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Paspelienue Ne £l e A
Jlamukran 25 mg TabneTkn 30 -05- 2022
Jlamukran 50 mg TabneTkn EOAEDEHIE N v osesnenssisf i e

Jlamuxran 100 mg TaGneTkH

Lamictal 25 mg tablets

Lamictal 50 mg tablets

Lamictal 100 mg tablets

2. KAYECTBEH U KOJTHYECTBEH ChCTAB

JlamuxTan TabneTen

Bcaka taGnerka Jlamuxran 25 mg chAspxKa 25 mg naMoTpHraH (lamotrigine).
ITomomnHo BEIECTBO ¢ H3RECTHO CHCTRIE: BCAKa TabNeTKa ChObpIka 23,5 mg naKTosa.

Beaka Tabnerka Jlamuxran 50 mg cbabpxa 50 mg namoTpHrud (lamotrigine).
ITomommo BemecTRO ¢ H3RECTHO NeHCTBUE: BCAKa TabneTka ceappka 46,9 mg nakrosa.

Beska tabnerka Jlamukran 100 mg caaspxa 100 mg naMotpurus (lamotrigine).
ITomomTHO BeMecTBO ¢ H3BecTHO AckicTBHe: BeAKa Tabnerka coabpxa 93,9 mg nakToza.

3a ITRITHHAY CHIHCHK HA IOMONIHATE BEWIECTRa, BHKTE To49Ka 6.1.
3. JIEKAPCTBEHA ®OPMA
Tabmetka

25 mg TabneTku:
Cserni, KbITeHHKaBOKa(GaBH, MHOTO(aceTHIHH TalJeTKH ¢ ACHO H3pa3eHa eUNCOBHAHA (popMa,
¢ pasmep 6,0 mm, ¢ Mapkuposka “GSEC7” ot ennata cTpana u “25” 0T Apyrara cTpaHa.

50 mg TabneTru:
Ceerny, xbITeHHKaBOKadseH, MHOTO(ACETHYHH TabNETKH C ACHO H3pa3cHa enurcoprana hopma,
¢ pasmep 7,4 mm, ¢ mapkuposka “GSEE1” ot eanara cTpana H “50” oT ApyraTa cTpaHa.

100 mg TabneTku:
CBeTnH, KbITCHHKAaBOKaGABH, MEOTO(DACeTEIHH TAONIETKH ¢ ACHO M3paseHa eAUICOBHIHA hopma,
¢ pasmep 9,4 mm, ¢ Mapkuposxka “GSEES” ot enmara crpana u “100” ot gpyraTa crpaHa.

4, K/IMHUYHH JAHHH
4.1 TepaneBTHYHH IOKAZAHHA
Enunencus

Bwapacmnuu u ionowu na u nao 13 zoounu

- KomGHAMpana MM MOHOTEpaNHAA Ha MAPLHATHH HIIH reHepaTH3HPaHH TIPHIaIbIH,
BKJIKYHTENHO TOHHYHO-KJIOHHYHH TIPHIIaTHIH.

- [iprmamsum, cRbp3aHy cbe cHHApoMa Ha Lennox-Gastaut. JlamukTan ce nmpui

KOMOHHHpaHa TEPaNHA, HO MOKe J1a CE M3ION3Ba M KaTo HAYAIHO AHTHEIl

nekapetBo (AEJT), ¢ xoeTo na ce 3amodHe mpu cHHApoMa Ha Lennox-Gas




Heya u ronowu na evspacm om 2 oo 12 zoounu
- Kombunnpana repaliia mpH DapliMallHA 1 TSHEPATH3INDARN NPUIIATbIH, BRIIOYHTEITHO
TOHHYHO-KJIOHWYHH MPHNANGIH M IPHNATEIH, CBRP3aHH ChC CHHApOMa Ha Lennox-Gastaut.
- MonoTepanus Ha THIHIHHE abcaHCH.

BunonsapHo pascTpolicTBO

Bwspacmnu na evspacm na u nao 18 zoounu
- IIpenorepararane Ha OEIPECHBHHE €ITH30H NIPH NalHEeHTH ¢ 6unmoapHo [ pascTpoiicTso,
KOHTO HMAT NpeANMHO JETPECHBHH €MH300H (BXK. TouKa 5.1).

JlaMuKTAT HE € MOKa3aH 3a HHTCH3HBHO JICYCHAC HA MAHHHHN HITH JCNpPECHBHH CIIH30IH.

4.2 [lo3HpoBKa H HAYHH HA NPHJIOKEHHE

Jo3HpoRka
TaOnerkure JlamEkTan TpAGBa Aa O'BAAT MOITHIIAHH LIEIH U Ja HE C€ JHBYAT WIH TYIIAT.

AKO H39HCIICHATA 003 (HAIPHMEP 34 JICICHHE Ha JEUA C SIHICICH WIM Ha MALMEeHTH ¢
4epHOIPOGHH HAPYIIIEHHS) He CHOTBETCTBA HA CHILIKAHMETO Ha wsiia TabneTka, TpA0Ba 1a ce
TpHEMA TI0-HHCKA 71034, CHOTBETCTBAIIA HA LEIH TabneTKH.

HOGMOPHO 3anousane Ha aevenue

HpH NOBTOPHO 3aI09YBaHE HA JICICHHETO ¢ IAMOTPHTHH NIPH NAIAECHTH, KOUTO IO HAKAKBA IPHIHHA Ca
HNpEKBCHAJIN IIpHEMA MY, 'I'pﬂGBa Aa CC HPEICHH HCOSXO,IIHMOC'ITa OT MOCTCIICHHO MOBHIIABAHE Ha
Zo3aTa A0 NOITbPIKAIaTa 1038, Thil KaTO PHCKBT OT CEPHO3EH 0OpHB € CBBLp3aH ¢ BUCOKH HAYaIHH
RO3M ¥ MPEBHIIABAHE Ha NPENOPBYBAHATA J03a 3a [IOBHIIABAHE Ha JIAMOTPHTHH (BX. Touka 4.4).
KonkoTo no-ronsM e HHTEepBaxbT OT BPEME Cllell IPHEMa Ha NPEeJUIIHATA 1033, TOIKOBA MO-TOIIMO
BHHMAaHHC Tpsﬁna Ja ce Dsfbpl-lﬁ Ha MOCTENICHHOTO AOCTHIaHe Ha MOIObpPKaliaTa Jo3a. Koraro
HHTEPBANBT OT BPpEME ClIeH PEKBCBAHETO Ha JIEUEHHETO C IAMOTPHIHH HAJABHIIARA TIET TIOYXKHBOTA
(Bk. TOuKa 5.2), 06MKHOBEHO OAXBPKAMATA 1032 Ha JlaMuKTan TpsabBa Aa ce ZOCTHTHE CIIOpeX,
NOIXONAMIATA CXEMA.

IIpenopbaea ce eueHHeTOo ¢ JIAMHKTAN 1a HE Ce 3aI04Ba OTHORO IIPH NAalWEHTH, KOHTO Ca I'0
NPEKECHATH TOPaAH O0PHB, CBBP3aH ¢ NPETHITHOTO JICHEHHE C JIAMOTPHIHH, OCBEH aKO
TOTCHIHATHATA 032 HECEMHCHO HANBHINABA PHCKA.

Enunencun

IpenopbaBaHOTO NOCTENCHHO MOBHIIABAHE HA 03aTa M MOJILPHKALIATE JO3H 33 BR3PAacCTHH H IOHOMIH
Ha BB3pacT Ha M HaJ 13 roganu (TaGnuua 1), 1 3a nena u wouonm ot 2 qo 12 rogunu (Tabmumna 2) ca
npeacTaBenn no-gony. Hauannara 1o3a u nocnensamoro it moenmaBane He TpAOBa fa Obaat
IPEBHILABaHH (BX. To4Ka 4.4) NOpagM PHCK OT ITOABA Ha OOpHB.

ITpu npeycraHoBsABaHe Ha CHIBTCTBAL] pueM Ha AEJI wiw npu 106aBaHe Ha OpyTrd
AEJl/nexapcTBeHH IPOAYKTH KBM TEPANeBTHIHH CXEMH, BKIKYBAIH TAMOTPHTHH, TpabBa Ja ce uMa

npeneuy edeKTa, KOHTO MOXKE ia OKaXe TOBA BbPXY QapMaKOKHHETHKATA Ha TAMOTDHIHH (BX. TOYKa
4.5).




Tabauya 1: Bespacmuu u wouguii na ss3pacm 13 w nogeue 200unu — RPEROPLYSANG CXEMA 30 AEYEHUE

Hd enyaencus
CxeMa Ha JIcIcHHS Ceavarg 1 +2 | Cenmumn 3 +4 | O6vualina noaaepikaga 103a
MonoTepanns: 25 mg/nen 50 mg/nen 100-200 mg/nen
(BeoHBXK (BEOHBX (BEIHBK JHEBHO WIK B JIBA IPHEMAE)
JTHEBHO) JHEBHO)

3a 1a c€ NOCTHTHE MOLTBPIKAMIO
JIe9eHAE, JO3UTE MOXE Ja ce
MOBHIIABAT ¢ MakcHMyM 50-100 mg Ha
BCAKA €JTHA JO XBE CEXAMHIM JO

MOCTHI @HE HA ONTHMAleH OTTOROP.

ITpu #HAKoH MaHEETH ca HeOOXOHMH
500 mg AHeBHO 32 MOCTHTAHE HA
AKENTAHHA TCPANEBTHYEH 0TrOBOD.

Kom6nuupana Tepanna C BaInpoat (HHXHOHTOp Ha ITIOKYPOHHPAHETO Ha TaMOTPHIHH — BXK. TOUKa

4.5):

Ta3n cXeMa Ha Jo3upaHe | 12,5 mg/nen 25 mg/nen 100-200 mg/nen

TpsabBa 1na Obae (npHeMany KaTO | (BEAHBX (BeIHEX JHEBHO HJIH B JBA MpHEMA)
H3M0I3BaHa ¢ BAINpPOAT 25 mg npes neH) | IHEBHO)

HE3aBHCHMO OT
CBITBbTCTBAILHA I[IpHEM Ha
JIPYTH JIEKAPCTBEHH

MPORYKTH

3a ma ce MOCTHIHE NOATBPKALI0
JAeYeHUe, TO3UTE MOXKE Ja ce
TIOBHIIABAT ¢ MaKCHMyM 25-50 mg ua
BCAKA €ITHA JIO JBE CELMMIH JI0
[IOCTHTAHE HA ONTAMAJEH OTTOBOP.

KomGuanpana repanus BE3 Bannpoarn C

TouKa 4.5).

HHAYKTOPH HA INMIOKYPOHHPAHETO HA JIAMOTPHUIHH (B)K.

Ta3d cxeMa Ha Ko3HpaHe
TpadBa Ia ce H3MOI3Ba
Oe3 BanmmpoaT, HO C:

teHdTOHH
KapbamazenuH
tenobapburon
NPEMHJIOH
pudaMIuIuH
JIOTTHHABHD/PHTOHABHD

50 mg/nen
(BeAHBXK
JHEBHO)

100 mg/nen
(8 ABa npueMa)

200-400 mg/nen
(B B2 MpHeMa)

3a 1a c€ MOCTHIHE NOALBPKALIC
J€UEHHE, TO3HTE MOKE Ia e
TIOBHIIIABAT C MAKCHMYM

100 mg na Becska eIHA OO OBE CEAMHIH
J10 DOCTHTaHE Ha ONTHMAIICH OTTOBOP.

ITpn Bsikon namueHTH ca HeoBXOAUMM
700 mg nHeBHO 3a MOCTHIaHE HA
MENAHUA TEPANCBTHYCH OTTOBOD.

Kombuaupana Tepanus BE3 saanpoar 1 BE3 sHAYKTOPR HA [VIIOKYPOHHPAHETO HA JAMOTPHIHEH

{Bx. Touka 4.5):

Tasu cxema Ha T03HpaHe
TpabBa 1a ce H3NO3Ra ©
APYTH JIeKapCTBCHH
NPOXYKTH, KOHTO HE
HHXHOHpaT UM He
HHYLIHPAT 3HaYUTEHO
TMIOKYPOHHPAHETO Ha
TaMOTPHTHH

25 mg/nen
(BenHBX
THEBHO)

50 mg/nen
(BenHBXK
JHEBHO)

100-200 mg/nen
(ReAHBIK THEBHO HIH B JIBA NPHEMA)

3a Ad Ce IOCTUTHE NOAOBPKANI0
neYecHHe, TOSHTE MOXE Aa ce
noeHuIapat ¢ MakcumyMm 50-100 mg na
BCAKA ¢AHa 0 I8C CCOIMRIOH A0
NOCTHTAHC Ha ONTHMAIICH, QFTOBOp

i

ITpe nanuenTH, NpUeMany JeKapCTBEHH HPOXYKTH, 34 KOHTO HE Ca M3BECTHH (papMaKo
BIaHMOJCHCTBYS C TAMOTPHTHH (B:x. Touka 4.5), Tpadra Oa ce n3non3Ba CXxeMa Ha Jaed
Npenop»YaHaTa 33 NaMOTPHUIHH ¢ €THOBPEMEHEH MPUEM HA BAINPOAT.




Tabnuya 2: JTeya u roncwy na svipacm om 2 60 12 200unu — npenopwueand cxeMa Ha Jeyenue na

ERWIencun (o

a OHEeHA 003 8 M,

menecrHo mezro/oett

CxeMa Ha nedeHHe Cemvunu 1 +2 | Cenmunm 3 + 4 | OOHgaiina moa spKania 1o3a
MoHoTepanus nmpx 0,3 mg'kg/nen 0.6 mg/kg/nen | 1 — 15 mg/kg/nen
THNUYHH abcaHcH: (BeIHBXK AHEBHO | (BEMHBX (BenHLK FHEBHO WIM B fBa IIPHEMa)
WK B JBa JHEBHO WIIH B
npueMa) JIBa IPHEMA) 3a fa ce MOCTHIHE MOAXBPKAIIO

IedeHHE, JO3HTE MOXKE JIa ce
MOBHMIIABAT MakCHMYM ¢ 0,6 mg/kg/nen
Ha BCEKH €IHA [0 ABE CEIMMIM 10
MOCTATAHE Ha ONTHMAJIEH OTTOBOP, C
MaKCHMAJIHa THEBHa J03a OT

200 mg/nen.

KomGnaupana Tepanua C Bannpoar (MHxuOHTOp Ha FIOKYPOHHPaHETO HA JIGAMOTPHTHH — BiK. TOYKa

4.5):

Tasu cxema Ha [o3IHpaHEe
TpabBa Aa ce H3M0I3Ea C

BaJIIIPOAT HE3ABHCHMO OT
ChIIGTCTRANTYSA MPHEM Ha
OPYTH JIEKAPCTBEHH

OPOAYKTH

0,15 mg/kg/nen*

(BeqHDXK AHEBHO)

0,3 mg/kg/nen

(BemHDK
JTHEBHO)

1 — 5 mg/kg/nen

(BenHEX ZHEBHO HIH B IBa IIpHEMA)

3a 1a ¢ IOCTHTHE TIOATBPKAIIC
JIcUcHHE, TOZHTE MOXKE Ja ce
HOBHIIABAT MakCcHMYM ¢ 0,3 mg/kg/nen
Ha BCAKA CIHA JI0 IBE CEAMMIM IO
MIOCTHTAHE Ha ONTHMANEH OTrOBOp, 1O
MaKCHMATHa TIOJUTBPIKala K03

200 mg/neH.

Kombuaupana tepanusa BE3 pannpoat u C HHAYKTOPM HA IIIOKYPOHHPAHETO HAa TAMOTPHIHH (BX.

touka 4.5):

Tasu cxeMa Ha J03upaHe 0,6 mg/kg/nen 1,2 mg/kg/nen | 5 - 15 mg/kg/nen

TpabBa 1a ce uamon3sa 6e3s | (B nBa mpueMa) | (B ABa {BeHBK THEBHO HITH B JBa OTACITHH
BANIpPOAaT, HO C: MPHEMA) TIpHEMA)

theHHTOHH
KapbamazenHH
¢enoGapbuTon
TIPHMAZOH
pHbaMIHIHH
JIOITHHABHpP/pPHTOHABHD

3a 1a ce MOCTHIHE HOAABPKALLIO
JIeueHHe, JO3HTE MOXKE A3 ce
MOBHITaBaT MakcuMyM ¢ 1,2 mg/kg/nen
BCAKA €JHA 10 JBE CEIMHIM 0
MOCTHraHe Ha ONTHMANeEH OTTOBOP, A0
MaKCHMAalTHa TTONbpoKallia 1034

400 mg/meH

KomOunupana repanus BE3 panmpoar u BE3

(Bok. TOuKa 4.5):

HHAYKTOPH HA TJIIOKYPOHHUPAHETO HA JAMOTPHTHH

Tazu cxema Ha Ko3upaHe
TpalBa fa ce M3NON3EA C
JAPYTH IEKapCTBEHH
NMPONYKTH, KOWTO HE
HHXHOHpAT Win He
HHOYIMpAT 3HAYHTCIHO
TMIOKYPOHHPAHETO HA
JTAMOTPHIHH

0,3 mg/kg/nen
(BemHbK AHEBHO
HIIM B [iBa
TpHEMA)

0,6 mg/kg/nen
(BeIHEXK
IHEBHO HIIH B
IiBa [IpHcMa)

1 - 10 mg/kg/nen

(BEIHBXK THEBHO HIIH B JIBA IPHEMA )

3a 1a ce MOCTHIHE NOATBPIKAIIO
eueHue, JO3UTE MOXKeE Ja ce
noeHaBaT MakcumyM ¢ 0,6 mg/kg/nen

200 mg/nen

IIpu DanHeHTH, TpHeMaITy JeKapCTBEHH MPOAYKTH, 33 KOMTO HE ¢a u3BeCTHH dapMaKkD
B3aUMOJICHCTBHSA C TaMOTPHTHH (BX. Touka 4.5), TpabBa na ce n3mom3Ba cxema Ha
MPEnOPHYAHATA 33 JJAMOTPHIHH C €AHOBPEMEHEH IPHEM HA BATOPOAT.
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* AKO H39HMCIICHATA JTHEBHA 1033 NpH NAIHCHTH, MPHEMAIIH BANNPOAT ¢ 1 mg MM noBedE, HO NO-MAIKO OT
2 mg, JlamuxTan 2 mg TalaeTKH 3a ALBUCHE/ UCIIEPTrHpAITH ce TabJIeTKH MOXe fa ce MpHeMa mpe3 NeH 3a
OBPBHTE JBE CEAMHIM. AKO H3THCIICHATA JIHCBHA 1033 NPH NAUEHTH, IPHEMALH BAIIIPOAT € HO-HHCKA OT
1 mg, JlamukTan He Tpabpa a ce MpHara,

3a I1a € CHTYpHO MOAIBPXKAHETO HA TEPANCRTHYHATA 1033, TETIO0TO Ha JETETO TpAOBa 1a ce
NpOCIeAABa H J03aTa 2 Ce MPOMEHA CIOpe] MPOMEHHTE B Ternoto. [Ipeanosara ce, 9e npa
DALMEHTHTE Ha BB3PacT OT JiBe JIO IECT TOXHHH III¢ € HEOOXOAMMO MPHIIAraHe Ha MOUTBPXKADIA 1033
Ha MOPHATA I'PAHHIA HA NPENOPEYAHHA HHTEPBAL.

Clies NOCTHTAHE Ha KOHTPOJ BEPXY 3a60/1BaHeTO TpH KOMOMHHpPAHA TepanHs HPHEMBT Ha
chnbTcTRamIHTE AEJ] MOXe 12 ce crpe, KaTo ce MPOABIDKH ¢ MOHOTepanHui ¢ JlaMHKTaL.

Heya nod 2 200unu

Jaunure 3a epHKACHOCT B 0€30IaCHOCT HA JAMOTPHIHH IPH KOMOHHNpaHa TEpanyst Ha TapIHaTHA
OpHOIaTBLUE IPH JIENa Ha Bb3pacT OT } Mecer Ao 2 roAMHH ¢a OTPaHHYCHH (B, Touka 4.4). JInncear
IAHHK PH ACIA HA BB3pacT o 1 Mecen. CremoBatenno ynoTpebara Ha JlaMHKTAN IpH Jena Ha
BB3pacT noj 2 TOAHHM He ¢e MPENOPBYBa, AKO BBIPEKH TOBA, OCHOBABAHKH ce Ha KITHHMYHATA
HeobxoquMoOcCT, ce B3eMe pEeIICHHE 3a JIe9eHne, BIKTe TOUkH 4.4, 5.1 1 5.2,

Bunonaprno pazcmpoiicmeo

B Tabnuiure no-goy ¢a NpeACTBSHH NPENopLYBAHATE CXEMH Ha IIOBHIIABAHE HA J03aTad H
NOJIBPKAIIHTE JO3H 3a MAaHEHTH Ha Bp3pacT 18 u nosede rogunu. [Ipexoqnara cxeMa BKIIOYBA
TIOCTENICHHO MOBHIIABAHE HA 103aTa Ha IAMOTPHTHH JI0 HOATbPXKAMIA CTa0WIH3HpAINA K033 33 MEPHOT,
ot mect cenMuiM (Tabnuma 3), cex KoeTo NpUeMbT Ha APYTH ICHXOTPOIHH JEKAPCTBEHH MPOTYKTH
w/una AEJI Mmoxe na 6bI¢ NpeyCcTaHOBEH, ako € KIHHWIHO noka3sano (Tabmuua 4). Kopexnmure Ha
Io3ata cnej qofaesne Ha APYTH CUXOTPOIHE NeKapCcTBEHH IpoaykTH wume AEJI csmmo ca
npeacraBeHn mo-aony (Tabmuma 5). Iopanu puck ot paseuTue Ha 06pHB He TpaOBa Aa Obae
NpEeBUIIaBAHA HAYAITHATA /1038 H Tpa6Ba 13 ce cna3BaT MpenopbKHTE 3a MOBHILABAHE Ha J03aTa (BXK.
TouKa 4.4).




T aﬁﬂuya 3 _Bi‘bBMMHu navuenmy na | 8 u noseye 2O0UKY - RPEROPBYCAHA cCXeMd 3d nRosuasane Ha

dozama 00 ROOdbpicaua cmaburUsupaUWa 0owa OneeHA 003a NPY JeyeKue Ha OUNOIEpPHO

FM&’ZEMBO
CxeMa Ha nedeHHE

Ceamuns 1 + 2

Cenmuim 3+ 4

Cenmua 5

Taprerna
cTabWIH3Hpama 103a
(Cemmmura 6)*

Monorepanud ¢ samoTpurud WIH xombuanpana repanns BE3 sannpoar u BE3 nugyxropu na
FAIOKYPOHHPAHETO HA JAMOTPHIHH (BXK. Touka 4.5):

Ta3u cxeMa Ha T03HpaHe
TpAGBa Ja ce H3IMON3Ba C
JAPYTH ICKApCTBEHH
NMPOJYKTH, KOHTO HE
HHXHOHpAT MM HE
HHAYLUHpAT 3HAYMMO
FIIOKYPOHHPAHETO Ha

25 mg/nen
(Be B
JHEBHO)

50 mg/nen
{BeOHbK THEBHO
HJIH B XBa
npHeMa)

100 mg/men
(BeAHDK
JHEBHO MU
B 1Ba
IpHeMa)

200 mg/neH -
obuuaiiHa TapreTsa
J1033 33 ONTHMAIICH
OTTOBOp (BEIHEBXK
IHEBHO WJIH B JBa
npHeMa)

JaMOTPHIHH B xmaprasn
H3HTBAHHA Ca
MpHNaraHd JO3H B
HHTEpBaIa
100 - 400 mg/nen
Kom6unnpana Tepanus C saanpoar (HEXHOHTOD Ha TIOKYPOHHPAHETO HA JJAMOTPHTHH — BXK. TOUKA
4.5):
Ta3u cxeMa Ha JicucHue 12,5 mg/nen 25 mg/aeH 50 mg/nen | 100 mg/nex -
TpAORa [a ce U3MO3Ba C (npueMaru KaTo | (BeAHEXK (BemHBX obu9aiina TapreTHa
BaJIIPOAT HE3ABHCHMO OT 25 mg npe2 [eH) | THERHO) THEEHO HJIM | 033 3a ONTHMAaNCH
CBITRTCTRANIUSA [IPHEM HA B JBa OTTOBOP (BEMHEBMK
JpYTH JeKapCTBEHH OpHeMa JAHEBHO HWIH B JBa
OPORYKTH THEBHO) npHeMa)

B 3aBncumocT oT
KTMHHYHUS OTTOBOD
MOXe 1a ce IPHIIOKH
MaKCHMaJHa 7032 OT
200 mg/neH

Kom6nanpana tepanus BE3
Touka 4.5):

BAINPoAaT H C HHAYKTOPH HA [IIOKYPOHHPAHETO

HA JAMOTPHIHH (BX.

Tazu cxema Ha nedeHne
TpAGBa fa ce npunara He3
BAJIIPOAT, HO C:

dheHuTONH
kapGamasenmH
tbenobapbuTon
TPHMHLCH
pHapaMIHIHHE
JTONMHABHD/PHTOHABHP

50 mg/nen
(BeOHBK
RHEBHO)

100 mg/nen
(pa3zeneHH B
JIB2 TIpHEMa)

200 mg/nen
(paznenenn
B ABa
mpHEMa)

300 mg/nen npez
cenMuna 6, mpu HyXaa
MOBHIIAB2HE OO
ofHuaiHaTa TapreTHa
no3a ot 400 mg/nen
Mpes3 ceaMuua 7 3a
TIOCTHT2HE Ha
ONTHMAJIEH OTTOBOD
(pasmenenu B qBa
TpHeMa)

IIpn manyeHTH, DPHEMALIH IEKAPCTBEHH NPOLYKTH, 332 KOHTO HE ¢a H3IBECTHH (hapMako
B3aHMO/ICHCTBHA C TAMOTPUTHH (BK. TO4UKa 4.5), TpsaOBa Ja ce H3NO/I3Ba CXEMa Ha JIe
ApEnopLYaHATa 33 JIAMOTPHIHH ¢ EXHOBPEMEHCH LIPHEM Ha BaJINpoaT.

* TaprerHata cTabWwIH3Hpama A03a BapHpa CHIOpel KIHHHIHHA OTIOBOD




Tabauya 4. By3

muy nayuenmi na 18 u noseve 2o0uHU - NOOOBDNC

madwinsy

abuya

OHegHAa 003a cleQ NPEYCMANoeAeane HA NeYeHUemo Cbe ChNbNICMBAN{Y NeKAPCMEEHY RPOOYVKIU NPY

JEYEHUE HA OUNOARPHO DAICIPOHCMBO
Cnen qocTATaHETO HA TApreTHaTa JHEBHA NIOUTHPXKAIIA CTA0MM3Hpalna 1038 NPHEMET HA JPYTHTS

NeKapCcTBEHH NPOMYKTH MOXe Ja GbJie MPeyCTaHOBEH KAKTO € MOCOIEHO NO-HO0y.

Cxema Ha neqeHHe

Hacrosima
cTabiIH3Hpama o3a
Ha JJAMOTPHTHH
(mpenn
TIpeyCTaHOBABAHE HA
IpHeMa)

Cenmuna 1
(zanoupama c
IpeyCTaHo-
BABaHE Ha
mpHEMa)

Cenmuia 2

Or ceaMuna 3
HATATHK*

Cnnpane Ha NpHeMa Ha BAINPOAT (HHXUOKTOP Ha IMIOKYPOHUPAHETO Ha JAMOTPUTHHE — BXK. Touka 4.5), B
3aBHCHMOCT OT IbPBOHAYANHATa 1033 HA TaMOTPUTHH:

Crex cnvpaHe Ha IpHeMa Ha
BaJIIpOAT, CTAOHIH3HPAMmATa 1033
C€ YABO#BA, KaTo HE CE [IPEBHIaBa
HapaCTBAHETO OT IOBEYE OT

100 mg/cenmuna

100 mg/nen 200 mg/nen [MopgbpacaHe Ha Ta3u J03a
(200 mg/nen)
(pasneneHa B IBa MpHeMa)
200 mg/neH 300 mg/nen 400 mg/nen | Hoganpxkane
Ha Ta3H J103a
{400 mg/nen)

Coupane Ha npreMa HA HHAYKTOPH HA IIIOKYPOHHPAHETO HA JIAMOTPHTHH (BX. TOuKa 4.

3aBHCHMOCT OT TbPBOHAYATHATE 03d HA JaMOTPHIHH:

5B

Tasu cxeMa na Ao3upaHe TpabRa Ja
Ce H3M0JI3Ba IIpH CNHPaHEe TpHEMA

400 mg/nen

400 mg/nen

300 mg/nen

200 mg/nen

Ha.

300 mg/nen

300 mg/nen

225 mg/nen

150 mg/nen

(ECHUTOHH
KapbaMasenmH
peroGapOUTOH
TPHMHIIOH
pudamMnuimn
JIOTMHABHP/PHTOHABHD

200 mg/nen

200 mg/nen

150 mg/nen

100 mg/nen

Cnupane Ha IpHEMA Ha JJeKAPCTBeHH NpoayKTH, konto HE uaxutnpar win HE uuaynnpar
JIAMOTPHIHH (BK. Touka 4.5):

JHAYHTETHO INIIOKYPOHHPAHETO HA

Ta3u cxeMa Ha [03HpaHe TpAOBa Ja
CE H3MOJI3BA NIPH CNIHpaHe Ha
IIpHeMa Ha APYTH JeKapcTBEHH
MPORYKTH, KOHTO HE HHXHOUpaT
HJIH HE HHIOYIIHPAT 3HAUUTCIHO

TNIOKYPOHHPAHETO HA JIAMOTPHIHH

INopxspaake Ha TApreTHATA 033, IOCTUIHATA TIPH NIOBHIIABAHE HA
nozarta (200 mg/nen; paszeneua B [Ba IpHEMa)
(mo3oB auanazos 100 - 400 mg/men)

[Tpu mauneHTH, NpHeMalIy JEKapcTBEHH NPOIYKTH, 33 KOMTO HE €A H3BECTHH GapMaKOKHHETHUHH
B3aUMOZEHCTBHA C TAMOTPUIHH (BXK. TOuKa 4.5), ¢xeMaTa Ha JeucHHe, NPEIOPHEAHA 33 IAMOTPUTHH, €
ITEPBOHAYAIHO 14 C& IOAABPKA HACTOAIATA 034 H ICHCHHETO ¢ IAMOTPHIHH Aa CE€ IPOMEHA Bh3 OCHOBA

Ha KIITHHHYIHHA OTTOBOPD.

* T1pu HeoOxoxHMOCT Z03aTa MOKE Aa ce nosHiny o 400 mg/nen




Tabruya 5: Bv3pacmuu nayuenmu na 18 u noseve 200unu — adanmupane Ha dneenama 003UPOSKa HA
JRaMompuzun cied 0obasane HA OpY2uU JeKaPCMBERY RPOOYKMU NPU AEHEHUEIO Ha GUNORAPHO
pascmpoiicmao

Hama xmuHMYeH ONKT B aJaTHPAHETO Ha JHEBHATA 71033 Ha TAMOTPHTHH cnel nolapsnae Ha OpyTH
NeKapcTBCHHA MpoAykTH. (M0ade Ha OCHOBATA Ha H3MUTBAHMA 33 BIAHMOICHCTBHA C ApYTH
NEeKapCTBEHA NPOAYKTH MOraT ObIaT HAPABEHM CICIHHTE IIPSIIOPBKH:

CxeMa Ha Te4eHue Hacrosama CemMuna 1 Cenmuna 2 Ot cepmuna 3
cTabHIM3Hpaina (3amovBaima ¢ HATaTBK
/1032 TaMOTPHTHH JobaBgaHETO )
(npenn nobaBaHETO)

Jobanuue HA BAANPOAT (MAXAGUTOP HA TTIIOKYPOHMPAHETO HA IAMOTPUTHHE — BXK. Touka 4.5), B
3aBHCHMOCT OT IThPBOHAYAITHATA 1033 HA TAMOTPHTHH:

Tazm cxeMa Ha Ro3upaHe Tpabea na | 200 mg/new 100 mg/ nen | da ce momabpika Ta3y mo3a

CE H3MOJI3Ba IpH A00aBAHE HA 100 mg/nen)

BalpoaT, HE3ABHCMMO OT 300 mg/ nen 150 mg/ ner | da ce moamepxka Ta3H qo3a

CHITBTCTBAIHA [IPHEM Ha APYTH 150 mg/nen)

NeKapcTBeHH MPOTYKTH 400 mg/ neu 200 mg/ e { Ma ce monabpxa TasH Z03a
200 mg/neH)

Jo6apsine Ha HHAYKTOPH Ha [IIOKYPOHRHPAHETO HA JJAMOTPHTHH IIPH HanneHTR, kouTo HE npuemat
BAANPOAT (Bk. TOuka 4.5), B 3aBUCHMOCT OT MBPBOHAYANHATA /1034 HA JIAMOTPHIHH:

Ta3wu cxema Ha Jo3upane Tpabea na | 200 mg/nen 200 mg/ nen | 300 mg/ nen | 400 mg/ nen
ce u3non3ea 6¢3 BaIMpoar npH

nobaBgHE HA HAKOH OT CIeTHHTE 150 mg/ nen 150 mg/ nen | 225 mg/ nen | 300 mg/ men
JEKAPCTBECHH MPOTYKTH:

100 mg/ nen 100 mg/ nen | 150 mg/ nen | 200 mg/ nen
tenHTONH

kapbaMa3enul
¢enoGapOHTOH
APHMMIOH
pabaMnuIHE
JOTIHHABMD/PHTOHABHP

Jdobasane Ha JeKkapcerBend NpoaykTi, Kowro HE unxu6upar uian HE uanynupar snauutenno
CIIOKYPOHAPAHETO HA NaMOTPHIHH (BX. Touka 4,5):

Tasu cxema Ha Jo3upase TpsaOBa ga | [la ce mopabpixa TapreTHara 103a, JOCTHTHATA OPH HOBHILABAHETO
ce H3IIONI3Ra npHu Jo0aBaHe Ha Ha no3arta (200 mg/neH; no3oe Ananason 100-400 mg/neH)

APYTH JCKSPCTBEHH NPOIYKTH,
KOHTO HE HHXHOHPAT HIH HE
HHIOYUHPAT 3HAYUTENHO
TIIOKYPOHHPAHETO Ha JIAMOTPHIHH

IlpH nau@eHTH, TPHEMANH JICKAPCTBEHH MPOAYKTH, 38 KOHTO HE Ca M3BECTHN (PAPMAKOKHHCTHIHH
B3aHMOICHCTBHA ¢ TAMOTPHIHH (BXK. TOYKA 4.5), TpabBa a ce HIMOM3RA CXeMa HA JICUCHHE KaTO
OpenopbYaHATa 33 JAMOTPUTHH ¢ JHOBpEMEHEH IIpHeM Ha BANNPOaT.

Crnupane Hq nevequemo ¢ Jlamuxman npu nayuenmy ¢ OuUnoIApHO pazcmpoticmeso
Io BpeMe Ha KWIMHUYHHTE H3NHTBAHNA He e HaOII0aBaHo YBEIHYEeHHE HA YCCTOTATA, TCKECTTA HIIH
BHA4 Ha HEXKEITAHUTE PCAKIMHE CIIe], BHE3aIHO CHpaHe Ha JTAMOTPHIHH cnpaMo mwiane6o.

CrenosaTellHO TAHEHTHTE MOTAT Ja MPEKECHAT JISYEHHUETO ¢ TaMOTPHTHH 03 MOCTEneHH
HaMaJIsABaHe Ha J03aTa.

Heya u ionowu noo 18 2o0unu J

Jlamuxcran He ¢ NIOKa3aH 3a IPUIOXKEHHE NIPpA aeua noA 18 ronusn, TeH KaTo paHIOMH3Y

TNIPEYCTAHOBABAHC HA MpHUEMA NNPOYYIBAHE, HE ITOKA3Ba 3HATHMA ecbmcacnocr U ITOKAa3Ba
9
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cpo0aBaHe HA CYHIHIHOCT {BXK. Touka 4.4 1 5.1).

Ofuu npenopvii 3G dozupane Ha JIaMuxman npu cCReyuanii 2pynu nayuermu

Kenu, npuemauiu XOpMOHANHY KOHMPAYERTMUGH
TIpHeMBT Ha KOMOHHAMATA eTHHIIECTPaaRoT/ TeBoHoprectpen (30 ug/150 pg) mopumasa KMMpBHCA

HA JTAMOTPHTHH NPHOTHAUTEIHO ABA ITHTH, KOETO MIPEeAU3BUKBA TOHWKEHHE HA HHBATa Ha
naMoTpuraH. Cliel THTPHpPaHE MOTAT Ja ca HeOOXO0MMMH NO-BHCOKH NOTHPIKAITH K03H Ha
JIAMOTPHIHH (0 IBYKpPATHO IIO-BHCOKHM) 32 MMOCTUIaHe Ha MaKCHMMATEH TepaneBTHUEH 0TroBop. [Ipes
ceqMunaTa 6e3 IpHeM HA KOHTpaLenTHs ¢ HabMoAaBaHo NByKpaTHO NOBHIIABAHE HA HHBATa Ha
namotpuruH. He mMorar Ja 6BIaT H3KIO4EHH JO303aBHCHME HEXEAHH peakunH. ETo 3amo tpaba ma
Ce Ipe/noYNTa NPHIOKCHHCTO HA KOHTPaUeNTHBH Oe3 ,.ceqmuua O3 xamde™ KaTo ledeHHE OT MbpBa
rHAA (HAIPHMED MPOIBDKUTEIHH XOPMOHAIHY KOHTPAICIITHRH HIIH HEXOPMOHAIHH METOH; BXK.
Touku 4.4 1 4.5).

Janousane na npuemM Ha XOPMOHATHY KOHMPAYENTNUBY NDY NAYUCHINY, KOUIMO eYe npuemam
nooOpIcawy Qo3u samompuzur u HE npuemam unOykmopu Ha 2RIOKYPOHUPAHEMO HA TAMOMPUZUH
IMoaxspxamara J03a Ha JAMOTPUTHH B IOBSHIETO Caydan TpAOBa a ObIe yBenHYeHA IO ABA ITHTH
(Bx. Touxn 4.4 1 4.5). [IpenopsauTenHO € OT HAYAIOTO Ha XOPMOHAIHATA TEPAIHA J03aTa Ha
JNaMOTPHTHH 118 6bJe moBumasana ¢ 50 no 100 mg/aen Bcaka cenMuna, ¢bo0pa3sHO HHIHBHAYANHHA
KJIMHHYCH OTroBOp. IloBHIIaBaHHATa Ha 103aTA He TPAORaA a HaJBHIIARAT TA3H CTENEH, OCBEH ako
KIHHHYHKAT OTFOBOD He NOAKPEIs TI0-T0NeMH OBHIIABAHHA.

Moske Aa ce 06¢HIH H3MEPBaHe HA CEPYMHHTE KOHIICHTPAIlHH Ha JTAMOTPHTHH Ipejiu H CIEN
HAdJaJIOTO HAa IPHEMa Ha XOPMOHAIHUTE KOHTPAICNTHBH 3a MOTBLPXKABaHE, Ye ce HO/ThpiKa
H3XOIHATA KOHIICHTpALHA Ha TaMOTpHTHH. [Ipu Heob6xonuMocT f03aTa Moxe fa Obae alaNTHPaHa.
ITpw sxern, MpHEeMaNIM XOPMOHAIHH KOHTPALMITTHEH, KOMTO BKJIIOYBAT CHA CEMHIIA HCAKTHBHO
neuenre ("ceqmurna Ge3 xamrae"), TpaOea ma 6bae NpocnensBaHO CEPYMHOTO HHBO Ha TAMOTPHIHH
npe3 ceqMAna 3 Ha aKTHBHOTO JICUCHHE, T.¢. B JHHTE oT 15 mo 21 OT NMKEIa Ha MpHEMaHe Ha
tafnerxkaTe. 3aTORa BHHMATETHO TpAGBa a ce obMucau ynorpefaTa Ha KoHTpanemma 0e3 ceaMuia
6ea xamie KaTo JICYEHHE OT THPBa JTHHKUA (HaIpHMeEp MPOIb/DKUTETHA XOPMOHAJIHA KOHTPALETuA
HIIH HEXOPMOHAITHH METOJH; BXK. TOUKH 4.4 1 4.5).

Cnupane na npuemda Ha XOPMORAIHY KORMPAYEnMusy Npy RAYUERMY, KOUMO gele npueMam
nodovpycauy 003u ramompuzur u HE npuemam un0ykmopyu va 2RHIOKYDOHUDAHEMO HA AAMOMPUZUH
B noBegeTto cirydad € HeOOXOOHMMO MOJBPKALIATA JO3a HA TAMOTPHIHH Jla Obae HamancHa ¢ 1o 50%
(px. ToukH 4.4 1 4.5). [Ipenoprusa ¢e IOCTENICHHO HaMAABaHe Ha JHEBHATA 1033 HA JaMOTPMIHH C
50-100 mg Bcaxa ceqMHEIIA (B cTeNeH, HeHaAXBEpAma 25% ot ofHIaTa JHEBHA A03a 33 CEAMHUIA) 3a
TIEPHOX OT 3 CEAMHIIH, OCBEH AKO KIHHHYHUMAT OTTOBOD HE Halara pa3lHuHo NoBeneHHe. Moxe na ce
ofchau H3MepBaHe Ha CEPYMHITE KOHICHTPAIMHA Ha JTAMOTPHIHH IIPEIH H CeJ CIHpaHe Ha
XOPMOHAJTHHTC KOHTPALCIITHEBH 33 IIOTRBPXKNABAHC, YC CC nomrbpma H3X0JHaTa KOHLIEHTPAITHUA Ha
JaMOTPHTHH. IIpH XeHy, KOMTO JXEIadT Ja CIpaT NPHEMa Ha XOpMOHAIEH KOHTPALeNTHB, KOETO
BKJIIOYBA €IHA CeAMHEIA Ha HEeAKTHBHO NedeHHuE ("cenmuna 6e3 xanue"), npocneasBaneTo HA
CepyMHOTO HHEO HA JIAMOTPHTHH TpAOBa A2 ¢€ NPOBEXAa pe3 CeIMHLA 3 0T aKTHBHOTO JICUYCHHE, T.€.
ot jgeH 15 xo new 21 oT MKBNA HA IpHeMaHe Ha Tabnerkure. [Ipe3s mepBaTa ceMHIA CIeA TPaHHOTO
CTIMpaHe Ha IPHEMa Ha KOHTPALETITHEA He TpA0Ba Ja Obaar B3eMaHH npoOH 3a OLICHKA Ha HHBATa HA
JIaMOTPHTHH.

3(1710‘{301!8 HA Mepanua C J:a,uomguauu ngu NAYUEeHMKY, KOUMOD e4e NPpUemMam XOpMoHalHu
KQHMPAtenmusy ' B
FopnmaraneTo Ha Jo3aTa TPAORA Ja ClieIBa HOPMATHHUTE NPENOPLYAHH NO3H, ONHCAHH B T

RpuemMam neoodbpuc

JAMOMPUZUH
Moske fa e ce HanoKaT KOPEKIHH Ha mpenopbuBaHaTa Ho IbpKaIia 1038 JJAMOTPUTHH.
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Ynompeba ¢ amazanasup/pumonasup
He Gn Tpabsano qa ca Heo0X0AMMH KOPEKIMH B IPENOPEUBAHOTO TIOBHINARANE HA 1033Ta HA

NaMOTPHTHH, KOT'aTO JIaMOTPHTHH ce 100aBd KeM CHIIECTRYBAILA TEPANHA OT aTa3aHABHD/PHTOHABHD.
ITpu matpeuTHTe, KOWTO Bede IIpHeMAaT NOLIEPXKANIH J03M JTAMOTPHTHH B He NIPEEeMaT HHAYKTOPH Ha
CMIOKYPOHKPAHETO HA IAMOTPHTHE, MOXKE a C¢ HaJlo®KH IOoKAaJBaHE Ha f034Ta HA IAMOTPHTHH, aKo Ce
2o6aBAT aTa3aHABUD/PHTOHABUD HITH 7103aTa Ha TAMOTPHIMH J2 ¢€ MOHMKH, aKO IIPHEeMbT Ha
aTa3aHaBHp/pPHTOHABHD Ce MpeyCTaHOBABABA. [IpocnensBane Ha MIa3MeHHS TAMOTPHIHHE TpAGBa A2 ce
ApOBeXIA TPS/H H B MPOILDKEHAE HA 2 CEIMHIA ClIeT 3ANMOMBAHETO WIH CIIHPAHETO HA
aTa3aHaRHp/PHTOHABHD, 32 Jla C¢ YCTAHOBH JAJH CE HATIara KOPEKIHA Ha JO3aTa Ha JAMOTPHTHH (BX.
To9kKa 4.5).

Ynompeba c aonunasup/pumondaeup
He 61 Tpabsano ga ca neo0XxoaHMu KOPeKLUH B MPENOPHYBAHOTO NOBHINABAHE Ha 1038Ta Ha

NaMOTpPHTHH, KOrato JaMOTPHIHH ce 06aBd KbM CHINECTBYBAIlla TEPAMKA OT JOMMHABHD/PHTOHABHP.
TIpH mamMeHTHTE, KOHTO BEUE NPHEeMAT NOAALPXKALIA 03U JIAMOTPHIHH H HE IPHEMAT UHAYKTODH Ha
[TIIOKYPOHUPAHETO HA JAMOTPHIHH, MOXE A3 C¢ HAJIOXKH MOKaYRaHE Ha J03aTa Ha JAMOTPUIHH, aKO Ce
HOGABAT NONUHABHD/PHTOHABHD WIH JI03aTa HA JAMOTPMIHH Ja ce NOHIDKH, aK0 MPHEMET Ha
ONHHABHD/PUTOHABKD ce NpeycTaHoBABasa. [IpocheniBane Ha Ia3MeHHs TaMOTPHTHH TpAbBa N1a ce
MpPOBEKAA NPESIH H B IIPOTBIDKEHHE HA 2 CEAMHUINE CIEH 3aMOYBAHETO WY CIHPaHETO Ha
NONMHABHD/PUTOHABHD, 3a 4 C¢ YCTAHOBH JAIHM CE HAlIATa KOPEKIIHS Ha J03aTa HA TAMOTPHTHH (BX.
touka 4.5).

ITayuenmu s nanpednara ex3pacm (Had 65 200unu

He ca HeoOx0nMMH KOPEKIH B IPENOPHUBAHATE CXEMH Ha jedeHHe. PapMaKoKMHeTHKaTa Ha
JIAMOTPHTHH 0P} TA3M BE3PACTORA IPyla HE Ce pa3/iMyaBa 3HaYHTETHO OT Ta3H [P NAIHESHTHTE B
no-mMaana Bu3pact (Bk. Touka 5.2).

bvb6peuno yepeacoane
Jlampxran TpaOBa Aa ce NpHIara BHHMATENHO IIpH MalueHTH ¢ 656peuna HepocTarsarocT. Ilpu

NALNVIEHTH B KpacH cTaanii Ha 6nOpedHa HENOCTATEYHOCT HAYAJIHUTE NO3H TAMOTPHIHH Tpa0Ba Ja ca
CIIOpeA CHIBTCTRAILMA IPHEM HA EKapCTBEHY IPONYKTH OT NanueHTa. [Ipy namueHTHTE CBe
3HaunTenHo 60peuHo yBpexaaHe MOKe Ja ca e HKacHH HaMaTeHH MOUTEPKAIIH JO3H (BXK. TOUKH
4.4wu5.2).

Heprodpobuo yapexcoane
HawanHata, momabpikamara 4 103aTa Npy NOBKIIaBaHe TPAOBA 1a ce peayuHpaT NpHONM3HTETHO ¢

50% npu mamueHTH cBe cpenHoTexko (Child-Pugh crenen B) wepronpobuo yspexnase u che 75%
nph Texko (Child-Pugh crenen C) gepuoapoGBo yepexknaHe. Jo3aTa NpH NOBHIIABAHE H
MOATbpkamara o3 TprbBa oa ce onpeHe/AT B 33aBHCHMOCT OT KJIHHHGHHA OTTOBOpP (BXK. ToUka 5.2).
Hauun Ha npHROKSHEE

Hepopasito npHACKESHHE.

4.3 HporuBonoxkazaHus

CBpBX1yBCTBHTCIHOCT KBM aKTHBHOTO BEHIECTBO MIH KEM HAKOE OT NOMOIIHATE BEIIECTRA,
n30pocHu B T. 6.1.
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44 CroenmalHi NpeaynpexieHns ¥ NpeANa3Hn MEpKH NPpH yRoTpeda
Koxen o6pus

Cro0maBany ca HeXeNaHu peakiiH OT CTPaHa Ha KOXkaTa, KOHTO Ce MPOABABAT NPE3 IBPBATE 0CEM
CEIMMIM OT HAYATOTO HA TEPAIMATA C IAMOTPHTHH, [ToBeqeTO OT OOpHBHTE Ca JIEKO MPOABCHH H
ITOKA3BAT CKJIOHHOCT KBM CaMOOTpaHHuaBaHe, 00atue ¢a ONHCBAaHH H TEXKO MPOSBeHH O0pHEH,
HM3HCKBAIH OOTHKYHO JIEYCHHE H NPEKPATABAHE NPWIATAHETO Ha IaMOTpHIHE, Te Morart Aa 6paat
MOTEHIHAIHO XXHUBOTO3aCTpamasaly o0pHBK KaTo cHHIpoMa Ha Stevens-Johnson (S]S), TokcH4aHa
emaecpMansa Hexkponnia (TEN) H MeqnKaMeHTO3Ha peakliid © e03UHO(HIAS H CHCTEMHH CHMITTOMH
(DRESS); chl10 H3BECTHO KaTO CHEAPOM Ha CBpBXuyBCTBUTENHOCT (HSS) (BX. TOUKa 4.8).

ITpH BB3pacTHH MAHEHTH, BKTIOYEHH B H3HTBAHUA, H3IIOI3BANIY JAMOTPHTHH B [TPENOPHYBAHHTE
ZI03H, 4ECTOTATA HA TCKKHTE KOXXHH 0OpHBH ¢ mpulmmsnTenno 1 coy4aii Ha 500 namueHTH ©
enuiencus. [[pHOIH3nTeNHO MOIOBHHATA OT TE3H CIy4ad ca OHIH JOKITafBaHU KATO CHHIPOM Ha
Stevens-Johnson (1 Ha 1 000). B xTHHWYHHE H3NHTBAHHA TPH TANUEHTH ¢ GHIOIAPHO Pa3CTPOHCTRO
6poAT Ha HaOTIONABAHHTE CIYUaH C TEXEK 06GpHE e npubnyzurenso 1 na 1 000.

PHCKBT OT pa3BHTHE HA TEXKH KOYKHH OOPHBH TIPH JELa € TO-BHCOK OT TO3H IIPH Bh3PACTHH.
EaH.HH'I'G OT H3NHTBAHHATA NOKA3RAT, 9€ YCCTOTATA HA oﬁpmm're, ca'bpaam{ C XOCITHTAITH3aunsa l'IpH
Aena e oT 1 ma 300 o 1 ma 100,

Haganuute nposed Ha OOpHB IpH Jella MOTaT Aa ObOaT morpeniso JHArHOCTHIHPAHH KaTo
uidekuna. [Ipe3 MBPBHTE 0CEM CEOMALH OT ICICHHETO NPpH NposBH Ha GeOpunyreT H 06pHB NpY
nena TpabBa Aa ce MMa NpeaBHA BH3MOXKHOCTTA OT Pa3BHTHE Ha HEIKENAHA PEAKIH, CBBP3aHa ¢
AEYEHHETO C TAMOTPHTHH.

B IONBAHEHHE PHCKBT 33 PA3BHTHE HA OOPHBH 3aBHCH OT:
- [IpHeM Ha BHCOKH Ha4YalH{ [03H JAMOTPHTMH H MpeBHIIaBaHe HA MPENopbYaHaTa 4o3a 3a
MORHIIABAHS (BX. TOYKa 4.2).
- eJHOBPEMEHHO {IPHIaraHe ¢ BaJIIpoar (BkK. Toaka 4.2).

Ho BpeMe Ha Jie9eHHETO Ha NAUKMEHTH ¢ AHAMHe3a 3a KovkeH oOpHB Him aneprus KeM apyru AEJI ce
H3HCKBA CTCIOMATHO BHHMAHHE, Thi KaTO YCTAHOBEHATA 9€CTOTA HA HE3HATHTEITHO H3pa3eH oOpuB
Clej IEICHHUE ¢ TAMOTPHTHH € OKONO TPH IThTH HO-BHCOKA NIPH TAKHBA MAINUCHTH B CPABHEHHUE C Te3x
0e3 noxobRa aHaMue3a.

Ilpn paseurHe Ha OGPUB NPH BCHYKY NAUHEHTH (BR3PACTHH H Jena), € HeobXoaHM nperich Ha
NALHEHTa H He3a0aBHO CIHpaHe MPHIOKEHHETO HA JIaMHKTAalN, OCBEH aKO ChC CUT'YPHOCT €
YCTaRHOBEHO, 3¢ OOPHBEET HE € CBBP3aH C NPHEMA Ha JeKapeTsoTo. IIpenoprusa ce JIeUeHHeTo ¢
JlaMuKkTan 1a He ¢e 3an04Ba OTHOBO NPH NAlIHEHTH, KOHTO ca ro IPeKbCHAIH nopaan oOpHB, CBbp3aH
C IIPECOHIITHO ACYCHHC C TaMOTPHIHH, OCBCH K0 IMOTCHIIHATHATA 110J138 HCCBMHCHO HaJIBHIIABA PHCKA.
AKO MaIHEeHTHT pasBHE CHHMPOM Ha Stevens-Johnson, TOKCHYHA enuAepMamTHa HEKPOJIHA3a WIH
METUKAMEHTO3HA PeaKus ¢ COSHHOPWINAS H CHCTEMHHA CUMITTOMH [PH NPHAOKeHHe Ha TAMOTPHTHH,
HHMKOra NoBede He TpA0Ba Aa npueMa ToBa JISKapCeTeo.

O6puB e chobinaeaH K Karo Jact or DRESS; cwino #3BecTeH KaTO CHHRPOM Ha
CBPBLXIYBCTBHTEIHOCT. ToBa ChCTOAHME BKIIOYBA PasIMIHH CHCTEMHM CHMITOMH KaTo NOBHINEHA
TEMIEpaTypa, TEM(bANeHONATHS, OTOK HA ITHIETO, IPOMEHH B KPbBHATA KapTHHA, QYHKIMUTE Ha

pasBHTHE Ha THCEMHHHpPAaHA BHTPECHI0BA KOaryalusa W MyTTHOPTaHHA HC,ELOCT&TL‘]}IOC AT
Ce MMa NPCABHUA, 9€ PAHHHTE [POSABH Ha CBPHXYYBCTBHIEIHOCT (HAIpHMeD TIOBHILIEHA THMERY w
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B moBedeTo CcrydaH aceNTHYHAAT MEHHHTHT ¢ 00paTHM NPH CIIHpaHe IIPHEMA HA JICKapCTBOTO, HO IIPH
HSKOH CITyJaH ce MOBTaps npH NOBTOPHa ynoTpeda Ha namoTpurul. [losropHara ynotpeba BoAH mo
0Bp30 BH300HOBABAHE HA CUMITTOMHTE, KOMTO YECTO ¢2 MO-TeXKH. [IpHeMBT Ha TAMOTPHTHH HE
TpaGBa f1a ce BB306HOBABA IPH NALMEHTH, IPH KOHTO € CIPsH NopajH acenTHIeH MCHHHTHT,
CBBP3BaH ¢ NPEAHILHO ICYCHHE C TAMOTPHTHH.

Wma cpmo cho0mIeHNS 33 peakiyH Ha (POTOUYBCTBHTETHOCT, CBhLP3aHH ¢ YIOTpebaTa Ha NTaMOTPHIHH
(Bx. Touka 4.8). B HAKONKO ClTy4as peaklHATa € HACTHIIANIA IpH BHCOKA 1032 (400 mg nin noeeue),
Ipy NOBHIIABAHE Ha J03aTa WIH IIpH Op30 BB3XOMAMIO THTpHpane. AKO NPH NAlHEHT, KOWTO
HpOsBABA NPH3HAIY Ha GOTOYYRCTBHTENHOCT, HMA CHBMHEHHE 33 CBBP3aHA C TAMOTDHTHH
¢$OTOYYBCTBHTENHOCT (HAMD. NPEKOMEPHO CTEHYCBO U3TapAHE), TpA0Ba na ce 0OMHCIHM MPeKpaTaBaHe
HA JIE9EHHETO, AKO MMPOTBCKABAHETO Ha ICYCHHETO ¢ TAMOTPHIMH CE CUHTAa 3 KIHHHYHO
000CHOBaHO, MAIHEHTHT TPAOBA 18 Obje NOCHBETRAH Aa H30ATBA M3JIArAHE HA CITbHYCBA CBETJIHHA H
Ha u3kycTBeHa UV cBeTnuma M 1a B3eMa NPEANAazHy MEPKH (HAIp. H3I0I3BAHE HA 3aMHTHO 00/1EKI0
H CXBHIIC3AMUTHA KPEMORBS).

Xemoarounrna mumpoxnctHountosa (Haemophagocytic lymphohistiocytosis, HLH)

HLH ¢ cr00mena npH NauMeRTH, KOHTO MPUEMAT JaMOTPHTHH (Bx. Touka 4.8). HLH ce
XapaKTepu3Hpa ¢ MpU3HAlH H CHMIITOMH KaTo MOBHINEHa TeMIEpaTypa, 0OpHB, HEBPOIOTHYHH
CHMITTOMH, X€IATOCIUICHOMET NN, TRM(paeHONaTH, IMTONSHHH, BUCOKH CTOHHOCTH Ha cepyMeH
(hepHTHH, XHIICPTPHIIHUECPHISMH, OTKIOHEHHS BHB (PYHKI{MATA Ha 4epHHs Ipob H Koarynauus.
CHMITOMHTE HACTEIBAT OOMKHOBEHO B PAMKHTE HA 4 CEMHIIH OT HA4AIOTO HA JEYESHHETO.
Xemotaromuraara THMPOXHCTHOIHMTO3a MOXeE Jia OBAE KHBOTO3aCTPAMABAIIA.

[MamenTrTe TpsaORa Aa 6paaT HHbOpMHApaHY 3a cHMATOMHTE, cBbp3akn ¢ HLH u TpaGea na 6baat
OOCHBETBAHH 3 OTHPCAT HE3a0aRHO METHIHACKE OMOIL, aKO IOTYIaT TE3H CHMIITOMH, 110 BpeMe
Ha JICYCHHETO € JIAMOTPHIHH.

HeaabaBHO OLleHETE CHCTOSHMETO HA NAIIMEHTHTE, KOUTO PA3BHRAT T€3H MPHIHAIA H CHMITOMH H
obmucnere quarsosa HLH. [TpyemsT Ha naMoTpurus Tpadea HezabaBHo 1a ce NPEYCTaHOBH OCBEH
aKO0 MOE Ja Ce YCTAHOBH APYra €THONOrHA 3a PA3BHTHETO HA TE3H PEAKIMH.

Bromagane Aa KIHHIYHOTO CHCTOAHNE M CYHIMACH PHCK

ITpu naumenTn, nekysanu ¢ AEJI mo paanudny NoKka3aHHs ca CroOMaRaAM CYHUHIHH MHCITH H
noBeNeHue. EAHH MeTa-anau3 Ha paHIOMH3UpaHH wiane6o-KoHTpomMpas H3nHTBaHug Ha AEJL
CBINO € MOKa3a/]1 He3HATHTE/HO NOBHIICH PHCK OT CYMIMIHH MHCIH H IOBeAeHHe. MexaHu3MEeT Ha
TO3H PHCK He € SICCH U HUIHYHHTE JAHHA HC H3KIOYBAT PE3MOKHOCTTa 33 MOBHUIICH PUCK IPH
JIAMOTPHTHH.

3atora naunenTuTe TpAOBa 12 GBAAT MPOCIEAABAHN 33 NPU3HAIM HA CYHUM/\HH MUCIIH H IOBECHAC B
TpslBa Ia ce HMa npelBHA CEOTBETHO nedehne. Ha mauueHTHTE (14 XOpaTa, KOUTO C¢ IPIDKAT 38 TAX)
TpAGBa Aa ce 0OBbpHE BHHMAHKE A3 NOTHPCAT IEKAPCKH CHBET, B CIIYYAl Y€ C¢ MOABAT IPH3HALHM Ha
CYHIIHIHH MHCIIH ¥ [IOBEAEHHE,

Tpn nanHeHTHTE ¢ OHNOMAPHO Pa3CTPOICTBO MOXKE 13 HACTHLIIAT BIOINABAHE HA JICTIPCCHEHMTE

CHMIITOMH H/IIH N0ABa HA CYHIMAHROCT HE3aBHCHMO Ja/TH NIpHeMaT HITH HE IIPHEMAT JeKapeTha 3a
nedeHue Ha GHIIONIPHO PA3CTPOMCTBO, BIUTIOYHTENHO JlaMukTa). 3aToBa MAllHEHTHTE, TIPHEM
Jiamukrai 3a GHNOMAPHO pa3cTpoHCTBO TPAOBa a 6BIAT BHHMATEAHO MPOCHEHIBAHH 32 BIIQ
HA CBCTOSHMETO (BKITIOMUTENTHO 110%BA HA HOBH CHMITTOMH) H 34 CYHIMIHOCT, 0cobeHO B
Kypca Ha JIedeHHe M IpH NPOMeHH Ha no3ata. Hakon nauueHTH, KaTto HapHMEDP TaKH
33 CYHLH/IHO IOBEICHHE WM MHCIH, BE3PACTHH B MJIA/Ja BE3PACT WIH MAIMEHTH CBC C
CYMIIMIHH HIEH Npey HaYaloTo Ha JIeSEHHETO, H3TIIEK/d Ca C fT0-BHCOK PHCK 32 MHCIT
caMoy0OuicTBO B TpA6Ba 1a ObIaT NpocaeNABaHA BHUMATEIIHO 110 BPEME Ha JIEHEHHETO.
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TpatBa za ce 0OMHCITH IPOMAHA Ha CXeMAaTa 3a JIedeHne, BRIIOYHTENHO Bh3MOXKHO IIPEYCTAHOBABAHE
IpHeMa Ha JIEKapCTBOTO, PH NALUEHTH C BIOIIABAHE HA KTMHAIHOTO ChCTOAHHAE (BEIKIHTENHO
NOfBa HA HOBM CHMITOMHE) H/HIIH NOABA HA CYHLIMIHH MHCIIH/TIOBEAEHHE, 0COOERO aKO CHMITTOMHTE
€4 TEXKH, BHE3AMHO TOABABAINM C€ WIH HE Ca 9acT OT HACTOAINMTE CHMITOMH HA NAIHEHTA.

XopMOHAITHY KOHTPAIIENTHRY

Edpexmu na xopmonannume KOHMpayenmuau abpxy eqpuKAcHOCMmMA Ha 1amMOompuzuH

VYcTatoBeHo €, 3¢ KOMOHHAIMATA CTHHHIIECTPagHO I/ TepoHoprecTpen (30 pg/150 ug) nosumasa
KJIHPBHCA HA TAMOTPHTHH MPHOIM3HTETHO NBa TBTH, KOSTO BOAH A0 HAMAIIBAHE HA HHBAaTa Ha
NAMOTpHrHH (BXK. Touxa 4.5). [loHmKaBaHETO Ha HHBATa Ha TAMOTPHTHH € CBBP3aHO CEHC 3aryda Ha
KOHTPOJ BBPXY PHIaIbUHTE. 384 TOCTHIaHE Ha MAKCHMAJICH TEPAICRTHYICH OTTOBOP B IOBEIETO
CIyJaHd MOXeE 1a € Heo6X0IHMO dpes THTPHpaHe Aa ¢e JOCTUIHAT [10-BHCOKH IO XbPXAINM J03H Ha
IaMOTpHTHH (MpUOIH3HTEHO ABA NETH O~BHCOKH). [IpH NMpeycTaHOBIBAHETO HA MPHEMA HA
XOPMOHAIHHTE KOHTPAUSOTHBH, KIMPLHCHT Ha TAMOTPHIHH MOXE J1a HAMallee Hallo/IOBHHA.
IMoBHInaBaHETO HA KOHUEHTPAIIMHTE HA IAMOTPHTHH MOXKE Aa ObJE CBBP3aHO C N0303aBHCHMH
HEXenaHd ceuTHA. [lo Tasn npHIHHA CHCTOAHHETO HA NAaBCHTHTE TpsA0Ba Ja OBe npocaesBaHo.

IlpH *eHH, KOHTO HE MIPHEMAT HHAYKTOP Ha IMIIOKYPOHHMPAHETO HA JTAMOTPHIHH M C2 HA XOPMOHAIICH
KOHTDPALICIITHE, YHATO CXeMa BKITIOUBA €4HA CeIMHIIA Ha HEaKTHBHO NedeHue (ceaMuLa Ge3 npHeM Ha
KOHTpAIICIITHBA), € YCTAHOBEHO IIOCTENEHHO BPEMEHHO MMOKAYBAHE HA HHBATa HA JJAMOTPHIHH [0
BpeMe Ha ceamuiiaTa 0e3 IpHeM Ha KOHTPALENTHBA (XK. Touka 4.2). BapHanyuTe B HMBaTa Ha
JTAMOTPHTHHE OT TO3H MOPAALK MOTAT Ja ObJAT CBLP3aHH ¢ HEXENAHN peakuu. 3aTtoBa Tpadpa na ce
o6mucnH ynorpeGaTa Ha KORTpamenus 6e3 ceMrua 6€3 npAeM Ha KOHTPAIENTHEA KAaTo TEYSHKHE OT
TBLPBA THHHA (HATIPHMED MPOABIDKATENHA XOPMOHAITHA KOHTPAIENIHs K HEXOPMOHAIHH METOIH).

He ca nposexnaHy NpoydIBaHid 33 B3aHMOIeHCTBHA C APYTH NEPOPATHH KOHTPANETTHEH HIIK
XOPMOHAIHY 3aMECTHTE/HH TEPAIHK H JIAMOTPHIHH, BBIIPEKH Y€ € BE3MOMKHO T¢ J1a MOBIMUAAT
(apMaKOKHHETHIHHTE NapaMeTpH Ha TAMOTPUTHH 10 I000¢H HA9HH.

Edghexmu na ramompuzun 6vpxy eduxacHocmma Ha XOpMOHANHUME KOHMPAYERMUsY

PesynrartuTe oT NpoydBaHe 32 B3aWMOACHCTBHA NpH 16 3apaBk A0OPOBONKH MOKA3BaT, 9€ NMPH
€THOBPEMECHEH ITPHEM Ha JIAMOTPHTHH M XOPMOHAJICH KOHTpAUENTHB (KoMOHHaLmA
ETHHWIECTPAIHO/L/ IEBOHOPIeCTPelT) € HAIHIIE YMEPEHO YBEeNHICHHE Ha KITHPHHCA HA JICBOHOPIeCTPeN
H IPOMEHH B cepyMHHTE GONMHKYACTHMYTHpai xopmoH (FSH) u sryTennnsupan xopmod (LH) (Bx.
touka 4.5). He ¢ H3scHeHO RIMAHUETO HA Te3H MPOMEHH BLPXY OBapHANTHATA OBYJIATOPHA aKTHBHOCT.
He Mosxe o6ade na 6nae H3KMOYIeHa BL3MOKHOCTTA IPH HAKOH NANHEHTH, IPHEMAIH TaMOTPHTHH
3a€HO ¢ XOPMOHANHY KOHTPAleNTHRH, Te3H NPOMEHH 13 NpeH3BUKAT HaMaldRaHe Ha
KOHTPALENTHBHATA ¢PHUKACHOCT. 3aTOBA TE3H MALMEHTKH TPpAORa Aa GbIAT HHCTPYKTHPAHH /3
CHOOIABAT 33 MPOMCHY B MEHCTDYAJIHHA CH IHKbI, HAIP. HHTCPMEHCTPYATHO KbPBCHE.

I E_XEQQOQOJI&T penyKTasa

JlamoTpuriH uma cnal HHXuGHTOPCH edekT BBpXY peAyKTa3aTa Ha SHXHApoQorHeBaTa KHcenkHa. [lo
Ta3® PAYAHA IPH NPOAB/DKATEITHO Te4eHHE MOXKe Aa nosause honaTHHA MeTaboNHM3bM (BK. TOUKA
4.6). Boopeku ToBa, UpH NPOIBIKUTEIHO IeHEHKHE C TAMOTPHTHH [IPH XOpa HE CE¢ YCTAHOBABAT
3HAYHTETHH IPOMEHH B XEMOTTIOOMHOBATA KOHICHTPALMA, CPETHIA 06eM Ha €PUTPOLIUTHTE U
CEepPYMHMTE UJIH EPHTPOIHTHH KOHLEHTPAlHH Ha GonarT 3a nepHo 10 €AHa roaHHa. He ce ycranosssa
OpPOMAHA H B KOHUCHTPAIHHTE Ha (ONIaT B CPHTPOIHTHTE 33 HEPHOX 10 5 TOTHHH.

Brdpeuna HEIOCTATEHHOCT

TIpw u3cieaBaHms Ha NAHEHTH ¢ TepMHHanNHa OGb0peuHa HeNOCTATEIHOCT NIPH NPUIIOKECHH!
eIHOKpaTHa 1032 JAMOTPHIWH HE CE€ YCTAHOBSBAT 3HAYHMH ITPOMEHH B IUIA3MEHHTE KOHIIE
JIaMOTpHTHH. BEIpekH TOBa, MOXe Ia ObIe 09aKBaHO HATPYNBaHE HA IIOKYPOHUPAHHA M
Ha npoaykTa. [Ipenopnusa ce MOBHINEHO BHUMAHKE NPH JICUEHHE HA IAIHEHTH C ﬁﬁﬁpeqné(
HETOCTATEYHOCT. N
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TlanpesETH, JEKYB [v H IIpo. H, CHIBPK: JIaMO H
JlamukTa) He TpAGBa Aa ce npumara 63 KOHCYITAllHA ¢ JEKap NPH NAlHCHTH, JIEKYBaHH
MOHACTOAMIEM ¢ APYTH NPOXYKTH, ChABP/KANIH JAMOTPHTHH.

EKT tun Brugada ¥ npyru HapymeHus Ha CLPICYHHA PHTBM H HPOBOIHMOCTTA

[Ipn nanMeHTH, TEeKYBAaHH C IAMOTPHTHH, ¢ ChOOMEHO 33 apHTMOTEHHO HAPYUICHHE CBC

ST-T anomanus H XapaKkTepeH 3a cHenpoMa Ha Brugada Tun EKT'. Bw3 ocHoBa Ha in vifro Haxomku
NAMOTPHIHH TIOTEHIMATHO MOXe 1a 3a0aBH KaMepHaTa MPOBOAHMOCT (pasmHpaBaHe Ha QRS) u ma
HEOYLHPa MPOapHTMHA B TEPANIEBTHYHO 3HAYHMH KOHIIEHTPALIHH NPH NAHCHTH CBC CHPACIHH
3abonsBanns. JlaMOTPHIHE AelcTBa KaTo cl1abo aHTHApDHTMHIHO CPecTBO OT Kiac IB cke cBBp3ann
HOTEHIHAIHY PHCKOBE 34 CEPHOSHM HITH JETATHH CBPASYHH CLOHTHA. ENHOBPEMEHHOTO IPHIIOKEHHE
HA ApyrH OMOKEPH Ha HATPHEBUTE KaHATH MOKE JOIBIHHTENHO A3 ITOBHINH PHCKOBETE (BX.

to4ka 5.3). B repanesTidnyu mo3u Ao 400 mg/nen naMoTpHTHH He 3a6aBg XaMEpHATA NPOBOIHMOCT
(pazumpasane Ha QRS) M He NpHIHHABA yABILKaBaHe HA QT mpH 3ApaBH KA B IWLTIOCTHO
npoydsaie Ha QT. YmoTpe6aTa Ha TaMOTPHIHH TpA0BA BHEMATEIHO [a C¢ 00MUCIIH NPH MTAIHEHTH C
KITMHHYHO 3HAYUMH CTPYKTYPHH WIH GYHKIIHOHATHH CBPICIHH 3a60naBpanns KaTo CHHAPOM Ha
Brugada win npyTH Chp/ieYHH KaHAIONATHH, CHPACYHA HEIOCTATLIHOCT, HCXeMUIHA $0flecT Ha
CEPUETO, ChPACUEH OJI0K MM KaMEePHH apHTMHH. AKO ynoTpebara Ha JaMOTPHIHH € KIHHHIHO
OTIPaB/iaHa IpH Te3H NAIVEHTH, TpAOBa Ja ce 0OMHCITH KOHCYNTAINA ¢ KapAHOIOT, IpeIH 4a Ce
3anio9He NPHIOKEHHE HA NAMOTPHTHH.

TloMOIIHY BENIECTBA

TaGnerkure Jlamukran (25, 50, 1 100 mg TabneTxH) CoAbpAKAT FaKT033 Monoxyapar. [TaguerruTe ¢
PEOKH HACTEACTBEHH MPOOIEMH KaTo HETIOHOCHMOCT KbM TaJIaKTo34, IThJICH JIAKTa3¢H ACHHIHT HITH
TIIFOKO30-TaNakTo3Ha ManabcopOius He TpaOBa A2 ipHeMaT TOBa JIEKaPCTBO.

JlaMukTan TaGaeTKY CBABPXKAT NO-MANKO 0T | mmol raTpuii (23 mg) Ha TabneTka, T.6. MOXKE Ia ce
Kaxe, 9€ MPaKTHICCKY HE ChABPXKAT HATPHH.

PaspHTHc Ha Jenara
Hsama panHM 32 ehexTa HA TAMOTPHTHH BEPXY PAcTeXa, OTOBOTO CH3PABAHE U KOTHHTHBHOTO,
EMOIMHOHATHOTO H IOBEACHICCKOTO PA3BATHE Ha ACLATA.

[pennaiHu Mepky Mpy eNHACTICHT

Kakto npu apyri AEJ], BHe3anHOTO cniMpaHe Ha mpreMa Ha JlaMMKTan MOXKe Ia JOBEIE 10 HOBa
NOsiBa HA OpHmagebuu. Jo3ara Ha Jlamuxran Tpabsa jga Obae HaMalsBaHA OCTENEHHO 33 EPHOJ OT
IBE CEJMHIM, OCBEH NpH ¢ho0pakeHus 3a OezonacHocT (Hanp. oOpHB), HIUCKBAIY PA3KO
IPEeKpaTABAHE Ha JISYCHUETO.

Cnopen nanyy OT NTMTEPATYpPaTa NMPH NAlHEHTH ¢ TeXKH KOHBYJICHBHH (opMu Ha eminencus,
BRIIIOYMHTEITHO status epilepticus, Moxe Ja ce pa3sHe pabnoMHoMM3a, MyITHOPraHHA JUCHYHKIMA B
AHCEMHHHPaHa BETPECHI0BA KOaTrylalKs, B HIKOH CIy4aH ¢ JieTalled H3xox. OmHCBaHH ca noaoOHu
CIIy4ayl, CBEP3aHH ¢ IPAIIOKEHHETO HA NAMOTPHIHH.

Moxe ma ce HabmogaBa KIMHHYHO 3H2a9HMO BIOIIARAHE B YCCTOTATA HA NPHINAOEIHTE BMCCTO
].'IOI[OGPEHHG. HpH HAalTHEHTH € NOBCYEC OT €IHH THII IIPHITAABITH, YCTAHOBCHATA 0134 OT KOH

APYTUTE THIIOBC NPHUTaTBIH.

MHUOKTOHHYHATE NPHNATEIN MOXKE Aa OBAT BIOIIEHH 0T TaMOTPHIHH.

15




Hamume e npeanonoxenne 0T HATHIHATE JaHHH, 9€ OTTOBOPHTE NPH KOMOMHAIMATA ¢ eH3HMHH
HHIYKTOPH ca N0-c/1abH B cpaBHEHHE ¢ KOMOHHAIMATA C AHTHENWICIITHYHH arcHTH, KOHTO He
HHIYNHPAT en3uME. IIpAupHaTa He ¢ H3ACHEHA,

IIpu gena, KOUTO MPHEMAT TaMOTPUTHH 3a JIe9eHHE HAa THIIHIHH a0CaHCH, € PE3MOKHO ePHKaCHOCTTA
J1a He ¢¢ OATBPkA NP BCHIKH NAIHEHTH.

IIpennassy mepky pH GUNOTIPHO PA3CTPOHCTBO

Heya u ronowu nod 18 200unu
JleueHHeTO C AaHTHACHPECAHTH € CBBP3aHO ¢ MOBHIIEH PHCK OT CYHMITHIHHA MHCIIH H IOBEICHHE IPH
Jelia ¥ IOHOMIA ¢ TOJIAM OSNPECHBEH €NU304 H APYTH NCHXHATPHIHH PasCTpONCTRA.

4.5 BianamoaelcTBHe ¢ JPYTH JIEKAPCTBEHH NPOAYKTH H Ipyrd OpMA HA B3IaHMoAeHcTBHe

HsmArsaHdA, CBEP3aHN € JIEKAPCTBECHH Y IPYTH B3aHMOJICHCTBHS, CA4 NPOBOKIAHHA CAMO IIPH
BB3PACTHH NAIHEHTH.

VYeranoseHo e, ue ypuaun-5'-gudocdo (UDP)-rmokyporun tpascdepasmure (UGTs) ca eHIHMHTE,
OTTOBOpPHH 3a MeTal0oTu3Ma Ha 1aMOTpHrEH. Cae 0BaTeIHo JEKapCTBaTa, KOHTO HHAYIIHPAT HIIK
UHXHOHpAT NIOKYPOHHPAHETO, MOXKE [a NOBIHAAT NTPHBHIHMA KITHPEHC Ha NaMOTpHruH., CHIHHTE
HJTH YMepEHHTe HHIYKTOPH Ha eH3uM nuroxpoM P450 3A4 (CYP3Ad), 3a xo4TO e H3BECTHO, Ue
uaaymapat UGTS, CBINO MOXeE A2 yCKOpSAT MeTal0onn3Ma Ha TaMOTPHTHHE. HAMa NaHHM 33 KTHHHYHO
3HATHMH HHIYKIHA H1H Haxubupane 22 uHToxpoM P 450 ensHMHTE, NPHIHHEHH OT JAMOTPHTHH,
JIaMOTPHTHH MOXE Ja MHIYHHpA CBOA COOCTBeH MeTabonH3bM, KATO TO3H eeKT ¢ YMEpeHO NpOosBER
H HAMA KAHAWIAO 3HATHMH ITOCIIEACTBHA.

Te3H aexapcTBa, 3a KOHTO € JOKA33HO, 9e HMaT KIIHMHHIHO 3HAYHMMO BB3JEHCTBHE BBPXY
KOHIICHTPAUMATA Ha TAMOTPHTHH, ca nocodeHH B Tabmuna 6. CnenubHYHAETe YKa3aHusA 33 AO3HPaHE
Ha T¢3H JIEKapCTRa, €a NPEAcTaBERH B Touka 4.2. B gompyHenne Tasn tabiauna H3bpossa

TE3u IEKAPCTBA, 38 KOWTO € JOKA3AHO, 3¢ HMAT MAITHK WIM HAMAT edeKT BhPXy KOHHECHTPALKATA HA
naMoTpuriy. [To opHHUMI He ce OYaKBa efHOBPEMEHHOTO NIPHIIarale Ha TaKHBA JICKApCTBa Na OBee
JI0 HAKAKBO KIHHHIHO BE3NcHCcTEHE. Bhipexu roBa TpabGea na ce o6bpHe BHUMaHNE Ha MANMEHTH,
YHATO EMHACHCHA € 0CO0EHO TyBCTBHTENHA KBM KOTeDasHsTa B KOHICHTPAIMATE Ha TAaMOTPHIHH.
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Tabruya 6: Edhexmu na nexa ZHI 1, KN 6uPXY KOHYEHMN ma Ha 074} H
JlexapcTBeHN NPOIYKTH, KOHTO | JIekapcThenH NpOAYKTH, KOHTO JIeRapCTREHHE NPOAYKTH, KOHTO
OOBHINABAT KOHIEATPAHATA BCHHXKABAT KORINCHTPARHATA HA HMAT MAJBK HIIH HAMAT Hllelﬂ'
HAa JAMOTPHIHH JAMOTPHUIHHA BBPXY KOHUCSHTPALMATA HA
JAMOTDHIHEH
Banmpoar ATtazaBaBup/pHTOHABHD* Apunamnpasoen
KapbaMasenus bynponuon
KomOuHanusATa eTHHUISCTPAAHON/ dendaMar
TIEBOHOprecTpen®
JIOTHHABHD/ DHTCHABHD I'abanerTun
DenobapbuTon Jlakozamug
GernTonn JlepeTupaneTaM
IIpaMuIION JInThii
Pudammuuua OnagzansaH
Oxcrapbazemm
Tlapaneramon
Ilepammanen
IMperabannu
Tonmpamar
30HH3aMHA

*3a yKasaHHA 33 O3HpaHe (BX. To9Ka 4.2), CHIIO 34 XKCHH NMPHEMAIIK XOPMOHANIHY KOHTPALEITHEH
BIDKTE CHIN0 XOPMOHANHH KOHTPALENTHBY B Tog9Ka 4.4,

BzanmogeiicTeHa ¢ aHTHENHICSNTHIHH JCKAPCTEA

Bannpoar, koiito HHXu6Hpa NTIOKYPOHHPAHETO HA IAMOTPHTHH, 3a6aBa METa00IH3MA Ha TAMOTPHIHMH
H yOBIDKABA CPEAHHSA NOMYXKHBOT Ha JAMOTPHIHH MpHOTH3ATEHO JBa IMHTH. [Tpu nanuenTy,
OOAJIOXKEHH HA CHIIBTCTBALLA TEPAINS C BAIIPOAT, TpAOBa Ja Gbie Npunaran MOFXOASII nedeOeH

mwiaH (Bx. Touxa 4.2).

Onpenencen AERJI (kato benurond, kapbamasenud, Geno6ap6UTOH H NPUMHOH), KOUTO aKTHBEPAT
uutoxpoM P450 essumure, uraymupar cbmo UGTS B cneoBaTenHo yokopaBaT MeTabo/msMa Ha
namotpurud. [Ipy nauueHTH, NOMIY4apaly ChITBTCTRANIA Tepamns ¢ GeHHTOMH, KapbamalenyH,
¢denoGapOUTOH MWK NPUMHICH TPAOBa fa ObAe MPHIAraHa NOAXOAAINA TEPANEBTHIHA ¢XeMa (BXK.

TouKa 4.2).

Ilpw BMOYBaHE Ha KapOaMaseHH B X0/a Ha JIEYCHHE C JIAMOTPHI'HH C¢ ONHCBA Pa3BHTHE Ha
CHMITOMH OT CTPAHA Ha NEHTPANHATA HEPBHA CHCTEMA, BRIIOUHTETHO 3aMAagHOCT, ATAKCHA, TBOHHO
BHOKJIAHE, 3aMbBITIEHO 3pEHue H rajcHe. Te3H NposBy OOMKHOBEHO HIYE3BAT OPH HaMATIABAHE HA
no3ata Ha kapbamasemrH. [To06HM eekTr ca HabmoAaBaHM MO BpeME HA W3MHTBAHC C AAMOTPUTHH
¥ OKCKapOaselnH [Ipy 3[IPaBH BH3PACTHH NOOPOBONIHM, HO HE € MPOYYBaHO HaMaldBaHe Ha J03aTa.

B muteparypara nMa cho0IeHNS 3a NORIDKEHA HHBA HA JAMOTPHTHH TIpH NIPHEM HA JIAMOTPHTHH B
KOMOHHAIMA ¢ okcKap6azermuH. Obade, B MPOCIIEKTHBHO NPOYYBaHE NPH BL3PACTHH 3IPABH
No6poBONLH npy MpueM Ha A03u oT 200 mg namoTpurnn 1 1 200 mg oxckapbasenuH, ¢ yCTaHOBEHO,
9e OKcKapGalelTiH He NpOMeHA MeTaloaH3Ma Ha TaMOTPHTHH H JTAMOTPHTHH HE MMPOMEHS
MeTaboan3Ma Ha okckapOasenui. 3aTOBA PH MALMEHTH, NPHEMAINH CHITETCTBAINA TEPATIHs C
okcKapOasernuH, Tpaba fa ce u3M0I3BA CXEMA Ha JIEYCHHE 33 KOMOHHUpAHa TepalHA ¢ TaMOTPHTHH

6e3 Banmnpoar 1 H6e3 HHAYKTOPH HAa IMIOKYPOHMPAHETO Ha TAMOTPHTHH (BX. TOUYKa 4.2).

ITpu npoy4BaHe chC 3ApABH AOOPOROILH, EXHOBPEMEHHOTO IPHIOKCHHE HA penbamar
IIBTH OHEBHO) ¢ JaMoTpurel (100 mg ABa meTH THeBHO 33 10 KHU) HE € JOBEJIO N0 KIH

3HaIAMH e(eKTH BEPXY (hapMaKOKHHETHKATA HA TAMOTPHTHH.
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Ha ocHOBaTa Ha PETPOCIIEKTHBEH dHAIH3 HA ITA3MEHNUTE HUBA [IPH MALHEHTH, TIPHEMAITH TaMOTPUITHH
¢ H 6e3 rafaneHTHH, H3rNEX/a 9e TabaneHTHH He MPoMeHs KIHPhHCA Ha TaMOTPHTHH.

INoTenunannpTe B338UMOJEHCTBIA MEXKTY JIEBETHPALICTAM ¥ TAMOTPHTHH €A H3CHEBAHH 9Ipe3 OlICHKA
HA CEpYMHHTE KOHIICHTPALME Ha JBETE IIEKAPCTBA 10 BPEMe Ha IL1ane00-KOHTPONHPAaHH KIMEHTHH
H3MHTBaKKS. Te3u XaHHH MOKA3BAT, U TAMOTPUIHH HE NOBIHABA HapMAKOKHHETHKATA Ha
JIeBETHpALIeTaM H 1e JICBSTHPALeTaM He MOBIHABA (PapMaKOKMHETHKATA HA IAMOTPHMIHH.

Haiji-HvickuTe T1a3MEHN KOHIGHTPAIHH Ha TAMOTDHTHH B CTAIlHOHAPHO CECTOSHAC HE CE NOBIHARAT
OT CHIETCTBANIHA MpHEM Ha perabamun (200 mg, 3 meTH Ha neH). He ca ycraHOBEHH
$apMaKOKHHETHIHH B3aHMOAEHCTBHA MEXK/Y JAMOTPHIHH H nperabanus.

Tonupamar He IPeM3BHKBA MPOMAHA B IIA3MEHHTE KOHUCHTPALMHA Ha 1aMOTpHrHH, [Ipunoxenuero
Ha JIAMOTPUIHH BOJIM 10 15% NOBHNIABAHE HA KOHICHTPAUHHTE HA TOMHPAMAT.

B easo H3NMTBAHE NPH NAIMEHTH C CNIICTICHA, eJHOBPEMEHHHAT NpHeM Ha 3oru3zamun (200 no
400 mg/nen) ¢ namorparuH (150 o 500 mg/aen) 3a 35 nHK AE € OBEN 0 3HATHMH e(PEKTH BHPXY
(apmMakoOKHHETHKATa HA JJAMOTPHIHH.

II1a3sMeHrTe KOHLICHTPAHH HA TAMOTPHTHHE HE C€ MOBIHABAT OT ChIIBTCTBALIIY IPHEM Ha JaK03aMHL
(200, 400 wm 600 mg/aeH) B miane6o-kOHTPONMPAHH KIHHWIHH H3MHTBAHKA [IPH NAUHEHTH C
MpHIabIH ¢ POKATHO HAYATIO.

B cGopeH aHAMM3 HA TAHHHTE OT TPH INaleb0-KOHTPOIMPAHH KIMHUYHH H3MATBaHWA, H3CIENBAINH
KOMOHHUpAH pueM Ha IiepaMIiaHe/l IPH NAHEHTH ¢ PANANBLH ¢ (POKATHO HAYANO H IEPBHIHO
TCHEPATH3HPARH TOHHIHO-KIOHHYHH NPHIATbIH, Hali-BHCOKATA OIleHEHA 1034 ICpaMIIaHeN

(12 mg/nen) nosrmasa xIMPHHCA HA JJAMOTPHTHH C N0-Manko o1 10%.

Bropexy ve ca crobnIanany NpOMEHY B TIA3MeHHTe KOHIICATpaluH Ha apyra AEJL, B
KOHTPOTHPaHHTE HAMKTEAHHA HE € YCTAHOBSHO JJAMOTPHIHH fja IOBITHABA I1a3MEHHTE KOHIEHTPAIHA
Ha eTHOBpeMcHHO npunaranute AEJL [JaHRHTe OT in vifro H3NHTBAHYS [IOKA3BAT, Ye JTAMOTPHTHE HE
n3MecTBa Hpyrd AEJI oT MecTaTa Ha CBBP3BAHETO MM C IUTa3MEHHTE IPOTENHH.

B3auMoneicTBHS ¢ PYIM ICHXOAKTHBHH ATEHTH

®dapMakOKHHETHUHHTE CBOMCTBA Ha JHTHH cIe mpHeM Ha 2 g Oe3BofieH THTHER TIIOKOHAT, NpKEMaH
ABa ITBTH JHEBHO 38 miecT AHH OT 20 3ApaBH JHNa, HE €& HPOMEHAT IPH €AHOBPEMEHHOTO MY
npwiarade ¢b¢ 100 mg/IHEBHO TaMOTPHTHH.

MHoOroKkpaTHiTe NepOPATHI 034 OYNPONHOH HE OKA3BaT CTATHCTHYECKH 3HAYMMH ¢(PEKTH BBPXY
hapMaKoKHHETHKATA HA €IHOKPATHA 1034 TAMOTPHIHH IipH 12 una, kaTo e HabmoaaBaHo CaMo JICKO
ypenu4cHue Ha AUC Ha NaMOTPHIHH TIIFOKYPOHKI,

[Tpu enHO U3MUTBAHE CLC 3APABH BE3PACTHH JOOPOBOJIIH MPHEMBT Ha 15 mg olaH3aIHH TOHIKABa
AUC 5 Cyx Ha TaBMOTPHTHH CHOTBETHO cpenHo ¢ 24% n 20%. YeranoseHo e, ge npuem Ha 200 mg
JAMOTPHI'MH He IOBIHABA HapMAKOKHHETHKATA HAa OTAH3AIMH.

MHoroxpaTHHTE HepopansH A03H NaMOTpHTHE oT 400 mg NHeBHO He 0KAa3BaT 3HAYHM KJIHHHYCH
edext rEpxy PapMaKOKHMHETHKATA HAa €THOKPATHA 1034 OT 2 mg PHCIEPHIOH tpH 14 3npasH
BE3pacTHH Jo0poeonul. Cien ¢qHOBPEMEHEH NPHEM Ha PHCIIEPUICH 2 mg ¢ NaMOTPHATHH, 12
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10 mg/nueBHO 50 TapreTHa A03a oT 30 mg/IHeBHO 3a NEPHON 0T 7 ABH, NOCHEIBAHO OT MPHEM
BeIHBX AHEBHO 3a omle 7 quH. Habmonasano ¢ noHipkenne Ha Cpax B AUC Ra NaMOTPHIHH CBC
cpendo 10%.

PeayirraTit ot omuTd in vifro nokassat, 9e 00pa3syBaHeTO Ha OCHOBHMA METaOONHT Ha JIAMOTPHIHH, 2-
N-rmoKypoHuji, ce HHXHOHpa MHHUMATHO OT ChbBMECTHA MHKYOAuNa ¢ aMHTPANITUNNE, OyIPONHOH,
KJICHa3enaM, XaNonepHaoi Wi jopasenam. Pe3ynTATHTE OT TE3H OMHTH IPCANIONAraT 4 4e
MeTab0MH3MBT Ha JTAMOTPHIHH € MAIKO BEPOATHO 14 Obie HEXHGHpaH OT Kio3anuH, QIyoxceTHH,
(eHEeN3NH, PHCIICPHAIOH, CEPTPAIIHH HIH Tpa3oaoH. OcBEH TOBa, H3CTeABAHE HA MeTa0oMu3Ma Ha
Oydypanon s mpenapaTH OT MHKPO3OMHE OT YOBEIIKH YepeH Apod MpeanonaraT, 4e TaMOTPHIUH He
HaMaIIBa KIUPBHCA HA JICKAPCTBEHHTE IPOAYKTH, KOHTO € eMHMHRMPAT npeanamuo upe3 CYP2D6.

3aMMONEHCTBHA C XOPMOH KO AlCIITHBH

Edgpexm na xopmonaimume xonmpayenmuey bpxy QapMaKoKuHemuKama Ha 1avMompuzun

Ilp# xIHHWYHO M3MHTBAaHE ¢ YIACTHETO HA 16 xeHH 1oOpoBOAKH, NpHeM Ha KOMOHHEHpPAH NepopaneH
KoHTpanenTHs 30 ug eTaHmICCTpankon/150 ug neBoHOprectpen e 1oBen A0 NpHOIH3HTEIHO
JBYKPATHO NOBHIIAaBAHE HA KJIHPRHCA HA TAMOTPHTHH Cle/| IEPOPAHO MPHIOKEHHE, HMAIIO 32
pe3yTaT HamManseane cperHo ¢ 52% u 39% crorBeTHO Ha AUC 1 Chnax Ha HaMoOTpHTHH. CepyMHHTE
KOHUEHTpAlHH Ha TAMOTPHUIHH Ca C¢ TIOBHILIIH Npe3 CEIMMIATA HA HEAKTHBHO TE€TICHHE
(BK/I:OIHTENHO TIpe3 ,,CEAMHIATA De3 KOHTPaleNTHB ), KATO KOHIEHTPAIIMATE MPSM JO3UTE B Kpas Ha
CEAMMIIATA Ha HEaKTHBHO JeHCHNE ca OHNMM CPpeRHO OKOJIO ABa ITTH NO-BHCOKH B CPABHCHHE C
nepuoia HA ¢ THOBPEMEHHO NpHNaraHe Ha Jexapcrsara (Bxk. Touka 4.4). He e neobxonumo
ajanTHPaHe CHIYIACHO NPENOPHYABHTE YKA3aHHA 34 [OBHIIABAHC HA JO34TA HA NTaMOTPHIHH Ha
OCHOBATa CAUHCTBEHD Ha ynoTpebaTa HA XOPMOHATHHE KOHTPALIETITHEY, HO MOAALPXKAIAaTa [033 Ha
JIAMOTPHTHH B MOBEYETO CyuaH TpaGBa fa Ob/e MOBHIICHA WIH NOHWKEHA [IPH 3aII049BAHE HIIH
CIMpaHe NpHeMa Ha XOPMOHATHHTE KOHTPAUENTHRH (BXK. TOUKa 4.2).

Egbexm na namompuzun gbpxy hapMaxoKunemuxama Ha XopMOHATHUME KOHMPAyenmuey

Tlpn KIMHEMYHO H3OMTBAHE ¢ YIacTHETO Ha 16 skeHM NOOPOBONKH, IPHEMET Ha CTAIlHOHApHA 1034 OT
300 mg naMOTPUTHH HE e oka3an eekT BEPXY PapMAKOKHHETHKATA HE STHHHICSCTPAAHOTOBATa
ChCTaBKa Ha KOMOHHEpaHaTa IepopanHa KONTPallenTHBHA Tabnerka. YCTaHOBEHO € YMEPEHO
YBEIIHYEHHE HA NEPOPANHUA KIIHPBHC Ha CHCTABKATA IEBOHOPTECTPEN, BOMCIIO N0 HAMAIABAHE
cpenno ¢ 19% u 12% crotBerHo HA AUC H Cinax Ha neBoHOprecTpen. HaMepraneto na cepymHMTe
FSH, LH & ecTpaguo o BpeMe Ha HIMATBAHCTO I0KA3BAa HaMA/IIBaHE Ha CYNpECHATa Ha
OB3pHAIHATA XOPMOHAIHA NEHHOCT IPH HAKOH XKEHH, BEIPEKH Y€ H3MEPBAHETO Ha CEPYMHUA
OpOrecTEPOH MOKa38a, 4 HAMA XOPMOHAIIHM JAHHH 33 OBYJAIHA IIPH HHKOA OT MIECTHANECETTE XKEHH.
He e u3sicHeHO BBL3ACHCTBHETO HA YMEPEHOTO NOBHINABAHE HA KIKPHHCA Ha JICBOHOPTECTPEN H
opomeHnnte B cepymand FSH u LH Bepxy osynaroprara AeHHOCT Ha fifanauka (BxK. Todka 4.4). He ca
TPOYYBaHY e(EeKTHTE Ha TaMOTPHTHH B THEBHH NO3H, pasnuyHy oT 300 mg, KakTo H He ca
MPOBEXIaHH H3MKUTBAHUA C JPYTH XOPMOHAIHHM JIEKAPCTBEHH IPOTYKTH.

B3apMoAcACTBHA ¢ APYTH NEKapCTREHH MPONYKTH

B n3nuTBaHe ¢ yyactHeTo Ha 10 MBke OGPOBOMIIH € YCTaHOBEHO, Y¢ pUQaMITHIHH TOBHINABA
KTHPBHCA H HaMa/IiB2 BpEMETO Ha NOIYKHBOT Ba JJAMOTPHTHH TOPAIH NHAYKIMA Ha 9epHOAPOOHHTE
€H3MMH, OTTOBOPHH 34 INIIOKYPOHHpaHeTO, [IpH MalMEHTH, IEKYBaHH SNHOBPEMEHHO ¢ PHpaMITHIHH,
Tpa0Ba fa ce H3NON3Ba NOAXONAN(a CXEMA Ha JieueHHe (BK. To9ka 4.2).

B n3nnTBase Npy 31paH J00pOBOILH NONMUEABMD/PHTOHABHUD TIPSAN3BHKBAT IPHONH3HTETHO
IBYKPATHO IOHIDKABAHE HA ILTAZMEHNUTE KOHICHTPANMH HA TAMOTPMIYH, BEPOATHO Ype3 HHIY)
Ha DIIIOKYPOHHpaHeTo. [IpH mauMeHTH, MPHEMANIH SXHOBPEMEHHO JIeYCHHE C NTOMMHABHUD/P
Tpa6Ba fa 6B1e M3NOI3BaH NOAXOAAIL TCPAIIEBTHYCH PEKAM (BK. To9ka 4.2).

npunarafn 3a 9 1Amn, noHmxaear mnasMennTe AUC u Cm,x H2 IAMOTPYTHH (eJHOKDATHA Jlosa:or
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100 mg) cpenro croTBeTHO € 32% 1 6%. IIpH MauHeHTH, IPHEMAMM ENHOBPEMEHHO JICYCHHE C
aTasaHaBUP/PHTOHABHD TPAGEa Aa 6bAc HINON3IBAH NOIXONAL TEPANCBTHYCH pexuM (BXK. TOUKa 4.2).

B u3nHTBaHEe MpH 3paBH B3PACTHH A0GPOBONIM, ApaneTaMol | g (JeTHPH ITETH AHEBHO) MOHIDKABa
wiasMeHnTe AUC B Crin Ha JJAMOTPHIMH CPEIHO ChoTBeTHO ¢ 20% 1 25%.

JaHHH OT in vitro npoydBane IIOKA3BAT, Y€ JIAMOTPHIuH, HO He ¥ N(2)-nmokypoHna MeTabommTa, €
HEXHOHTOp Ha Oprappynus rpancnoprep 2 (OCT 2) B moTeHIMAaNHO KTHHAYHO SHAYAMHA
KOHIeHTpanun. Tesu JaHHM NOKA3BaT, 9¢ maMoTpuryH ¢ naxuburop Ka OCT 2 ¢ IC50 croiinocT

53,8 uM. EnnoBpeMeHHOTO NPHIOKEHHE Ha TAMOTPHIHH C ICKAPCTBEHH MMPOOYKTH, KOHTO ¢e
enmMMuEHpaT npes Gnopenute 1 ca cyberpath Ha OCT2 (Ranp. MeThopMHH, TabaneHTHA H
BapCHUKIIMH), MOXKe Ja JOBEAE A0 NOBHIIEHY [UTA3MEHH HUBA Ha TE3H JICKapCTBa.

KiMHMYHATA 3HaTMMOCT Ha TE3H Pe3yNTaTH He e SCHO OlpefeicHa. BrupekH ToBa, NpHIOKEHHETO HA
NEKapcTBOTO TpAORa /1a € C MOBHINEHO BHAMAHKE TIPH NTAIIHEHTH, KOHTO eTHOBPEMEHHO MPHEMAT
HAKOH OT T€3H JICKapCTBEHH MPOAYKTH.

4.6 BpeMeHHOCT H KbpMeHe

Puck, CBED3aH ¢ AHTHSNMHICIITHIHATE JCKAPCTRA KAaTO IIANIO

JleqeHHETO Ha XKEHHTE ¢ ACTEPONCH MOTCHIHA TpaOBa Aa OB NOA KOHTPO/a Ha CIISIHATIACT.
JledeHHETO ¢ aHTHEMHJIENTHIHHY JIcKapcTBa TpAOBa na ObO¢ mpepasriiedaHo, B CIydai Je skeHara
wiaHupa 1a 3abpemence. [IpH xKeHHTE, NCKYBaHH 34 eMIHICICHA, BHE3AMHOTO CIHPAHE HA JICYEHHETO €
AFEJI tpadBa na ce u3bATBa, THH KaTO TOBA MOXKE JI4 JOBEE 10 NOJBA HA MPHIATBLIY CHC CCPHO3HH
IOCEICTBHA BBPXY XKEHATa M HePONECHOTO Jere. Beekn BT, KOraTo € BB3MOXHO, TpAOBa na ce
Ha3Ha4aBa MOHOTEPAIHA, 3aII0TO JICHEHRETO ¢ HAKoiako AEJT Moske fa 6b1¢ cBBP3aHO ¢ OBHILICH
PHCK OT BponeHH Ml OopMalHH B CPABHEHHE ¢ MOHOTEPAHATA, B 3aBHCHMOCT OT H3IIO/I3BAHUTE
AHTHEMHICITHIHHA ICKAPCTRA.

PHCEK, CBY) ¢ JIAMO H

bpemennocm

T'omaMo KOTHIECTRO TAHHH IIpH OPCMCHHH KeHH, PHEMANH JJAMOTPHIHH KaT0 MOHOTEPAIHA 10
BPEME Ha IIBPBHA TPHMECTHD OT 6peMeHHOCTTa (N0Bede oT 8 700) He npe/monara CLILIECTBEHO
MOXAYBaHe Ha PHCKa OT TOJIEMH BPOJeHH MairdopMalliHH, BKIIOUHTETHO 3a¢IKa YCTHA H BBI49a MacT,
ITpoyuBanHaTa NPy KUBOTHH €4 NOKA3ANH TOKCHIHOCT PLPXY PasBHTHETO (BXK. TOHUKa 5.3).

AKO € HalnokuTenHo nedenue ¢ JlamMukTan Mo speMe Ha OpeMEHHOCT, [IPENOPHYBA CE NPHIOKCHHETO
HA Hail-MATKaTa BH3MOKHA TEPaeBTHYHA J034.

JlaMoTpHTHHE HMa c1a0 MHEXMOHTOPEH e(eKT BEPXY PeAyKTa3aTa Ha JUXHAPO(ONKEBATa KHCEIHHA,
MOPaJH KOETO MOXe TEOPETHIHO [1a IIOBHIIIH PHCKA 0T eMOpHOGheTalHO YBPEKIaHE UPE3 MOHHKaBRaHE
HuBara Ha $bomeBa kucenmuna. [IpenopruntencH ¢ npuem Ha Gommesa KHCENHHA MIPH IUTAHKPaHE Ha
OpeMeHHOCT H B PAHHHTE NIEpHOAH Ha GpEMEHHOCTTA.

PHUINOTOTHIHATE TIPpOMEHH, HACTHIIBANIH NIO BpEME Ha GpBMEI{HOCT, MOTaT ja NOBIHAAT HHBATA HA
JTAMOTPHTHH WHIK TepaneBTHIHES edekT. HMa Cholimenns 3a NOHIKaBaHE Ha IUIa3MEHHTE HHBA Ha
JTAMOTPUTHH [0 BpeMe HA OPEMEHHOCT ¢ TIOTEHIIHANICH PHCK OT 3aryba Ha KOHTPOJI BBPXY
opunagbsumTe. Cnel pakaaHeTO HUBATA Ha TaMOTPHTHH MoTaT OBp30 Aa ce [ORHILAT ¢ PHCK OT
HAO30CBBP3aHH Hexenany peakia, Ilopann ToBa cepyMEuRTE KOHIEHTpaNKH Ha JAMOTPHIHHE
Ja OBIAaT npocieASBaHy OpeaH, O BPpeMe Ha M ciel OpeMeHHOCTTA, KaKTo | 33 KPaTKo CJIg
paxnanero. IIpu HeoGxonumMocT no3ata TpAGBa na ObIE aganTHpaHa, 3a 1a ce MOATbpKA
KOHIECHTpaLiHsA Ha TAMOTPHTHE Ha HHBOTO OT peau OpeMeHHOCTTa, K Aa Op4¢ ajant po
KJIHHWIHHA 0TroBop, OCBEH TOBa ClIeA paxnaHeTo TpabBa a ce cnell 3a NposABa Ha RO cgﬁp“aauﬁ : R
HE)KEaH! PeaKIInH.
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Kvpmene

CrofIaBa ce, 9¢ TaMOTPHIHH TPSMHHABA B KbPMaTa IIPH MHOTO Pa3lHIHH KOHIEHTPAIlMH, KOSTO
oAy o 00DIH HHB3 HA JJAMOTPHTHH NPH KEPMAYETATa OT NMpHOIH3NTENHO 50% ot MafiuHEUTe.
CnenoBaTeHO NPH HAKOH KBPMAYETA CCPYMHHTE KOHLCHTPAIIHH Ha JITAMOTPUTHH MOXKE /ia JOCTHTHAT
HHRa, IPH KOHTO ce HabmonanaT GpapMaKonorHIHy ehekTH.

[MoTeRuHanHATE NOM3H OT KEPMEHETO TPAOBA 1a GHAAT NPENEHEHH CPEIY NOTEHINAIHHA PHCK OT
IPOABA HA HEKENIAHH PEaKIMy MPH KEPMAYETO. AKO )KEHATE PELE A3 KPMM, JOKATO € Ha IIeUCHNE C
NAMOTPHIHH, KspMadeTo Tpabea Aa ObAe mpocieaABaHo 3a NOSBA HA HEXENaH! PSaKuuu, KaTo
cenaumd, oGpHB H cafo HaIJABaHE Ha TEINIO,

Depmunumem
HM3crepannaTa Npy dKHBOTHA HE NOKA3BaT HeOIaronpHsITHO NOBINABaRE Ha depTRAATETa OT
JIAMOTPHTHH (BX. TOUKA 5.3).

4.7 Edextn Bbpxy cnocofiHocTTa 33 miopupane H pafoTa ¢ MAIIHAH

Thit KaTo CHOIECTRYBAT HHIUBHIYATHH PA3IHKH B NOBAMABAHETO OT JeueHuero ¢ AEJL, ua
MAIMENTHTE, NpHEMaly JIaMUKTAN 3a JIeUeHHE Ha SHICICHA, C¢ NPENOPhHBa a8 C€ KOHCYATHpAT C
JICKYBAIIHA TeKap OTHOCHO CNENH(HIHH BEIPOCH, CBBP3aHH ¢ INOMHPAHETO H CIIHICTICHATA.

He ca nporexnany H3NKTBAHKA 3a eeKTHTE BBPXY cnocobHOCTTa 33 modHpane u paboTa ¢ MaIIHHH.
IIpu ABe H3NUTBaHUA ¢ ZOOPOBOIIM € YCTAHOBEHO, € e(DEKTHT HA NAMOTPHTHE BHPXY (HHATA
IPHUTENHA ABATATE/HA KOOPIHHAMHAS, ABIKCHHUATA Ha OUHTE, PABHOBECHETO M CYOEKTHBHHTE
cenaTHBHY edexTH He ce paziuyasa B cpaBHenue ¢ rwianeGo. [IpH KiMHUTHE H3NHTBARKA C
JIAMOTPHTHH Ca AOKIIAABaHM HEXENaHH peaKii 0T HEBPOJIOTHYICH XapaKTep Karo 3aMatliBane u
nsoifHo Bioxaane. [Topaxu Tasn npuumHa npeay xa wodupat wim fa paboTAT ¢ MANIMHK NANHMEHTHTE
Tpa0Ba MEPBO A3 YCTAHORAT KaK MM BiIHsieE JeacHueTo ¢ Jlammxran.

4.8. HexenanM JeKAPCTECHE PEAKIHHI

HexenaBaTe NeKapCTBEHN PEAKINH 32 NOKA3AHAATA CIEUICIICHA ¥ GHIIOMAPHO Pa3CTpOiCTBO ca
ciiopes AaHHH OT KOHTPOIHPAHH KIHHAYHM H3IHTBaHAS M JPYT KIHHHYER OIKT H ca H30pocHH B
TabnHuaTa no-10iy. KaTeropute ro 4€cToTa Ca H3BEACHH OT KOHTPONHPAHH KIMHHIHA HATHTBAHKSA
(MoHOTeparHs 33 ennencus (oGoanauenu ¢ kpherael) u 3a GEnomApHO pascTpoiicTBo (0603HauEHN
¢he 3HaK 3a naparpady)). [Tpu pasnuka B KaTETOPHATA 10 9ECTOTA MEXIY JAHHKTE OT KIHHHIHK
H3NMTBAHWSA MDY SMHICNCHA M IPpH SHOOMAPHO Pa3CTPOHCTBO € MOKa3aHa Hal-KoHcepBaTUBHATA
9ecTOTa. BEIpEeKy TORA, MPH NHIICA HA JaHHHK OT KOHTPOIMPAHY KMWHHYIHH W3NHTBAHHA KaTCTOPUHTE
T10 4ECTOTA ¢2 M3BECHY OT APYT KIHHHYEH OIHT.

Bu3npuera ¢ cnenHata KiacHGUKALHI Ha HEKETAHUTE JEKapCTBCHH PEAKIHH:
MHoro gectn (>1/10); wectn (= 1/100 1o < 1/10); redectn (=1/1 000 no < 1/100); penku (>1/10 000

Jo < 1/1 000); myoro peaku (< 1/10 000); ¢ Hen3BecTHA yecTOTa (OT HAMMMHATE JaHHU HE MOXE Ja
0bae HanpaBeHa OCHKA).
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CncreMo-opranen Hexkenana peaknun Yecrora
KJjiac
Hapymenms Ha XeMaTOnOTHIHH OTKNOHEHHUA |, BRIIOYBAIH
KpBBTa H muM(pHATA | HEYTPONCHMS, NCBKONEHHA, aHEMHRA, TpoMbonuTonenns, | Mnoro peaku
CHCTEMA HNaHHTOTICHNA, alUTaCTHYHA aHEMM, arpaHy/IoLUTOo3a
XemodarounTHa mumboxucraonurosa (HLH) (Bx. Muoro penku
Touxa 4.4)
C HeH3BeCTHA
JinmbaneHonarus’ 4eCTOTA
Hapymens Ha CHEpOM Ha CBPEXIYBCTBHTENHOCT 2 Muoro pegku
HMYHHATa CHCTEMA
XuroraMarno0y TuHEMHs C HenspecTHA
9eCTOTA
Heuxmmn ArpecH4, pasipa3HHTEIHOCT Yectn
Hapymems OO6LpKBaHE, XANFOUMHMHAINH, THKOSE Muoro peagxx
KommMapu C Heu3BecTHA
9€CcTOTA
Hapyniesus Ha [mapoGomue’ Mzuoro gecTy

HCpBHATA CHCTCMa

Ceymasoct ', amaiisane™, tpemopt, Gescnamet,

BB30yaal Yectn
Arakcnua® Heaecrn
Hucrarsm?, acenTH9eH MGHHHTHT (Bx. Touka 4.4) Penxu
HecraGumaocT, ZBUraTensl HapylieHu, BIOIIAaBaHe Muoro peaxu
CBCTOAHHETO Ha MAUMCHTY, CTPANAIIH oT fonecTTa Ha
TMapkuEcon®, eKCTPATHPAMUIHI CHMITOMH,
xopeoareTo3al, yBenMdeHa uecToTa Ba MPHNAXBITHTE
Hapynienud Ha odHTe ,HHIIJIOHPDF, 3aMBITIEHO 3}:»&31{:{??+ Hegectu
KOHIOHKTHBHT Pepxu
Cromammo-upesay | Danene’, nospriane!, nuapus®, cyxora B yerata¥ Yectu
HapyIeHHA
Xenato-OHmnapHu YeproapoOHa HEAOCTATHIHOCT, OTICIOHCHHA B Mauoro peakH
HAPYIICHUA gepuoapobHuTe YynKwan®, nosHImeny croiinocTn Ha
NOKA3aTeIIUTE Ha 9epHONpoOHHUTE GYHKITHOHATHY
TECTOBE
Hapymennus na Koxen o6pus’Ts MHOro 4ecTn
KOXarta |
NOIKOXXHATa ThKaH Anonemnms, peakuusa Ha GOTO9YBCTBHTETHOCT Heuectn

Cuuzapom Ha Stevens—Johnson
ToxcudHa enuaepMania HEKPOIH3A

MemmkaMeHTO3HA PEaKHia C QO3HHO(1)HJIHH H cnc*remrmz
CHMITOMH
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Hapymwenus na Aprpairast Yectu
MYCKYITHO-

CKeNeTHATa CHCTeMa | Peakiuu, HamoXoGABamnIH TYIIyC Mnoro penkn
H CHLCOUHMTENHATA

ThKaH

Hapymierus na TyGynouHTepeTHIMANECH HEQPHT, CHHAPOM Ha C Hem3BecTHA
6n6pemmTe B TybynousrepeTHIMaICH HedpUT 11 yBEHT 9ecToTa
TIMKOYHHTE ITHTHIIA

OGIM HapymeRua B | YMopseMocT?, Goaxa®, 6onxa B rep6a’ YecTn
e(heKTH Ha MICTOTO

HA TPIWIOKCHHE

Omcanse Ha H36p&HH HEXEITaHHA DCAKIIAH

! XeMaTonornanure OTRAOHEHHS H THM(DANEHONATANTA MOTAT 13 61181 nh Na He GBIAT CBLP3AHH ¢
MeIMKaMEHTO3HATa Peakiia ¢ eo3uHobHma i cucteMAu camirroMu (DRESS) / cunapoma wa
CBPBXTYBCTBHTEITHOCT (Bik. CIeIManHy NpeAyNpekAcHIS | IIPea3Hy MEPKH ITpu ymotpeba u
Hapynrenns Ha HMyHHATA CHCTEMA).

2Q6puB ¢ choOMABAH KaTO 9aCT OT TO3H CHHAPOM, U3BecTeH Chiuo Karo DRESS. Tosa chcToAHME €
CBBP33aHO ¢ PA3IM4HH CUCTEMHH CHMIITOMH KAaTO NORMNIEHA TeMIEparypa, TIMdaaeHOMATHS, OTOK Ha
JTHUETC H IIPOMEHH B KPBBHATA KapTHHA, QYHKIRHTE Ha YepHHA 2pob 1 6n6pemrre. IlposeuTe Ha
TO3H CHHIPOM Ca ¢ Pa3/IHIHa KJIHHAYHA TEXECT, KAaTO PAIKO MOrar Ja JOBEIAT 40 AUCEMHHNPAaHa
HKHTPABACKyJIapHa KOAry/IaliHd H MYJITHOPTAHHA HEAOCTATEYHOCT, TpA0Ra 18 ce HMa NpeJBHA, Y¢
PAHHHTE NPOSEH HA CBPHXIYBCTBHTEIHOCT (HANPHMED MOBHILIEHA TEMIIEPATYPA, JMMbaNEHONATH)
MOKe 12 ca IposBeHH n 6e3 10noBEMO pasBHTUE Ha 06pHB. [IpH yCTaROBABaHE HA ONIHCAHUTE
TIPH3HALM H CHMITTOMH € HeoOXoauMa He3abaBHa OLEeHKA HA CECTOSHHMETO HA NALMEHTA U CIIMpaHe
rpreMa Ha JlaMuKTas Iipy THNca Ha ApyTa €THOJNOTHS 33 Pa3ssHTHE Ha TE3H Peakuuy (BXK. Todka 4.4).

3 Teau peakudH ca TOKMAABAHH O BpeME Ha ApyTHA KIHHAYEH ormut. MMa cpobimenns, ue
TIPHIOKEHHETO HA IAMOTPHTHH MOXe 12 BIOIM ChCTOTHHETO Ha MAIHEeHTH, cTpajamy ot bosiecTra
Ha [apkurcod. UMa oToensH co0IICHHA 33 MOABA HA EXCTPANTMPAMHIHN CHMIITOMH H XOpE0aTeTo3a
IIpH NanueHTH Oe3 ToBa ChIBTCTRANIO 3abomiBakne.

4 Ueprospobaara AnchyHKIMA OOUKHOBEHO ¢ POARARA BLB BPH3KA C PEAKIMATE HA
CBPHXIYBCTBHTEIIHOCT, HO B OTACIHE CIydau ¢ Ha0MOAaBaHa CAMOCTOSRTENHO,

* B KIMHWYHH M3NATBAHAS IPH BE3PACTHH, KOKHH 00pHBH ca uabmonasann mpH o 8-12% ot
MAIHEHTHTE, IPHEMALTH JIAMOTPHIHH, H IpH 5-6% 0T NanHeHTHTe, IpUeMany mwiane6o. PassHTHETO
Ha 00pHEH BOJM IO CIMpaHe Ha NpHeMa Ha NaMOTPHIHH npd 2 % or nanreATHTe. O6pHBET, B
MOBEYETO CAy9aH MaKyaonamyI03¢H, 0OHKHOBEHO Ce PA3BHBA NPe3 NhPBHTE 0CEM CEAMUIM OT
Ha29aJ0T0 Ha JIEYeHHETO, KATO MPEMHHABA CNeJ] CIHpaHe Ha nmpHema Ha JlaMukTan (Bx. Todka 4.4).

Crobirasany ca KUBOTO3aCTpamIaBaiy oOpHEN, BISIFOUMTEIHO CHEPOM Ha Stevens-Johnson u
TOKCHYHA CITHAEPMATHA HeKponnza (cHHapoM Ha Lyell) n MenvMxaMeHTO3Ha peakuia ¢ COSHEOPHINA
u cucteMuH cumnromu (DRESS). B noredero ciy4aH Te3d peakiHy NPEMHHABAT ClIe]l COHpane Ha
NpHEMa HA IAaMOTpUTAH. BRIpeKH TOBa, MpH HAKOH MAMECHTH C€ Pa3BMBAT HeoOpaTHMH IHKATPHKCH,
CHIIO TaKa MMA PEfKH CITy4al Ha JeTaleH H3X0A (BX. Touka 4.4).

OO0musaT pHCK 3a MoABa Ha 0OpHB NOKA3Ba CHIIHA B3AHMOBPE3KA C:
- OpHeM Ha BHCOKH HAYAJIHM TO3H NAMOTPHIHH ¥ IPCBHUIIABAHE HA MPENOpPLYAHATA 1032 3

MOBHMIABAHE HA IAMOTPHTHH (BXK. ToUKa 4.2)
-  eOHOBpeMEHHO IpHIATaHE Ha BaImpoar (BX. Touka 4.2).

Hma cpolenns 3a HaMaJeHa KOCTHA MHHEPATHA ILTBTHOCT, OCTEONECHHA, OCTEONOPO3a
TIpH MaLHEHTH Ha ABATOCPOTHO JeYeHHE ¢ JaMOoTpHruH. He e ycTaHOBEH MEXaHH3MBT,
JIAMOTPHTHHE TIOBIMABA KOCTHHE METa0OIH3BM.
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Crobiapgne Ha NOXO3UPAHN HEKETAHN DEAKIHN

CrobmaBaHeTo Ha NONO3UPAaHH HEXENaHY PEaKLMH CTe]l paspemaBaHe 3a yNoTpeba Ha IeKapCTBeHHS
OPOXYKT € BaXHO. ToBa MO3BONARA Aa NPOXBIDKH HAGMIOAEHHETO HA ChOTHOMERHETO 1107138/PHCK 33
meKapcTBeHHs apoAykT. OT MeIHNUHCKHTE COIENMAINCTH ce H3HCKBA Ja cho0IIaBaT Beiaka
NOJO3KpaHa HeXKENaHa Peakius Ipe3 HANHOHANHA CHCTEMA 3a ChobIaBaHe:

VanbnaEMTENHA ATEHIHA 10 JICKAPCTBATA

ya. . Jdaman I'pyes” Ne 8

1303 Cocua

Tem.: +359 2 890 34 17

yebcaiiT: www.bda.bg

4.9 Ilpenozmpane

CHMIOTOMM H TIPH3HANN

Crobumiapans ca cnydaling npenosupanus ¢ 1o3H 10 o 20 neTH M0-ToNEMH 0T MAKCHMAlTHATA
TepaneBTHIHA /1034, BKIKYHTEHO CMBPTHH CIIydan. B pe3ynTaT Ha mpefo3HpaHeTo Ce YCTAHORABAT
CHMITTOMH, BKJTIOYBAIIM HUCTATEM, ATAKCHA, IPOMEHH B CH3HAHUETO, TeHEPATH3IHPaHH TOHHYHO-
KAOHHYHH r'bpaoBe {grand mal) u koMa. Pasnmpgpane Ha QRS (3a6assiHe Ha HHTPABEHTPHKYJIAPHATA
IPOBOAMMOCT) U YAbDKaBaHe Ha QT cbimo ca HabmoaasaHy MpH MALHEHTH ¢ IPeAO3HpaHe.
Pasmupsmane aa QRS npoab/pkMTeIHOCTTA 10 ToBede oT 100 msec Moxke Ja ce CBBPXKE ¢ TO-TEekKKA
TOKCHYIHOCT.

Jlegenne

{Ipu npeaosnpane MaUMeRTHT TPAGBa [a [TOCTHIK B OOMHHTHO 3aBEACHHE H Ja OBbje NOLI0KEH Ha
anexmatHO NedeHue. [Ipu neaOxoaumoct Tpa0Ba aa GbAe HanpaseHO JCYeHHE HACOUCHO KBM
HaMaligRaHe Ha pe30pliumaTa (AKTHBEH BBITICH). [Jo-HATATEMHOTO NoBe/icHHe TpAbBa fa 6bhe KAKTO €
KIMHUYHO [I0KA3AHO, KaTO C¢ B3¢MaT NpeABH MOTEHUHAIHKTE eeKTH BEPXY CEpPICIHATA
mpoBoaaMoCT (BX. To9ka 4.4). HaMma onut ¢ xeMoHaIn3aTa B 1eYEHHETO Ha Npenosupanero. Ipu
mect gobporomy ¢ 6u6peTna HepocTaTpIROCT, 20% OT NaMOTpHTHHA ca GHIM OTCTpaHEeHH OT
OpraHH3Ma IO BpeMe Ha 4-43C0BaTa XEMOAHAIN3HA ceclia (BXK. TouKa 5.2).

5.  ®APMAKOJOTHYHM CBOHCTBA

5.1 ®@apMaxkoIMHAMMYHH CBOHCTBA

dapmaKoTepaNeBTHYHA TPYIIA: APYTH aHTHENTHICNTHIHA neKkapeTea, ATC kom: NO3AX09,
MexanuasM Ha KeHCTRHE

Pesynrarate OT GapMakoJOTHIHHTE MPOYYIBAHUA MOKA3BAT, He JIAMOTPHIHH € yIoTpeda- U BOITaK-
3aBHCHM OIIOKED HA BONTAK-AKTUBMPAHUTE HATPHUEBH KaHAIH. ToH HHXMOHpa NPOALIKHTEIHOTO
TOBTAPALIO c¢ Bp30YKAeHHE Ha HEBPOHUTE ¥ MOTHCKa 0CBOOOXKAABAHETO HA IITyTAMAT

(HEBPOTPaHCMHTED, KOATO HMa KITIOY0RA POJIA B TCHEPUPAHETO Ha COHICTTHIHHTE rypuose). Teau
eheXTH BEPOATHO JONPHHACAT 34 CBOHCTBATA HA JTAMOTPHTHH KaTO AHTHKOHBYJICAHT.

BONTaX-aKTMPHPAHUTE HATPHCRK KaHAJIH.
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apMaKo HWIHHA SOCKTH

Ipu n3cenpaHnd 3a OleHKA Ha eeKTa Ha JEKApCTBATa BEPXY NEHTPATHATA HEPBHA CHCTEMA
YCTAHOBEHUTE ¢EXTH OT Npuiarane Ha 240 mg NaMOTPHIHH Ha 3IpaBH JoGpoBOmIH, ca Ormm
noao6HM Ha Te3u 3a mwianebo. OT apyra cTpasa cnep mpunarane Ha 1 000 mg denuronn Hou 10 mg
IHazenaM c¢ yCTAHOBABAT IHATHTEIHO HApyIIasake Ha (HHATA 3pUTETHA IBUTATEHA KOOPAHHALIMA,
IBIDKCHUATA Ha 09HTE, PABHOBECHETO H CyOeKTHBHM eexTH Ha ceiupane.

[IpH apyro us3NMTBAHE CIieA NCPOPaICH MPHEM Ha eMHOKpaTHA Ao3a oT 600 mg xapbaMaszenHH ce
YCTaHOBABA 3HAYHTENTHO BIOITABAHE HA PHHATA IPHTCIHA ABHTATC/IHAa KOOPAHHALN, IBIDKEHAATA Ha
OUHTE H PABHOBCCHETO H NOBHIIABAHE HA ChPACTHATA ¥ecToTa. OT Apyra cTpaHa ciiell IpUiIATaHe Ha
naMoTpurye B 103k oT 150 mg 1 300 mg ycranoseHuTe epekTH ca MOAOOHH HA TE3M NpPH NIPUEM Ha
nnauebo.

Hzcneosane Ha ediexma Ha AAMOMPUUK SBPXY CLPOCUHAMA NPOGOOUMOCIN

EpekThT Ha MHOTOKPATHOTO NPHNATaHE Ha J1aMOTPUTHH (1o 400 mg/nen) BbpXy ChpAeUHaTa
npoBOIHMOCT, oneHeHa 4pe3 EKD ¢ 12 oreexating, € HaciedBaH MPH IPOYIBAHE BEPXY 3APaBH
BB3pacTHH BoOpoBosLy. He e oTueTeH KNMHHIHO 3HaYHM e(eKT HA JAMOTPHIHE BepXy QT
HHTEpBasla B CpaBHEHHME ¢ 1wnaneto.

Kmuunyna epuracuoct ¥ 6ezonacHocT

IIpesenyua na enuzo0u Ha NPOMARA HQA HACMPOEHUEMO RPYU RAYUEHMU C DUNORAPHO PA3CMPOLICTIE0
JBe M3NATBAHHA CLEHABAT eGHKACHOCTTA HA TaMOTPHIHH NIPH NPECBEHIHA HA €130 Ha TPOMAHA Ha
HACTPOCHHETO NPH NaureHTH ¢ GumonspHo I pascrpoiicTro.

[Tpoyasanero SCAB2003 e MynTHIICHTPOBO, JBOHHOCIANO, ABOKHO3AC/IENIEHO, LTANE00 ¥ THTHH-
KOHTPOJIHPEHO, PAHAOMH3INPAHO, ¢ dHKCUpaHa 0348 3a OLECHKA HA AeIAMOCPOIHATA IPEBERIMA Ha
peAanc i NOBTOpHA NOABA HA ISNpecHd H/HIY MaHUA NIPH NalueHTH ¢ Suntonnpro 1 pascTpoiicTro,
KOHTO HacKOpO WK B MOMEHTA Ha M3NHTBaHeTO ca O B romsaM JenpecHses enmsof,. Cren
cTafHIM3MpaHe ¢ MOHOTEPANYA C IAMOTPHTHH MM ¢ KOMOHHHpaHa Tepalis, NaMeHTUTE ca 6unu
PaHAOMH3HpAHH B ¢HA OT NIETTE IPYNH Ha jiedenne: namoTpuras (50, 200, 400 mg Ha OeH), THTHH
(cepymuu Husa ot 0,8 no 1,1 mMol/l) wnu nnanebo 3a MakcuMyM 76 ceamunn (18 mMecena).
IInpeuvHata kpaiiHa Todka e 6una "BpeMe no Hameca NP eMH30/, HA MPOMAHA HA HACTPOCHHETO
(TIME)", KpASTO HAMECHTE Ca AONBIHNATEITHA JIEKaPCTBEHA TEPanus HIIH eleKTPOKOHBYJICHBHA
tepanus (EKT). lpoyusanero SCAB2006 e 6uio ¢ nonoben Ausatin karo npoyusanero SCAB2003,
HO ce pasnuuaga o SCAB2003 no oueHkata Ha drekcubrnHa fo3a Tamorpurud (100 o 400 mg/zeH)
H BKJIIO9BA MAUHEHTH ¢ OumonapHo | pa3cTpoifcTBO, KOHTO £a HMAIH HACKOPO HIH B MOMEHTa €A B
MauHeH enu3on. PeaynraTute ca npexcrapesn B Tabmuua 7.
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abauya 7. Peziome na
MO, it HDU BPeseH

bumanapuo I pazempoticmeo

MAmume o RPYYeaHURING, U3CAE06:
G HQ ERUOOU Ha RDOMIHA HA HAC

t EPUKACROCINMA KA
eHUemc RPU RAYUERMY C

‘llan’ Ha manmeHTHTE 63 cHOuTHE Ha cenmMuna 76
Ipoyusane SCAB2003 IIpoyuane SCAB2006
Bunoaapno 1 Bunoaspuo I
Kprrrepuit 3a TonaM AenpecHBEH eMH30N T'o7siM ManHEH ema30N
BKITIOYBaHE
Jamorpurun | Jurwit | Ilnanebo | Jlamotpuruu | Jlutmii | ITnanebo

Be3 nameca 0,22 0,21 0,12 0,17 0,24 0,04
p-croitaocT 0,004 0,006 - 0,023 0,006 -
JOrapuTMHTHO
TpaHchopmMupaH
PEHKOB TECT

Log rank test)
bes menpecus 0,51 0,46 0,41 0,82 0,71 0,40
p-cToHHOCT 0,047 0,209 - 0,015 0,167 -
JIOTAapUTMH%HO
TpaHC(OpMHpaH
PEHKOB TECT
(Log rank test)
Bes Manns 0,70 0,86 0,67 0,53 0,64 0,37
p-CTOMHOCT 0,339 0,026 - 0,280 0,006 -
JICTapHTMHYHC
TpancOpMHEpaH
PEHKOB TeCT
(Log rank test)

le{ AHAIH3H, NOJKPCIMIIIH BPEMETO 10 TBPBHA ACHIPCCUBEH €NH30L H BPEMETO J0 ITLPBHA
MAHHEH/XHNIOMAHKEH WY CMeCeH CNU30XA, JICKYBAHUTE C JIAMOTPHIHH MAlTHEHTH €3 HMAJTH 3HATAMO

O~JBIITH BPpEMEHA N0 OIBPBH NCNIPECHBCH CNH30ML B CPABHCHHC C NMALHCHTHTC HA wranebo, H
Pa3jiHK4aTa B TPCTHPAHETO BHE € HMaJla CTATHCTHYSCKA SHATHUMOCT 110 OTHOIIEHHE HA BPEMCTO A0
MAHHCH/XHIOMAHHCH WIH CMECEHN EnU30IH.

EduxacHoCTTa Ha TAMOTPHTHH B KOMOMHAIMA ChC CTaCHNA3aTOPH HA HACTPOCHAETO HE € JIOCTATHYHO
TpoyYeHa.

THeanaTpusiEa TOMYIALHA

Heya na evzpacm om I 00 24 meceya
EdmxacHocTTa H 6€300acHOCTTA MpH XKOMOHHEPaHa Tepankd Ha NapUHAIHHA NPHNANELH IPH
NAITHEHTH HA BB3pacT 0T 1 Ao 24 Mecena ca OlICHEHH B €HO MAIKO, ABOHHOCIANO, murale6o-
KOHTPOJIHPaHO MpOyYBaHe C IPeyCTaHOBABAHE HA NpueMa. JIeueHHeTo ¢ HHHIMHPaHo npH 177 nHua
0o CXeMa 33 TUTPHPaHe Ha 02aTa, oA00Ha Ha Ta3u NPH Aela Ha Bb3pact oT 2 o 12 ronuAH.
JlaMoTpHIHE Ta0NCeTKH OT 2 Mg ca HAH-MAIKOTO HATHIHO KOAHISCTBO Ha aKTHBROTO BEILIECTBO 2
enHa TabnerTka H 3aTOBa CTAHAAPTHATA CXEMa Ha JO3HPAHE € aNallTHPAHA B HAKOH CITydau
€Tana Ha THTpUpaHeTo (HampUMeEp Mpe3 NpHiaraHe Ha eXHa TalaeTka OT 2 mg npes AeH,
M39¥CIeHaTa J03a € No-Maiika oT 2 mg). B kpas Ha Bropara ceAMHNA 0T THTPHPAHETO
CEPYMHHTE HHBA H TOCIEABAIIATE /1034 € HAMAIICHA HIH He ¢ [IOBHIICHA, aKO KOHLE.
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oceM pecnonaepu (> 40% HaMandBaHe Ha YECTOTATa Ha NPHNATBIMTE) CA PAHAOMH3HPAHH Ha
mane6o Wik 1a DpoTB/DKAT HA NaMOTPHYHH. [IpoNeNTHT Ha IMIATa, NPH KOHTO TCPANMATA €
Heycriemsa, ¢ 84% (16/19 maua) npr pamoto Ha mnanedo 1 58% (11/19 nuua) npe pamoro Ha
NaMOTpHruH. Paimukara He € CTATHCTHIECKN 3HauHMa: 26,3%, 95%-eH norepHTeieH HETepBa [2,6%;
50,2%], p=0,07.

O6mo 256 maua Ha B3pacT oT 1 1o 24 Mecelia ca ¢ eKCTo3HIKA Ha JAMOTPUTHH B 1030B HHTEpBal OT
1 o 15 mg/kg/nen 3a nepuon 1o 72 cemmuun. [Ipodursr Ha Ge30NacHOCT HA AAMOTPHTHH TIpH Jena
Ha BR3pacT oT 1 Mecen fo 2 rogued e nogobGeH Ha TO3H IIPH BO-TOIEMH Acla, ¢ H3KIIOYEHHE Ha TOBA,
Y¢ KIMHHIHO 3HAYHMO BIOMIABaHE Ha Mpunaxbimre (= 50%) e JokaasaHo No-4eCTo NpH AENa Ha
Bh3pacT nop 2 roauHu (26%) B cpaBHeHNE ¢ mo-roneMuTe geua (14%).

Cundpom na Lennox-Gastaut
Hama maHHW 32 MOHOTEpaNHA NIPH NPUNIAILIH, CBBP3AHH ChC CHAApoMa Ha Lennox-Gastaut.

ITpesenyus na enu300U KA RPOMARA HA RHACTPOERKUEMO NPu Oeya (Ha gv3pacm 10-12 zo00unu) u
tornowu (na avspacm 13-17 zoounu)

MHOroueHTPOBO, NapajicTHOIPYIOBO, INIaue60-KOHTPONHPARO, ABOHHOCIANQ, PAHIOMH3HPAHO, C
NPEYCTAHOBABAHE HA MPHEMA POYIBaHE OUCHARA edyikacHOCTTa M Ge3omacKocTTa Ha maMoTprryH IR
KaTO JOIIB/IBAIIA MO NbDKAINA Tepanud 3a 3a0aBsgHe Ha eNH30IH Ha NPOMAHA Ha HACTPOSHHETO NIPH
Jlella M I0HOIDH OT MBXKH H XeHCKH 1ol (Ha p3pact 10-17 rofHHn), KOWTO ¢a AHATHOCTHUIHPAHH C
i | GHOONAPHO PA3CTPOHCTEO K MPH KOHTO € OTJIOKEH HIIH Ca IONYTHIH nojo0penHe Ha GHIomIpeH
€MH301, TOKATO A JIEKYBaHH ¢ IaMOTPHIHH B KOMOWHAIHA CBC ¢BITBICTBAIM AHTHICHXOTHIHH
NeKapCcTsa Wi APYTH NeKaPCTBa, CTAGWIH3ATOPH Ha HACTPOSHHETO. Pe3yITaThT OT IBPBHYHHS
apanys 3a epHKacHOCT (BpeMe Jo moABa Ha GunonApHo crOuTHE (time to occurrence of a bipolar event
- TOBE)) He nocTHra cTaTHCTHYECKA 3Ha4YHAMOCT (p = 0,0717), cnenoraTenso HE € NOKa3aHa
edukacHocT. OCBeH TORa, Pe3yNTaTHTE 3a 6¢300aCHOCT NOKA3BAT MOBHIIEHO CHOOMABAHE HA
CYHIHIHO MOBENEHHE NPY MAHEHTHTE, ICKYBaHH ¢ TaMOTPHTHH: 5% (4 maupMenTH) B pAMOTO Ha
NaMOTPHrEH B cpaBHeHRe ¢ { mpu nnane6o (Bx. Touka 4.2).

Hacaenpare Ha edekTa Ha 1aMo HH BEPXY CHDICTIHATA NIPORC, 0CT

EdexTsT Ha MHOTOKpaTHOTO Ipwiarade Ha maMoTphryH (1o 400 mg/nen) BepXy ChpIcIHATa
IPOBOIHMOCT, oueHeHa 9pe3 EKT ¢ 12 oTeexganHs, € H3CNeABAH NpH H3NHTBAHE BLPXY 3APaBH
BE3pacTHH Aobposomus, He ¢ oTueTen kMHWYHO 3Ha9uMM edekT HA 1aMOTPUIHH BbpXy QT
HHTEPBaIA B cpaBHEHNE ¢ IL1anebo.

5.2 MapMaKOKHHETHMHH CBOlCTBA

Abcopbuns

JlamoTpurun ce pezopOupa GbP30 M H3LSIO B YEPBATA, KATO HE C¢ YCTAHOBABA KIHHHUUTHO 3HATHM
MeTal0H3bM OPH ITEPBO NpeMUEABaHE, BEpX0BH M1a3MEHH KOHHEHTPAMH CC JOCTHTAT
nprOmM3HTEnHO 2,5 gaca ciel epopajlHo IPHNOXKCHUE HA JaMOTPUTHH. CIIeR IpHEM Ha XpaHa
BPEMETO 33 IOCTHIAHE HAa MAKCHMAITHA KOHIIEHTPALIHA IEKO C€ YIbIDKaBa, HO CTENEHTA Ha pe30opOuus
HE ce npoMeHa. MakCHMATHHTE KOHLCHTPAIMH B CTAIHOHAPHO CBCTOAHHE [OKA3BaT
HHTEPHHEIUBHTYATHA BapHaOHNHOCT, HO IPH BCCKH HHIWBHAYAIICH NMAlHEHT TE3H CTOMAOCTH Ce
Pa3IHIaBaT MHOTO PAAKO.

Pasnpenencume

CPRBP3BaHETO € MIA3MEHUTE HPOTEHHH ¢ mpHOIH3HTENHO 55%. He ce ouakpaT nposipH Ha
TpH M3MECTBAHE OT MACTOTO HAa CBLP3BaHE C MNIa3MCHATE [IPOTEHHH.

OGembT Ha paznpenencHne e ot 0,92 o 1,22 Vkg.
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Buo chopM
JlamoTpuras ce MeTabomupa ot ensamure UDP-riokyponun Tpascdepast.

B MHOTC MaJIKa CTENEH B 3aBECHMOCT OT A03aTa NAMOTPUTHH MOXKE /1a WHIYIHpa coOCTBEHRS CU
merabonussm. Hama nokasarencrsa 3a BiusHue HA TaMOTPHI'HH BBpXY (apMaKoKHHETHKATA HA APYTH
AFEJIL He ce ouaksaT B3aHMOJEHCTENA MEKIY JIAMOTPHIHH H I€KaPCTBEHHTE NPOXYKTH, KOHTO Ce
MeTabom3Hpar oT HHTOXpaM Paso eH3uMuTe.

EnumynHpaHe

[Ina3sMeHHAT KIHPBHC TPH 3OpaBH JHua € npubausnrento 30 mi/min. KMupEHCHT Ha JAMOTPHIHE €
OpeXHMHO 9pe3 MeTaboIH3upane ¢ I0CHeNBaui0 CTAMHEHpPaHE MoK (OopMaTa Ha DIIOKYPOHHI-
KOHIOratT ¢ ypuHata. ITo-mManxo ot 10% oT NaMOTPHTHH ¢¢ €KCKPETHPAT HENPOMEHEHH ¢ YPHHATA.
CamMo oxono 2% ce eKCKpeTHpar ¢ (peueca, KimppHCET B BpeMeTo Ha NOMyKHBOT HE Ca 3aBHCHMH OT
no3ara. [InasMeHHAT NONY>KABOT NPH 3APaBH A € H3YHCICH NTpHONKH3HTENHO Ha OKono 33 gaca
(unTepran ot 14 g0 103 gaca). [Ipu npoyuBase ¢ NAMEHTH Cb¢ CHEAPOM Ha Gilbert, cpenHunT
KITHPEBHC € TOHWKEH ¢ 32% B CpaBHEHHE ¢ HOPMATHHTE KOHTPOJH, HO CTOHRHOCTHTE Ca B TPaHHIHTE 33
ofImara oy Iamus.

BpeMeTo Ha N0My)KHBOY HAa IAaMOTPHTHH C€ IPOMEHSA 3HAYTHTETHO IIPH JHOBPEMEHHO IIPHIIATaHe ¢
IpyTH nexapcTsa. IpH eIHOBPEMEHHO IPHIATAHE € ICKAPCTBA, KOMTO aKTHBHPAT IIIOKYPOHHPAHETO,
KaTo kapOaMasenuH H GeHHTOMH, CPELHOTO BPEME Ha MOTYKABOT Ha TaMOTPHIHH ¢€ peaylHpa
OpHONH3HTENHO 10 14 yaca, CRIO TaKa, IPH CHBMECTHO MPHJIAraHe ¢ BAMNPOAT, & yABIDKABA CPENHO
npubimsHTenso o 70 saca (Bx. ToukKa 4.2).

JuneHRHOCT

dapMakOKHHETHKATA HA TAMOTPHIHH ¢ THHEHHA 10 450 mg — Hali-sHcoKarTa eHOKPATHA H3MHTBAHA
A03a.

Cuoellpanuy rpynH DanyeHTy

Heya

ITpH onpepensase Ha KIHPHHCA CHPAMO TEIECHOTO TEIIO0, IPH JENa CE YCTAHOBSARAT I10-BUCOKH
CTOHMOCTH OT TE3H NIPH BB3DACTHYH, KAaTO Hali-BHCOKH Ca NPH JKIA nox 5 rodusH. BpeMeTo Ha
MOTYXHBOT Ha JAMOTPHIHH IIPH Jiena Half-00mo € No-Majko OT TOBA [IPH Bb3PACTHH KaTO CpeaHaTa
CTOMHOCT € mpHOMM3HTENHO 7 Jaca HpH MPHIAraHe ¢ ICKaPCTBCHH MPOAYKTH, KOUTO HHAYLIPAT
SH3UMHH CHCTEMH KaTo KapOaMa3enus W QEHUTOHH H ce YIbIKaBa X0 CPEAHH CTOHHOCTH 0T 45 Ao
50 7aca pH €AHOBPEMEHHO ITPWIATAHE €aMO € BAJMPOAT (BX. Touka 4.2).
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Manxu deya ra ev3pacm om 2 60 26 meceya

IMpr 143 nenuaTpUqHy NADKESHTH Ba BB3pacT oT 2 00 26 Meceua, Texamy o1 3 4o 16 kg, KnHpbHCHT ¢
HaMaJICH B CPaBHEHHE ¢ IIO-TOJIEMH JEIA ChC CHIIOTO TEISCHO TENIO, NPHEMAITH TOACORH MEpOpaliHA
N03H Ha kg TenecHo Termo KaTo Jenarta, no-roneMu ot 2 roawsH. CPeaHOTO BpeMe Ha IOTYKHBOT €
H3TACICHO Ha 23 daca py AenaTa Ha Bb3pacT o4 26 Mecelia, KOWTO ¢a Ha TEPAIHA ¢ EH3HMHH
HHJIYKTOpH, Ha 136 Jaca IpH eIHOBPEMEHHO NPHAAraHe ¢ BANIPOAT H Ha 38 waca MpH NH1a, IEKYBaHH
0e3 CH3UMHH HHAYKTOPK/ MHXHOUTOpH. FIHTepHHAUBHIYaTHATa BADHAOWIHOCT Ha NEPOPATHUA
KJIHPBHC € TMO-TONIAMA B TPYNATA HA N¢AHATPHIHATE NAHCHTH HA 2 10 26 Mecena (47%).
[MpennonaracMuTe HUBa Ba CepyYMHA KOHIIEHTPAIHA IIPH AeUa OT 2 Ao 26 Mecella KaTo IO ca B
CHIIMA HHTEPBA KaTO IPH O-TONCMATE JCHa, BEIIPEKH 7€ IPH HAKOH JENa ¢ TENeCHO TETNO IO

10 kg mMoxke Ja ce yCcTaHOBAT M0-BHCOKH Crmax HHBA.

Hayuenmu ¢ cmapyecka ev3pacm

HposeneH e nonynaiiHoHeH (apMaKOKMHETHYEH aHAIN3 NIPH MJIAINM NAIMEHTH H IPH NAIHEHTY B
HalpeAHaNa RB3PacT ¢ CNHICNICHA, KOHTO Ca BKIOYCHH B SIIHH U ChIIHY u3nuTRaHus, [Ipu oneHka Ha
pe3yJITaTHTE HE C€ YCTAHOBABAT KTHHATHO 3HAYHMH NPOMEHH B KITHPBRHCA Ha NaMoTpHIuH. [Ipu
IpPHEM HA ¢IHOKPATHa JI03a CE YCTAHOBABAT ¢ 12 % MO-HUCKH CTOHHOCTH Ha IPHBHIHKUA KIHPBHC,
KaTo cEOTBeTHO 3a 20 roqHIIda BE3pacT ca 0Koa0 35 ml/min, JokaTo MpH NauHeHTH Ha 70 roguuHa
Be3pact ca 31 ml/min. [Tormxasane ot 10 % ce ycTaHOBABA ciiel JICICHHE B IPOALIDKEHHE Ha 48
CEJIMHIIH, KaTO CTOMHOCTHTE CHTBETHO ca oT 41 mo 37 ml/min 3a ABEeTE BH3PACTOBH IPYIT.
ITposenen ca ¥ mpoyyBanHd Ha GapMaKOKHHETHKATa HA IAMOTPHTHH CIIey 6HHOKPATeH MpueM Ha
150 mg nmpu 12 3apaBh nHiA B ¢Tapdecka B3pacT. CpeJIHATE CTOMHOCTH HA KIMPBHCA MPH TE3H
mauentd (0,39 ml/min/kg) ca B pamkute Ha croitwoctire (0,31 a0 0,65 ml/min/kg), ycTaHOBEHH clefx
OpOBe/ICHH IeBET KIIMHMAHH H3C/IC/IBAHHA NPH BE3PACTHH (KOHTO He Ca B CTap4YecKa BB3PacT}, cuel
MIpHIarase Ha euAnaay 1o3u o1 30 g0 450 mg.

Bvbpeuno yepescdane

Ha npananecer no6posoniw ¢ xponuyHa Gb0pedla HEMOCTATHIHOCT M Ha APYTH eCT NAUHEHTH Ha
XeMoAnanu3a e OHia MPHIOXKeHa eHOKpaTHa 103a ot 100 mg namotpuria. Cpeanute CTORHOCTH HA
KnHpBHca ca 0,42 ml/min/kg (xpouununa 650pedna Regoctarhanoct), 8,33 ml/min/kg (B nepuona
MEXAY XEMOIHANHIHHTE cecHH) H 1,57 ml/min/kg (o BpemMe Ha XeMORHMATH34), B CPABHEHHE C

0,58 ml/min/kg npu 3apasH noGposoiniu. CpeaHoTo BpeMe Ha MONYKHBOT Ha TaAMOTPHTHH B I/IA3MATA
e 42,9 gaca (xporuuHa 650pedna HegocTaTEIHOCT), 57,4 yaca (Mexay xemonuanusure) ¥ 13,0 saca
(mo BpeMe Ha xeMoadanu3a), B cpaBHeHHe ¢ 26,2 qaca npy 3apasn nobposoimu. CpenHo,
npubausurenso 20% (Mexny 5,6 1 35,1) 0T KOAHYECTBOTO TAMOTPHTHH, HAJIHIHO B TLIOTO, € OHI0
€NHMHHHMPAHO N0 BpeME Ha 4-9aC0Ba XEMORHATH3A. 3a Ta3H IrpyNa NalMeHTH HAYaATHHTE JO31
JIaMOTPHTHH TPAGBEA Xa ce ONPeAEAT COpea CIBTCTRANIHA IPHEM Ha TeKAPCTBEHH IPOXYKTH,
HaManeHH moggspkai# JO3H MOTaT 12 Onaat eKacHy Ipy NAIMEHTH ChC 3HAYHTENHO YBPEKAAHE
Ha 6p0peunara GyrKuna (Bx. ToukH 4.2 1 4.4).

Uepnoopobuo yepexcoane
Tlpu 24 muna ¢ paznyu4Ha cTelieH HA 9epHOapobHO yBpexknaHe K 12 30paBu KOHTPOIH € IPOBEICHO
dhapMaKOKHHETHIHO HPOYHYBAaKe C NIPWIAraHe Ha eHOKPATHA X034 NTaMOTpUrHH. Meauanata Ha
OPHBHHAA KIHPBHC Ha TaMOTPHruH ¢ Ouna 0,31, 0,24 unu 0,10 mU/min/kg npu naumenTrre ©
gepHoApoOHO yBpexaaHe creneH A, B, wu C (Child - Pugh knacnpukanms) ChOTBETHO, CpaBHEHA C
0,34 ml/min/kg npw 3apasuTe KouTponu. Hauannara no3a, 703aTa Npu NOBMILABAHE H NOJTHPKANIATA
Z03a TpAOBa Ja OBOAT PeNYNHpPAHHU IIPH MANUCHTH ¢ YMEPEHO WITH TEKKO YepHOAPOOHO YBpEXKIaHe
(Bx. Touka 4.2).

53 IlpeaxInsEnYHE JAHHH 32 (€30MaCHOCT

HexmuHA4YHUTE JaHHH HE OKA3BaT 0cO0CH PHCK 33 XopaTa Ha 6a3a Ha KOHBEHIMOH
¢hapMaKkONOrHYHH H3MHTBAHMS 32 6€30NaCHOCT, TOKCHIHOCT NPH MHOTOKPATHO ITPHIT
TEHOTOKCHYHOCT H KapIWHOTCHEH TOTEHIHALL
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IMpr npoy4BaHHATA 3a PENPOAYKTHBHA TOKCHIHOCT H TOKCHIHOCT BBPXY PA3BHTHETO IIPH IPH3aTH H
aa#1K, Ae ca HabmoJaBaRy TepaToreHBH edeKTH, HO ¢2 YCTAHOBEHH MOHIDKEHO (eTATHO TErNO0 H
zabaBane Ha CKEJIETHATA OCH(PHKALMS [IPH HUBA HA EKCIOSHIIHA, TIO-MANIKM WIH CXONHH ¢ 0UaKBaHHTE
IpH KJIMHHYHA excrosHiys. Thil KaTo HO-BUCOKH HHBA HA €KCIIO3uIMA He OHXa Morny na Opaar
H3CIICABAHH [IPK JXMBOTHH MOPAIH TEXKKOTO TOKCUYHO BB3JciCTBIE BHPXY MalTHHMA OPraHW3bBM,
TEPATOrEHHUAT [IOTEHIVaN HA TaMOTPHIMH HE ¢ XapaKTePH3HpaH Ha/l KIIHBHIHATS CKCTIO3HITAL.

I'Ipn ILTBXOBE ¢ HabnomasaHo YBCIIHYCHHC HA q)c'ra.rma'ra H IOCTRATAIHATA CMBPTHOCT TIPH
npHnarade Ha JaMOTPHTHH IIPE3 KbCHHA I'CCTAIINOHCH H PaHHHA NOCTHATANCH TICPHOA. Tesn e(l)CKTH
ca 6unu Hamomapann Ipy eKCIOIUITKA, [I0-HHCKA OT OUYaKBAHATA B KITHHHIHATA IIPAKTHKA.

Tlpu mwrsxoBe B 0BCHIIHA BB3pact ca Habmonasanu edext BbpXy o0ydeHuero npH Biel maze Tecra,
nexo 3abapsne Ha GaTaHO-TIPENyLMAIHATA CENapanys ¥ Ha BATHHAIHATA IPOXOAMMOCT, KAKTO H
HaMaJIeHO HAAaBAHEe HA TErO chel paxaaneTo npd F1 uBOTHH 1Y EKCIIO3AIMH, [TO-HHCKH OT
TEPANEBTYMHHATE SKCIIO3HIAK [IPH XOPa, Bb3 OCHOBA HA TENECHATE TOBBPXHOCT.

ONKTHTE IIpH KUBOTHH HE TIOKa3BaT HeOnaronpuATHH e(GEKTH Ha TAMOTPHTHH BBPXY depTHIHTETA.
JIaMOTpHTHH € IOBEN SO HAMAIABAHE HA PETATHHTE HHBA Ha (onueBa KHCETHHA OpH NAbX0Be. CMATa
ce, 9e neduuuThT Ha QOIHeRa KHCEAUHA € CBhP3aH C OBHINEH PHCK OT BpOJeHH MandopMalyH IpH
KHMBOTHH H XOpa.

JIaMOTpHIHH BOZH 0 Ao303aBucHmMo nExubupane Ha hERG kanandera npr Jopenrku eMGpHOHaIHH
656peqny xuerkn. IC50 e npubnAznTeNHO NEBeT NHTH HAJL MAKCHMANTHATa TepancPrHdHa cBoOoIHA
KOHUEHTpauud. JlaMOTpHTHH He NpeAu3BMKBA yAbKaBaHe Ha QT MATepBaIa UpH KUBOTHH NPH
EKCITO3MIIMM NPHOIH3NTEIHO KO ABA ITTH HaJl MAKCHMAIHATA TEPANeBTHYHA cBOOONHA
KOHIEHTpanua, ITpu KITHHHTHO NPOYIBAHE ChC 3APABH BBAPACTHH A00pOBOIIM HE ¢ HabmoNaBax
KIWHHIHO 3HaYMM etdeKT Ha TaMoTpuriH Repxy QT mHTepBana (Bx. Touxa 5.1).

[Ipoyapasing in vitro NOKa3BaT, 4¢ B TEPANCETHIHO 3HAYHMH KOHIICHTPAIMH T1aMOTPUIHH HPOARABA
aHTHApUTMHYIHO AeHcTBre oT Knac IB. Ilpn xopa Toit uaxuGHpa HatpHeBUTE HOHHH KAaHAIH B CBPLUETO
€ KutieTHKa ¢ 65p30 HacTHIIBALM HaYalo H Kpail Ha NeHCTBHETO H CHIIHA BOJTAKHA 3ABHCHMOCT,
noA00HO Ha IPYTH aHTHAPHTMHYHA CPecTRa OT Kiac IB. B TepaneBTHIAY H03H JAMOTPHTHH HE
3a0aBd KaMepHaTa NpoBouMocT (pasmupsirane va QRS) mpr 31pasu adila B HANOCTHO NPOYIBaHE Ha
QT, HO pH NAUMEHTH ¢ KIHHHYHO 3HATHUMH CTPYKTYPHH Wi (YHKIHOHAIHH ChpredH 3a00/14Banys
STAMOTPHTHH MOXKe MOTEHIMANHO Aa 3a0aBH KaMepHATa APoBOARMOCT (pasmupsaeane Ha QRS) u 1a
OpeIu3BUKa IPOAPHTMHUA (BIK. TOUKA 4.4).

6. GAPMALIEBTHYHN JAHHHN
6.1 ChnAchK Ha HOMOINHWTE BeNIECTRA
Jlakro3a MOHOXBIpAT

MuKpOKpHCTAIHA LIETyT03a

Tosunon K30

Harpuer Humecten rmkoaar (Tum A)
Xnar xenesen okcun (E172)

Maruesues cTeapar

6.2 HecsrBMECTHMOCTH

Henpunoxumo.
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6.3 Cpok Ha roguoct

OnaxoBka 6macrep
3 roauHH.

6.4 Cuennannl yci0BHA HA CHYXPAaHCHAE
To3u nexapcTBEH OPORYKT HE H3HCKBA CNIEIBANHY YCIOBHA HA CBXPAHEHHUE,
6.5 Buja n chaABLpAKAHHE HA OIIAKOBKATA

25 mg rabnerxn:
Bmncrep or PVC/anymunneso $hoaHo win 3amuTeH 0T geta 6muctep ot PVC/amymMunnepo gpommo.

Onaxosxs ¢ 14, 21, 28, 30, 42, 50, 56 wiu 100 tabnerku.
Baucrep or PVC/amymunnero donyo,
OnakoBKAa 33 3alI0YBAHE Ha NeucHHeTo ¢ 21 umd 42 TabIeTKH.

50 mg TabreTku:
Bimcrep or PVC/anymuniero Gonno wm 3amures ot acna 6muctep ot PVC/amymunneno
tommo/xapTHs.

Onaxoekn ¢ 14, 28, 30, 42, 56, 90, 98 wnu 100 Tabnerku.
Bimctep or PVC/anymunneno donno.
OnaxoBka 33 3an04YBaHe HA Je4eHHeTo ¢ 42 TabueTky.

100 mg Tabnerxu:
Bructep or PVC/amyMnrnepo $omo Wi salmred oT aetia 6nuctep ot PVC/anymuaneso
domo/xapTus.

Omnaxoskn ¢ 28, 30, 42, 50, 56, 60, 90, 98 nau 100 TabmeTkn.
He BcHuKH BUOBE ONMAKOBKH MOTAT Ja ObAAT MyCHATH B mpoax0a.
6.6 CnenuadHA NPeANA3IHA MEPKHA NPH M3XBLPIIAHE

Hama crneuuanng H3NCKBAHUA 33 H3XBbPIAHC.

7. NPHTEXATEJ HA PAJPENIEHHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Wpnannns
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Jlamuxran 25 mg Tabaerku - Ne 2001 1209
Jlamukran 50 mg Tabnerrn - Ne 2001 1210
Jlampxran 100 mg TaGmeTku - Ne 2001 1211

9. JATA HATIBPBO PASPEHIABAHETIONHOBABAHE HA PAZPEIHIEHHETO 3A
YIIOTPEBA

Jlata Aa nepBo paspemasase: 21 ampun 1994 r.
Jara Ha nocnequo nogHoBABaHe: 22 okTomBpr 2009 1.

10. HJATA HA AKTYAJIH3HPAHE HA TEKCTA
01/2022
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