KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUA ITPOAYKT

JlamukTan 25 mg TabneTku

Ao0 W20 3/12 )/ /7
JlamukTtan 50 mg tabneTku

Jlamuktan 100 mg TabnetTku &’ y - A -J” 16 -07- 2055

Lamictal 25 mg tablets
Lamictal 50 mg tablets
LLamictal 100 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besaka tabnerka Jlamukran 25 mg cpabpka 25 mg namotpurdH (lamotrigine).
[ToMOLIHO BELIECTBO ¢ M3BECTHO AEMCTBHUE: BCAKA TabJieTKa ChabpaKa 23,5 mg nakro3sa.

Bceska rabnerka Jlamukran 50 mg cbabpka 50 mg namorpuru (lamotrigine).
[ loMOLIIHO BELIECTBO C U3BECTHO AECHCTBUE: BCAKa TabneTka cbabpxka 46,9 mg nakrosa.

Beska rabnerka Jlamukran 100 mg cvabpka 100 mg namorpurux (lamotrigine).
[IoMOLLIHO BELECTBO ¢ U3BECTHO JACHCTBHUE: BCAKA TabsieTka chabpka 93.9 mg nakro3a.

3a NbJIHUA CMMUCHK HA MOMOLIIHHUTE BELECTBA BUIKTE TOoYka 6.1.

3. JIEKAPCTBEHA ©®OPMA
Tabnerka

25 mg TabneTku:
CBeTiH, )KbJITEHUKaBOKa(PIBM MHOrO(haceTb4HH TalbJIETKH ChC CynepeaunTuuHa ¢opma, ¢ pasmep
6,0 mm, ¢ mapkuposka ,,GSEC7* ot eanara crpaHa u ,,25" oT Apyrara cTpaHa.

50 mg TabneTku:

CBeTiH, XK bJITEeHUKaBOKa(psIBH MHOrodaceTbuHU TabNETKH ChC CyrniepeunTuiHa hopma, ¢ pazmep
7,4 mm, ¢ mapkupoBka .,.GSEE1* or eaHara cTtpana u ..50 ot apyrara crpaHa.

100 mg Tabnerkm:

CBeTIIH, )KXb/ITEeHUKaBOKa(BU MHOro(aceTbuyHH TabJIETKH CbhC CynepenunTiuuHa popma, ¢ pasmep
9.4 mm, ¢ mapkupoBka ,,GSEES* or eanara crpana u ,,100 ot apyrara crpaHa.

4. KIMHAYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

Enunencus

Bv3pacmuu u onowu na u Hao 13 200unu

- KomOuHupaHa win MOHOTEpanus Ha NapuUMaIHK UK FreHepaJIu3uPaHU NpH
BKJIKOYUTEJIHO TOHHYHO-KJIOHUYHH NMPUNAJbLIMH.

- [Ipunaabuu, cBbp3aHUu cbe cHHApoMa Ha Lennox-Gastaut. Jlamukran ce




KOMOWHMpaHa TepanuAa, HO MOXKE 1a Ce M3MOJI3Ba 4 KaTO HAYATHO AHTHENUAENTHUHO
nexkapeTBo (AEJI), ¢ koeTo aa ce 3anoune npu cuHapoma Ha Lennox-Gastaut.

Leya u ronowu na ev3pacm om 2 0o 12 codunu
- KoMbuHHUpana Tepanua npy napuHdaiii U reHepaIM3upali NpUnagbUd, BKIKOUHTENHO
TOHHYHO-KJAOHHYHH NMPHIMaAbLUM ¥ NIPUNIAABLH, CBBP3aHH CbC CHHApOoMa Ha Lennox-Gastaut.
- MoHoTeparnusa Ha TUMUYHH abcaHCH.

bunoaspHo pa3cTpolcTBO

Bv3pacmuu na sv3pacm na u nao 18 200unu
- [IpenorepaTsaBaHe Ha NENPECHBHH €NW30AH NPU NAUKMEHTH ¢ OunonsapHo | pascrpolicTao,
KOHTO UMAT NPEAUMHO AENPECHUBHH €NU30aH (BXK. TOYKa 5.1).

JlaMUKTan He € NOKa3aH 3a HHTEH3HBHO JIeYeHHe Ha MaHHHHH I ACTIPpCCHBHH €TIH300H.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

Hosnposka

Tabnerkure Jlamukran TpabBa Aa ce ruaTaT LENM U Ja HE CE€ THBYAT WM YYNAT.

AKO M34HMCaeHaTa 1032 (HarpuMep 3a JieUeHHWE Ha Jiela ¢ eNKIENCHS WK Ha NalHEHTH ¢
4YEePHOAPOOHH HapyLIEHHA) HE Ce paBHABA Ha ChOBLPXKAHHETO Ha LiENH TabneTku, Tpabea aa ce npHema
Haii-Oan3KaTa NO-HUCKA 1034, CHOTBETCTBALIA Ha e K TabAeTKH,

ITosmopno zanonsane na nevexue

[Ipy nOBTOPHO 3anmouBaHe Ha JICYEHHETO C NAMOTPUTHH NPH NMALWEHTH, KOUTO MO HAKAKBA NPUUKHA Ca
NMPEKbCHANIM NIpUEeMa MY, TPAOBa J1a ce MpeLieHH HeoOXOAUMOCTTA OT MOCTENEHHO NOBHLIABaHe Ha
103aTa AC MOAABPKAILATa /1033, ThbH KAaTO PUCKBLT OT CEPUO3EH OOPHB € CRbP3aH ¢ BUCOKH HAYATHM
J03U M NpeBHILIaBaHE HA NPENOPBYBAHATA 034 34 MOBULLABAHE HA TAMOTPHIUH (BX. TOuKa 4.4).
KonkoTo no-ronsM e HHTEpBANLT OT BpeMe clied NpHeMa Ha MpeauLIHATA /1033, TOJKOBA NO-ro/IAMO
BHUMaHKE TpaOBa Na ce 00BPHE HA NOCTENEHHOTO NOCTUraHe Ha noaabpikamara gosa. Korato
HHTEPBATBLT OT BPEME CE/l MPEKLCBAHETO HA NEYEHHETO ¢ JAMOTPHIHH HaABHLLABA NET MOAYKHBOTA
(B2. TOuKa 5.2), 0OOMKHOBEHO NoaabpIKallaTa A03a Ha JlaMukTtan TpabBa na ce JOCTHIHe cniopen
NOAXOAALATA CXeMa.

[Ipenopbusa ce neueHuero ¢ JlaMukTan Aa He ¢ 3arMoyBa OTHOBO MPH MALMEHTH, KOUTO €4 ro
NPeKbCHANK nopaau 0OpUB, CBbLP3aH ¢ NPEAULLHOTO JIEYEHHE ¢ JAMOTPHIMH, OCBEH aKo
NOTEHLHANHATA NTOJ13a HECbMHEHO HAaJ1BHILIABa PHCKA.

Enunencun

[Ipenopb4BaHOTO MOCTENEHHO NOBHLIIABAHE HA 03aTa W NOAAbPKALUMTE A03H 32 Bb3PACTHH W IOHOLLIN
Ha BB3pacT Ha U Hax 13 roaunu (Tabnuua 1), 1 3a aeua v roHowd OF 2 10 12 roaunu (Tadbnuua 2) ca
npeacTaBeHd No-aony. HavanHara 103a ¥ 1ocneAsautoTo ¥ NOBHLIaBaHE He TpaOBa aa Obaar
NpeBHLIaBaHy (BX. TOUKa 4.4) nopaaMu puckK OT nosea Ha oOpus.

Ilpn npeycraHosaBaHe Ha cbnbTCTBaL NpreM Ha AEJI unu npu aobGaeaxe Ha apyru
AEJI/nexapcTBeHH NpOAYKTH KbM TEPANEBTUYHU CXEMH, BKITIOYBALIH JAMOTPHIMH, TpAOBa Aa ce uma
MpeaABUA ePEeKTHT, KOATO TOBA MOXKE 1a OKAXKE BbPXY hapMaKkOKHHETHKATA Ha JaMOTPHUrHH (BXK.
Touka 4.3).




Tabauya 1 Bvapacmuu u ronowu wa év3pacm I3 u nogeye coouty —

RPpENOPOBUEAHA CXEMA 3d .IEYEHUE

Hd enURencun

CxemMa Ha neveHHe

CegmMuum 1 + 2

Cegmuniy 3 +4

Obuuaiina noaabpxaula 032

MoHoTepanus:

25 mg/nen
(BEAHBXK
OHEBHO)

50 mg/neH
(BeaHDBXK
AHEBHO)

100-200 mg/nen
(BeAHDBX AHEBHO WK B JBa NpHEMA)

3a fa ce NOCTUrHe NOAABPIKALIO
JIeYeHHE, JO3UTE MOXKE A4 Ce
nopuiuaeaT ¢ MakcuMyMm 30-100 mg Ha
BCAKA eaHa A0 JiBe CeAMHLH 10
NOCTHIraHE HA ONTHMAJIEH OTIOBOP.

[Tpy HIKOM NALIUEHTH CA HEODXOAUMM
500 mg aAHEBHO 3a NOCTHraHEe Ha
KEJIAHHA TepaneBTHHEH OTroBop.

KomOunupana repanus C paanpoart (MHXMOUTOP Ha rAIOKYPOHUPAHETO HA TAMOTPUIHH — BX. TOYKa

HE3aBUCHMO OT
CBMBTCTBALUA NPUEM Ha
APYIr¥ NeKapCTBEHH
NPOAYKTH

4.5):

Tazu cxeMa Ha no3upaHe 12,5 mg/neH 25 mg/nex 100-200 mg/nen

TpadBa na 6bae (npuemMaHy Kato | (BEAHBXK (BeOHBX AHEBHO WU B JIBA NpHEMA)
U3NON3BAHA C Bannpoar 25 mg nipe3 fieH) | AHEBHO)

3a 1a ¢e NOCTHIHE NOAABPKALLO
JICYECHHE, NO3UTE MOXKE 12 CE
NOBKLUABAT ¢ MAKCUMYM 25-50 mg Ha
BCAKA €11Ha A0 ABE CeAMHLUM N0
[OCTUIraHE Ha ONTHMAJIEH OTIOBOP.

Touka 4.5):

Kombunupana repanns BE3 Bannpoar 1 C HHAYKTOPH HA INIIOKYPOHHPAHETO HA JJAMOTPHTHH (BX.

Ta3n cxema Ha JO3UpaHe
TpaOBa Ja cE€ U3MNO0J3Ba
6e3 pannpoar, HoO C:

(hEeHUTOUH
kapbamasenuH
¢enobapOnTan
MPHUMHJIOH
pyudaMImHLKH
JOTIMHABUP/ PUTOHABHP

50 mg/neH
(BeaHBXK
JAHEBHO)

100 mg/nen
(B aBa NpHemMa)

200-400 mg/neH
(B ABa nipUemMa)

3a na ce NOCTUrHE NOAABPIXKALLO
JICYEHHE, TO3UTE MOXKe Na Ce
[MOBUILABAT C MAKCHMYM

100 mg Ha Bcsika eaHa A0 ABE CeAMMULIM
A0 NOCTHraHe Ha OMTUMAJEH OTFOBOD.

[1pH HAKOU naLueHTH ca HEOOXoAHUMU
700 mg AHEBHO 3a MOCTUraHE Ha
XKEJTAHHA TEPANEBTHYEH OTIOBOP.

(B3K. TOuka 4.5):

KomOunupana repanna BE3 sannpoar 1 BE3 nHAYKTOPH HA INIIOKYPOHHAPRHETO HA NAMOTPHIHH

Tasu cxema Ha JO3UpPaHE
TpabBa na ce U3No3Ra ¢
IpyrH NEKAPCTBEHH
NPOAYKTH, KOMTO HE
HHXHOMUPAT WAH HE
MHAYLHPAT 3HAYKTETHO
rMIOKYPOHHPAHETO Ha
NaMOTPUrHH

25 mg/nex
(BETHBXK
JHEBHO)

30 mg/neH
(BeAHDbHK
JTHEBHO)

100 — 200 mg/nen
(BeIHBK JHEBHO WIIH B ABA NPHEMA)

3a Aa ce NOCTHUrHe NOAAbLPAKALLO
JICYEHHE, RO3IUTE MOXKE A Ce
NoBHILIABAT ¢ MaKCUMYM 50-100 mg Ha
BCSAKA €/1Ha A0 ABE CEAMHLH A0
[IOCTUrAHE HA ONTHMAJIEH OTIOBOP.

[Tpy naumeHTH, NpUEeMallld TEKAPCTBEHH NPOAYKTH, 38 KOUTO HE Ca H3BECTHH cbapm QKK
B3aUMOJCHCTBHS C JAMOTPHTHH (BX. TouKa 4.5), TpadBa 1a ce U3non3sa ¢xema
Npenopb4aHaTa 3a JAMOTPHIHH ¢ €IHOBPEMEHEH NPUEM HA BANTIPOAT.
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Tabauya 2. [eya u ionowu Ha gv3pacm om 2 00 12 200uHU — nPEnopbHEana cxemd Ha Jieyenue Ha

enunencun (0bwa Onesra 003a 6 mg/kg menecno meano/oen)**

CxemMa HA feyeHue

Ceamuun 1 +2

Ceamuum 3 +4

ObuuaiiHa noaabPkKaLLA 4033

MomnoTepanus npu
THOHYHH abcancH:

0,3 mg/kg/nen
(BEAHDBXK JHEBHO
WJIM B iBa

MpHEMa)

0,6 mg/kg/nen
(BeAHDBK AHEBHO
WU B 1Ba

npuema)

1 — 15 mg/kg/nen
(BeAHBIK AHEBHO UJIK B 1BAa NPHEMA)

3a aa ce€ NOCTHIHE NOAABPXKALLO
Je4YeHHe, AO3UTE MOXE Ja Ce
NOBULABaT MakcUMyM ¢ 0,6 mg/kg/nen
HA BCEKH €Ha A0 ABE CEAMMLH A0
MOCTHIaHE Ha ONTUMANEH OTIOBOpP, ¢

MaKCHMalHa AHEBHA 1034 OT
200 mg/nen.

KomOunupana repanua C saanpoar (MHXHOUTOD HA rHOKYPOHHUPAHETO Ha TAMOTPHIHH — BK. TOUKA

4.5):

Ta3u cxeMa Ha no3vpaHe
TpAOBa Na ce U3NO0JI3Ba ¢
BAJINPOAT HE3aBHCHUMO OT
CBIBTCTBALLMUS MPHEM Ha
APYTH JIEKApCTBEHH
MPOAYKTH

0,15 mg/kg/nen*
(BEZHBXK THEBHO)

0.3 mg/kg/nen
(BEAHBX
OHEBHO)

1 =5 mg/kg/nen

(BeAHBXK AHEBHO UM B ABA NMPHEMA)

3a Aa ce NOCTHIHE NOAAbPAKAUIO
NleYeHHe, A03KUTE MOXKE Aa Ce
noByasaT MakcUMyM ¢ 0,3 mg/kg/nex
Ha BCKA €/JHa A0 ABE CEAMMLIH 10
MOCTHraHE HAa ONTTUMAJIEH OTrOBOP, AO
MaKCHMaJllHa oJabprkalla no3a

200 mg/new.

Kom6usupana repanua BE3 Baanpoar u C HHAYKTOPH Ha IIIOKYPOHHPAHETO HA JAMOTPHIHH (BX.

Touka 4.5):

Ta3u cxema Ha AOo3HpaHe
TpsdBa aa ce Hanonspa
6e3 Bannpoar, Ho ¢:

(peHUTOMNH
kapbamasenus
dbeHobapOuTan
NPUMHAOH
pu¢paMIULMH
NONMUHABKP/PHUTOHABHD

0,6 mg/kg/neH
(B ABa npHema)

1,2 mg/kg/nen
(B ABa npuema)

5= 15 mg/kg/nen

(BEAHBXK JHEBHO MIIH B ABA OTAETHY
npuema)

3a 1a ce MOCTHUIHE NOAABLPAKALLO
JieueHKe, J03HWTE MOXKE Aa Ce
noBMILaBaT MakcuMyM ¢ 1,2 mg/kg/nen
BCAKA €HA A0 ABE CEAMHULM 10
FIOCTUraHe HA ONTHMAJIEH OTroBOp, 10

MaKCHMaUTHa NMogabpiKalla 103a
400 mg/nen




Kom6naupana repanug BE3 sannpoar m BE3 auaykropH HaA rNMIOKYpPOHHPAHETO HA JAMOTPHTHH

(BK. TOUuKa 4.5);

Ta3n cxema Ha ao3upaHe
TpAbBa Ja ce u3noasea C
ApYrH NEKapCTBEHH
NPOAYKTH, KOWTO HE
MHXUOUpaT UaK He
WHAYLUPAT 3HAYHTETTHO
rMIOKY POHHPAHETO Ha
NaMOTPHUIHUH

0,3 mg/kg/nen

(BeAHDBX AHEBHO
WJIH B JIBa
npueMa)

0,6 mg/kg/nen

(BeJHDBK NHEBHO
WY B [BA
npuemMa)

1 — 10 mg/kg/nen
(BeAHBX AHEBHO HAH B JBA NpHEMa)

3a aa ce NOCTHUrHe MOAABbPIKALLO
JleueHHe, JO3UTE MOXKE 1A Ce
nouiuasat MakcuMyM ¢ 0,6 mg/kg/neH
BCAKA €/1HA A0 ABE CEAMHLIMU JO
MOCTHIAHE Ha ONTHMAJIEH OTrOBOP, 10
MaKCHMANHa NMOAABPKALLA 1034

200 mg/neH

[Ipyu nauvenT™, NpUeMallH JEKAPCTBEHHU NPOAYKTH, 3@ KOUTO HE ¢a M3BECTHHU HapMaKOKHHETUYHH
B3aUMOAEHCTBHA C NaMOTPHIHH (BXK. Touka 4.5), TpabBa Aa ce M3M0JI3Ba CXEMA HA JIEUEHHUE KATO
npenopryYaHaTa 3a JAMOTPUIMH ¢ €JHOBPEMEHEH MpHEM Ha Baanpoar.

* 3ABEJIEXKKA: Ako W3uMcieHara AHEBHA 1034 NPH NMaLMEHTH, TIPUEMAlLH BAINPOAT, € MeXKIy 2,5 mg H
5 mg, MOXe Nnpe3 MNbPBHUTE ABE CEAMHLM Aa ce NMpUeMa A03a 5 mg npe3 AeH. AKO U3YUCASHATa JHEBHA 034
MpH NAUMEHTH, IPHEMALLH BAJIFIPOAT, € MO-HUCKA OT 2,5 mg, TabneTky 3a J-BYECHE/ AUCTIEPrHpalliH ce
TabneTkn 1aMOTpUruH He Tpadsa na ce usnonssar. HE CE onuTsaiiTte aa npunarare 4aCTHYHHU KOIHYECTRA
OT TabneTkHTe 3a JbBUYEHE/ANCIEPTUpALIIUTE C€ TabJIeTKH.

¥* Ako HM3YKCnIeHaTa 4034 JJAMOTPUIMH HE MOJXKE J1a CE MOCTUIHE, KATO CE W3MON3BAT LIe/IH TabNeTKH,
ao3zara TpadBa Aa ce 3aKpBINH A0 Hai-OMHU3KkaTa No-HHCKa 1033, CHCTOSALLA Ce OT Lie TabneTkH.

3a 1a € CUI'YPHO NMOAABPKAHETO HA TepaneBTHYHATA 1034, TETJIOTO Ha JereTo TpAGBa aa ce
npocieasBa U 403aTa a ce NPOMEHA cnopel npomeHuTe B Ternoto. [Ipeanonara ce, ue npu
MaUMEHTHUTE HA BB3PACT OT [1BE A0 LUECT MOAWHHU IUE € HeOOXOAUMO NMPUIaraHe Ha NoJAbpkalla 1034
Ha ropHaTa rpaHuLa Ha NPENOpbYaHUa UHTEPBA.

Cnen nocrurave Ha KOHTPON BbpXY 3abonsaBaHeTo Npy KOMOHHUpPaHa Tepanus NpHEeMbT Ha
cbbTcTBawiuTe AEJI MOXke aa ce cnpe, KaTo ce npoab/ikM ¢ MOHoTepanus ¢ Jlamukran,

Jeya nood 2 200unu

HaxHuTe 3a edukacHOCT ¥ H€30MACHOCT HA JIAMOTPUIMH NPY KOMOWHHpaHa Tepanus Ha NapLUyaiHH
MpUNaabUy Mpy Aclla Ha Bb3pacT OT | Mecell A0 2 roiMHU ca orpaHuydeHH (Bx. Touka 4.4). JIuncear
JAHHH NPH Aela Ha Bb3pacT noad | meceu. CneposaTtenno ynotpebata Ha JlaMHKTan npH aeua Ha
BB3PacT NOA 2 rOAWHH HE ce NPEenopbuBa. AKO BENPEKH TOBA, OCHOBABalKH C€ Ha KIMHHYHATAa
HEOOXOANMMOCT, CE B3€ME PELLUEHHE 3a JieueHKe, BIDKTe Touku 4.4, 5.1 n 5.2.

bunonspno pazcmpoticmeo

B tabnvuuTe no-a0ny ca NpeACTBEHH NPENOpPbYBAHWTE CXEMH Ha NMOBHIIABAHE HA [03aTa U
NoAAbPXKAUIMTE NO3H 32 NaUUEHTH Ha Bb3pacT |8 u nopewe roguuu. [lpexoaHara cxema BKIOYBA
NOCTENEHHO NMOBHLLIABaHE Ha 03aTa Ha JAMOTPUIHH J0 NOoAALpKaLla cTabuIn3Hpallia 103a 32 [epuoa
oT wiect ceaAmMHUH (Tabnuua 3), cnen koeTo NpUeMBT Ha APYTH NICMXOTPOIHY NEKAPCTBEHH NMPOAYKTH
n/unu AEJ] Moxe na 6bie npeycraHoBEH, ako € KIMHM4YHO nokaszano (TaGanua 4). Kopekuunure Ha
no3ara ciel qodassHe Ha IpYrd NCUXOTPONHY NekapcraeHy npoaykru w/unu AEJI cbiuo ca
npeacraseHHy no-nony (Tadbnuua 5). ITopaau puck ot pazeuTre Ha oOpHB He TpabOra na Obae
MpeBHLIaBaHa HAYaJTHATA 1034 M TpAOBa Aa ¢ce crna3par MPEenopbKUTE 3a NOBHILIABAHE Ha A03aTa (BK.

TOUYKa 4.4).




Tabauya 3. Bv3pacmuu nayuenmu va 18 u nogeye 200uHY - npenopbyYEaAHa CXEMQA 3Q NOBULIABAHE Hd
0o3ama 00 nodovpoicania cmabuluzupawa obwa OHeeHa 003a NPU AeueHUe Ha DUNOAADHO
pascmpoucmeo

CxeMa Ha neyeHue Ceamuum | +2 | CepMuun 3 +4 | Ceamunua S | TapreTna
ctabunnzupalua nosa
(Ceamuua 6)*

MonoTtepanns ¢ ramoTparan HJIN komOunupana repannsa BE3 pannpoar u BE3 nnayxropu na
IIIOKYPOHHPARETO HA JAMOTPHIHH (BX. Touka 4.5):

Tazun cxema Ha mo3HpaHe 25 mg/nen 50 mg/nen 100 mg/nen | 200 mg/neH —
TpAOBa Aa ce U3NoA3Ba ¢ (BeAHDBXK (BeAHDBK DHERHO | (BeaHBX obuuaiiHa TapreTHa
APYTH J€KapCTBEHH AHEBHO) WJIH B JIBa JHEBHO WM | AO3a 3a ONTUMAJIEH
NPOAYKTH, KOUTO HE npuema) B 1Ba OTrOBOP (BEAHDBXK
UHXUOHPAT UAH He npHUema) JHEBHO WIH B ABA
HHAYLIMPAT 3HAUUMO npremMa)
FAIOKYPOHHUPAHETO Ha
NaMOTPUIUH B kxauHUYHHK
M3MUTBAHUA Ca
NMPUJAaraHyv J03M B
MHTEpRANa
100 - 400 mg/nen

KomO6nuupana repanus C paanpoar (MHXHOUTOP Ha MIIOKYPOHHUPAHETO Ha JJAMOTPHIHH — BX. TOUKA
4.5):

Ta3u cxema Ha neueHue 12,5 mg/nen 25 mg/neH S0 mg/aen | 100 mg/neH -
TpabBa Oa ce W3NoN3Ba C (npuemMaHu KaTo | (BeAHDBK (BeAHDXK obnuaiiHa TapreTHa
BANMPOAT HE3aBUCUMO OT 25 mg npes AeH) | AHEBHO) JHEBHO MNHK | 0034 3a ONTHMANEH
CHIBETCTBALLHAA MPUEM HA B Ba OTTOBOP (BEOHBK
IOpYTrH JIEKAPCTBEHH npyaemMa AHEBHO WK B J1Ba
NpoOAYKTH JAHEBHO) npuemMa)

B 3aBucumocT ot
KITHHHYHUSA OTTOBOP
MOX€E 14 C€ NPUITOXKH
MAaKCHMaJiHa 1034 OT

200 mg/neH

Kombunnpana repanus BE3 Baanpoar 1 C aHAYKTOPHE HA IIOKYPOHHPAHETO HA JITAMOTPHIHH (BXK.
TO4ka 4.3):
Ta3u cxema Ha neveHue 50 mg/nen 100 mg/aeH 200 mg/neH | 300 mg/aeH npes
TpaOBa Ja ce npunara 6e3 (BEOHDBXK (pazaeneHy B (pasneneHu | ceamuua 6, Npy HYkKIa
BaJIAPOAT, HO C: AHEBHO) I1Ba NpHEMA) B JBa [TOBHLIABAHE A0

npHema) obuuaiiHaTa TaprerHa
(PEHUTOHH ao3a ot 400 mg/gen
kapbamazenuH npes ceamuua 7 3a
denobapOuran MOCTUraHe Ha
MPUMHAOH ONTHMAJIEH OTTOBOP
pyudaMnULHH (pasaeneHH B ABa
NONKHABHP/PHTOHABUD npHema)

[Ipn nauveHTH, ipueMaluy JEKapCTBEHH NMPOAYKTH, 382 KOUTO HE €A U3BECTHHU (PAPMAKOKWHETHUHH
B3aHMOIEHCTBUSA ¢ TAMOTPUIrHH (BK. Touka 4.5), TpaOBa Ja ce H3Mon3Ba CxeMa Ha NEYEHHE KaTo
NpenoprL4aHaTa 3a JJaMOTPUIHH C €IHOBPEMEHEH NPHEM Ha BaNpoar.

¥ TapreTrHaTa crabunusupaiiia 1033 BapHpa CropeA KNMHHHIHHSI OTTOBOP




Tabauya 4. Bv3pacmuu nayuenmu na 18 u nogeve 200unu - nodovpoicawia cmaburusupawia obuwa

OHEBHA 003a C1e0 NPEYCMAHOBABARE HA AeHEHUEMO CHC CHONBMCMEANUU TeKAPCMEEHU NPOOYKMU RPU
NeveHue HA BUNOAAPHO pascmpoucmeo

Crnen nocTUraHeTo Ha Tapre¢THaTa AHCBHa NOIAbprKallla CT&ﬁIIHBHpELLIﬂ A034 NpUCMBT HA APYIHTC
NCKAPCTBCHH NMPOAYKTH MOXKC Na Obae NpEYCTAHOBEH KAKTO € NMOCOUYCHQ MO-A0TY.

CxeMa Ha eueHue Hacrosaina Ceamuua | Ceamuua 2 | Ot cegmMuua 3
crabunuanpatiia 103a Ha (3anoupalta ¢ HaTaTbLK*
NAMOTPHUIHH (Npean NpeycTaHo-
NnpeyCcTaHOBABAaHE HA BABAaHE Ha
npuema) npHema)

CnupaHe Ha npHeMa HAa BAANPOAT (MHXUMOUTOP HA rMIOKYPOHHPAHETO Ha 1aMOTPHIUH — BXK. TO4Ka 4.5), B
3aBHCHMOCT OT IThbPBOHAYANHATA 1034 HA JJAMOTPHIHH:

Crien cnupane Ha npyUeMa Ha
BAJINpPOAT, ctTabniansupainara no3a
c€ YABOSIBA, KATO HE Ce
NpeBHILABA HAPACTBAHETO OT
noseue o1 100 mg/ceamuua

100 mg/nen 200 mg/pen [TlopabprkaHe Ha Tazn Ao03a
(200 mg/nen)
(pa3zneneHa B ABa NpHEMA)
200 mg/nen 300 mg/nen 400 mg/nen | Ilopabpxane
Ha Ta3H 2034
(400 mg/aenH)

Cnupane Ha npHEeMA HA MHEAYKTOPH Ha IVIIOKYPOHHPAHETO HA JITAMOTPHIHH (BX. TOYKa 4.5), B
3aBHCHMOCT OT MbPBOHAYAJIHATA 033 HA JJAMOTPHIHH:

Ta3u cxema Ha no3upaxe Tpadea
Aa Ce U3NON3Ba NpH CNUpaHe
npueMa Ha:

heHUTOUH
kapbamazenuH
dbeHobapOuTan
MPUMHIOH
pHPaMnHUMH
NONHHaBHP/pUTOHABHP

400 mg/neH

400 mg/nen

300 mg/neH

200 mg/nen

300 mg/neH

300 mg/nen

225 mg/nen

150 mg/aen

200 mg/nen

200 mg/neH

150 mg/nen

100 mg/neH

Cnapane HA NpHEMA HA JIEKAPCTBEHHA NPoaAYKTH, KoATO HE naxaonpat uan HE nuaynupar
JHAYHTEAHO IIIOKYPOHHPAHETO HA JAMOTPHIHA (BX. TO4YKa 4.5 )

Ta3u cxeMa Ha no3upaHe TpadBa
Ia CE HU3M0J3Ba MPU CINHPAHE Ha
MpveEMa Ha APYTH JIEKapCTBEHH
MPOAYKTH, KOUTO HE HHXHOUpAT
WU HE WHAYLHMPAT 3HAUYHTENHO
rMIIOKY POHUPAHETO Ha

[lonabpkaHe Ha TapreTHaTa 403a, AOCTUrHATa NPy NOBHLLABAHE HA
nozara (200 mg/new; pazaeneHa B jpa npuema)
(no3oB ananazon 100 - 400 mg/neH)

JAMOTPHI HH

[1pr nauMeHTH, NpUEeMallH JIEKAPCTBEHU NMPOAYKTH, 32 KOUTO HE ¢a U3BECTHHU (PApMAKOKHHETHUHH
B3aUMOAEHCTBHUSA C NAMOTPHIHH (BXK. TouKa 4.5), cxemaTa Ha JIeueHHe, NPEenophuaHa 3a JaMOTPHUIHH, €
MbLPBOHAYaTHO 4a ¢e NOAABbPIKA HAaCTOALLATA 1034 H JICHEHHETO C JTAMOTPUIHH A4 CE NPOMEHSA Bb3 OCHOBA

Ha KJIHHHYHHA OTTOBOP.

* I1pu HeobxoauMocT no3ata Moxke aa ce nosuiuu go 400 mg/aen




Tabruya 5: Bvapacmuu nayuenmu na 18 u noeeve 200unu — adanmupare Ha OxesHama 003upPoeKa Ha

AaMompuzun cieo 0obasane Ha Opy2u 1eKapCmeenu npoOyKmy npu AeHeHuemo Ha bunoaapHo

Pazcmpoucmeo

HaMa kinHHuYeH ONKT B aJanNTHPAHETO Ha JHEBHATA [03a HA TAMOTPHIMH ciel A00aBsHe Ha Apyri
NEKaApCTBEHH NpoayKTH. Obave Ha OCHORATA HA H3NHUTBAHMA 34 B3aHMOACHCTBHMSA C APYTH
NEKAPCTBEHHW NMPOAYKTH MOraT 6bAaT HaNpaBeHH CAEIHUTE MPENOPHKH:

CxeMa Ha JleYeHHe

Hacroawma
crTabunuszupaia

7034 TaMOTPHTHH
(npean nodaBsAHETO)

Ceamuua 1
(3anouBawua ¢
nobapaHeTo )

Ceamnua 2

OT ceamuua 3
HATaTbK

Hobasnne na paanpoar (MHXHOKUTOP Ha NIIOKYPOHHPAHETO Ha TAMOTPUIHH — BXK. Touka 4.5), B
3aBUCUMOCT OT ITbPBOHAYATHATA 1033 Ha JIJAMOTPHIHH:

Ta3u cxema Ha nosupase Tpadea na
Ce W3NOoJI3Ba NMpu Ho6aBaHe Ha
BAJINPOAT, HE3ABUCHMO OT
ChIILTCTBALLMS PUEM Ha APYTH
NEKAPCTBEHH MPOOYKTH

200 mg/nen 100 mg/ ned | Jla ce noaabprka Ta3u 103a
(100 mg/neH)

300 mg/ nen 150 mg/ nen | Ha ce noanbprka Tazu no3a
(150 mg/nen)

400 mg/ nen 200 mg/ nen | Ha ce nogabpxa Tazu 103a

(200 mg/nen)

JdoGaBaHe HA HHAYKTOPH HA [NIIOKYPOHHPAHETO HA JIAMOTPHIHH NPH NauHeHTH, KouTo HE npuemar
BAINPOAT (BX. TOUKA 4.5), B 3aBHCHMOCT OT [MbPBOHAYaiHaTa 1033 Ha JaMOTPHIHH:

Ta3u ¢cxema Ha go3upaHe TpAOBa na
ce U3Mo3Ba 6e3 Bajnpoar npu
AobaBsHE Ha HAKOH OT CeAHUTE
NEKAPCTBEHU NPOAYKTH:

geHuTOMH
kapbama3zenux
dbenobapburan
NPUMHAOH
pyUdaMnuuuH
NONUHABUP/PUTOHABUP

200 mg/nen 200 mg/ nen | 300 mg/ nen | 400 mg/ aen
150 mg/ neH 150 mg/ nen | 225 mg/ aen | 300 mg/ gen
100 mg/ nen 100 mg/ nen | 150 mg/ nen | 200 mg/ nen

JNobassine Ha NekaperseHn npoaykTl, KONTO HE nrxn6npar niirn HE naayunpar sHaunTe1HO
IIIOKYPOHHPAHETO HA JIAMOTPHIHH (BXK. TO4Ka 4.5):

Tazu cxema Ha go3npaue TpabBa na
ce M3noa3Ba npu A00aBAHE HA
APYrH NIEKApCTBEHH APOIYKTH,
KOUTO He UHXHOHUpAT WNIH He
HHAYUMPAT 3HAYHTENHO
FHOKYPOHHPAHETO Ha IAMOTPHIHH

Ha ce noagbpka TapreTHara 103a, JOCTHrHaTa NpH NMOBHLLABAHETO
ra no3ata (200 mg/aeH; no3os ananazon 100-400 mg/neH)

Ipy natMeHTH, NpUemMalily NEKapCTBEHH NPOAYKTH, 38 KOUTO HE ca U3BECTHU (PAPMAKOKUHETHYHH
B3aHMOIACHCTBUA C NAMOTPHUTHH (BXK. Touka 4.5), TpadBa aa ce »3rnon3Ba CXema Ha JIeueHHUe KaTo
npenopbyaHarTa 3a JAMOTPHIHH C €NHOBPEMEHEH MpHEM Ha Balanpoar.

Cnupane na nevenuemo ¢ Jlavmuxman npu nayuenmu ¢ GUROAAPHO pascmpolcmeo

o BPEME Ha KJIHHUYHUTC H3IMUTBAHUA HE € Hﬂﬁﬂl‘ﬂﬂﬂﬂaHO YBCJIHMCHHUE Ha HECTOTaTa, TEXKECTTA KITH




CrneaoBaTenHo NALMEHTHTE MOTaT Ja NPEKbCHAT JISUEHHETO ¢ JIAMOTPUTHH 0€3 NOCTENEHHO
HamansBaHe Ha N03aTa.

Heua u ronowu noo 18 200unu

JlaMyKTan He e noxa3aH 3a MpUIOKeHUe NpH Jeua noA 18 roauHHu, Thil KaTO paHAOMU3HPAHO, C
NPEeyCTaHOBABAHE HA NPHEMa NPOYUYBaHE, HE NMOKa3Ba 3HaYHMa e(PUKACHOCT U NMOKa3Ba MOBUILIEHO
cboOlaBaHe Ha CYUUMAHOCT (BX. Touka 4.4 1 5.1).

Obwu npenopvku 32a oosupare na Jlamuxman npu cheyuainu 2pynu nayuesmu

AKenu, npueMaiut XOPMOHAIRU KORMPAYENMUBY

[lpuemMbT Ha kOMOMHaLUMATA eTUHMIECTpaano/ neBoHoprecTpen (30 ug/150 pg) nosMiuaBsa KIMpbHCa
Ha JAMOTPHUryH NPHOIH3NTENHO ABA MBTH, KOETO NPEeaH3BHKBA MOHW)KEHHE HA HHBATA HA
NaMOTPpHrHH. Clea THTPUPAHE MOraT Ja ¢a HEOOXOAUMH MO-BUCOKH NOAbPXKALUM AO3H Ha
NaMOTPHIHH (A0 ABYKPATHO MO-BHCOKH) 338 MOCTHraHe HA MaKCHMAJIEH TepaneBTHYeH OTroeop. [1pes
ceaMuLaTa 6e3 npHeM Ha KOHTpauenTHB € HabJioAaBaHO ABYKPATHO MOBHIIABAHE HA HUBATA Ha
NaMOTpUruH. He morar aa 0baaT M3KIIOYEHH 10303aBUCHMH HEXKeNaHH peakuuH. ETo 3a1uo kato
MbpBH M300p TpAGBA Aa ce pa3riexaa NPUIOKEHHETO Ha KOHTpaLIENTHBH 0e3 ,,.ceaMuLla Oe3 xamue*

(HﬂﬂpHMep HCITDCKBCHATH XOPMOHA/THH KOHTPAUCINTHBH HJIH HEXOPMOHANIHK MCTOIOH; BXK. TOUKH 44
4.3).

3anoysane na npuem Ha XOPMOKANHY KORMPAYENMUGY NPYU NAYUEHMU,_KOUMO 8e4e npuemam
nooovpxucawy 0o3u samompuzun u HE npuemam undykmopu Ha 2H0KYPOHUPAHEMO HA RAMOMPULUH
[Toaabpaxaiara 103a Ha NAMOTPUArHH B NOBEYETO CAy4aK TpabBea Aa 6bae yBenHueHa A0 1Ba MbTH
(B3K. TOUKH 4.4 1 4.5). IIpenopbuMTENHO € OT HAYANoTO Ha XOPMOHANTHATA TEparHi 103aTa Ha
NamMoTpurui aa 6wvae nosuimrasana ¢ 50 no 100 mg/aeH Beska ceamMuua, choOpasHO HHAWBHAYANHHSA
KNHHHYEH oTrosop. [lopuiuapanHaTa Ha A03aTa He TpAOBa Ja HAABHUIABAT Ta3H CTENEH, OCBEH AKO
KIHHUYHHAT OTrOBOP HE NMOAKpENs Mo-rojieMy roBHULLIABAHHS.

Moske na ce 06cbaM U3MEpPBaHE Ha CEPYMHHTE KOHLEHTPALMH Ha TAMOTPHTHH NPEAU M Clie/l
HA4aNOTO Ha NMpUEMa Ha XOPMOHATHHTE KOHTPALUENTHBH 3a NMOTEbPXKIABAHE, Ue Ce NOAIbpIKa
H3X0AHaTa KOHLIEHTpaLUHg Ha NaMoTpHruH. [1pu HeoOxoauMOCT ao3ara Moxe Aa ObAe aganTHpaHa.
[IpH xeHH, NpUEeMaLIM XOPMOHANTHH KOHTPALIMIITHBH, KOMTO BKJIKOYBAT €/1Ha CeIMHLA §e3 aKTUBHO
BellecTBO ('ceqMHuLa Oe3 xan4ye"), Tpabea aa 6bae npocneasBaHO CEpYMHOTO HHBO Ha TAMOTPUIrHH
npe3 ceAMULIA 3 Ha NPUeMa Ha KOHTpauenTHBA ¢ aKTHBHO BElECTBO, T.€. B AHHTE OT 15 10 21 Ha
LIMKDJ1A Ha NTpUeMaHe Ha TabneTkure. 3atosa TpaGBa na ce oOMUCAH ynorpebaTa Ha KOHTpaUenuHa
be3 ceaMula Oe3 xanue KaTo MbpBH U3G0op (HanpuMep HEMPEKLCHATH XOPMOHAITHH KOHTPaUENTHBH
HJTH HEXOPMOHATHHU METOAH; B3K. TOUKH 4.4 K 4.5).

Cnupare Ha npuemMa Ha XOPMOKAIHU KOHMPAYERMUGY NPU NAYUEHMY, KOUTNO 8eYe npUeMam
nOOOvpIICauu 0o3u ramompucun u HE npuemam unoykmopu Ha 2RI0KYDOHUDAHEMO HA AAMOMPUSUN
B noseuero caydan € HeoOX0OHuMO noaabpXKaliaTa 103a Ha JaMOTPHTHH 1a Obae HamateHa ¢ po 50%
(Bx. Touku 4.4 1 4.5). IIpenopbUBa ce NOCTENEHHO HaMaNABaAHE HA THEBHATA /1033 Ha TAMOTPHIHH C
50-100 mg Bcaka cenmMuua (B crenen, HeHaaxewpaaua 25% ot obulara AHeBHa J03a 3a ceaAMHULA) 3a
nepuos OoT 3 CeAMHLIM, OCBEH aKO KIIHHUYHHAT OTIFOBOP HE HANAra paszIHyHoO NMoBeJeHHe. Moxe aa ce
00CBHAW HIMEPBAHE HA CEPYMHHTE KOHLUEHTPALMH Ha TaMOTPUIHH NIPEIH H ClIEd CNHPaHe Ha
XOPMOHAITHUTE KOHTPALIENTHBH 33 NOTBBPXKAABAHE, Y€ C€ NMNOAAbPIKA UIXOAHATa KOHLIEHTPALIUA Ha
NaMOTPHUIHH. [Ipy XKeHH, KOWTO JKeNadT Ja cnpaT npueMa Ha XOpMOHAJIEH KOHTPaLENTHB, KOWTO
BK/IOYBa €JHa ceaMuLia Be3 akTHBHO BellecTBo ("ceamuua 6e3 xanmue"), npocneassaHeTo Ha
CEPYMHOTO HUBO Ha NTAaMOTPHUIHH TpAORA a ce NpoBexXaa npe3 ceaAMHLia 3 OT NpHemMa Ha
KOHTpaUENnTHBA ¢ AKTHBHO BELUECTBO, T.€. OT A¢H |5 A0 AeH 21 Ha uMKDBIA HA NPHEM
TabneTkure. Ilpe3 nepeaTta ceaMuua cien TpaHOTO CNUPAHE Ha NMpUeMa Ha KOH
TpaOBa na ObaaT B3emaHu Mpodu 3a oLEeHKA HA HUBATA HA JITAMOTPHIHH.
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Janousane Ha MEPANUR C AAMOMPULUH NPU RAYUECHMKU, KOUMO 8€4¢€ npuemMam XOPpMOHAIHU

KOHmMpayenmueu
[loBuiaBaHeTo Ha Ao03ara TpAbGBa Aa clneaBa HOPMATHUTE MPENOPbYaHK A03H, ONUCAHH B TaONKLIMTE.

Janoysane u CHUpPAne HA NPUEeMAa HA XOPMOHWIHY KOHMPAYEeNnMueY NPU NAyYUEeHMKY, KOUmMo geye
npuemam nodovpixcawu 0o3u aamompuzun U HIPHEMAT undykmopu na 2aoxyponupasemo Ha

AAMOMPUUH
MoiKe aa He ¢e HANoXKar KOPCKLIHH HA NMPCIopbUBaHaTa MmoAabpiKalla 103a JaMOTPUIUH.

Ynompeba c Opyzu ecmpozeH-coObpIcaU NPeOYKmu

JApyry ecTporeH-CrIbpXKailli TEPArUU, KaTo XOpMOHANRHO 3aMecTUTeaHH Tepanuu (X3T), MoraT na
MOBJIHAAT Ha 1aMOTpHUruH. [lopaan Topa Moke na € Heo6X0AUMO J1a ce U3BBPLIBA BHUMATENHO
KAHHHYHO TIPOCNEAABAHE HA €(PEKTHBHOCTTA Ha JAMOTPHIHH, BKIIOYHTETHO H3MEPBAHE Ha
KOHLEHTPALIMHUTE Ha IAMOTPHIHH, 3a a C€ OTHEeTe HEOOXOAMMOCTTA OT KOPHIMpaHe Ha Ji03aTa, aKo ce
CYUTA 33 noaxoaAIo (BxK. To4ka 4.4).

Ynompeba ¢ amazanasup/pumonagup

He 61 Tpabeano na ca He0OXOAMMH KOPEKLHMH B NPENOPBHYBAHOTO NMOBULIABAHE HA 103aTa HA
JITAMOTPHI'HH, KOraTO JIJAMOTPHIUH ce 100aBs KbM CbLIECTBYBALLA TEPANHUA OT aTa3aHABUD/PHTOHABHP.
[Tpn naumeHTUTE, KOMTO BEUE NMPHEMAT NOAABPXALLU A03U NAMOTPUIHH M HE MPHEMAT HHAYKTOPH Ha
TIIOKYPOHHPAHETO HA JIAMOTPHIHH, MOXKE [1a C€ HANIOXKHK NMOKAYBAHE Ha 003aTa Ha JIRaMOTPUIHH, aKo Ce
nobaBAT aTazaHaBMp/pUTOHABUMP HJIM A03aTa Ha TAMOTPHIHH Aa C€ TIOHHXKH, aKO NPUEMBT Ha
aTa3aHaBUp/pUTOHABHp C€ NpeycTanoBaBaBa. [IpocnenssaHe Ha nna3MeHHs NaMOTPUIHH TpaOBa Ja ce
MpOBEKAa NPedn U B NPOab/IKEHHE HA 2 CEAMHUH CJie]] 3aM04YBAHETO WM CIIMPAHETO Ha
aTasaHaBup/pUTOHABHP, 3a Ja C€ YCTAHOBH Ja/IM CE HaNara KOpeKLus Ha 103aTa Ha JaMOTPHIHH (BXK.
TO4Ka 4.5).

Ynompeba ¢ 10nunasup/pumonasup

He 61 tpabsano na ca HeoOxoaMMH KOpeKLIMH B NPeNnopbYBAHOTO NOBHILABAHE HA 103aTa HA
NaMOTPHI'HH, KOraTo JAaMOTPHIHH € 100aBd KbM ChLIECTBYBALLA TEPanys OT JIONHHABUP/PUTOHABHD.
[IpH nauHeHTHTE, KOWTO BEYE MPHEMAT NMOAABPKALLHK JO3H TAMOTPHIYH H HE MPUEMAT HHAYKTOPH Ha
FIOKYPOHHPRHETO Ha JIAMOTPHUIHH, MOXE Aa CE€ HAlOXKH NOKAYBaHe Ha 103aTa Ha JaMOTPHIHH, aKO Ce
NoOaBAT TONMHABYP/PHTOHABMP UITH 034TA Ha JJAMOTPUTHH A CE NMOHWXKHU, aKO NNPHEMBT Ha
NIONIMHaBUP/pUTOHABUP ce NpeycTaHoBARaBA. [IpociensBaHe Ha MIa3MEeHHa NAMOTPHUIHH TpAaOBa na ce
[poBexaa Npelu U B NPOABDKEHHE Ha 2 ceAMULM Cllell 3aM04YBAHETO WK CNIMPAHETO Ha
NONHHABHP/PHTOHABHD, 3a 1d CE€ YCTAHOBU Ay CE€ Hajlara KOPEKLUA Ha A03aTa Ha JJAMOTPHIHH (BXK.
Touka 4.5).

IHayuenmu e nanpednana gv3pacm (Hao 65 200uKu)

He ca HeobxoamuMH kopekLMH B Npenopb4BaHUTe cXeMH Ha nedeHue. DapMakoKHMHETHKATA Ha
AAaMOTPUIrHH NpH Ta3H BH3pacTOBA rpyna He ce pa3NyyiaBa 3HAYHTENHO OT Tas3H MPH NALHEHTHTE B
No-Mjaana Bb3pacT (BXK. TOUKa 5.2).

bvbpeuno yepesicogre

JlamukTan TpsOBa na ce nNpHiara BHUMATEIHO NP NalMeHTH ¢ ObOpeyHa HeaoCcTaTLUHOCT. [1pn
NALHEHTH B KpaeH CTaaui Ha 6bOpeuHa HeaOCTATHYHOCT HaYaJIHHTE 103H TAMOTPHIHH TpaOBa na ca
cnopea CbNbTCTBALLMA NMPHEM Ha JIEKaPCTBEHHU NMPOAYKTH OT NauxeHTa. Ilpu naumeHTHTE Chbe
3HAYUTENHO OBOpeUHO yBpexcaaHe Moxe Aa ca epUKaCHH HaMaJleHH NOAABPKALUM 034 (BXK. TOHUKH

4.4n35.2).
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Heproopobro yspescoane

Hauasnnara, noaabpikaliata H 103aTa NpH noByiuaBaHe TpaOBa Aa ce peayuupar npHOAU3UTENHO ¢
50% npu naupeHTH cbe cpeaHoTexko (Child-Pugh crenen B) uepHonpobHo yepexnane v ¢be 75%
npu Texko (Child-Pugh crenen C) uepHongpobHo yepexaaHe. Jlozara npu NOBHINABAHE H
NOAAbPKALLATA J03a TpAOBa 4 ce OMpeeaT B 3aBUCHUMOCT OT KIIMHHYHMA OTTOBOP (BXK. Touka 5.2).

Ha4uH Ha NpUNOKEHHE

{lepopanHo NpUnoKeHue.

4.3 IlporuBonokazanusg

CBpbXHYBCTBHTECAHOCT KbM AKTHBHOTO BELLIECTBO WK KbM HAKOE OT NMOMOLIHKWTE BELEeCTRA,
H30poeHH B T. 6.1.

4.4 CnennanHn npeaynpexaenHs H NPeANA3HA MEPKH NPH ynoTpeda

KoxeH obpup

ChobuwiaBaHH ca HesKelaHW peaKLMy OT CTpaHa Ha KOXKaTa, KOMTO C€ NPOsABABAT NPe3 MbPBUTE OCEM
CeAMHIIH OT HAYAJIOTO Ha TepanusaTa ¢ JaMOTpHruH. [foseuero oT cOpHBUTE ca JIEKO NPOABEHH H
MOKa3BaT CKJIOHHOCT KbM CaMoOOrpaHuyaBaHe, 00aue ca ONHCBaHH H TEXKO NposBeHH 0OpHBH,
“3UCKBaL GONHUYHO JIGUECHHE U NTPeKpaTIBaHe MPUNAraHeTo Ha JaMoTpuruH. Te moraT na 6baart
NMOTEHLHANHO KUBOTO3acTpawiaBallty oOpuBM Kato cHHApoMa Ha Stevens-Johnson (SJS), TokcHuHa
enuaepmanda Hekponusa (TEN) u nexapcTBeHa peaxuus ¢ €03UHO(PHINA H CHCTEMHH CHMITTOMH
(DRESS); cbiio u3BecTHO KaTo CHHAPOM Ha cBpbXuyscTBHTENHOCT (HSS) (Bxk. Touka 4.8).

[IpH BBL3pacTHU NAaLUEHTH, BKIIOYEHH B U3NHUTBAHHSA, H3MON3BALUN JAMOTPHIHH B NPENOPbYBaHHTE
A03H, Y€CTOTATA HA TEXKKHTE KOXKHU OOpHBH € npubnuzutenHo 1 cnyyait Ha 500 nauueHTy ¢
enuaencua. HpnbauznrenHo noNoBUHATA OT TE3M cyuaH ca OWIK A0KJ1a/IBaHH KaTO CHHAPOM Ha
Stevens-Johnson (1 Ha | 000). B k1MHHYHH H3NUTBAHUA NIPH NALMEHTH ¢ OGUMOIAPHO PasCTPONCTBO
OpoaT Ha HabnloAaBaHKTE Clyuar ¢ TEXbK 00pus e npubnusurenno 1 Ha 1 000.

PUCKBT OT pa3sBUTHE HA TEXKKH KOXKKHH OOpHBH NpHM Aeua € No-BUCOK OT TO3M NPH Bb3pacTHU. [lanuuTe
OT M3TIHTBAHMATA TTOKA3BRAT, YE YECTOTATa HA OOPUBHTE, CBBbP3AHU C XOCTIHTAIU3ALIHA NPH AeLa € OT

1 Ha 300 no 1 na 100.

Hauanuure nposasu Ha oOpuB npu Aeua Morat Aa ObaaT NOrpeLHO AHArHOCTHUMPAHH KaTo
HH(exuua. [lpes mpBuTe OCEM CEAMHMLIYM OT JIEHEHHETO NPH NPOABH Ha peSpunureT U 06pHB Npu
Aeua TpAOBa fAa ce UMA NPEABHI BH3MOXKHOCTTA OT Pa3BUTHE HA HEXENaHa peaKLHs, CBBbP3aHA ¢
NEYEHHETO C NAMOTPHTHH,

B ronu/iHeHHUe, pUCKBT 3a pa3BUTHE Ha OOPHBH 3aBHCH OT:
- [IPUEM HA BUCOKH Ha4a/lHH J03H IAMOTPHIYH W NPEBULLIGBAHE HA NpenopbYaHaTa J03a 3a
noeuviliasaHe (BxK. Toyka 4.2).
- €JHOBPEMEHHO NpUNaraHe ¢ Baanpoar (B»x. Touka 4.2).

[lo BpeMe Ha Nle4eHHETO HA NALIMEHTH C aHAMHe3a 3a KOXeH 0OpuB WM aneprus kuM apyru AEJ] ce
H3UCKBA CNCUHATHO BHHMAHUE, ThH KaTO YCTAHOBEHATA YECTOTA HA HE3HAUMUTETHO U3pa3eH oOpuB
CNEA NCUYCHUE C TAMOTPUTHH € OKOJIO TPH MbTH NO-BHCOKA MPU TAKMBA MALHEHTH B CPaBHEHHE ¢ TE3H
6e3 nogodHa aHaMHe3a.

YcTanoseHo e, ye anensT HLA-B*1502 npu nuua ¢ asuatcku npousxon (npeauMH
€THUYECKATA rpyna XaH W Tal1aHIUM) € CBbP3aH C PUCK OT Pa3BUTHE HA CHHAPO
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Johnson/TokcuyHa enuaepManta HEKpOU3a MpH JIEYEHHE ¢ TaMOTPYIKUH. YNoTpeda Ha TaMOTPHOKUH
npy TaKHBa NauMeHTH TpAOBa na 6bvae BHUMATENHO OOMHUCIEHA, aKO € U3BECTHO, Y€ Ca NMONOKHTENHH

3a HLA-B*1502,

[lpu pasBuTHe Ha OOPHB NpH BCHYKH NMAaLHEHTH (BB3PAaCTHY H Aeua), € HeoOX0AuUM Mpernen Ha
NALKEHTA W He3abaBHO CNUpaHe NPUWIOKEHUETO Ha JIaMUKTan, OCBEH aKO CbC CUIYPHOCT €
YCTaHOBEHO, Y€ OOpUBLT HE € CBbLP3aH © NTPUEMa Ha AekapcTBOTO. [Ipenoprusa ce 1eUEHUETO ¢
JlamukTan ga He ce 3ano4ea OTHOBO NMPH MaLUEHTH, KOUTO €a ro NMpeKbCHaNH Nnopaan oOpUB, CBbp3aH
C NPEeRHLIHO JIeYeHHE C NaMOTPHIHH, OCBEH aKO MOTEHLMATHATA 110132 HECbMHEHO HaABHILAaBa pPHUCKA.
AKO NaUMEeHTHT pa3BHe CHHAPOM Ha Stevens-Johnson, TOKCHYHA enUaepMania HEKPOJIU3a UNH
JIEKapCTBEHA pPeaKLMA C CO3HHO(DHUIIUA H CHCTEMHH CUMITTOMH TIPH NPUIOKEHHE HA JITAMOTPHTHH,
HUKOra noseye He TpsaOBa na npuemMa ToBa JE€KapCTBoO.

ObpuB e cvobluaBsal ¥ Kato YactT oT DRESS; cbio H3BecTEH KaTO CHHAPOM Ha
CBPBXYYBCTBHTENHOCT. TOBa CHCTOSHHUE BIJIIOUBA PA3iIMUHU CUCTEMHH CUMMNTOMU KaTO NOBHILEHA
TeMaeparypa, n1umMdaaeHonaTHs, OTOK Ha JIMLETO, IPOMEHH B KpbBHATA KapTHHA, PYyHKUHMKTE Ha
yepHHA Apob, 6vOpelnTe Y acenTuueH MeHUHIUT (BX. Touka 4.8). TexecTTa HAa KTHHUYHHUTE TIPOSBH
Ha TO3H CHHAPOM € pa3jiiiHa NPH OTHACTHHTE NALMEHTH, KaTO B PEIIKH CITy4Yal MOXE a JOBEAE A0
pa3BMTHE HA AHCEMHUHUPAHA BLTPECHA0BA KoaryjalHa U MYJ1THOPraHHa HeJoCTaThbYHOCT. BaxHo € na
Ce UMa NpPeJBUA, YE PAaHHUTE NPOABK HA CBPbXUYBCTBUTENHOCT (HanpyUMeEp NMOBHUILIEHA TEMNEPATYpA,
nuM@daaeHonaTrua) Morar aa ce nposAeaAT 0e3 nossa Ha oOpuB. [Ipu ycraHoBsABaHe Ha NOAOOHH
APH3HALM U CUMIITOMH € HeoOXxoanma HezabaBHA OLIEHKA HA CHCTOSHHUETO HA NALMEHTA W CIIHpaHe
[PUNIOKEHHUETO Ha JIaMHUKTAN NMpH JUMNCA HA ApYyra €THONOMUA 33 Pa3BUTHE Ha TE€3H peaKLiMH.

B noseuveTo ciyyau acCenTHUHHAT MEHUHTHT € 00paTHM MpH CNUpaHe NpHeMa Ha IeKapCTBOTO, HO NpU
HAKOH Clly4au ce nosTaps NpH noeTopHa ynorpedba Ha namoTpuruH. [losropHata ynorpeba soau oo
Obp30 BL30OHOBABAHE HA CHMIITOMMTE, KOUTO HECTO Ca MO-TeKKH. [IpueMbT Ha JAMOTPHIHH He
TpAOBa na ce BL300HOBARA NPH MALUEHTH, NPH KOKTO € CNPAH MOPaAHW acenTHYEH MEHHHIHT,
CBBP3BaH C MPEAHLIHO JIEYEHHE C JJAMOTPHIUH.

MMa cblIo cboblueHs 3a peakUuuid Ha (OTOMYBCTBUTEIIHOCT, CBbp3aHH ¢ ynoTpedaTa Ha TaMOTPHIUH
(BXK. TOuKka 4.8). B HAKONKO cnyuas peakLMsATa € HacThI1KWNa NpH BUcoka Ao3a (400 mg uau noseue),
MPH NOBHLIABAHE Ha A03aTa WIH Npy OBbP30 BB3XOAMLI0 THTPHPAHE. AKO NPY NALUEHT, KOHTO
NposBABA NPHU3HALM Ha POTOUYYBCTBHTEIHOCT, HMa CBMHEHME 34 CBbP3aHa C NaMOTPHTHH
(POTOUYBCTBUTENHOCT (HAMp. IPEKOMEPHO CALHYCBO M3rapsHe), TpAOBa aa ce OOMHUCIIH NpeKpaTaBaHe
Ha JIeYEHUETO. AKO NPOABIDKABAHETO HA JIEUEHUETO ¢ IJAMOTPUTHH C€ CHHUTA 33 KIIMHHYHO
000CHOBaHO, nauueHTsT TPAOBa fa ObAe NOCHBETBAH Ja U30ArBa H3araHe Ha C/IbHYEBA CBETNHHA M

Ha U3KycTBeHa UV CBeT/IMHA W Aa B3eMa MPEANa3HH MEPKH (Hanp. H3N0A3BaHE Ha 3aUIMTHO obnekno
H CABHLUE3AUIHTHH KPEMOBE).

XemodarouurHa numdoxuctuonmtosa (Haemophagocytic lymphohistiocytosis, HLH)

HLH e crobuiena rnpu naumeHTH, KOUTO NpUeMaT NaMOTPHIuH (BX. Touka 4.8). HLH ce
XapaKTepH3nupa ¢ NpHU3HaALK U CHMIITOMH KaTO NMOBHILIEHA TEMIIEpATYpa, OOpPHB, HEBPOIOTrUHHH
CHMIITOMH, XENATOCIVICHOMEranus, TMMdaaeHonaTus, LUTONEHUH, BUCOKU CTOHHOCTH Ha CEPYMEH
dEepUTHH, XHNICPTPHITTULIEPUAEMHS, OTKIOHEHHS BbB QYHKLMATA Ha YepHHUS Apob U Koary/auus.
CUMNTOMHUTE HACTBLINBAT OOMKHOBEHO B paMKHTE Ha 4 CeIMHLIH OT HAYAIIOTO HA ACUYCHUETO.
XeMogarouuTHaTa TUMPOXHCTHOLIMTO3a MOXKe Aa Oblle JKMBOTO3aCTpalllaBalla.

[NauueHTure TpabBa na 6baaT nHGOpMHpaHU 3a cumnTomuTe, CBbp3aHd ¢ HLH v tp
NOCbBETBAHH Aa MNOTHPCAT HE3a0aBHO MEIHULIMHCKA NMOMOLLL, AKO NOAYYAT TE€3H CHM
Ha JICYEHUETO C IAMOTPHUIHH.

AR -.
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He3abaBHO oLieHETE CHCTOSHHETO HA NAUMEHTHTE, KOMTO Pa3BHUBAT TE€3U NPU3HALIM H CHMNITOMH H
obmucnere nuarvosza HLH. pueMsT Ha namoTpurnd Tpadea HezabaBHO Aa ce npeycTaHOBH OCBEH
aKO MOX€E [1a C€ YCTAHOBH APYra €THOJIOTHSA 3a Pa3BHTHETO HA TE3U PEaKLIMH.

BnowaBaHe HA KIMHUYHOTO CHCTOSHHE U CYHLHHOCH PHCK

[1py nauuenTH, nexysanu ¢ AEJI no pasnuuHu nokasaHus ca cboOLUIaBaHU CYMHHUAHH MHCITH H
noseacHUe. EAMH METa-aHANM3 Ha PaHIOMH3HPaHH J1ale00-KOHTPOAWpaHH U3NUTBaHUR Ha AEJ]
CbLUO € FOKa3all HE3HAYHTEIHO MOBHILIEH PUCK OT CYHUMAHH MHUCIM W NOBeaACHHE, MeXaHu3MbT Ha
TO3HU PUCK HE € ACCH YU HANHYHHUTE JaHHH HE H3KAIOYBAT Bb3MOXKHOCTTA 3a [OBHLIEH PHCK NpPH
JIAMOTPHIHH.

3aroea, nauMeHTUTE TpAOGBa na ObOAT NPOCNEAABAHM 34 NPHU3HALK HA CYHLIHIHHU MHC/TH H NTOBEAEHHE
H TpaOBa 1a ce UMa NpeABHJ CHOTBETHO AedeHue. Ha malMeHTHTE (M XOpaTa, KOUTO CE MPHIXKAT 3a TAX)
Tp40Ba Aa ce 06bpHEe BHUMAaHHE [1a NOTHPCAT JIEKAPCKH CHBET, B C/Tydal e ce NoABAT NpU3HALIK Ha
CYMUHIHH MHCITH ¥ NOBEACHHE.

[Ipy nauneHTUTE ¢ HUNONAPHO Pa3CTPOIRCTBO MOXKE Aa HACTHIAT BIOLLABAHE HA AENIPECHBHHUTE
CUMITTOMH H/MJTH NOABA HA CYMLIMAHOCT HE3aBUCHMO AAIH NMPHEMAT KM He NPHEMAT JIEKapCTBa 3a
NeYeHHE Ha OUNONIAPHO pa3CTPOMCTBO, BITIOYMTENHO JlaMuKkTan. 3aToBa, NALIMEHTHTE, NPUEMALLH
JlamukTan 3a OUNONApHO pasCTpPOUCTBO TPAOBA Aa ObAAT BHHMATENHO NPOCAEAABAHH 3a BJIOLLIABAHE
Ha CbCTOSHHETO (BIUTIOYHTEJIHO MOABA HA HOBW CHMIITOMH) H 33 CYHUHAHOCT, 0CO0EHO B HAYAJIOTO Ha
Kypca Ha JIeYeHHE WJIH NPH NMPOMEHH Ha o3aTta. HAKOH NauMeHTH, KaTO HanpuMep TaKHBa ¢ aHaMHe3a
332 CYMIIMJIHO MOBEAECHHE KM MHCJIH, BB3PACTHH B MNAAa BL3PAacT MM NMaLHUEHTH CbC CUNTHO U3Pa3eHH
CYHLUHAHH HACH NpeAH HAaYaJl0TO Ha NEYCHHETO, U3IJIEKAa €a C MO-BUCOK PHCK 332 MHCITH H OTTUTH 34
camMoyOHiicTBO M TpaOBa na ObaaT npocneasBaHy BHUMATENHO M0 BPEME Ha IEYEHHETO.

Tpabea na ce oOMUCTU NPOMAHA HA CXEMATa 3a JIeUEHHE, BKAOYUTENHO BL3MOXHO NPEYCTaHOBABAHE
NPUEMa Ha JIEKapCTBOTO, NPH MaUHEHTH ¢ BAOWABAHE HA KIHHHYHOTO ChCTOSHUE (BKIKOUMHUTENHO
NosBa Ha HOBH CHMNTOMH) W/HNH NOABA HA CYHLIWAHN MUCITH/TIOBEIEHHE, 0CO0EHO aKO CHMNTOMMTE
Ca TEXKKH, BHE3ANHO MTOABABALLH CE€ HIIH HE Ca YaCT OT HACTOALIUTE CUMITOMH Ha MaLHeHTa.

EdexTy Ha eCTPOreH-cbabpKaU NPOAYKTH, BITIOYUTETHO XOPMOHAIHH KOHTPALIENITHEH, BbPXY
€(PUKACHOCTTa Ha AAMOTPHIHH

YcTaHoBeHO e, ue KoMOHMHauMATa eTHHWIecTpaanoa/ nesoHoprectpen (30 pg/150 pg) nosuinaea
KITMPBHCA HA IRAMOTPUIvH NPUOIU3MTENHO ABA MBTH, KOETO BOJW AC HAMAaNABaHE HA HUBATA Ha
NaMOTPHUIHH (BXK. TouKka 4.5). [lonn:kaBaHETO Ha HMBATa HA JJAMOTPUTHH € CBbP3aHO ChC 3aryba Ha
KOHTPOJI BbpXY NpUNaabuHTe. 3a NOCTUraHe Ha MaKCHMaJleH TepaneBTHYEH OTTOBOP B NOBEUETO
Cy4au MOXe J1a € HeOOXOQHMO 4pe3 TUTPHPaHE Ja C€ AOCTHIHAT NMO-BUCOKH NOAIbPXKALIH 103U Ha
NaMOTPHUIUH (NpUOAUIMTENHO ABA MBTH NO-BHCOKK). [IpH NpeycTaHOBABAHETO Ha NpHEMA Ha
XOPMOHANHHUTE KOHTPALENTHBH, KIHPbHCHT Ha JIAMOTPUIrHH MOXKE [1a HAMajiee HarnoJIOBUHa.
loBUIIaBAHETO HA KOHLIEHTPALMKTE HA JJAMOTPHTHH Moxke Aa Objie CBBP3aHO ¢ 10303aBHCHMH
HeXenaHu cbouTHa. 1o Ta3su npHuKHa CHLCTOSHMETO Ha NAUMEHTHTE TPAOBa Aa Hbae npocseasBaHo.

[IpH >xe€HH, KOUTO HE NPHEMAT HHAYKTOP Ha NIOKYPOHUPAHETO Ha JAMOTPHIMH U Ca Ha XOPMOHAJIEeH
KOHTPALENTUB, YHATO CX€Ma BKJIIOUBA €(HA CEAMHLA HA HEAKTUBHO NeHEeHHE (ceaMiia 6e3 npreM Ha
KOHTPAUENTHBA), € YCTAHOBEHO MOCTENEHHO BPEMEHHO NMOKa4BaHe Ha HUBATA HA JTAMOTPHUIHH MO

BpEeMe Ha ceaMuLiaTa Oe3 npHeM Ha KOHTpauenTyBa (Bx. Touka 4.2). Bapuauuure B H
JIAMOTPHIHH OT TO3H NOPAABLK MOTaT Aa 6bAaT CBbP3aHH C HEXENIaHH PeakLIMH. 3a
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obmucnn ynorpebara Ha kouTpauenuus 6e3 ceamuua 6€3 NpUEM Ha KOHTPALIENTHBA KATO JICYEHHE OT
MbpBa JHHHUA (HanpuUMep NPOIL/DKHTENHA XOPMOHAIHA KOHTpaUENUHUA UJIH HEXOPMOHATHHW METO/IH ).

He ca npoeeXaaHU NpOyUYBaHHA 3a B3aUMOAEHCTBUSA ¢ APYrY NEPOPANHA KOHTPALENTHBKH WAH IPYrH
€CTPOreH-ChbAbpKALUY Tepanuu (kaTo X3T) U N1aMOTPUrHH, BBIIPEKH UE € BL3MOXKHO TE Ja NMOBAUAAT

q}apMﬂ.l{DKHHETH‘iHHTE NnapaMCTpH Ha JIAMOTPHIHH MO noaoOeH Ha4YUH.

Edekri Ha NnaMOTPUIHH BHPXY €(PUKACHOCTTA HA XOPMOHATHUTE KOHTPALIENTHUBH

Peayntature OT npoyuBaHe 3a B3aMMOJEHCTBHA NpH 16 3apaBy J0OPOBOIKH NOKa3BaT, Y€ Mpu
€AHOBPEMEHEH NpPHEM Ha JaMOTPUIrMH K XOPMOHANEH KOHTpauenTUB {(KoMOMHaLUHA
€THHHAECTPAAHON/ NEBOHOPTECTPEN) € HANTULIE YMEPEHO YBEHYCHHE Ha KITHPBHCA Ha JIeBOHOprecTpen
U POMEHH B CEpYMHHUTE onukyacTuMynupail xopmoH (FSH) u nyrenunusupain xopmon (LH) (Bxk.
TouKka 4.5). He € H31CHEeHO BAHAHUETO HA TE3H MPOMEHH BbPXY OBapHAJIHATA OBYJIATOPHA AKTHBHOCT.
He moxe o0aue na 6bae H3KNoUeHa Bb3MOXKHOCTTA NPH HAKOW NAUWEHTH, TPUEeMaLLY JJaMOTPHIHH
33€1HO C XOPMOHA/THH KOHTPALIEITTUBH, TE3H IPOMEHH 1a NMPEAN3BUKAT HAMANIIBAHE Ha
KOHTpalenTHBHaTa €pUKACHOCT. 3aTOBa, Te3H NaLMEHTKHY TpaOBa aa 051aT HHCTPYKTHPaHH Aa
CbODLIABAT 32 NPOMEHH B MEHCTPYANTHUA CH LMKBJI, HATIP. HHTEPMEHCTPYaNHO KbpBEHE.

Jdnxuapodonarpeaykrasa

JlaMoTpHruH uma cnad nHxubHTOpEH edekT BLpXY peaykTaszaTa Ha AMXUApodonrHeBaTa kucenuxa. 1o
Ta3H APHYHHA NPH NPOALJDKUTENHO JIeHEHUE MOXE Aa NoBIUsAe GonaTHHA MeTabonnIbM (BXK. TOUKA
4.6). Bbnpexu ToBa, NpH NPOABIIKHTENHO IEYEHHE ¢ JITAMOTPHTHH NMPH XOpa He Ce yCTaHOBABAT
3HAYHTE/THH NMPOMEHH B XeMOrIMOOHHOBATAa KOHUEHTPALUHUA, CPEOIHHA 00EM Ha EPUTPOLIMTHTE H
CEPYMHHTE HJIH EPUTPOLIUTHH KOHLICHTPALHWH Ha ¢osiaT 3a neproa A0 eaHa roauHa. He ce yctaHoBsaBa
MPOMAHA M B KOHLICHTPALMHTE Ha GONaT B EPHTPOLIUTHTE 3a NEPHOA A0 S F'OAUHH.

brOpeuHa HeaOCTATHYHOCT

[Ipn u3cnensaHKua Ha NAUMEHTH ¢ TepMUHATHA 6BOpeyHa HEJOCTATHLHHOCT NPHU NPUIICKEHHE HA
€HOKpAaTHa 1032 JAMOTPHIHH HE C€ YCTAHOBABAT 3HAYHMHU NPOMEHH B NNAa3MEHUTE KOHLIEHTPAaLMH Ha
NaMOTPHIrHH. Bunpeky Tosa, MoXe 1a Obe O4aKBaHO HATPYIIBAHE HA MIOKYPOHUPAHUA MeTabonuT
Ha npoaykra. [IpenopbuBa ce NoBHILEHO BHHMAaHUE NPH JieveHHe Ha NaLKWeHTH ¢ OBOpeuHa
HEAOCTATBLYHOCT.

]-IIEIQHEHTI‘I= JCKYBAHH C JIDYI'H NPOAYKTH, ChAbpiKatllu JaMOTPHUTIHH

Jlamukran ne TpabBa na ce npunara 6e3 KOHCyJITaUMs C NeKap NpH NaUHEHTH, JEKYBaHH
MOHACTOSIIEM ¢ APYrH NPOAYKTH, CbALPXKALIH JTAMOTPHIHH.

EKI tun Brugada v npyru HapyilieHUs Ha CbpAEYHHS PUTHM M MPOBOANMOCTTA

[TpH nanMeHTH, JIEKYBaHH C JIAMOTPUIUH, € CbOOLIIEHO 38 apUTMOTeHHO HaPYILIEHHE ChC

ST-T anomanusa u XxapaktepeH 3a cuHapoma Ha Brugada tun EKI'. B3 ocHOBa Ha in vifro Haxoakm
NTAMOTPHIHH MOTEHUHATHO MOXKeE 1a 3abdaBH KaMepHaTa NpoBOAMMOCT (paswuupasare Ha QRS) v na
HHAYLUHpa MPOapHTMHS B TEPaNE€BTHYHO 3HAYUMH KOHLCHTPALMH NPH MAUKEHTH CbC ChPAEUHH
3abonsasanud. Jlamorpurun aefcrea Kato cnabo aHTHaApHTMHUYHO CPeACTBO OT Kkaac IB cue cebp3anu
MOTEHUHAIHH PHCKOBE 334 CEPHO3HHN HIIH JIETATHH ChPACYHH CHOMTHA. EAHOBpPEMEHHOTO NPUAOIKEHHE

Touka 5.3). B repaneBTHuHH no3u 10 400 mg/neH NaMOTPHIruH He 3a0aBa KaMepHa
(paswmmpaBaHe Ha QRS) u He npuunHaBa yabmxaBane Ha QT npu 3apaeu nuua B
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npoyueaHe Ha QT. YnorpebaTa Ha naMOTpHIrHH TpaOBa BHUMATENHO Aa ce OOMUCIIH NPHU NMALUHEHTH ¢
KAUHHYHO 3HAYUMH CTPYKTYPHH UK PYHKLMOHANHH ChpAeuHH 3ab0NaBaHMA KaTO CHHAPOM Ha
Brugada unu gpyru cbpaeHHu KaHAnonaTuu, CbpAcyHa HEAOCTATHYHOCT, HCXEMHYHA GoJlecT Ha
CBHPLETO, ChpacyeH 010K UIH KaMepHU apuTMUK, AKO ynoTpedaTa Ha TaMOTPUIHH € KIIHHUYHO
OnpaBAaHa MpH Te3y NMayHeHTy, TpadBa aa ce OOMUCAK KOHCYJITALMA C KapAKONOT, NPEAH Aa ce
3aNOYHE NPUICKEHHE HA JIAMOTPHIUH.

[ToMOLIHHM BelllecTBA

Tabnerkure Jlamuxran (25, 50, u 100 mg Tabnerku) chabpKAT 1aKTO32 MOHOXHApAT. [TauuenTHTE C
pelKH HaCNEeACTBEHH MPOOAEMH KATO HEMOHOCHMOCT KbM raflakTo3a, bjeH JakTazeH JedHLUHT WiH
rAOKO30-rajakTro3Ha Manadcopobumns He TpaOBa Aa npueMar TOBa JIeKapCTBO.

Jlamukran Tabnetku cbabpxaT no-manko ot 1| mmol HaTpuii (23 mg) Ha TabneTka, T.e. MOXe 13 C€
Kaxke, Ye NPaKTUYEeCKU HE CBABPKAT HATPHIA.

PazBuTHe Ha Aeuara

HsiMa nannu 3a edexra Ha TAMOTPUTHH BBPXY PAcTeXka, NOJIOBOTO Ch3PABAHE U KOTHHTHUBHOTO,
€MOLIMOHANTHOTO H MOBEACHYECKOTO Pa3BHTHE HA JeLaTa.

[Ipeana3Hu Mepku NpH enuaencus

KakTto npu apyrn AEJ], BHe3anHoTO cnupaHe Ha npyema Ha JlaMHKTan Moxe f1a oBeA€e 10 HOBA
nosBa Ha npunanbuy. Jlozara Ha JlamukTan Tpabsa Aa 6bAe HaManABaHA NOCTENMEHHO 3a NEPHOR OT
ABe CEIMHULIM, OCBEH NMpPH CboOparkeHus 3a He3zonacHocT (Hanp. oOpUB), H3HCKBAILK PA3IKO
NPEKPaTABaHE HA NECYECHUETO.

CnopeJl JaHHH OT INTEpaTypaTa NpH NAUKEHTH C TEXKH KOHBYJICHBHH (DOPMH Ha eNnUAencus,
BKJIKOUMTEJTHO status epilepticus, MOXxe 4a ce pa3Bue pabaoMHonusa, MyJTHOpraHHa AHCHYHKIMS Y
AUCEMHHHPaHA BbTPECHA0BA KOATy/1alKsA, B HAKOH Cly4daH ¢ JeTaneH u3xod. OnucBaHu ca roaodHu
CJlyyad, CBbP3aHH C NPUIOKEHHUETO HA TAMOTPHTHH.

Moxe aa ce HabnonaBa KIIMHHYHO 3HaYMMO BIOIIABAHE B YECTOTATA HA NMPUNAABLUTE BMECTO
nopobpexue. [1py nauKeHTH ¢ NOBeYe OT €iHH TN NPHNAABLUHM, YCTAHOBEHATA NOM3a OT KOHTPOJa Ha
€AHH THN NpUnanbK Tpadea Aa 6bae npelieHeHa cpelly KaKBOTO U Aa € Hab/ioaaBaHo BIOHIABAHE [IPH
APYTUTE TUMOBE MPUMAABLI.

MHOKNOHHYHUTE NPUNAAbLUH MOXE Na ObJAT BIOLIEHH OT JIAMOTPUTHH.
Hannue e npeanonoKeHue oT HATHYHUTE AaHHH, Ye OTFTOBOPUTE NMPH KOMOHHALUATA C EH3UMHH
UHAYKTOPH ca 1o-cjaabu B cpaBHEHUE ¢ KOMOHHAUMATA C AHTHENUAEITTHYHH areHTH, KOUTO He

HHAYLUHMpAT eH3uMU. [IpUuMHaTa He ¢ U3ACHEHa.

[Ipn neua, KOUTO NPUEMAT JIAMOTPUIHUH 34 JIeYEHHE Ha THIIUYHM aOCaHCH, € Bb3MOXKHO e(PHKACHOCTTA
Ia He ce NOJAXbPKA NPH BCUHYKY NALMEHTH.

[Ipeanasuy Mepku npH GUNOIAPHO Pa3CTPOHCTBO

Heya u onowu noo 18 coounu
JleyeHHeTO ¢ aHTHIENPECAHTH € CBBP3aHO C MOBUILEH PUCK OT CYHULIMAHH MHCIIH H
JeLa ¥ IOHOLHH € rojiaM JAEeNpecUBEH €MH304 H APYTH NCUXHATPHYHH Pa3CTPOCT
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4.5 BzaumMopeiicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH popME HA B3aUMOZeHCTBHE
[IpoyuBaHHs 3a B3aUMOAECHCTBHATA ca NPOBEXKAAHH CaMO MPH BB3PACTHM.

YcTraHoBeHo e, ye ypuauu-5'-audocdo (UDP)-rnrokyponnn tpancdepazure (UGTs) ca eHzumuTe,
OTrOBOPHH 3a MeTaboNH3Ma Ha NaMOTpUruH. CneaoBaTenHo ICKapCTRAaTa, KOMTO HHAYLIMPAT HIH
MHXHOMPAT TMIOKYPOHHPAHETO, MOXKE AA MOBIMAAT MPHBHAHWA KIHMPBHC HAa AaMOTPUTHH. CHITHUTE
WK YMEPEHHTE HHAYKTOPH HA €H3UM LUTOXpoM P450 3A4 (CYP3A4), 3a KOWTO € H3BECTHO, Yye
nHayuupar UGTSs, cblio MOXxe Ja yekopAT MeTabonn3Ma Ha N1aMOTPHIriH. HAMa NaHHH 332 KIKHHYHO
3HAHYMMH MHAYKUMA HNH HHXHWOupaHe Ha uuToXpoM P 450 eH3nMuTE, NPUUMHEHN OT NAMOTPHIHH,
JIaMOTPHIrMH MOXKE Ja HHIOYlHpa cBog cOOCTBEH MeTaDONMU3bM, KaTO TO3H e(DEKT € yMepeHO NpoaBeH
H HAMA KITHHHYHO 3HAYWMH MTOCNECACTBUA.

Te3u nekapcTsa, 338 KOUTO € JOKA3aHO, Y€ HMAT KIIMHUYHO 3HAYMMO Bb3ACHCTBHE BLPXY
KOHUEHTpauHaTa Ha NAaMOTPHIruH, ca nocoueHH B Tabnuua 6. CneunpuunyTre yKazaHua 3a JO3HpaHe
Ha T€3W N€KapCTBa, Ca NPEACTaBEHH B Touka 4.2, B nombanenue ta3u tabnuua n3dbposasa Tesu
NIEKapCTBa, 33 KOUTO € A0KA3aHO, Y€ MMAT MATbK MK HAMAT €(EKT BbPXY KOHLIEHTPALIUATA HA
NaMOTPHIHH. [1o NpUHUMIT HE C€ OYaKBa €IHOBPEMEHHOTO NMpHJaraHe Ha TaKMBa NeKapCcTBa a oBee
N0 HAKAKBO KJIHHHYHO Bb3AeHCTBUE, BLripeku ToBa TpsORa Aa ce 06bpHE BHUMAaHHE HA MALIMEHTH,
UHSATO ETIUIIENCHA € OCOOEHO YYBCTBUTEIHA KbM KONeOaHMATA B KOHLUCHTPALUHHTE Ha TAMOTPHIHH.

Tabauya 6: Epexmu na nexapcmeenu npodykmu 8bpXy KOHYEHMPAYUAma Ha 1aMompu2 ut

JlexapcTBeHH BPOAYKTH, JlexapcTBeHH NPOAYKTH, KOHTO JiekapcTBeRH NPOAYKTH, KOHTO
KOHTO MOBHILABAT NOHHKABAT KOHIEHTPAUHATA HA HMAT MAALK HJIH HAMAT edeKT
KOHIEHTPANHATS HA JIAMOTPHIHH BbpXY KOHIEHTPALUATA HA
JAMOTPHIHA JJAMOTPHTHH
Bannpoar ATaszaHaBHp/pHTOHaBUP* Apxnunpazon
Kapbamazenun bynponuoH
Kom6uHauusTa QDenbamar
€TUHHJECTpagHoN/ NieBoOHOprecTpen™
JlonnHasHp/pUTOHABUP ["abaneHTHH
Qenobapburan Jlakozamun
OeHUuTOUH JleseTupaueram
[TpumuaoH Juthii
PudamMnuuuH OnauxzanuH
OxkckapbasenuH
[lapaueramon
llepamnaHnen
[Iperabanuu
Tonupamar
30HU3aMuA

¥3a ykazaHus 3a [O3UpaHe BHXKTE TOUKA 4.2, CHILO 32 XEHH, NpHEMallH XOPMOHAIHU KOHTpPaLENTHBH,
BMXKTE CBLUILO TOUKA 4.4

B3auMoACHCTBUA ¢ aHTHENUIENTHYHU JE€KAPCTBA

Bannpoart, koifTo yHXHOHUpa FMOKYPOHUPAHETO Ha IAMOTPUTHH, 3a6aBs MeTabonusma Ha JaMOTPHIUH
H YABb/DKABA CPEAHUA MOMYXKHBOT Ha JJAMOTPUIHH Npubnu3uTenHo Aea nbTH. [Ipn naumedT
NOJI/IOAKEHH Ha CLMBTCTBALLA TEpANKs C BaJNpoar, Tpabea na Owae nmpunaraH noaxo

rsiaH (BX. Touka 4.2).
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Onpenenenn AEJI (kato deHuTouH, kapbamasenuH, peHobapdburan U NpUMUAOH), KOUTO aKTUBHpAT
uuroxpoM P450 ensumure, unayuupar cbvio UGTs ¥ cnegoeaTenHo yckopasaT MeTabosiM3Ma Ha
namorpurud. [pu nauueHTH, nonyyasally CbNLTCTBALLA TEPANUA ¢ PEHHUTOUH, KapOaMasernuH,
dbenobapdbuTan nnu npuMnaoH Tpabea na ObAe NpunaraHa NOAXOIALIA TepaneBTHYHA cXeMa (BK.

TOuKa 4.2).

[Ipu BkAOYBaHe Ha kKapbaMa3enuH B X0Ja Ha JieMeHHE C NaMOTPHIHH CE€ ONMHCBa pa3BHTHE Ha
CHMNTOMH OT CTpaHa Ha LICHTpAnHaTa HEPBHA CHCTEMA, BKITIOYHTE/IHO 3aMasgHOCT, aTaKCUA, IBOHHO
BHXKJAHE, 3aMBbIJIeHO 3peHUE U rajeHe. Te3n nposBu 0OMKHOBEHO YW34e3BaT MNPH HAMANABaHe Ha
ao03ara Ha kapbamaszenuH. [loaobnu edekrtu ca HabnoaaBaHU NO BpeMe HA HINUTBAHE ¢ TAMOTPUIMH
H okckapdazenudH NpH 34paBH BL3pacTHHU A0OPOBOLH, HO HE € MPOYYBAHO HAMANIABAHE Ha R03aTa.

B nurepaTtypaTta HMa cboOLICHHA 3a MOHW)KEHW HWBA HA JJAMOTPUIHH TPH NMPHEM HA JIJAMOTPHUTHH B
koMOuHauus ¢ okckapOazenuH. Obaue, B MpOCNEKTUBHO NMPOYYBAHE MPH Bb3pacTHH 3ApaBH
a06poBonUM npy npreM Ha o34 oT 200 mg namoTpurun 1 1 200 mg okckapbazenuH, € yCTaHOBEHO,
ye okckapbazenuH He NpoMeHs MeTabonniMa Ha TaMOTPUIMH ¥ JIAMOTPHIHMH HE NPOMEHS
meTabonnima Ha okckapbazenuH. 3aToBa nNpy NAUMEHTH, NIPHEMALIH CLITLTCTBALLIA TEPANHA C
okckapbazenuH, Tpabpa ga ce H3NOJI3BA CXeMa Ha JeYeHHE 3a KOMOMHKUPpaHa Teparnus ¢ TAMOTPHUIHH
0e3 panmnpoar 1 6e3 HHAYKTOPH Ha MMKKYPORUPAHETO HA TaMOTPHUIHH (BXK. TouKa 4.2).

[Ipu npoyuBaHe ¢bC 3aApaBH 100pOBONILM, EIHOBPEMEHHOTO NpuaokeHne Ha dpenbamar (1 200 mg ara
MLTH AHEBHO) ¢ naMoTpurdH (100 mg nBa v gHeBHO 3a |0 aHH) He € J0Beno 40 KNHHHYHO
JHAYUMH ePEeKTH BBPXY PapMakKOKMHETHKATA Ha JJAMOTPHIHH.

Ha ocHOBaTa Ha peTpOCNIEKTHBEH aHANYU3 HA TIA3MECHHTE HUBA NPH NALWEHTH, TPUEMANTH TaMOTPHUIHH
¢ U 0¢e3 rabaneHTHH, H3rnexaa ve rabaneHryH He NPOMEHA KIIMPBHCA HAa TAMOTPHIHH.

[ToreHUHaNHUTE B3aUMOICHCTBHA MCXKRY JICBCTHPAUCTAM H JTAMOTPHUIUH Ca U3CICABAHH YPE3 OLICHKa
Ha CCPYMHHUTC KOHUCHTPAUUWH Ha ABCTE NICKAPCTBA MO BPEME Ha nﬂaueﬁe-mmponnpaﬂu KIHHHYHH
H3NUTBaHUA. Te3n NaHHH NoKa3Bar, 4 JTaMOTPHUIrHH HE [TOBJIHABRA cbapmaml{une*mka'ra Ha
JCBCTHpALUCTAM H [C JICBCTHPALUCTAM HC IMOBJIHABA dJapMHKOKHHETHKaTEI Ha JIAMOTPHI'HH.

Hail-HMCKHUTE MnasMeHH KOHLEHTPAUMHK Ha JJAMOTPHUIHH B CTALIMOHAPHO ChCTOAHHE HE CE MOBIHABAT
OT CBHMBLTCTBAWMUA NpUEM Ha nperadbanuH (200 mg, 3 mbrH Ha AeH). He ca ycTtaHoreHn
(hapMaKOKHHETHYHH B3aHUMOACHCTBHA MEXY JaMOTPHIWH H nperabanuH.

Tonunpamar He NpeAH3BHKBA NPOMAHA B MNJ1a3MEHUTE KOHLUECHTPAUMH Ha JJAMOTPHIMH. [1punoxeHnuneTo
Ha NaMOTPHIuvH Boau ao 15% nopuilaBaHe Ha KOHLUEHTPALKMHUTE HA TONMUpaMar.

B €AHO M3NHTBAHE NPH NAUUEHTH C ENHICTICHA, COHOBPEMEHHHUAT NpHeM Ha 30Hu3amug (200 no
400 mg/aen) c namotpurus (150 o 500 mg/nen) 3a 35 aHU He € AOBEN N0 3HAYMMH ePEKTH BBPXY
(hapMaKOKHHETHKATA HA JJAMOTPHUTHH.

[InasMeHHTE KOHUEHTPALMK Ha TAMOTPHIHH HE CE MOBIMABAT OT CHITBTCTBAILHSA NPUEM HA JTAKO3AMHA
(200, 400 unu 600 mg/aeH) B Niauebo-KOHTPONUPAHH KITHHHYHH H3MHUTBAHUA NTPH MALIMEHTH C
NpUNageUun ¢ GoKaTHO Hayano.

B ¢6opeH aHanu3 Ha AaHHUTE OT TP MNaueb0-KOHTPONIHPAHY KITHHHUYHKM W3THTBAHHA, HW3CeIBaLLH
KOMOWHUpPAH NPUEM Ha NMEpaMIaHEN NMPH NALKEHTH C NPHNAABLH ¢ GOKAIHO HaYalo H MbPBHYHO
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Bbnpeku ye ca choOLiaBaHd NPOMEHH B IUIA3MEHUTE KOHLEHTpalUKMH Ha 1pyru AEJL, B
KOHTPOJHPAHWTE M3MHTBAHUA HE € YCTAHOBEHO JTAMOTPHIHH 1a NOBJIMABA U1IA3MEHHUTE KOHLEHTpauHuu
Ha eaAHoBpeMeHHO npunaraduTe AEJL. JlaHHHTe OT in vifro U3NUTBaHUS NMOKAa3BAaT, Y€ JIAMOTPHIHH HE
u3mecTBa apyru AEJ] oT MecTara Ha CBBP3BAHETO UM C MIa3MEHHUTE NTPOTEUHH.

B3auMOAEHCTBUSA € IPYIH NCUXOAKTUBHU 8reHTH

PDapMaKkOKHHETHYHUTE CBOHCTBA HA JIMTHH clie NpHeM Ha 2 g 6e3BOAEH IMTUEB TIFOKOHAT, NpHUeMaH
/1B MbTH AHEBHO 3a IECT AHK oT 20 3apaBu 1HLa, HE Ce MPOMEHSAT NPU €IHOBPEMEHHOTO MY
npunarade cbe 100 mg JHEBHO NAMOTPUIHH.

MHorokpaTHHUTE IEpOPaIHU 03U OYNPONUOH HE OKA3BAT CTATUCTUUECKH 3HAYUMH €(DEKTU BLPXY
(apMaKOKMHETHKATA Ha €AHOKPATHA 1034 JJAMOTPHIHH npu 12 nuua, xato € HabnioaapaHo caMo JIEKo
yBeJIH4eHHe Ha AUC Ha 1aMOTPUIUH IMIIOKYPOHK],

[lpn eano uanuTeaHe Cbe 3ApaBy Bb3paCTHH ZOOPOBOSILH MPUEMDBT Ha | 5 mg onaH3anMH NOHUXKaBa
AUC n Crax Ha NTaMOTPUTHH CHOTBETHO cpeaHo ¢ 24% u 20%. YcTaHoBeHO ¢, ue npremM Ha 200 mg
NaMOTPUrHH He NOBAKABA (PApMaAKOKWHETHKATA HA ONaH3anHH.

MHorokpaTHuTe NEpopasiHU A03H NaMOTpUrHH oT 400 mg NHEeBHO HE OKa3BaT 3HAYUM KIHHHYEH
e(exT BbpXy (papMaKOKMHETHKATA HAa €IHOKPATHA /1032 OT 2 Mg pPUCTIEpHIOH NpH 14 3apasu
BL3pacTHHU 100poBonuM. Crnen eqHOBpEMEHEH NPHEM HA PUCTIEPHOH 2 mg C TJAMOTPHUTHH, 12 OT
14 nobposonuu cbobuiasar 3a CeHIMBOCT, B cpaBHeHHe ¢ | OT 20 npu caMOCTOATENEH NIPHEM Ha
PUCTIEPUOOH, U HUTO €QHH MPH CAMOCTOATETHUA NMTPHEM Ha JJAMOTPHIHH.

B npoyusaHe npu 18 Bh3pacTHH NauMEHTH ¢ TUN [ GUNONAPHO pa3CTPONHCTBO, MPUEMAILH TAMOTPHIHH
Mo YCTaHOBeHaTa cxema Ha nosupane (100-400 mg/nen), a03uTe Ha apUNUNPAa30oJ1 €a NOBHUIUIEHW OT

10 mg/neH no TapretHa ao3a 30 mg/neH 3a neprog OT 7 AHU, MOCHEIBAHO OT NPHEM BERHBK JHEBHO
3a olue 7 Auu. HabmonaraHo € noHwkeHne Ha Crax 1 AUC Ha namoTpurus cee cpearo 10%.

Pesyntaru oT ONKTH in vitro noka3sar, ye obpa3yBaHeTo Ha OCHOBHUS METaGONUT HAa TAMOTPUIHH, 2-
N-rmokypoHu/, ce UHXHOUPa MHHHMAJTHO OT CbBMECTHA MHKYOALIMA ¢ aMUTPUITTUIIMH, OYNPONHOH,
KJIOHa3ernaM, Xaaonepuaon Wiy lopasenam, Pesyaratvre OT T€3H ONMUTH NPeAnoaraT i ue
MeTabONM3IMBT Ha TAMOTPHIHH € MASIKO BEPOSTHO Aa Obae HHXHOUpaH OT KNo3anuH, GIyOoKCETHH,
¢peHeN3HH, PUCTIEPHUAOH, CEPTPAIMH WM Tpa3oaoH. OcBeH TOBA, H3cneABaHe Ha MeTa0o1H3Ma Ha
Oy¢ypanon B mpenapaTv oT MHKpPO30MH OT YOBELUKH YepeH Apod MpeAnonarar, e JaMOTPHUIHH HeE
HaMaJIfaBa KIHPBHCA HA NEKAPCTBEHUTE NPOAYKTH, KOKUTO C€ EJIMMHHUAPAT NpeauMHo upe3s CYP2D6.

B3auMoaelCcTBHA ¢ XOPMOHANHU KOHTpalUleNTHRY

Echexm na xopmonannume koHmpayenmueu 6opxy (papMaKoKuHemukama Ha 1aMompucun

Ilpyu KAMHHYHO HM3MUTBAHE C y4acTHETO Ha 16 xxeHH no6poBOKH, MPpHUEeM Ha KOMOHHHPAaH fepopaieH
KoHTpauenTHe 30 pg eruHunectpaguon/150 pug nesoHoprecTpes € AoBes A0 NPUOAH3HTENHO
ABYKpPAaTHO MOBHILABAHE HA KITHPBHCA HA JIAMOTPHIUH CAEI NEPOPATHO NPUIOKEHHE, UMALLLO 33
pe3ynTaTt HamanasaHe cpeaHo ¢ 52% U 39% cvoTBeTHO HAa AUC U Chax Ha TaMOTpUruH, CepyMHUTE
KOHLIEHTPAaLUHH Ha JIJAMOTPUTHH Ca Ce NOBHIIWIIH Npe3 ceaAMHULATA 6€3 KOHTPaLeTTHBHO aKTHBHO
BELECTRO (BIUTIOYHTENIHO NpeEs ,,ceAmHLaTa 6e3 xanye™), KaTo KOHLEHTPALMKHTE TIPEAH NO3UTE B Kpas
Ha ceaMHULUaTa Oe3 KOHTPALIENTHBHO AKTHBHO BELIECTBO ca OHAM CpeiHO OKOJIO ABA IMbTH MO-BUCOKH B
CPaBHECHHUE C NepHOAR HA €AHOBPEMEHHO MNpHaraHe Ha nexkapcreara (Bx. Touka 4.4). He e
HeoOXOAMMO afanTHpaHe CBHIIIACHO NMPENOPBLUYAHHTE YKA3aHUS 34 MOBHILABAHE Ha A
NaMOTPHUI'HH Ha OCHOBATAa €AMHCTBEHO Ha yroTpebarTa Ha XOPMOHAJIHM KOHTpalle
noaabpXKaulaTa 103a Ha JaMOTPHUIHH B MOBEYETO ciyyan Tpadea ga Obre noeu
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NpH 3aMOUBAHE UM CIIHUPAHE NTPHEMA Ha XOPMOHANHUTE KOHTpaLenTUBH (BXK. TOuka 4.2).

Eghbexm na namompuzun evpxy chapmaxoxunemuxama Ha XOPMOHAAHUME KOHMPAYENMuUsU

[Tpy KAMHKYHO W3MHUTBAHE C YYACTHETO HA |6 XKeHU J00POBONKH, NMPHEMDBT HA CTALMOHAPHA 103a OT
300 mg naMOTpUrHH He € okasan edeKT BbpXy (PapMaKOKMHETHKATA HA ETHHHIECTPAAHOJ10BaTA
ChCTaBKa Ha KOMOWHHpaHaTa nepopaiHa KOHTpaLenTUBHa TabneTka. Y CTAHOBEHO € YMEPEHOo
yBeJIMUeHHe Ha MepopanHUus KIMPBHHC HA CHCTABKATA IEBOHOPTECTPEN, BOACLUO 10 HAMATABAHE
cpenHo ¢ 19% u 12% cvotBeTHO HAa AUC M Chax Ha NEBOHOprecTpen. M3mMepBaHETO Ha CEpYMHMTE
FSH, LH n ecTpanuon no BpeMe Ha M3MHUTBAHETO NOKa3Ba HaMaJIABaHE Ha CyNpecUaTa Ha
OBapHaliHaTa XOPMOHAIHA AEHHOCT MPHU HAKOU KEHH, BBIIPEKH Y€ HIMEPBAHETO HA CEPYMHHA
[POrecTEPOH MOKa3Ba, Y€ HAMa XOPMOHANHHY JaHHU 33 OByNaLlMg NPH HUKOA OT LIECTHAAECETTE XKEHH.
He e u3ACHEeHOo BB3IACHCTBUETO HA YMEPEHOTO NMOBUILABAHE HA KTUPBbHCA HA NEBOHOPIECTPEN H
npoMenuTe B cepyMHust FSH u LH BbpXy oBynaropHaTta aeiiHOCT Ha aiiuHuKa (BK. Touka 4.4).

He ca npoyuBaHu epekTHTE Ha NTAMOTPUIUH B JHEBHH A03H, pa3anunn ot 300 mg, KakTo U He ca
MPOBEXAAHH W3NUTBAHHUA ¢ APYTH XOPMOHANHH JIEKAPCTBEHH NPOAYKTH.

BaauMmonedicTBug ¢ Apyry J€KapcTBEHH NPOAYKTH

B usnutTBaHe ¢ yyactuetro Ha 10 Mbxxe 10OpOBONUM € YCTaHOBEHO, Y& pudaMNHLUKMH NOBHILABA
KJIHpBHCA U HaMaJiBa BPEMETO Ha NOJIY>KHBOT Ha JJaMOTPUIHH NOpagd UHAYKLHUA Ha vepHoaApOOHHTE
€H3HWMH, OTFTOBOPHH 3a rNIIOKYpoHupaneTo. [1py nauueHTH, neKyBaH# €AHOBPEMEHHO ¢ pHaMITHUMH,
TpAOBa Aa ce U3nO/3Ba NOAXOAALIA CXEMA Ha JieueHHe (BXK. Touka 4.2).

B wanuTBaHe Npy 34paBH 100pOBOJILIM IONMHHABHP/PHTOHABHP NPEIU3BHKBAT NPUOIH3UTENHO
JABYKPATHO MOHWKAaBaHe Ha MNIa3MEHUTE KOHLICHTPaLKMK Ha TAMOTPHIYH, BEPOATHO YPE3 MHAYLIUPAHE
Ha MIIOKYpoHHpaHeTo. I1py naleHTH, npueMaluH €AHOBPEMEHHO JIeUeHHE ¢ NOTTHHABUP/PHTOHABHD
TpadBa na ObAe M3NONA3BaH NOAXOAALL TEPANIEBTHYEH PEKHUM (BXK. TOUKa 4.2).

B eaHo npoyuBaHe npH 3apaBH Bb3pacTHU A00poBOnuK, aTazaHaBup/putoHasup (300 mg/100 mg),
npuiarank 3a 9 auu, noHwxkasar riazMeHuTe AUC u Cyax Ha TAMOTPUrdH (€HOKpATHA 1033 OT

100 mg) cpearo cvoTBeTHO € 32% M 6%. [Ipn nmauneHTH, npHeMalud €AHOBPEMEHHO JIEUEHHE C
arazaHaBHp/pUTOHABUpP TPAOBa na ObAe M3NOA3BAH NOAXOAALL TEPANECBTHUYEH PEXHM (BX. Touka 4.2).

B n3nuTBaHe npu 31pasH Bb3PACTHH A0OpOBONLM, napaleTaMon 1 g (Y4eTUPH NbTH AHEBHO) MOHHAKABA
nnasMeHuTe AUC U Cpin Ha TaMOTPUrHH cpegHo cboTBeTHO € 20% 1 25%.

JlaHHH OT in vitro rpoy4BaHe MOKA3BAT, Y€ JAMOTPUrHH, HO He U N(2)-rioKypoHua MeTabonuTa, €
MHXxUOUTOp Ha OpraHnuHug Tpaucnoprep 2 (OCT 2) B NOTEHUHANHO KIHHHYHO 3HAYHMH
KOHLICHTpaLMH. Te3d faHHH NoKa3BarT, ue naMOTpHruH e uuxubuTop Ha OCT 2 ¢ IC50 croiiHocT

33,8 uM. EnHoBpeMEHHOTO NPUNOKEHHE HA TAMOTPHIHMH C TIEKAPCTBEHH NPOAYKTH, KOHTO ce
CJIMMHHHpAT npe3 On0peunTe W ca cydcTpaTn Ha OCT2 (Hanp. MeTdopMHH, rabaneHTHH U
BapEHUKIIHH), MOXE Ja AOBCAE N0 NOBHILEHH IUTA3MEHH HKHBA Ha TE€3H JICKapCTBa.

KnuHHyHaTa 3HAUMMOCT Ha Te3M pe3yJITaTH He e ACHO onpeaenieHa. Brnpeky ToBa, NpHIOXKEHHETO Ha
NEKapCTBOTO TpAOBa Aa € C NOBUILUEHO BHUMAHHE NPH NAUNEHTH, KOUTO €IHOBPEMEHHO NpUeMar
HAKOH OT Te3H JIEKAPCTBEHH MPOAYKTH.
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4.6 bpeMeHHOCT H KbpMeHe

PHCK, CBbLP33aH € AHTHCTIMICITHYHHUTE JICKAPCTBA KATO {I4N10

JleyeHHEeTO Ha KEeHHUTE C AETEPOAEH NOTEHUMAT TpaOBa Aa Obae NOA KOHTPOa Ha CNIELIMASIUCT.
JlewenueTo ¢ aHTHENTWIENTHYHH JIEKapcTBa TpaOBa aa Obae npepasrienaHo, B Cy4ya ye »KeHaTa
riaHMpa aa 3abpemenee. [1pu xxeHuTe, neKyBaHH 32 eNUAETICHA, BHE3AMHOTO CNUPAHE HA JIEUEHHETO ¢
AEJI tpabea na ce n3barea, Thit KaTo TOBA MOXKE Aa noBeae N0 NOABA HA NPUINAABUH ChC CEPUO3HH
MOCNEOCTBHA BbPXY XKEHATa U HEPOJAECHOTO AeTe. BuHaru, koraro € Bb3MOXHO, TpaOBa aa ce
NnpeanoynTa MOHOTEPAIH, 3aIM0TO JEUYECHUETO ¢ HAKoNIKO AEJ] moxe na 6bae ¢BLP3aHO ¢ NOBULLEH
PUCK OT BpOAeHH MandopMallMy B CpaBHEHHE C MOHOTEPATHATA, B 3aBHCHUMOCT OT H3MOJ3BaAHHTE
AHTHETTHJIENTTUHHHM JIeKapCTBa.

Puck, CBLP34dH € JNAMOTPDHI'HH

bpemennocm

I"onam obeM naHHY Npu OpeMEeHHH XKEHH, NPHEMATH IAMOTPHUIHH KATO MOHOTEpPANMS MO BpEME Ha
MbPBHA TPUMECTHP OT OpemeHHocTTa (noBeue oT 8 700), He npeanonara chiECTBEHO MOKAYBAHE HA
pPHCKa OT IroNeMH BPOACHH MaipopMalHHK, BKIIOUMTENIHO 3a€IKa YCTHA U Bb/14a nacT.
[lpoyuBaHuaTa Npy KUBOTHH Ca NOKA3aNH TOKCHYHOCT 33 pa3BUTHETO (BXK. TOuKa 5.3).

AKO € HaNOXKHTEJIHO NeyeHune ¢ JlamukTan no BpeMe Ha OpeMEHHOCT, MPENopbYBa Ce NMPUIIOKEHHETO
Ha HaH-MaiKaTa Bb3MOXKHA TepaneBTHYHA 103a.

JlaMOTpUruH uma cnab naxubuTopeH edekT BbPXy peayKTa3aTa Ha JUXHApodOonHeBaTa KNCEHHA,
MOpaaH KOETO MOXKE TEOPETHYHO Ja MOBULIH PHCKa 0T eMOpHOdeTaTHO YBpexAaHe upe3 MOHUKaBaHe
HHUBaTa Ha (ponueBa kMcenHHa. IlpenopbuuTeneH e npueM Ha QoIMEBa KHCEIWHA NIPH NJIAHUPAHE Ha
OpeMEHHOCT U B PAHHUTE NEPHOAN Ha OpeMEHHOCTTA.

(DU3HOTOrHYHHUTE NPOMEHH, HACTHNBALIY N0 BpeMe Ha OpeMEHHOCT, MOTAT Ja NMOBIHAAT HUBATA Ha
JTAMOTPHIHH W/unn TepanesTu4Hus edexr. Uma crollueHns 3a NOHKWXKaBaHe HA MNJIA3MEHUTE HHBA HA
NAMOTPHUTHH MO BpeMe Ha OPEMEHHOCT ¢ NOTeHUMAIEH PUCK OT 3aryba Ha KOHTPOJI BLPXY
npunaabuMre. Cnea pakXJIaHETO HUBATA HA JJAMOTPHIHH MoraT 65p30 a ¢€ MOBHLIAT C PUCK OT
AO30CBBLP3aHH HeXKeNaHu peakuuH. Ilopaayv ToBa, CCpyMHUTE KOHLEHTPALWHK Ha TaMOTPHIHH TpaOBa
Aa 6baaT nmpocaeasBaHy NpeaH, 1o BpeMe Ha M ciiell OpeMeHHOCTTa, KAKTO M 3a KpaTKO clel
paxxaanero. [Ipn HeobxoaumocT ao3ara TpsaGea aAa Obae aaanTyUpaHa, 3a Aa ce NoAAbpXKa CepyMHAaTa
KOHLIEHTPALHA Ha NaMOTPHUIHH H&2 HHBOTO OT INpeAn OpeMeHHOCTTa, WK Aa Oblle afanTHpaHa Cnopes
KJIHHHYHHUA oTrosop. OcBeH TOBa crnell paxaaneTo TpAOBa Ja ce C/IeH 33 NPoABa Ha JO30CBhP3aHH
HEXKEaHH peakiMH.

Kvpmene

Crobuwana ce, 4e NaMOTPHIMH MPEMHHABA B KbPMATA NMPU MHOTO PA3THYHH KOHLEHTPALMH, KOETO
BOJH 10 OOWIM HMBA HA IAMOTPHIHH NMPH KbpMadeTaTa ot npubansutento 50% ot MaituyMHHUTE.
CnenoBaTenHo NpH HEKOW KbpMadeTa CEpYMHHTE KOHLEHTPAUMH HA TAMOTPHIHH MOXE 1a JOCTHUIHAT
HHWBA, NPH KOHTO ce HabmoaaeaT papMaKoSOrHYHH e(peKTH.

[ToTeHUWANHHTE MON3K OT KbPMEHETO TPAOBA Na ObAAT NPELIEHEHH CPELLY NMOTEHUMATHHSA PHCK OT

MpoABa HA HEXENAHH PEaKLMH NPH KbpMAYeTo. AKO XKEHATA peLlN 12 KEPMH, J0KATO € Ha JIEYEHHE ¢
NaMOTPHIHH, XbpMaueTo TpAOBa Aa ObAe NpocneasBaHO 3a NOABA HA HEXeENaHy peak
cegauuda, obpus u cnabo HagnasaHe Ha Tero.
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Depmuiumem
HscinensaHnaTa NpH XKMBOTHH HE NOKA3BAT HEO1AaronpHUATHO NOBIUABAHE Ha (epTHIIHTETA OT

JaMOTPUrHH (B3K. TOUKA 5.3).
4.7 E¢exTH BLpXy cnocofHocTTA 32 opupane H paboTa ¢ MAITHAH

Toi# KaTo cblecTBYBAT HHAHUBHAYANHY PA3IHKK B NOBINHABaHETO OT JieyeHHeTo ¢ AEJ], Ha
NaUKEHTHTE, MTpHeMall JIaMUKTan 3a neYeHHe Ha ENWIENCHA, Ce NMPENOPBLUBA Ja C€ KOHCYJITHPAT C
NeKyBallusa NeKap OTHOCHO CNEUHPHUUHH BBIIPOCH, CBBLP3aHU ¢ WIOPHPAHETO U ENMNENCUATA.

He ca npoBexaann U3MUTBaHUA 3a eQexTuTe BbpXy crocobHOCTTa 3a wodupaHe U paboTa ¢ MaUIUHA.
I1pu nBe n3nuTBaHus ¢ A0OPOBOLM € YCTAHOBEHO, Y€ €(PeKThT Ha JAMOTPHUIHH BLPXY (PpHHATA
3pUTENHA ABUraTenHa KOOpAHHALHUA, JBH)KEHHATA HA OYUTE, PABHOBECHETO U CYOEKTHBHUTE
CENaTHBHU e(EeKTH HE CE pa3nuvara B cpaBHeHHe ¢ 1uianedo. [IpH KIWHHYHH U3NHTBaHUA C
NAMOTPHIHH Ca JOKJIaLBaHK HEXENaHU peakLiM¥ OT HEBPONOTrUYECH XapaKTep KaTo 3aMaiBaHe
ABOHHO BHkAaHe. [lopagn Tazn npuuuna npeaun na wodupar UK Ja paboTaT ¢ MaLLIMHY NALWUEHTHTE
TpAOBa MBLPBO Aa YCTAHOBAT KaK UM BaHsie neueHHeTo ¢ JlamMukran.

4.8. Hexenann JekapcTBeHn peaKklnH

HexxenaHuTe nexkapcTBeHH peakLuM 3a MOKa3aHHATA eNWIENCHA U OUNONAPHO pa3CTPOCTBO ca
cnopex AaHHH OT KOHTPONHPaHH KIHHUYHH H3MHTBAHHA U JpYT KIMHUYEH ONHT Y ca N30poeHHU B
Tabnuuara no-gony. Kareropuure no yecrora ca M3BeIEHH OT KOHTPOJHPAHH KIMHUYHHW H3NHTBAHHS
(MOHOTEpanns 3a enunencus (0603HaueHH ¢ KpreTue') 1 3a GUNOAAPHO pascTpoiicTBo (0603HaYEHH
Cbe 3Hak 3a naparpad?)). [pu pasnuka B KaTErOPHATA MO YECTOTA MEXKAY JAAHHHTE OT KJIHHHYHN
H3NHUTBAHHA MPU ENHNENCHA M IPH OUNONAPHO Pa3CTPOICTRO € NMOKa3zaHa Hal-KOHCEPBAaTHBHATA
4eCTOTa. Bbrpekn ToBa, NpH JIMNCA HA AAHHH OT KOHTPOJIUPAHH KIMHHYHH W3NMHTBAHHUA KATErOPHHUTE
MO YeCTOTa €a U3BEAECHH OT APyl KIIMHHYECH OIUT.

Bb3npuera e cneaHata kiacupuKauus Ha HEXENAHUTE JIEKAPCTBEHH PEaKLIMM:

MHoro uectd (2 1/10); dectu (= 1/100 no < 1/10); neuectu (= 1/1 000 no < 1/100); peakm (= 1/10 000
no < 1/1 000); muaoro peaxu (< 1/10 000); ¢ HenzBecTHA yecTOTa (OT HANHUHUTE JaHHHU HE MOXKE Aa
Obae HanpaBeHa OLEHKA).

CucTremMo-opranen Hexenana peaknnn YecToTa
KJIac
HapyuieHus Ha X€eMaTONIOTHYHH OTKJIOHEHHA |, BKITIOYBALLH
KPBLBTA W IMM(pHATa | HEYTPONCHHSA, IEBKONEHHA, aHEMHKA, TpoMOoLHTONEHus, | MHoro peaku
CHCTEMA NaHLUHTONECHHA, aNNacTUYHA aHEMHS, arpaHyJIOLIUTO3a

XemogarountHa numdoxuctHountoza (HLH) (Bx. MHoro peaxku

TOYKa 4.4)

JlumdaneHonarus', Tlcenonnmpom C HeusBecTHa

4eCcToTa

Hapyuwienus Ha CHHAPOM Ha CBPBXUYBCTBHTENHOCT MHoro peaku
MMYHHATa CUCTEMA

XunoramarnoOynuHeMus C Hen3BecTHa
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[ lcuxuuuu
HapyLlIeHHA

Arpecus, pasapa3zHHTETHOCT

Ob0bpkeaHe, XaTHOUWHALWMY, THKOBE (ABUraTeNHA WHITH
BOKa/THU THKOBE)

YecTH

MHoro peaku

Kouimapu C Heu3BecTHa
HECTOTA
Hapywenuns Ha I'nasoGonue™ Muoro uecTtu

HCPBHAaTa CUCTEMA

Couiupoct?, samaitsanet?, TpemopT, 6e3cbHUET, YecTH
pb30yaa’ |
ATakcus’ Heuect
Hucrarem?, acenTuuen MeHMHTHT (BX. TOuKa 4.4) Peaxwu
Hecrabununocr, AByurarensu HapyuleHUs, BNOLIABAHE MHoro peaku
CbCTOSHHMETO HA MALIMEHTH, cTpajaly ot bonecTra Ha
[TapkHHCOH®, ekcTpanHpaMHIHH CHMATOMM,
xopeaaTe'rozaaT, YBEJIHYEHA YECTOTA Ha NMPHIagbLHTE
Hapyienus Ha ounte | Juruonua®, saMmbraeHo 3peHHe1' HeuecTH
KOHIOHKTHUBHT Penku
CToMallHO-UpEBHH lanene’, noepbiaHe!, ﬂuapuﬂ'r, CYXOTa B ycTara’ YecTH
HapYLWECHHUSA
Xenaro-OunuapHm YepHoapoOHA HEAOCTATLYHOCT, OTKJAOHECHHA B MHoOro peaku
HapylUeHHUA yepPHOAPOOHHUTE PYHKLIMH®, MOBUILEHH CTORHOCTH Ha

AOKA3ATC/IMTE HA ‘-prHD,[I,pGﬁHHTE (l))fHKLIHOHﬂJIHH
TCCTOBC

HapyuieHus Ha
KOXKaTa H

Kosxen 06pup’T$

MHoOro uecTH

MMOAKOXHATA ThKaH Anoneuus, peakuMsa Ha QOTOMYBCTBHTEIHOCT HeyecTH
Epurema Myntudopme, cHHApoM Ha Stevens—Johnson * | Peaku
Tokcu4Ha enuaepManHa HEKpOIH3a MHoro peaku
JlekapcTBeHa peakuMs ¢ €03UHOPUANSA U CHCTEMHHU MHoro peaku
CHUMITTOMH?

HapyuieHns Ha ApTtpanrus® YecTH

MYCKYJTHO-
CKENETHATA CHCTEMA
M CbeAHHHUTE/THATA
ThKaH

Peakumu, HanonoOABaLLHN JIYITYC

MHoro peaku

HapylueHus Ha

TyOynouHTEpCTHLMAIEH HEQPHT, CHHAPOM HA

C "yen3zBecTHA

616peunTe H TYOYNOHHTEPCTULIHATIEH HE(DPHUT U YBEHT 4ECTOTa
NMUKOYHHTE MLTHILA
O6u Hapylerus k| YMopsemoct!, Gonka®, Gonka B rbp6a’ HecTu

€(PEKTH Ha MACTOTO
Ha NPUJIOKEHUE
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Onucanue Ha H3OpaHH HEXETaHHW PeakLIMK

' XeMaTonorHuHuTe OTKNOHEHHS H TUMaAJEHONIATHATA MOraT 4a 6baaT WK Aa He HBAAT CBBP3AHH C
JIEKapCTBEHATa peakuus ¢ eosuHopunusg u cucteMHd cuMnToMH (DRESS) / cuuapoMa Ha
CBPBEXUYYBCTBHUTENHOCT (BXK. Touka 4.4 u HapylwieHns Ha HMyHHATa cHcTEeMa).

2O6puB € cLoBIIaBaH KATO 4acT OT TO3M CHHIPOM, U3BECTEH cblio kaTo DRESS. ToBa cheTOAHME €
CBbP3aHO C PaIMYHH CUCTEMHH CHUMITTOMH KaTO MOBHILIEHA TeMneparypa, AiuMdaneHonaTts, OTOK Ha
NHUETO M NMPOMEHH B KpbBHATa KapTUHA, ()YHKLUHUTE Ha 4epHUa apod u 6ubpeunure. [poseuTe Ha
TO3H CHHIPOM Ca ¢ pa3nHyHa KIHHHYHA TEXECT, KaTo PAJKO MOraT Ja A0BEAT A0 AMCEMHUHHpaHa
HHTpaBacKynapHa KoaryJjalHsa U MyJ1THOpPraHHa HeaoctaThyHOCT. Tpabea na ce uMa npeaeua, e
PaHHHUTE NMPOABH Ha CBPBXYYBCTBUTEIHOCT (HanprMep MoBHLLEHA TeMnepaTypa, 1uMdageHonaTi)
MOX€E [a ca npoABeHU H 6e3 A0NOBUMO pa3BHTHE Ha 0OpuB. [IpH ycTaHOBsBaHE HA ONMUCAHWTE
MPU3HALK W CHMITTOMHM € HeoOX0aHuMa He3abaBHa OLIeHKA HAa CBCTOSHUETO Ha MALMEHTa W CIIHpaHe
npueMa Ha JlaMHKTaM NpH JUICA Ha APYra €THOJIOTHS 34 PA3BUTHE HA TE3W peakUHH (BXK. Touka 4.4).

* Te3n peakunu ca JOKIAIBAHH NO BPeME HA APYrHA KIHHHYEH OonHT. MMa chobiueHus, de
NMPUIOKEHHETO HA NAMOTPHIHH MOXKE Aa BJAOLIH CHCTOSHUETO HA NALMEHTH, CTpaaallM ot HonectTa
Ha [TapkuncoH. Mma otaennu crobiieHus 3a mosBa Ha €KCTPaNUpaMHIHH CHMIITOMHM M XOPE0aTeTo3a
NpH NauMeHTH 6€3 TOBa ChITBTCTRALLO 3ab0nsBaHe.

*YepHonpobGHata anchyHKLMS OGUKHOBEHO Ce NPOABABA BbB BPb3Ka C peakLMHTe HA
CBPBLX4YBCTEBUTE/THOCT, HO B OTAEHH CiTy4yaHn € HabnogapaHa CaMOCTOSTENHO.

> B KNIMHUUHKA U3MUTBAHKUA TIPU BE3PACTHH, KOKHM 06pHUBH ca Habmoaapanu npu o 8-12% or
NauMEHTHTE, MPUEMALIH JAMOTPHUIHH, W NpH 3-6% oT nauneHTuTe, Nnpyuemaiy nnaueto. Pazputueto
Ha OOpHBH BOAM A0 CMIHPaHE Ha MPHEMA Ha IAMOTPUIrHH NpH 2 % ot naurentyute. OGpHBLT, B
MOBEYETO CyYaH MaKyJIoNamyJio3eH, 0OMKHOBEHO Ce pa3sBHUBa NPE3 NLPBHUTE OCEM CEIMMLN OT
HaZYanoTo Ha JIEYEHHETO, KaTo NpEeMHUHAaBa clie CnUpaHe Ha npuema Ha Jlamukran (BxX. Touka 4.4).

CbobliaBaHy ca CEpHO3HH NMOTEHLIMANHO KHBOTO3aCTpallaBallli OGPHBH, BKITIOYHTENHO CHHAPOM Ha
Stevens-Johnson u TokcH4Ha enuaepMaiHa HEKpoHM3a (CUHAPOM Ha Lyell) v nekapcTBeHa peakiius ¢
eo3HHo(pHIKug n cucTeMHH cumnromu (DRESS). B noeeueto cryyaun Te3m peakMv NpeMHUHABAT chen
CNUpaHe Ha NMpHeMa Ha JJAMOTPHIHH. Bblpeku ToBa, IpK HAKOM NALMEHTH C€ pa3BHBAT HEOOPATHMH
LIMKATPHKCH, CBILO TaKa HMa pPeKH CIyUYad Ha NeTaneH H3xoa (Bx. Touka 4.4).

OOwHAT pycK 32 NOABA Ha OOpUB NOKA3Ba CHIHA B3aHMOBPb3Ka C!

- MPHEM HAa BHCOKH HadallHW [O3M NTAMOTPHIHH W NPEBULLIABAHE Ha NpenopbLYaHaTa 103a 3a
[MOBHLUABAHE HA JIAMOTPUIdH (BXK. TOuKa 4.2)
- €QHOBPEMEHHO NMpWaraHe Ha Barpoar (Bx. Touka 4.2).

Mma cro0lieHH 3a HaMaleHa KOCTHA MMHEPAJHa MUTBTHOCT, OCTEONEHK, 0CTEONopo3a H PpakTypH
MPH NAaLHEHTH HA IBJATOCPOUHO JIEUEHHUE ¢ TAMOTPUIrHH. He e ycTaHOBEeH MeXaHU3MbT, N0 KOHTO
NaMOTPHUIUH NOBIHSBA KOCTHHA META0OIUIBM,

C1po0l1aBaHe Ha MONO3UPAHH HEKENAHH PEAKLIHU
CboOulaBaHeTO Ha MOAO3MPAHH HEXENAHH PEaKUWH Clie] pa3pellaBaHe 3a ynotpeba Ha IeKapCTBEHHA
NMPOAYKT € BaXKHO. ToBa no3sosiea 1a MpoAb/KH HabMIOAEHHETO Ha CHOTHOLUEHHETO N0J13a/PUCK 34
NEeKapCcTBEHUR NMpoayKT. OT MEAULIMHCKUTE CIIELIHATUCTH ce H3UCKBA Ja choOLIaBaT BCAKA
NOAO3HpaHA HEXeTaHa peaKLus Ha:
H3nmpnHuTenHa areHuysa no n1eKapcTBaTa
yn. ,.Jamsan ['pyeB“ Ne 8

1303 Cocus

Ten.: +359 2 890 34 17
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4.9 Ilpeaozupane

CHMOTOMH U [IPH3HALMH

Covobwasanu ca ciyuyandu npeaosupanua ¢ Ao3u 10 go 20 nbTH no-ronemMy OT MaKCHMANTHATA
TepaneBTUYHA 1034, BKIOUHTENHO CMBPTHH ClIyuaH. B pe3ynTar Ha npeJo3HPaHETO C€ YCTAHOBSBAT
CHMITTOMH, BKAIOYBALIHA HHCTArbM, ATAKCUA, NMPOMEHH B Cb3HAHHETO, NrEHEPAIM3HPAHH TOHHYHO-
KJTOHHYHHU repyoBe (grand mal) u koma. Pazwiupssane Ha QRS (3a6aBsHe Ha MHTPaBEHTPHKYAAPHATA
NPOBOAUMOCT) U YAbNM:KaBaHe Ha QT csuio ca HabnogaBaHH NpH NALMEHTH C NPeao3HpaHe.
PazwupsaBaHe Ha QRS npoabmxurentnoctTa 00 noseye ot 100 msec Moxe aa ce CBBPIKE ¢ NO-TEKKa
TOKCHHYHOCT.

JleyeHue

[1pun npeaosupane naumeHTsT TPAOBA Ja MOCTBHIH B OOMHHUYHO 3aBeAEHHE H 3 ObAe MOAJI0XKEH Ha
anexksaTHoO neyenue. Ilpy HeobxoaumocT TpabRa Aa 6be HanpaBeHo JieHeHHE HACOUYEHO KbM
HaMaJgBaHe Ha pezopbuusaTa (akTueeH sbrieH). [lo-HaTaTbliHOTO NoBeaeHHe TpabBa ga 6bAe KaKTO €
KITHHHYHO MOKa3aHOo, KaTo e BIEMAT NMPEABUI MOTEHUHANHUTE e(peKTH BLPXY ChbpAeYHaTa
MPOBOOHUMOCT (BXK. Touka 4.4). Moxe aa ce OOMUCIH HHTPABEHO3HO NPHIIOKEHHE Ha JTHITUAH 3a
NeYEeHHe Ha KapJHOTOKCHYHOCTTA, aKO TS He ce MOBAHABa A0CTATHYHO OT HaTpHeB Oukapbonar. Hama
OTIHT C XeMOAHAJIM3aTa B JICUCHUETO HA NpeaosunpaHeTo. [Ipu mect gobposonuu ¢ 6vbpeuna
HEIOCTaTbUHOCT, 20% OT 1aMOTPHIrHHa ca OHUTH OTCTpaHEHHW OT OpraHHU3Ma 1o BpeMe Ha 4-yacoBara
XE€MOJHAIU3HA ceCus (BXK. ToYKa 5.2).

5. ®APMAKOJIOTMYHU CBOHCTBA
5.1 PapmMakoaHRAMHYHH CBOHCTBA
dapmakoTepaneBTH4HA Ipyna: Apyry aHTHenwientHuHu nekapersa, ATC kon: NO3AXO09.

MexaHH3bM Ha AeticTBUE

Pesyntatute oT hapMakomOrHiHUTE NPOy4YBaHKUA MOKA3BAT, Y€ NAMOTPHIHH € ynotpeba- H BoATax-
3aBHCHM OJ10Kep Ha BONTAXK-AKTUBHPAHHTE HATPUEBH KaHaU. To# HHXHOHpPa NPOABLIKUTETHOTO
NOBTAPALIO c& BB30Y)KACHHE HAa HEBPOHUTE ¥ NOTUCKA OCBOOOKAABAHETO HA ryTaMaT
(HEeBPOTPAHCMHTEP, KONTO HMa KJIKOUOBA PO B FTEHEPUPAHETO HA EMWIENTHYHHTE I'bpUoOBe). Tean
eexTH BEpOATHO AOTIPUHACAT 32 CBOMCTBATA Ha JIAMOTPHIHH KaTO aHTHKOHBYJICAHT.

3a Pa3JIiKa OT TOBa MEXAHN3MHUTE, N0 KOUTO JIAMOTPHUIHH OKa3lsa TCparneBTH4YEH E¢EI{T NnpH
6HHG.IIHPHO p&'JCTpOﬁCTBD HC Ca YCTAHOBCHH, BBIIPEKK Y€ CC OTAdBa 3HAYUCHHUE Ha NOBIHUABAHETO HA
BOJITAX-aKTHBUPAHHUTE HATPUCBH KaHANH.

QapMaKOAHUHAMUYHH €eKTH

[Ipn u3cnenBaHusa 3a OLIEHKA Ha eeKTa Ha IeKapCcTBATA BbpPXY LIEHTpaHATa HEPBHA CHCTEMA
YCTAHOBECHHTE e(peKTH OT npunaraHe Ha 240 mg 1aMOTPpHUrHH Ha 3ApaBd AOOPOBOJILIM, ¢a OHAK

noaoOHH Ha Te3u 3a mauebo. Ot apyra cTpaHa cnef npunarade Ha 1 000 mg (]]EHH AT
10 mg nnasenam ce yCTAHOBABAT 3HAUMTENHO HapylllaBaHe Ha GHHATA 3pUTETHA HPAreieli: na,yF

KOOpAHHALIKA, IBHXKCHHUATA HA OYNATE, pPaBHOBECHUETO U C)«'6EKTHBHH ecl)emu Ha O% s

-
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ITpn aApyro nanureBade cnel NepopaseH NpUeM Ha eAHOKpaTHa ao3a ot 600 mg kapbamazenuH ce
YCTAHOBABA 3HAYMTEHO BJIOUIABAHE HA (PUHATA 3PUTENHA ABMraTeHAa KOOPAKHALMA, ABWXKCHHATA Ha
OYHTE W PABHOBECHUETO U NOBHLIABAHE Ha CbpAcHHaTa YecTora. Or Apyra cTpaHa ciel NnpuiaraHe Ha
NaMOTPHUruH B 103H oT 150 mg ¥ 300 mg ycranoBeHuTe edexT ca noagoOHH Ha Te3K NP NPHEM Ha
nnaunebo.

Hscneoeane na echexma Ha 1amMOMPUzZUH 8bPXY ChPOYHAMA NPOBOOUMOCT

EQexTsT Ha MHOrOKpaTHOTO Npuiarase Ha naMoTpurud (no 400 mg/neH) BLpXy chbpaeuHaTa
MPOBOAMMOCT, ouecHeHa Ype3 EKI ¢ 12 orsexxaanua, € u3cneBal npH NpoyuBaHe BbPXY 3/1paBH
Bb3pacTHH aobpososnud. He e oTueTeH KNWHHYHO 3HAUMM e(deKT Ha TaMOTPHIHH BbpXY QT
WHTEPBANA B CpaBHEHHE ¢ Tu1auedo.

KnuH1uHa epukacHOCT ¥ 6€30nacHOCT

Ilpesenyun na enuzo00u Ha NPOMAHAQ HA HACMPOECHUEMO NPU NAYUEHMU C BUNOAAPHO PACMPOUCMBO
JABE€ M3NUTBAHHKS OLEHABAT €PUKACHOCTTA Ha NAMOTPUTHH NPH NPEBEHUNA HA €NH30AH HA NMPOMIHA HA
HaCTPOEHHUETO NPH NMaLKMEHTH ¢ Ounonapuo | pazcTpoicTRo.

[Ipoyusanero SCAB2003 e MynTHuUeHTpOBO, ABOHHOCIANO, ABOHHO3ACAENEHO, IUTALEGO H INTHIA-
KOHTPOJIMpaHO, PaHIOMHU3UPaHO, C GUKCUpaHa 4033 33 OLIEHKA Ha ABATOCPOUHATA MPEBEHUNUA Ha
pefanc 1 MOBTOPHA NMOABA Ha AENPECHA W/ WIIH MaHUs NMPH MaUHEHTH ¢ OunonapHo [ pascTpoiicTso,
KOHTO HaCKOpO W/IH B MOMEHTA Ha YW3NHUTBAHETO ca OUnK B ronam aenpecureH envzod. Cnen
crabunu3npaHe ¢ MOHOTEpANHUA ¢ JAMOTPUIHH WK ¢ KOMOMHHUpaHA Tepanus, NauMeHTHTE ca Ounu
PAaHAOMM3HpAHH B €[1HA OT NETTE IPyIH Ha JieyeHHe: namorpuru (50, 200, 400 mg Ha aeH), 1MTHii
(cepymuu uuBa ot 0,8 no 1,1 mmol/l) unu nnauebo 3a makcumym 76 ceamuun (18 Mecena).
[IbpBUYHaTa KpaiiHa To4ka e 6una "Bpeme 10 Hameca NpH eMHU30/; Ha NPOMAHA Ha HACTPOEHHETO
(TIME)", xbaeTo HamMecHTe ca OMBbAHKTE/IHA IEKAPCTBEHA TEPANKHA WK €NICKTPOKOHBYJICHBHA
Tepanuia (EKT). INpoyusaneto SCAB2006 e 6wuno ¢ nogobex auzaiH kato npoyusaHeto SCAB2003,
HO c¢e pasnnuaBa oT SCAB2003 no ouexkara Ha priexcubuana nosa namorpurud (100 no 400 mg/nen)
H BK/1IOYBa NauMEeHTH ¢ 6UnoaspHo | pascTpoiicTBO, KOMUTO ca UMAaTH HACKOPO WM B MOMEHTA Ca B
MaHueH enu3old. Pesynrtarure ca npeacraredd B Tabaunua 7.
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Tabnuya 7: Pezome na pezyrmamume om npyueanusma, U3ciedeauyu eQuxacnocmma Ha

AAMOMPUS UK NPU NPEGEHYUAMA HA ENU3O0U HA NPOMAHA HA HACMPOEHUEMO NPU NAYUEHMU C
bunonapuo I pascmpoicmeo

‘a1’ Ha nanHeHTHTEe Oe3 CLOHTHe HA ceaMuIa 76
IIpoyusane SCAB2003 IIpoyusane SCAB2006
bunoaspuo I bunoasapuo I
Kpurepuii 3a ["onam nenpecuseH enuson ['onAM MaHHWeH enuson
BKJIIOYBAHE
Jlamotpurud | Jlutuia | Tlnauebo | Jlamorpurud | Jlutuii | [lnauebo

bes Hameca 0,22 0,21 0,12 0,17 0,24 0,04
P-CTOHHOCT (0,004 0,006 - 0,023 0,006 -
NOrapuTMHYHO
TpaxncgopMHpaH
PEHKOB TECT
(Log rank test)
bes aenpecns 0,51 0,46 0,41 0,82 0,71 0,40
pP-CTORHOCT 0,047 0,209 - 0,015 0,167 -
JIOFaPUTMHYHO
TpaHcPopMHUpaH
PEHKOB TECT

(Log rank test)
be3 MaHuA 0,70 0,86 0,67 0,53 0,64 0,37
P-CTOHHOCT 0,339 0,026 - 0,280 0,006 -
JIOTAPUTMHYHO
TPaHCPOpMHpaH
PEHKOB TeCT
(Log rank test)

[lpy aHanu3u, NoAKpensiH BPEMETO 10 TbPBUA AENPECUBEH €MH30A H BPEMETO 0 NbPBHA
MAHHEH/XHITOMaHWEH UK CMECEH €MH30/1, JIEKYBAHMUTE ¢ JJAMOTPHUIHMH NMALHEHTH €A UMaANH 3HAUYUMO
Mo-IBbJIrH BpEMEHaA N0 MbPBH ACMPECHBEH €NU30 B CPABHECHHME C MallHEHTHTE Ha malebo, u
pa3MKaTa B TPETHPAHETO HE € UMaJla CTATUCTHUECKA 3HAYMMOCT MO OTHOUIEHHE HA BPEMETO 10
MAaHHEH/XUNOMaHHEH UIIH CMECEHH €NU300OH.

E¢ukacHoCTTa Ha TAMOTPHIHH B KOMOMHALMS CbC CTaOHAM3ATOPH HA HACTPOEHHETO HE € IOCTATHYHO
MpoYYeHa.

IeanaTpyuuHa nomyJjauus

Heya na ev3pacm om 1 0o 24 meceya
EdukacHocTTa ¥ 6e3onacHocTTa NpH KOMOWHHpaHa Tepanus Ha NapUUaATHK NPUNaabLUH NPH
MauMeHTH Ha BB3pacT oT | Ao 24 mecena ca oLleHEeHH B €4HO MAIKO, ABOIHOCAANO, nnaLedo-
KOHTPOJIMpaHO NpOYYBaHe C MpeycTaHOBABaHE Ha Npuema. JleueHueTo € HHRLUKMpaHo nipu 177 nHua
[0 CX€Ma 3a THTPHpaHe Ha A03aTa, noAcOHA Ha Ta3u MpH Aeua Ha Bb3pacT oT 2 ao 12 roauHmy.
JIaMOTpUrHH TabneTku oT 2 mg ca Hali-MaJIKOTO HAJTHYHO KOJIMUECTBO Ha AKTUBHOTO BELLECTBO B
enHa TabyieTka M 3aTOBA CTAaHAApPTHATA CXEMa Ha /103UpaHe € aganTHPaHA B HAKOH C
€Tana Ha THTPHPAHETO (HarIpUMep upe3 NpunaraHe Ha eqHa Tabnetka or 2 mgn
H3YHKCeHaTa [03a € No-Manka oT 2 mg). B xpas Ha BTOpaTa ceIMHLA OT THTPHP
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CEPYMHHUTE HWBA U MOC/eBalllaTa 1032 € HAaMaNeHa WK He € NMOBHLIEHA, aKO KOHLIEHTPALMATA
Haasuiuasa 0,41 pug/ml, ouakBanara KOHHEHTpaUUa NPH BL3PACTHH MO ToBA Bpeme. [1pu Hakow
NAUMEHTH B Kpad Ha BTOpATa CeAMMLA C€ € HANOXKUWIIO HaMansBaHe Ha go3aTa ¢ 1o 90%. Tpuaecet
oceM pecnionaeps (> 40% HamansBaHe Ha YecTOTaTa Ha MPHNAABLLUXATE) Ca paHAOMH3HPAHH Ha
naauebo WK Aa npoabLHKaT Ha AAMOTPUIrHH. [TpoleHTLT Ha NULATA, TTPH KOWTO TEpanuUAaTa €
HeycneluHa, ¢ 84% (16/19 nauua) npu pamoTo Ha nnauebo U 58% (11/19 nuua) npu paMoTo Ha
NaMOTPHIrHH. Pasnukara He e cTaTHCTUMECKH 3HaunMa: 26,3%, 95%-en nosepureneH HHTEpBan
-2,6%; 50,2%, p=0,07.

Obuio 256 nuua Ha Bb3pacT o1 | Ao 24 mecena ca ¢ eKCNO3UUMA HA TAMOTPUIHH B A030B UHTEPBaJ OT
| ao 15 mg/kg/nen 3a nepuon Ao 72 ceamuuu. IlpodpunsdT Ha He30NaCHOCT HA NAMOTPUIHH NPH Aela
Ha Bb3pacT ot | Mecel a0 2 roAuHH € NonodeH Ha TO3H NPH NO-TONIEMH Jela, ¢ U3KITIOUEeHHUE Ha TOBA,
ye KIMHUYHO 3HAYUMO BJIOLIABAHE Ha npunaabuute (> 50%) e goknaaBaHoO No-4ecTo NPH AeLia Ha
Bb3pacT noa 2 roauHH (26%) B cpaBHeHHE ¢ no-rojeMuTe aeua ( 14%).

Cunopom na Lennox-Gastaut
HsaMa aaHHM 32 MOHOTEpanus NMpH NpUnagbeUd, CBbp3aHu ¢bC CHHApOoMa Ha Lennox-Gastaut.

ITpesenyus na enuzo0u Ha NPOMAHA HA Hacmpoeruemo npu oeya (Ha av3pacm 10-12 200unu) u
ioHowu (ha eév3pacm 13-17 200unu)

MHoroueHTpoBO, NapanenHorpynoBo, nnauedo-KoOHTPOIHpaHo, ABOHHOCANO, PAHAOMH3HPAHO, C
NpeyCTaHOBABAHE HA MPHEMa NPOYUBAHE OLCHABRA epHKacHOCTTA U Be3onacHOCTTa Ha NaMOTpHUrKH IR
KaTo JOMbJIBALLA NOAABbPIKALLa Tepanud 3a 3abapgHe Ha eIM304W Ha NIPOMAHA HA HACTPOECHUETO NpH
JeLa ¥ FOHOLIM OT MBXKKH H XKEHCKH noJ (Ha Bb3pacT 10-17 roauHu), KOMTO ca AHArHOCTHLIMPAHH ¢
TiN | OMNONApHO pasCTPONUCTBO H MPU KOUTO € OTJI0KEH MITH Ca MOMY4YHIN nogobpeHue Ha GunongpeH
eTMH30]1, AOKATO Ca JIEKYBaHH C JaAMOTPUIHH B KOMOMHALUMA CbC ChITbTCTBALIH aHTHNCHXOTHYHH
NEKApCTBa HJIH APYrH JIEKAPCTBA, CTAOMIM3ATOPH Ha HACTPOCHHUETO. Pe3ynTaThT OT MbPBUUHHA
aHaiv3 3a ePUKacHOCT (BpeMe 10 nogsa Ha GunoaspHo cvOHMTHE (time to occurrence of a bipolar event
— TOBE)) He aoctura cratucruuecka sHauumMocT (p = 0,0717), cnenoraTenHo He € nokasaHa
e¢ukacHocT. OcBeH TOBA, pe3y/TaTHTE 3a 0€30MacCHOCT NOKa3BaT NOBHIIEHO ¢hoDlaBaHe Ha
CYHUHIHO NOBEACHHE NPH NMALUHEHTHTE, NEKYBaHU C JAMOTPUIUH: 3% (4 nauueHTH) B paMOTO Ha
NaMOTPHIUH B cpasHeHue ¢ O npu mnauebo (BxK. Touka 4.2).

HM3cneapade Ha epekTa Ha TAMOTPHIHH BbPXY ChPAEYHATA NPOBOANUMOCT

EdexkTsT Ha MHOrOKpPaTHOTO NpHJiaraHe Ha JaMoTpurudH (a0 400 mg/aen) BLpXy chbpaeuHata
nposoauMocT, oueHeHa ype3 EKI ¢ 12 orBexaaHus, € H3CASABaH NPH H3MHTBaHe BbPXY 31PaBK
Bb3pacTHH A00poBoaUM. He € OTHETEH KTHHHYHO 3HAYWM €(EeKT Ha JaMOTPUrHH BbpXy QT
MHTEpBaJia B cpaBHeHHE ¢ ruiauebo.

3.2 (PapMakOKHHETHYHH CBOHCTBA

Abcopbuus

JlaMmoTpuruH ce pezopbupa 61p30 U U3LANO B YepBaTa, KATO HE C€ YCTAHOBABA KAHHHYHO 3HAUYUM
MeTabONMH3BLM NPH MTHPBO NPEMHHABaHe. BHLPXOBU NuasMeHH KOHLUEHTPAUHHN C€ JOCTUraT
nMpHOIH3KUTENHO 2,5 Yaca cien nepopanHo NpUiokeHWe Ha naMoTpurud, Cnex npHeM Ha XpaHa
BPEMETO 332 JOCTHraHe Ha MaKCHMaTHAa KOHLICHTPALKg JICKO C€ YABKABa, HO CTereHTa Ha pesopbuuns
He ce NMpoMeHa. MaKCHMaNHHTE KOHLIEHTPALUH B CTALIMOHAPHO CHCTOAHHE NOKa3Ba
WHTEPHHAHWBHAYA/THA BAPDHAOUIIHOCT, HO NPH BCEKM MHAWBUAYANEH NMaUHEHT T
pasNH4aBaT MHOTO PAJAKO.

28



Paanpenenenue

CBBpP3BaHETO C NJAAa3MEHUTE NPOTEHHHU € NMpubnusuTenHo 55%. He ce oyakBaT nposBH HA TOKCUUHOCT
NpyH H3MECTBAHE OT MACTOTO Ha CBbP3BaHE C MNJIa3MEHHTE NPOTEHHH.

O0embT Ha pasnpeaeneHue e ot 0,92 no 1,22 l/kg.

buoTtpancopmauns

JlaMoTpurul ce merabonusurpa ot eHsumure UDP-rmokypoHun TpaHcdepasu.

B MHOTO MaJika CTENEH B 3aBUCHMOCT OT J03aTa JIJaMOTPHIHH MOXKe J1a MHAYUHpa cOoBCTBeHM ¢cH
mMeTabonuzbM. HiMa qokasaresicTa 3a BNMAHHE Ha JIAMOTPHTHH BBPXY PapMakOKHHETHUKATa Ha JpYyrH
AEJL. He ce ouakBaT B3aMMOJCHCTBHA MEXAY TAMOTPUTHH U JIEKAPCTBEHHUTE NPOAYKTH, KOUTO Ce
MeTabonH3upaT OT UHTOXPOM Paso eH3HMMUTE.

EnuMuUHHpaHe

[TnasmeHusT KIUpBHC Npy 34paBu nuua e npudnusureno 30 ml/min. KnupbHCBHT Ha NaMOTPHUIHH €
NpeadMHO Ype3 MeTaboU3UpaHe ¢ NocaeaBaLlo eJIMMMHUpPaHe noj GopMaTa Ha MTIOKYPOHHUA-
KoHiorat ¢ ypuHara. [To-manko ot 10% OT naMOTPHIHH C€ €KCKpETHPAT HENPOMEHEHH C YPUHATA.
Camo okono 2% ce exckpetupar ¢ ¢eueca. KnupbHCBHT H BpeMETO Ha NOAYKHUBOT HE ¢a 3aBUCHMH OT
no3ata. [LnasMeHHAT nONy>KHBOT INPU 3APABH JHLA € U3UMCNEH NpUdIM3KTENHO Ha oKolo 33 Yyaca
(uuTepsan ot 14 no 103 yaca). [1pu npoyusane ¢ naupeHTH cbe cHHApoM Ha Gilbert, cpeanuaT
KJIMPBHC € NoHWxkeH ¢ 32% B cpaBHEHHE C HOPMAITHUTE KOHTPOJIH, HO CTOMHOCTHTE Ca B rpaHULUTE 3a
obuiaTta nonynaums.

BpemeTo Ha NOy)KMBOT HA JJAMOTPHIHH Ce POMEHS 3HAUMTENHO NPHU €JHOBPEMEHHO MTPUJIaraHe ¢
ApyrH nexkapcTsa. [1py eqHOBpeMeHHO npunaraHe ¢ iekapcTBa, KOUTO aKTHBHPAT MNIIOKYPOHHPAHETO,
kaTo KapbamazernuH W PEHHTOUH, CPEAHOTO BPpEME Ha MOJTY)XXHBOT Ha JIAMOTPHIHH Ce peayurpa
npubaH3HTENHO 0 14 vaca, CbIO TaKa, NPH CEBMECTHO NpPUIIaraHe ¢ BaIMNPOAT, C€ YABbXKABA CPEAHO
npubauznTenHo o 70 yaca (Bx. Touka 4.2).

JIMHeHOCT

(MapMakOKMHETUKATA Ha JIAMOTPHUIHH € N1HelHa 10 450 mg — Hali-BUCOKaTa eJHOKpAaTHA H3NHWTBaHa
A03a.

CneunanHn rpyiny naludeHTH

Heya

[1pu onpeaensaHe Ha KWIMPBHCA CIPAMO TENECHOTO TErJIO, MPH Jielia C€ YCTAHOBABAT NMO-BHCOKH
CTOHHOCTH OT TE€3H NMPH BB3PACTHH, KATO HAK-BHCOKH Ca NMPH 1MLA 004 5 roauHu. BpemeTo Ha
NOMYXKHBOT HA TAMOTPHUIHH NpH Jela Haii-0011o € No-MaJIko OT TOBA MPH Bb3PACTHH KaTO CpeAHaTa
CTOMHOCT € NMpUOIH3HTENHO 7 Yaca NpH NpUnaraHe ¢ JeKapcTBeHU NPOAYKTH, KOWTO MHAYLHpAT
€H3UMHH CHCTEMH KaTo KapbamasenuH U PEHUTOMH H Ce YABLDKABA 10 CPEAHU CTOHHOCTH OT 45 1o
50 yaca npu eaAHOBPEMEHHO NpHIaraHe caMo C Baanpoar (BxXK. Touka 4.2).

Manxu oeya na ev3pacm om 2 0o 26 meceya
Ilpn 143 neanaTpHyHH NAUKEHTH Ha BB3PACT OT 2 A0 26 Mecela, Texailu ot 3 ag/20 g
HAMAaJIeH B CPaBHEHHE C NMO-TOJ1IEMU AeLa CbC CHUIOTO TENECHO TerJI0, NpHEMalll f i

1034 Ha kg TeleCHO Terno KaTo Aeuara, no-roaemu ot 2 ronuuu. CpenHoto BpeMEHa SNsAland & -
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M3YHCJIEHO HA 23 yaca IpH JeuaTa Ha Bb3pacT noj 26 Meceua, KOWTO ¢a Ha TEpPanui ¢ SH3MMHHU
WHAYKTOPH, Ha 136 waca npu exHOBPEMEHHO NMpUAraHe ¢ BaAnpoar U Ha 38 yaca npu auua, JeKyBaHM
0e3 eH3UMHH HHAYKTOpU/UHXHOUTOPpH. UHTepMHaOMBHAYanHaTa BapHaOUIHOCT Ha nepopaiHus
KIHPBHC € No-rosisMa B rpynara Ha NeAKRaTPUYHHUTE NalMEeHTH Ha 2 10 26 meceua (47%).
[lpeanonaraemure HUBA Ha CEpYMHa KOHLIEHTpALMA MpY AcLa OT 2 A0 26 Mecela KaTo Us/o ca B
ChLLUA UHTEPBAJ KATO MPH MO-rOJAEMHTE Aclia, BNPEKH Y€ NPH HAKOU Jeua ¢ TENECHO TEermo rnoja

10 kg MoXe na ce YCTaHOBAT N0-BHCOKH Cpax HUBA.

Ilayuenmu & cmapuecka év3pacm

IlpoBeneH e nonynauMoHeH PapMakOKHHETHUYEH aHANU3 NPH MAAAH NalWEHTH W NIPH NALUEHTH B
HarpeaHana BbL3pacT C ENUIENCHA, KOUTO Ca BKIKOYEHHU B €AHM U ChUIM M3nuTBaHUs. [IpU olieHKka Ha
pe3yATaTHTE He C€ YCTAHOBABAT KNMHHUYHO 3HAYMMH NPOMEHH B KJIIMPBHCaA Ha NaMOTpuruH. I[pu
NpPHEM Ha eIHOKpaTHa 1034 ce YCTaHOBABAT ¢ 12 % No-HUCKH CTOHHOCTH Ha MPUBHAHHA KJIIUPBHC,
KaTo CHOTBETHO 32 20 roaMiuHa BL3pacT ca okono 35 ml/min, xokaro npu naumeHTH Ha 70 roamna
Bb3pacT ¢a 31 ml/min. [Tonnxkapane or 10 % ce ycraHoBsABa Cliel ieHeHHe B POabKEHUe Ha 48
CEAMHLIM, KaTO CTOHHOCTUTE CbTBETHO ca oT 41 go 37 ml/min 3a aBeTe BBH3PacTOBU IPYIIH.
[lposeaeHu ca ¥ npoy4BaHHa Ha (papMaKOKMHETHKATa Ha JIAMOTPHIHH Cliejl €AHOKPATEH NPHEM Ha
150 mg npu 12 3apaBu nyua B crapuecka Bb3pacT. CpegHHUTE CTOMHOCTH HAa KTHPBHCA MPH TE3H
nauueHTH (0,39 mi/min/kg) ca B pamicure Ha crofiHoctuTe (0,31 ao 0,65 ml/min/kg), yctaHoBeHu cnen
MPOBEACHHU ACBET KIIMHHYHK H3CIIEABAHUS NPU BL3PACTHH (KOUTO HE ca B CTapyecka Bb3pacT), ¢iiel
npunarase Ha eOIMHAYHH 0034 oT 30 no 450 mg.

bvbOpeuno yapescoane

Ha nsananecer nobposonum ¢ xponuuna 6u0peuHa HEZOCTATHYHOCT M Ha APYrH ECT NALMEHTH HA
X€MOHaW3a e Ouia NpuioxKeHa eaHokpaTHa ao3a oT 100 mg namoTpuruH. CpeaHHTE CTOMHOCTH Ha
aupbHea ca 0,42 ml/min/kg (xpornuna 6b6peuHa HepocraTbhuHocT), 0,33 ml/min/kg (B nepuoaa
MEXIY XeMOOHANH3HUTE cecHM) U 1,57 ml/min/kg (o BpeMe Ha XeMOAKANTH3a), B CPAaBHEHHE C

0,58 mi/min/kg npu 3apasu aodposonuu. CpeRHOTO Bpeme Ha NONYKHUBOT HA TAMOTPHTHH B N1a3mara
¢ 42,9 yaca (xpoHnuHa 6LOpeuHa HeaocTaTb4YHOCT), 57,4 uaca (Mexay xeMoauanusute) v 13,0 yaca
(Mo BpeMe Ha XeMOAMWATH3a), B cpaBHeHHe ¢ 26,2 yaca ripu 3apaBu gobposonuu. CpeaHo,
npubnusurento 20% (mexay 5,6 1 35,1) OT KONMHYECTBOTO NAMOTPHIMH, HAJTMUHO B TAJIOTO, € 610
€JIMMHHHPAHO MO BpeME Ha 4-4yacoBa XxeMoAnanKu3a. 3a Taszu rpyna nauHeHTH Ha4aliHuTe J03H
NaMOTPHUTHH TpAOBa Ja ce ONnpeaAensT cnopes ChIbTCTBALLMUA MPHEM HA JIEKAPCTBEHH NPOAYKTH.
Hamanenu noaaspxainm 1031 morart aa 6b1aT epHKacHH MPH NALMEHTH ChC 3HAUHUTENHO YBPEXKAAHE
Ha ObOpevHara yHKuMA (BX. TOUkK 4.2 1 4.4).

HYeproopobro yepexcoane

[lpn 24 nvua ¢ pa3nHyHA CTENEH Ha YepHOAPOOHO yBpexaaHe U 12 3apaBy KOHTPOJIH € MPOBEAEHO
dapMaKOKHHETHYHO NPOYYBaHE C MPUNIaraHe Ha eHOKpAaTHA 1033 JTaMOTPHUIrHH. MeanaHnara Ha
NPUBHAHHUA KIHPBHC Ha 1aMOTPHrHH ¢ 6una 0,31, 0,24 nam 0,10 ml/min/kg npu nauuenTure ¢
yepHoApoOHO yBpexaane crened A, B, unu C (Child — Pugh knacudmkaumus) coTBeTHO, cpaBHEHa ¢
0,34 ml/min/kg npu 3apasure koHTponu. HauanuaTa 103a, 103aTa NPy NOBULIABAHE H NOAABPXALLATA
no3a TpadBa na 6baaT peayLMpany [Py MALMEHTH ¢ YMEPEHO HITH TEKKO HEPHOAPOOHO YBpexaaHe
(BX. TO4KA 4.2).

5.3 IlpeaxnanEYHH JaHHAM 33 0e300aCHOCT
HexnuHUuHMTE 1aHHM HE NOKA3BaT 0coOeH PUCK 3a Xopa Ha 6a3a Ha KOHBEHLUHOHATHHTE

¢papMakonOrHuHy Npoy4BaHHA 3a 6€30NacHOCT, NPOYYBAaHKA 32 TOKCHUHOCT NpH
npUaarale, FeHOTOKCUYHOCT H KAHLUEPOreHeH MoTEHIHan.




[Ipu npoyyRaHUATA 33 PENPOLYKTHBHA TOKCHUYHOCT M TOKCHUYHOCT 34 PA3BHTHETO NPH FPH3adH U
3alUM, He ca HADMoAaBaHH TepaToreHHH €PEKTH, HO Ca YCTAHOBEHH NMOHKKEHO (eTanHo Terno u
3abaBsiHe Ha CKEJICTHATA OCHOUKALIMA NIPU HUBA HA €KCTO3ULIMSA, MO-MANKHA MJIH CXOAHH C OUAKBAHHUTE
NpY KNIHHHYHA eKCNO3HUHA. Thil KATO NO-BUCOKH HHBA Ha €KCNO3ULMA He OMXa Moriu aa obaar
H3C/IE€ABaHH NPH )KHBOTHH NOPAAH TEKKOTO TOKCHUHO Bb3ACHCTBHE BbpPXY MAHUHHHA OPraHU3bM,
TEPATOrCHHUAT MOTEHLIHAT HA NAMOTPUIMH HE € XapaKTepHU3UpaH Haa KIMHHYHATA €KCIO3HLIHUA.

[lpu nabxoBe € HabmOnaBaHO yBeNHUEeHHE Ha (PeTaNHaTa U NOCTHATANHAT2 CMBPTHOCT MIPH
MpHIaraHe Ha JIaMOTPHIHH Npe3 KbCHHUSA MeCTallMOHEH U PAHHMA NOCTHATANCH nepuon. Te3u edektu
ca bunn HabmoaaBaHK NPH EKCHO3ULMA, NO-HUCKA OT OYAKBaHaTa B KJIMHHYHATA NPaKTHKA.

[1pyn mnbxoBe B 10BEHHUNHA BB3PACT ca HabnonaBaHu edekT BbpXy o0yuenuero npu Biel maze Tecra,
NeKo 3abaBsaHe Ha HanaHO-NpenyLHanHaTa cenapauus ¥ Ha BarMHAJIHATA NMPOXOAHWMOCT, KaKTO H
HaMalleHO HaaZaBaHe Ha TErJIO Cliel paKAaHETO NMpH F 1 XKUBOTHH NPH €KCNO3ULIH, TO-HUCKH OT
TEpanEeBTUYHHUTE EKCIO3HLHH MPH XOpa, Bb3 OCHOBA Ha TEJECHATA MOBbPXHOCT.

OnuTUTE NpH AKUBOTHH HE NOKA3BAT HEONAroNpUATHH €PEKTH HA JTAMOTPHTHH BBPXY GepTHIUTETA.
JlamOTpHIHH € A0Be A0 HamallsiBaHe Ha (eTaJIHUTE HUBA HAa QOJiHeBA KHCEIMHA NpH IbXxoBe. CMaTa
ce, ye Je(PUUMTBT Ha (POJINEBA KMCETHHA € CBBP3aH C NOBULLIEH PHCK OT BPOAEHH MaJIQOPMALIHH TIPH
YKUBOTHH M XOPpa.

JIaMOTpHUIrHH BOAU 10 f0303aBHCHMO MHXHOUpane Ha hERG kaHanueTa npu YoBeliky eMOPHOHANHY
O0bOpeunn knetku. IC50 e npubnansuTeNnHO AeBET MBTH HAJl MAKCUMAJTHATA TEPaneBTHUYHA ¢BODOIHA
KOHUEeHTpauMa. JlaMmoTpHruH He npeau3BukBa yabkaraHe Ha QT MHTepBaia nNpH )KHUBOTHH NPH
€KCMNO3HULIUHY NPHOIU3NTENHO A0 ABa MbTH HAl MAKCHMAJIHATA TEpareBTHYHA CBODOAHA
KOHUEHTpaLud. [Ipy KTHHHYHO NpoyYBaHe CHC 3APaBH Bb3pacTHU A0OPOBOJILIM He € HabaaasaH
KTHHUYHO 3HA4YKM e(exT Ha naMoTpuruH 8epxy QT uareppana (BX. Touka 5.1).

[Ipoyusanui in vifro nokassart, 4e B TEPANEBTHYHO 3HAYMMH KOHLICHTPALIMM JJAMOTPHUIHH NIPOABABA
aHTHapuTMH4HO aehcTeHe oT Knac IB. I1pu xopa Toit HHXHOHpa HaTpUEeBHTE TOHHU KaHaH B CbPLETO
C KHHETHKA C OBp30 HACTBIBALLM HAYAIO U Kpai Ha JeiCTBHETO U CHJIHA BOJITAXKHA 3aBHCHMOCT,
nos00HO HA APYrH aHTHAPUTMHUHH cpeacTBa oT kiiac IB, B TepaneBTHYHH 1034 NAMOTPHIHH HE
3abaBs KaMepHaTa MPOBOAKWMOCT (pa3wuupsaearHe Ha QRS) npu 3apaBy MLa B USNOCTHO MPOYYBAHE HA
QT, HO NPYU NALKEHTH C KIHHHYHO 3HAUYUMH CTPYKTYPHH UNH (PYHKLUHOHANHHK ChpIevHH 3a00naBanns
NaMOTPHI'HH MOX€E MOTEHUHAIHO Aa 3abaBH kKaMepHaTa NpoBOAHMOCT (paswmpasade Ha QRS) v na
NpeaH3BHKa NpoapUTMKA (BXK. TOUKa 4.4).

6. PAPMAUEBTHYHU JAHHHA

6.1 CnHCLK HA BOMOIIHHATE BelllecTHA

JlakT03a MOHOXHApAT
MuKpoOKpHUCTaNHa LeTyo3a

Hosuaon K30

HaTtpues HMLecTeH rankonar (tun A)
XKoar xenesen okeun (E172)
Marnesues creapar

6.2 HecsBMeCTHMOCTH

Henpunoxumo.
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6.3 Cpox Ha roagHocT

3 roaAMHH.

6.4 CnennajJuH yC10BHSA HA ChXpAHEHHE

To3u nexapCTBEH NPOAYKT HE U3HCKBA CMIELIHANHK YCIOBHA HA CLXPAHEHHE.
6.5 Bua g chABPKAHHE HA ONAKOBKATA

25 mg TabneTku:
bnuctep or PVC/anyMuaunero donno wiu 3aiinteH ot aeua 6nucrep or PVC/anymuuneso donuo.

Onakosxu c 14, 21, 28, 30, 42, 50, 56 unu 100 rabnerkn.
bauctep ot PVC/anymunueso donmo.

OnakoBka 3a 3ano4YBaHe Ha JedeHHeTOo ¢ 21 nnu 42 TabneTkm.
30 mg TabneTku:

bancrep ot PVC/anyMununeso ¢honno wnn 3auureH ot aeua onucrep or PVC/anymunueso
donuo/XapTus.

OnaxoBku ¢ 14, 28, 30, 42, 56, 90, 98 unu 100 TabnetkH.
bnuctep ot PVC/anymunueso doinmo.

OnakoBKa 3a 3ano4BaHe Ha 1e4YeHUETO ¢ 42 Tabnerku.

100 mg Tabnerku:
baucrtep or PVC/anyMunueBo ¢poano win 3awmteH ot geua onucrep ot PVC/anymuuueso

ponHo/xapTHs.

OnakoekHu ¢ 28, 30, 42, 50, 56, 60, 90, 98 vnu 100 TabneTku.
He BCHYKH BHIOBE ONAaxoBKH MoraT Aa 6baart mycHaTH Ha nasapa.
6.6 Crneunannn npeaAnNasHH MEPKH NPH H3XBBLPISAHE

Hsama cneuyaniu H3UCKBAHWA 32 UBXBLPIAHE.

7. IIPHATEXATEJI HA PASPENIEHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

HUpaanaus
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8. HOMEP(A) HA PA3PEIIEHHUETO 3A YIIOTPEBA

Jlamukran 25 mg tabnerkun — Per. Ne 20011209
Jlamukran 50 mg tabnerku — Per. Ne 20011210
Jlamukran 100 mg tabnetku — Per. Ne 20011211

9. HATA HA ITBPBO PA3PEINABAHE/MTIOAJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jara Ha nepBO pazpewaeane: 21 anpun (994 r,
Hara Ha nocneaHo noaHosasaHe: 22 okroMepu 2009 .

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA
06/2025




