTAaBa 3HAYSHHE Ha [TOBINABAHETO Ha
BONTAXK-AKTHBMPAHUTE HATPHEBH KaHAIH.

®apMakoAHHAMHUYHH edekTH

nmogoOHM Ha Te3u 3a rwianebo. Ot apyra crpana cne npwnarade Ha 1 000 m
auaseliaM ¢¢ YCTaHOBABAT 3HAMUTE/IHO HapyllapaHe Ha (MHaTa 3pUTEnHA I

[IBWKEHUATA HA OYNTE, PABHOBECHETO W CYOEKTHBHHM €(hEeKTH Ha CEAUpaHe.



[Ipu apyro n3nUTBaHE Clel nepopaieH NpHeM Ha eJHOKpaTHa no3a oT 600 mg kapbaMazenuH ce
YCTaHOBABA IHAYKTEIHO BIOWIABaHe Ha PHHATA 3PUTEITHA ABHIATSIHA KOOPAHHALINA, IBHKEHIATA HA
OUMTE W PABHOBECUETO M OBMIIIABaHE HA ChpAeuHaTa yectora. OT Apyra cTpaHa clieji IpHiaraHe Ha
JIAMOTPHKHH B J103H OT 150 mg 1 300 mg ycraHopeHMTE ehekTH ca NOAOOHM HA T€3U NPU OPUEM HA
nnanedo.

KnunanyHa edpukacHocT ¥ 6e3onacHOCT NpH Aella Ha Bh3pacT oT 1 Jio 24 mecena

EjukacHocTTa H OesonacHocTTa npy KOMOMHKpaHa TepaniA Ha NAPUMATHE OPUIaABLUH IIpH
MauMeHTH Ha Bp3pacT oT 1 no 24 mecella ¢a OLEHEHH B €HO MANKO, ABOMHO-CNANO, IUIauedo-
KOHTPOJIMPAHO HIMHTBAHE QO oTnagaHe. JleucHnero € HMLMKpano npy 177 nuiia mo cxemMa 3a
THTPHpaHE Ha A03aTa, NoAo0HAa HA Ta3H IIPU Aenad Ha B3pacT oT 2 10 12 roauny. JlamoTpumxud
Ta0yIeTKH 0T 2 mg ¢a Hail-MankKoTO HATNYHO KOJIHUECTBO Ha aKTHBHOTO BEIUECTEO B ¢1HA TaONeTKa H
3aTORA CTAHJAPTHATA CXeMa HA NO3MPAHE € afanTHpaHa B HAKOM CIy4aH [0 BpeMe Ha €Tana Ha
TUTPUPAHETO (HanpuMep 4pe3 Npuaaraie Ha eaHa tabierka ot 2 mg Npe3s ASH, KOraTo W34HCciIcHara
J03a e no-Manka oT 2 mg). B kpas Ha 2-para ceaAMHIa OT THTPHPAHETO Ca U3MEPEHH CEPYMHHUTE HHBA

H [IOCNEABAIIATA 1033 € HaMaleHa WIH He € NOBHIIEeHa, ako KOHLIEHTpauMaTa Haasumaga 0,41 pg/ml,
O4YaKBaHaTa KOHLEHTpALKa [IpH BE3PAacTHHU 10 ToBa BpeMe. ITpH HAKOH NaLMEeHTH B Kpad Ha BTOpaTa
CeaMMLA c€ € HANOYKMNO HaMalaBaHe Ha no3ata ¢ Ko 90%. Tpumecer H oceM pecnionaepu (>40%
HAMAIABAHE Ha YeCTOTATa Ha [IPUTAAbLUNATE) ca paHAOMH3HPaHH HA TUTauedo WK Ja MpOLLIKAT Ha
naMoTpuxHH. [IpOLIeHTHT Ha THIIATA, MPH KOMTO TEpalnHATa € HeycneuHa € 84% (16/19 nuna) npu
nnagebo-pamMoTo ¥ 58% (11/19 nuna) npu pamoTo Ha TaMOTPHIKHH. PalsiHkaTa He € CTAaTHCTHYECKH
3HauuMa: 26,3%, C195%-2,6%< 50,2%, p=0,07.

Obmo 256 nnua Ha BE3pacT oT 1 Ao 24 Mecela ¢ eKCO3HIHA Ha JJAMOTPHHH B A030B MHTEpBA OT |
ao 15 mg/kg/nen 3a ao 72 ceamuanu. [Ipo¢unsT Ha Ge30macHOCT HA TAMOTPHDKHMH NPH AeLa Ha
BB3pacT 0T 1 Mecel A0 2 roAuHH € noA00eH Ha TO3H IMPH IIO-TOJIEMH A€Lia, C M3KIIOYEHNE Ha TOBR, Y€
KNMHHUYHO 3HAYHMO BJOILIABAHE Ha npunagsuure (>=50%) e 1ok1aIBaHO NO-YeCTOo NIPH Jela Ha
Bh3PacT N0A 2 roanHu (26%) B cpapHeHHE ¢ no-rojieMute aena (14%).

KnunnyHa edpHKacHoCT M 6e3omacHOCT OpH cuHApoma Ha L.ennox-Gastaut

Hsama nanHH 3a MOHOTEpaNHs NPH IpHIIaAbLH, CBBP3aH ChC CHHAPOMa Ha Lennox-(Gastaut.

KnpnnnyHa epHKacHOCT NpH npese Ha eny30aM Ha NPpoMAHA HA H E€HHETO TIPH NANUEHTH C
OMIIONAPHO Pa3CTPOHCTRO:

JBe u3NUTRAaHWA OLICHABAT ¢hUKACHOCTTA IPH NPEBEHIMA Ha €eNM300H Ha [IPOMAHA HA HACTPOCHHETO
[IpH MALMEHTH ¢ OMNoNApHO [ pa3cTpoiicTBo.

[Tpoyusanero SCAB20003 e MynTHIIERTPOBO, ABOIHO-CIAIIO, ABONHO-3aCIIENEHO, IUTALeO0 U TUTHIH-
KOHTPONMNPAHO, PaHAOMH3IUPAHO, ¢ (PHKCHpaHa A03a 33 OLICHKA Ha ABJATOCPOUHATA JIpEPEHLIHMA Ha
penanc 1 NOBTOPHA NOARA HA ASNpecHs W/IWIH MAHKA IIpH nanedTH ¢ 6GunoiapHo 1 pascTpolicTBo,
KOHTO HACKOPO HIH B MOMEHTA Ha H3NHUTBAaHETO ¢a OWIM B roaM aenpecuseH ennion. Cnen
cTaOHMH3HPAaHE C MOHOTEPANUA C JIAMOTPHXKHMH HIH ¢ KOMOHHHPAHA TEPaMA NalHEeHTHTE ¢a OWIH
PaHIOMM3HMPAHHU B €H2 OT NeTTe Pyl Ha NcucHHe: naMoTpwkuH (50, 200, 400 mg Ha neH), TUTHHA
(cepymuu HuBa ot 0,8 mo 1,1 mMol/]l) wiu rurane6o 3a Makcumym 76 cenMmun (18 mMecera).
[TepBryHaTa KpaiiHa TOuka ¢ Oiia "BpeMe 10 HaMeca IIpH €30 Ha [IPOMSHA Ha HACTPOSHHETO
(TIME)", kpA€T0 HaMeCHTE ca AONMBJIHATENHA ICKapCTBEHA TepanuA WK €JICKTPOKOHBYICHBHA
tepania (EKT). [Ipoyusanero SCAB2006 e 610 ¢ noaobeH aH3aliH kato npqunaue';a&mm,
Ho ce paiznnyaBa oT SCAB2003 no oneHkaTa Ha drexcHOWIHA 1033 TAMOTPHXHH Ban\ *ll-f 1y N
400 mg/ner) 1 BKIOYBA MallMeHTH ¢ GunonsapHo [ pascrpoiicTBo, KOUTO ca HMany/
MOMEHTA ¢a B MaHUCH enM3on. PeaynTaTute ca npeacTaseHy B Tabnuua 7.




Tabruya 7: Pe3sioMe HG pe3yimamume om npyueasusama, u3cneosauiu echukacsocmma Ha
JAAMOMPUICUH NPU NDEGENYUAMA Ha enu300U Ha RPOMAHA HA HACIMPOECHUEMO NDU RAYUEHNY C

bunonapuo I pascmpoicmeo

‘Isn’ Ha naudeHTHTe Ge3 chONTHe Ha ceaMuua 76
IIpoyusane SCAB2003 IIpoyuBane SCAB2006
bunoaspuo I Bunoasipho 1
Kpurepuit 3a ["onaM genpecHBEH €MH30] [N'omsaM MaHKEH €MU30]
BKJIHOYBAHE
Jlamorpukus | Jlutwii | Tlnauebo | JlaMoTpHKHH JInTnii [Tnauebo
be3 Hameca 0,22 0,21 0,12 0,17 0,24 0,04
p-value 0,004 0,006 - 0,023 0,006 -
NIOTApPUTMHYIHO
TpaHCPOpPMHUpaH
PEHKOB TECT
(Log rank test)
be3 nenpecus 0,51 0,46 0,41 0,82 0,71 0,40
p-value 0,047 0,209 - 0,015 0,167 -
JTOTApUTMHYHO
TpaHCOpMHApPaH
PEHKOB TECT
(Log rank test)
|
Bes manns 0,70 0,86 0,67 0,53 0,64 0,37
p-value 0,339 0,026 - 0,280 0,006 -
JIOTapUTMHUYHO |
TpaHCHOpMHUpPaH
PEHKOB TECT
(Log rank test)

[Tpy aHaMM3H, MOAKPEILAIIA BPEMETO A0 IBPBHA AENPECHBEH €MH301 H BPEMCTO 10 MBPBHA
MaHMeH/XHIIOMaHHEH NI CMeceH eNM3o/l, IEKYBAHHTE ¢ JAMOTPHKHH TTALMeHTH ¢2 HMAIH 3HAYHUMO
HO-ABJITH BpeMEHA 0 TbPBH JENpeCuBEH €IM30/]] B CPABHEHHE C MATHEHTHTE Ha mianedo, 1
pa3lIHKaTa B TPETHPAHETO He € MMana CTaTHCTHYECKA 3HAYMMOCT MO OTHOLICHHE Ha BPEMCTO JI0
MAHHEH/XHITOMAHHEeH WK CMECEHH €IIH30H.

E¢ukacHOCTTa Ha TAMOTPIDKHH B KOMOUHAIIMA ChC cTabWIN3aTOPH HA HACTPOCHHETO HE ©
JOCTaTh4HO NPOYy4YEHA.

H3cnenpaHe HA edekTa Ha TaMOTPHYXKUH BLpPXY CHpAeYHAaTa NPOBOAHMOCT

EdeKThT Ha MHOTOKPATHOTO [IPHJIarane Ha NaMOTpPInKHH (o 400 mg/neH) BBpXy ChpAeyHarTa
NpOBOANMOCT, ouieHeHa upe3 EKI ¢ 12 oTBeXAaHuA, € H3CcNe/iBaH MPH H3INHTBAHE BBPXY 3/1PaBH
BB3pacTHH J0GposonLy. He € oTyeTeH KIHHUYHO 3HAYMM eQeKT Ha TAMOTPHXXHH BBPXY. A Th::_‘“
HHTEpRAIA B CpaBHEHUE ¢ Tu1auedo. > '




3.2 DapMakoKXMHEeTHYHHW cBoOiicTBa

PesopOums

JlaMoTpHXHH ce pe3opdupa OBpP30 H H3LAIO B YEPBATA, KATO HE CE YCTAHOBABA KIMHHYHO 3HAYUM
META00NHU3EBM NPH IIBPBO IIpeMHHaBaHe. BEPX0BY IU1a3MeHH KOHLUCHTPALMH C€ JOCTHIAT
npubIH3INTENHO 2,5 vaca citell NEPOPANTHO NPUIOKEHHE Ha TaMOTprokuH. Cnea nmpueM Ha XpaHa
BPEMETO 33 JOCTHIAHE Ha MAKCHMATHA KOHIICHTPALMA JIEKO ¢ YARKaBa, HO CTENEHTa Ha pe3opOumA
He ce npoMeHA. MaKCHMATHUTE KOHLEHTPAlldH B CTALMOHAPHO CHCTOAHHE MOKAIBAT
NHTEPHHANBHAYATHA BApHAOIITHOCT, HO TIPH BCEKH HHAWBHAYANESH MALUEHT TE3U CTOHHOCTH CE
pa3iM4yaBaT MHOTO PAAKO.

PasnpeneneHue

CBBP3BAHETO C MIA3MEHUTE NPOTENHH € NpHONU3MTENHO 55 %. He ce 09axkpaT nposiBH Ha TOKCHUHOCT
IIPH HIMECTBAHE OT MACTOTO HA CPBP3PaHE C IUIa3MEHUTE IPOTCHHH.

O6embT Ha pasnpenenenue e ot 0,92 no 1,22 Vke.
MeTabonn3asm

JIaMOTpHXUH ce MeTabonnsupa ot eH3uMuTe Y JIP-rimokypoHin TpaHcdepasy.

B MHOro Marnka CTEeH B 3aBHCHMOCT OT J03aTa 1aMOTPIKHH MOKE A3 UHAYIMpa coOCTBEHHA CH
merabonu3asM. HaMa fokasaTencrsa 3a BIMAHHE Ha JJAMOTPHIKHH BhpXY (papMaKOKHHETHKATa Ha
apyru AEJL. He ce ouakBaT B3auMOeliCTBHA MEXAY JJAMOTPIDKMH H JIEKAPCTBEHUTE NPOAYKTH, KOHTO
ce MeTaboIM3NpaT OT UMTOXpOM P,sq eH3UMUTE.

EnuMHHUpaHe

[InasMeHUAT KIMPBHC OpY 3apaeu nua e npubiamsnrenao 30 mL/min. KiMpbHCHT Ha TaMOTPHKHH €
NpeAUMHO Ype3 MeTabonu3npaHe ¢ Mocneasalo eJIMMHHIPaHe noj, ¢opMara Ha IIIOKYpPOHHI-
KOHIOraT ¢ ypusara. [lo-Manko oT 10 % oT 1aMOTPHXKHH Ce€ eKCKpETHPAT HEMPOMEHEHH ¢ YPHHATA.
Camo oxono 2 % ce ekckperupar ¢ detneca. KnHpBEHCHT H BpEMETO HA NONYXKHUBOT HE ¢a 3aBMCHMH OT
no3ara. [D1asMeHHAT noyXHBOT [IPH 34PaBH JIMLIA € N3YKCIIeH MPpHOIA3UTENHO HA 0KOJIOo 33 Yaca
(uateppan ot 14 xo 103 yaca). [Tpu npoyusaHne ¢ nanueHT! ¢b¢ cHHApPOoM Ha Gilbert, cpeaHUAT
KJIUPBHC € NTOHWKEH ¢ 32% B CpaBHEHNE C HOPMANHUTE KOHTPOJIH, HO CTOMHOCTHTE Ca B rPpaHHUMTE 34
of10aTa nmoIyJialm.

BpeMeTo Ha IMONY>KMBOT Ha MaMOTPHIKHH €€ IPOMEHA 3HAYUTEIIRO NIPH AHOBPEMEHHO NMpHIIaraHe ¢
ApyrH nekapcTpa. IIpH eIHOBpEeMEHHO Npriarane ¢ 1eKapcTBa, KOUTO aKTHBHPAT INTHOKYPOHHPAHETO,
KaTo KapbaMasenuH U GeHUTOMH, CPeIHOTO BpEMe Ha ITONYKHBOT Ha TAMOTPHKHH Ce peayunpa
npuOAK3HTENHO 10 14 Yaca, ChINO Taka, [P CHBMECTHO IIPHIIArade ¢ BAJIIPOAT, C€ YABIKAaBa CPEqHO
npudnusuTenHo a0 70 yaca (pxk. Touka 4.2).

JIBHEeHHOCT

(PapMakOKHMHETHKATA Ha JIAMOTPIDKHH € JIMHEHHa 10 450 mg — Hal-BACOKATa €HOKPATHA HARITRAHA

n03a. //T/ <eHUlTy _;;“-‘::.h
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Crenyaiiy rpyrny DauHeHTH

Heua

[Ipu onpenensiHe Ha KTRPBHCA CIIPAMO TEMECHOTO TErNo, NMPH ASLA ¢ YCTaHOBABAT M10-BHCOKH
CTOHHOCTH OT TE€3H IPH BL3IPACTHH, KATO HAM-BHCOKH ca IMPH JHLA oA 5 roAMHH. BpeMeTo Ha
IIOJYKUBOT HA NTAMOTPHKHH NPH Jelia Haik-o0LI0 € mo-Manko OT TOBa [P Bb3PacTHH KaTo CpeHara
CTOMHOCT € NpuOAW3MTENHO 7 Yaca IpH NpHjiarase ¢ JeKapCTBEHA NPOAYKTH, KOMTO HHAYLIpAT
CH3HMHH CHCTEMH KaTo KapbamaselliH U (eHHTOHH H ce YABIDKaBa A0 CpeAHH CTOHHOCTH oT 45 a0 50
yaca npr €THOBPEMEHHO NpUIaraHe caMo ¢ Banmpoar (Bx. Tovuka 4.2). ‘

Manru deya na eb3apacm om 2 do 26 Meceya

[Ipn 143 neauaTpHYHK NALIMEHTH HA BB3PACT OT 2 70 26 Mecela, Texalnu oT 3 10 16 kg, KHpBHCET €
HaMaleH B CPaBHEHHE C MO-TONEMH JEla Che ChUIOTO TENECHO TEIVIO, TIpPHeMaIl o J00HH [TepopaHy
A034 Ha kg TeecHO TErIO KaTo ASLaTa, O-rojieMy 0T 2 roAuHN. CpeaHOTO BpeMe Ha IONTYKUBOT €
H34YHCIICHO Ha 23 Haca NpH Aenara Ha pB3pacT rnoa 26 Mecela, KOUMTO ca Ha Tepanus ¢ CH3IUMHU
HHIYKTOPH, Ha 136 4aca Ipy ¢JHOBPEMEHHO MpHIarale ¢ Bampoar 1 Ha 38 yaca npu nHIa, IeKyBaHH
0¢3 eH3MMHM UHOYKTOPW KHXuOUTOpH. MuTeprnanenayannaTa papuabUNHOCT Ha NepopanHus
KJMPBHC € [10-TofIMa B IpyNaTa Ha NeANaTpHYHHTE NauxeHTy Ha 2 1o 26 meceua (47%).
[IpeanonaragMuTe HUB2 Ha CEpYMHA KOHLICHTpAaU KA NpA geua ot 2 10 26 Mecena Kkato 1IAJIo ¢a B
CBIIMA HATEPBAI KATO NPH NO-TONIEMHUTE Aella, BHIIPEKH be [IPH HAKOM AeUa ¢ TeJlecHO Tero nmox 10
kg MOXxe ga ce ycTaHOBAT N0-BUCOKM Cpy o HUBA.

Hayuenmu ¢ cmapyecka sv3pacm

[IpoBeneH e monynalMOHEH PapMAKOKHHETHYEH aHAIN3 IIPH MIaK NMALMEHTH ¥ [IpM JIAllHEHTH B
HanpeAHalIa Bh3pacT ¢ €MWIENCHA, KOUTO ¢a BKIIOYEHN B 4HH U ChIM M3nMTBaHMA. [IpH olieHKa Ha
PE3YNTATHTE HE C€ YCTAHOBABAT KIHMHUYMHO 3HaYHMH IIPOMEHN B KNHpBHCA Ha N1aMOTprKHH. 11pn
TIpUeM Ha SHOKpaTHA A03a ¢e YCTAaHOBABAT ¢ 12 % nmo-HHUCKH CTOMHOCTH HA MPUBHAHNUA KINPBHC,
KaTo ChOTBETHO 32 20 roAMIlHa BB3pacT ca okono 35 ml/min, Aokaro npu nanyeHTH Ha 70 roayiHa
BB3pact ca 31 ml/min. [Tonmxaeane ot 10 % ce ycraHoBsBa cnel IeueHUE B MPOABLIDKCHHE HA 48
CEAMHMIH, KaTO CTOMHOCTUTE CHTBETHO ¢a oT 41 ao 37 ml/min 3a BpeTe BR3paCcCTOBH IPYTIH.
[TpoBeneHH ca 1 NpPOY4YBaHKA HA (hapMaKOKMHETHKATa HA JIJAMOTPHIKHH ClIe EQHOKPATEH IIPHEM HaA
150 mg npw 12 37paBH THLA B CTapuyccKa BhapacT. CpegHATE CTOHHOCTH HA KJIIMPBHCA NPH TE3H
manpenTH (0,39 ml/min/kg) ca B pamkute Ha croliHoctrte (0,31 10 0,65 ml/min/kg), yCraHOBSHH Clex
MpOBeNeHH JeBeT KITHHHYHH H3CISABARMSA [IpH BE3pacTHH (KOHTO HE ¢a B CTapuecka Bb3pacT), e
MpHiarale Ha exuHUIHY 103U oT 30 1o 450 mg.

bvbpeuno yspeacoane
Ha aBananecer noGpoBofilM ¢ XpoHrdHa Op0pedHa HeaOCTATHYHOCT M HA APYTH LIECT NALMEHTH Ha

XeMOAHaIH3a & O1na NpHWIoKEeHa enHOkpaTHa A03a o1 100 mg namorpiknd. CpeaHure CTONHOCTH Ha
KnupbHca ca 0,42 ml/min/kg (xporn4dHa 6s0pedna HenocrareuHoct), 0,33 ml/min/kg (8 nepuona
MEXAY xemoauanmznure cecur) ¥ 1,57 ml/min/kg (no ppeMe Ha xeMoaMAaNK3a), B CpaBHEHHE ¢

0,58 ml/min/kg npw 3apaeu gobposonim. CpegHOTO BpeMe Ha MOIYKHBOT Ha MaMOTPHKHH B
Ia3Mara e 42,9 yaca (XpoHHuHa On0pedHa HEROCTAaTHYHOCT), 57,4 Haca (MEXAY XeMOAHANHK3NTE) 1
13,0 yaca (no BpeMe Ha XEMOAHMANK3a), B CpapHEHKE ¢ 26,2 yaca npy 3apapy AoGposoniin. CpeaHo,
npubnuauTenHo 20% (Mexay 5,6 U 35,1) 0T KONMYECTBOTO NAMOTPIKHH, HUTHYHO B TAJIOTO, € OHNO
eIHMMHHHPAHO 10 BpeMe Ha 4-4acoBa XeMOAHaNN3a. 3a Ta3y rpyna nalMeHTH HayanHUTe A03H
JTAMOTPHXHH TPAOBA Ja Ce ONpPEeNeNAT ClIOpel ChIIbTCTBALLKA [IPHEM Ha JIEKapCTBEHH [IPOAYKTH.
HamaneHn noaabprkallln 1034 Morar ia 6baar eQpuKacHH IPH NAHMCHTH CbC 3HAMHTEIHS. YBP
Ha OB0peyHata pyHkUuA (BK. Touku 4.2 1 4.4). %

Yeprnodpobro yepesicoane
[Tpm 24 nuua ¢ pasnu4dHa CTENeH Ha YepHoApoGHO yBpexaaHe H 12 3apasH ko

(hapMaKOKHHETHYHO [IPOYYBAHE ¢ NIpUIaraHe Ha €JHOKpaTHA A03a TaMOTPHXHH,




TPUBHAHMA IWIMPBHC Ha AaMOTpkHH € 6mna 0,31, 0,24 wim 0,10 mi/min/kg npu naugeHTHTE C
yepHOApoOHO yBpexaane creneH A, B, win C (Child — Pugh knacudukanums) cooTBETHO, CpaBHEHA ¢
0,34 ml/min/kg npu sapaeute korTpony. Hauannara A03a, A03aTa IIpy MOBHINABAHE ¥ MOANBPAKALIATA
a03a Tpadpa na Gbaar peayLUHPaHH IPH MALNEHTH ¢ YMEPEHO HIH TEXKO YepHOAPOOHO yBpeKIaHe
(BX. To4YKa 4.2).

5.3 IpeaKNHHHYHH JAHHH 32 0€30NaCHOCT

HexknvHWYHHATE JaHHH HE IT0Ka3BaT 0cOOEH PHCK 33 XOpara Ha 06a3a Ha KOBBEHLHOHAIHHTE
¢$hapMaKoIOTUYHH M3NHTBAHHA 32 O€301aCHOCT, TOKCHYHOCT IPH MHOTOKPATHO TIpHIaraHe,
NeHOTOKCHYHOCT M KapLIHHOINEHEH NOTEHIHAN.

[Ipu npoy4BaHUATA 3a PENPOAYKTHBHA TOKCHMHOCT M TOKCHUYHOCT BbPXY PA3BUTHETO [TPH MPH3AYMN H
3alilM, He ca HabmonapaHy TepaToreHHH eekTH, HO ¢a YCTAHOBCHU TIOHIDKEHO (ETAITHO TEINO H
3abaBAHE Ha CKelleTHara ocupUKkalka NPpH HWBA Ha EKCMO3HIMA, MTO-MAUTKM HIH CXOJJHN C OYaKBAHUTE
IpY KJIMHAYHA €KCMO3HLMsA. Thi KaTo o-BUCOKHM HHBA HA eKCNO3KUMA He OMxa MornH aa Onaar
M3CIIEABAHH NPH KMBOTHH MOPAAHN TEKKOTO TOKCHYHO BE3ACHCTBHE BbPXY MAYHHHRA OPraHUu3bM,
TE€pPaTOreHHUAT NOTECHLUWAN HA JJAMOTPHXHH HE € XapaKkTepH3HpaH Hajl KITHHWYHATa €KCIO3UIMS.

[Ipn nmnsXxoBe € HaOMIOAABAHO YBETHYCHHE HA deTanHara H MOCTHATAIHATA CMBPTHOCT IIpH
[IpWIAraHe Ha JAMOTPUKHH NPe3 KbLCHAA MeCTAllHOHEH M PaHHHA MTOCTHATAICH NeproA. Te3n edeKTH
ca OunK HaGMOIaBaHK MPH OYAKBAHATA KIMHHAYHA eKCITO3HIIA.

[Ips mnsxoBe B I0OBEHIIHA BH3pacT ¢a Habmogasanx edekT Bupxy oOyuenuero nnpy Biel maze tecra,
neko 3abaBsHe Ha HanaHO-NpenmyLHaNTHaTa Cenapalusa U Ha BATHHATHATA NIPOXOAHUMOCT, KaKTO U
HaMaJIeHO HaJIaBaHE Ha Terjo ¢iel paxkaaHero TipH F1 )KUBOTHH NpH €KCIO3HUMH, MTPHOMHIUTEIHO
JBa ITBTH MO-BMCOKH OT TEPAllEeBTUYHHUTE €KCTIO3UIINHI MPH XOpa.

OnyryTe NPy KUBOTHH HE TIOKA3BaT HeONMaronpuATHH edekTH Ha NaMOTPUKHUH BEPXY pepTHIUTETA,
JIaMOTPHMKHMH € AOBEN 10 HAMAJABAHE Ha (peTATHHTE HHBa Ha (poNMeEa KUCSNHHA TIPH IBXOBE.
CMiaT2 ce, ye AchHULMTET HA POMHEeBa KUCEITHHA € CBBP3aH ¢ TOBHIICH PHCK OT BPOAECHH
Man(opMalKi IPH )XWBOTHH K XO0pa.

JlaMoTpHxkHH BOAM J0 0303aBHCHMO HHXHOHpaHe Ha hERG xaHandera npy 20BEIKH eMOPHOHAIHH
OB0pedynu netku. IC50 e nprONM3NTENHO AEBET IIBTH HAI MAKCHMATHATA TepAlleBTU4YHA CBOOOIHA
KOHLEHTpauya. JIaMOTpIDKMH HE Npean3BHKBa yARDKaBaHe Ha QT MHTepBaia NpH >KHBOTHH NMpPH
eKCTIO3HIIMH MPHOJIHM3IUTENHO A0 ABA ITETH Haj MaKCUMaJIHATa TepaneBTHIHa ¢cBoOoAHA
koHUeHTpauna. [1py KITHHAYHO poyYBaHe CbC 37[paBH BB3pacTHH JoOpoBONILK HE € HabaoaaBaH
KIHHAYHO 3HaYUM edekT Ha naMoTpHiKHH BepXy QT HHTepBana (BK. Touka 5.1).

6. OAPMAIIEBTHYHH TAHHH
6.1 ChnHchk HA MOMOIUHUTE BeH1€CTRA

25, 50 n 100 mg Tabnetku:

JlakT03a MOHOXHIpAT
MuKpOKpUCTATHA LIETYN03a

[ToBupoH K30

Harpuep HHImecTeH rmukonar ( Tum A)
JenT xkeneszen oxkena (E172)
MarxesneB creapar




5 mg AUCTIEpPryupaily ce TableTku/TabneTky 3a JbBYeHE:
Kamuer kapbonar

XHAPOKCHITPONHMALENY103a, YaCTHYHO 3aMECTEHA
ANTYMHHHEBO-MarHe3WeB CHJINKAT

Hartpues anmecrtend rivkonart (Tum A)

[Toruzon K30

3axapiH HATPHUH

MarHesunes creapar

ApomaT Ha QOpOBHHKA.

6.2 HecnBmecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roanocrt

25, 50 n 100 mg TabseTKd 3 Mg aucneprupainy c¢ Tabnerkw/TabneTku 3a AbBUYEHE:
3 roaHHH.

6.4 ChneunajHH YUIOBHSI HA ChXPAHEHHNE

To3u ieKapCTBEH NPOAYKT HE U3UCKBA CIICIMATTHE YCIOBHA 33 ChXpaHEHHE.

6.5 JlanHH 32 ONaKOBKATA

25 mg Tabnerku:
bnucrep ot PVC/anyMuuueBo ¢onuo.

OnaxoBky ¢ 14, 21, 30, 42, 50, 56 wnu 100 Tabnerkw.
OnaxkoBKa 3a 3anoypaHe Ha neuedpeTro ¢ 21 wnu 42 TaOneTku.

50 mg TabneTkH:
bnucrep or PVC/anymuaueso ¢goiuno.

Onaxopkyu c 14, 30, 42, 56, 90 ynu 100 TabneTkn.
OnaxkoBka 3a 3ano4ypaHe Ha JISYEHNETO ¢ 42 1ableTku,

100 mg Tabnetrkn:
bnucrep ot PVC/anymunueso $ponHo.

OnakoBkH ¢ 30, 50, 56, 60, 90 nnu 100 Tabnerku.

5 mg gucneprupamM ce Tabnerki/TableTky 3a AbBYCHE:
bnucrep or PVC/PVAC/anymunneso ¢onno.

Omnakosku ¢ 10, 14, 28, 30, 50 vnu 56 nucneprupamu ce TabneTku/TabNeTKy 3a THBYEHE.
He BcYUYKM BHIOBE OMAKOBKH MOTAT Jia OBJaT MyCHATH B Impoaaka.
6.6 CroeumajHH NpeANa3HH MEPKH NPH H3XBLPJSTHE

Hama coelilHalHY H3MCKBAHHA.




7. INIPUTEXATEJN HA PAJPEINIEHHETO 3A YIIOTPEBA
25, 50 1 100 mg Tabnerky:

['makcoCuutknaiitn EOOJ]
kB. HBan Bazos

yi. JJumurep MaHos, 01.10,
Codua 1408
bearapus

5 mg aucneprupamy ce Tabaerku/Tabnerky 3a JbBYCHE:

Glaxo Group Lid
Greenford Road
Greenford
Middlesex

UB6 ONN
BenukobpHTaHus

8. HOMEP(A) HA PA3PEHIEHHUETO 3A YIIOTPEEA

Lamictal Tabnetku 25 mg - Ne 2001 1209

Lamictal Tabaerku 50 mg - Ne 2001 1210

Lamictal Tabnerku 100 mg - Ne 2001 1211

[Lamictal apucnieprupaium ce Tabnerku/Tabnerku 3a ApBYcHE 5 mg - Ne 970 0508

9. HATA HA ITBPBO PA3ZPEINABAHE/MO/HOBSABAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

Tabnerkn:
Jata Ha mpBO paspemeHue: 21 anpun 1994 r.
Jarta Ha nocneaHo nmoagHoBaBaHe: 12 anpun 2007 .

Lamictal gucneprupaiiu c¢ TabneTkn/TableTky 3a ALBYEHE 5 mg;
Hara Ha mupBO pazpemienue: 17 okromBpu 1997 r.

Hara Ha nmocneano nogHosseaHe: 18 nexemepu 2003 T.

10. JATA HA AKTYAJHN3HPAHE HA TEKCTA




