KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



1. UME HA JIEKAPCTBEHHS INIPOAYKT

KDamKa X8paKkmepuUCITuKa 18 rpodvrma ~ Do
Jlamuxran 5 mg TabneTky 3a AbBUCHE/AMCIEPTUPaLLH ce TabnqTKH pogyx puroxeHue |1

Kudt Poz. Ne 9:5005@3

Lamictal 5 mg chewable/dispersible tablets PaspewsHus Ne

BG/MA/MP - 6??}"’-/21082025

2. KAYECTBEH U KOJIMYECTBEH CBCTAB Ogobpswe Ne ... g

Bcska tabnerka 3a AbBueHe/aucneprupauia ce Tabnerka JlaMukran 5 mg chabpxa S mg JAMOTPHIMH
(lamotrigine).

3a MBJIHKA CMUCBK H2 NOMOUIHUTE BeleCTBa BHXKTe Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka 3a AnBUYeHe/AUCNeprupaina ce tabaerka

benn no oyt 6enH NpoABIroBaTH ABOHHOW3INMBKHANY TabnaeTKH (rongma oc 8,0 mm: Manka oc
4,0 mm) ¢ apomat Ha GopoBuHKa u Mapkuposka ,,GS CL2“ ot enHara crpana 1 ,,5 ot apyrara
cTpaHa. Bb3MOXXHH ca NeKn HI0AHCH B OLIBETABAHETO Ha TabJeTKuTE.,

4. KIHMHHYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

Enunencus

Bw3pacmuu u onowiu na u nao 13 200unu
- KoMOnHupaHa Wiy moHoTepanus Ha NapuHanHyd WK reHepalH3upaHi NpUnatbLUM,
BKJIIOYHUTENTHO TOHHYHO-KNOHHYHY NMPHNAaAbLH.
- [Ipunaabuu, cBbp3aHU cbe cHaapoMa Ha Lennox-Gastaut. Jlamuxran ce npunara 3a
KOMOWHHMpaHa Tepanus, HO MOXE Ja C€ W3MOJI3BA M KATO HAYaTHO AHTHENUIIENTHYHO
nekapeTBo (AEJI), ¢ koeTo aa ce 3anoune npu cuHapoma Ha Lennox-Gastaut,

Heya u onowu na ev3pacm om 2 0o 12 200unu
. KomOuHHpaHsa Tepanus npu NapUMaiHi K FeHePATH3IHPAHH NPUNAABLH, BKIIOYHTETHO

TOHHYHO-KNOHWYHHU NpUNaAbLUH H NIPHNIanbUM, CBbP3aHH CbC CHHApPOoMA Ha Lennox-Gastaut.
- MoHoTepanus Ha TUNHYHH a0CaHCH.

bunonspHo pa3cTpoHCcTBO

Bw3pacmnu na év3pacm na u nao 18 200unu
- [lpenoTBpatsaBare Ha NeNPECHBHH €NH30AK NPY NalUMeHTH ¢ GUnoapHo | pascTpoiicTao,
KOUTO UMAT NPEAHMHO AENPECUBHU €NMU30aM (BX. Touka 5.1).

JlaMMKTa HE € NOKAa3aH 3a HHTEH3UBHO JIEHEeHHE HA MAHHIHH MM JENPECHBHH €NH30H.

N3NbTHUTENTHA ATEHUWNA NO NEKAPCTRA & |

.....
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4.2 1o3MpoBKa H HAYHH HA OPHJA0KEHHE

Jlo3vpoBka

Jlamukran Tabnerku 3a AbBYEHE/AMCNIEPrupaiid ¢e TabNeTKH MOrar Ja ¢e AbBYAT, /1a Ce AUCTIepryupar
B MaIKO KOJIMUECTBO BoAA (HaK-Mallko A0CTATLYHO Aa NOKPHE LAaTa Tabnerka) i Ja ce rwiTar
Lenu ¢ Manko soaa. He ce onureaite na npunarate 4yaCTHYHH KOMHYECTBA OT TaONETKUTE 32
AbBUYCHE/AUCNEPrUpalInuTe ¢¢ TabNeTKHy.

AKO H34McneHaTa a03a (HanpuMep 3a Je4YeHHe Ha AeLia ¢ eNUIENCHE MK HA MALUEeHTH ¢
YepHOAPOOHHM HapylLUEHHKA) He C€ paBHABA HA ChABPKAHHMETO HA UeH TabneTkH, TpabBa fa ce npuema
HaH-ONMU3KATA NMO-HUCKA 10334, ChOTBETCTBALLA HA LeM TaOIeTKH.

ITosmopno 2anousane nHa revernue

[Ipy MOBTOPHO 3aMOYBaHE Ha JIEUEHHETO C JIAMOTPUTHH NMPH NALMEHTH, KOHTO NO HAKAKBA NPHYKHA Ca
NPEKLCHANU NPpHEMa MY, TpaOBa Ra ce npelcHH HeoOXOOUMOCTTa OT NOCTENEHHO NOBHIIIABAHE HA
no3ara A0 NoAAbpXKawaTa 103a, Thid KATO PUCKBT OT CepUo3eH OOpHB € CBbP3aH C BHCOKH HauanHH
J03H ¥ NPEeBHLUABAHE Ha NpENopbYBaHaTa 032 3a NOBHLIABAHE Ha JJAMOTPHIHH (BX. TOYKa 4.4).
KonkoTo no-roasMm € MHTEPBATBLT OT BpeMe ¢Jie]l NpUEMa Ha MpeAMLIHATa 1034, TOJKOBA N0-TOMAMO
BHHMaHVe TpaORa Ja ce 00bpHE Ha NOCTENEHHOTO AOCTUTaHE Ha noaabpkalarta nosa. Koraro
WHTEPBAIBT OT BPEME Cl€/ NPEKLCBAHETO Ha JIEYEHHETO C JJAMOTPUIIH HaABHLABA TET NOJTY>KUBOTA
(Bx. TO4Ka 5.2), 0OMKHOBEHO NOAAbPIKALLATA K033 Ha JlamukTan Tpabea Aa ce NOCTUTHE cnopea
noaxoasiara CXema.

[Ipenopbusa ce sieuenueTo ¢ JlamukTan aa He ce 3ano4Ba OTHOBO MIPU NALUHEHTH, KOUTO ¢a ro
NPEKbCHAIH NOpaay 0dOpHB, CBbP3aH C MPEAULIHOTO JieUeHHE ¢ JJAMOTPHIHH, OCBEH aKo
MOTCHLUATHATA MOM3a HECbMHEHO HaJABHLLAaBa PUCKA.

Enurencun

[IpenopbuBaHOTO NOCTENEHHO NOBULIIABAHE HA [j03aTa ¥ NMOANBPXKAIUMTE T03H 332 BEIPACTHH W FOHOLLH
Ha Bb3pacT Ha U Haa 13 roanHu (Tabnuua 1), v 3a aeua u 1oHowu ot 2 Ao 12 roavHu (Tabauua 2) ca
NpeaCTaBeHH NMo-A0Jy. Hauanuara no3a ¥ NOCIeABaloTo M NOBHLLIABAHE He TpAadBa ga ObaaT
npesHUlaBaHH (Bx. To4Ka 4.4) nopany pucK OT NMosiBa Ha 0OpuB.

[Tpu npeycraHosssane Ha chbnbreTBaL npueM Ha AEJI nnu npy noGaeane Ha apyru
AEJl/aexapcTBeHH NpOAYKTH KbM TEpaneBTUYHH CXEMHM, BKITIOUYBAULH JAMOTPHIHH, TpA6Ba Ra ce uma
npeaBua €pexThT, KORTO TOBA MOXKE 12 OKXKE BbpXY (PapMaKOKWHETHKATa Ha NAMOTPHIHH (BXK.
TOuKa 4.5).




Tabauya 1: Bv3pacmuu u ionowiy Ha 8v3pacm 13 u noseye 200Ul — NPENOPLYBAHA CXEMA 30 TEHEHUC

Hd enUIERnCUn

CxeMa Ha NeYeHHe

Cegmuvum 1 +2

Ceamuumn 3 +4

ObuuaiiHa noaabpxalla no3a

Monorepanus:

25 mg/nex
(BeJHDBXK
IHEBHO)

50 mg/neH
(BEAHBLXK
IIHEBHO)

100-200 mg/nen
(B€AHBXK AHEBHO UMW B JBA [pHEMa)

3a j1a €€ MOCTHIHE NOAAbPKALIO
JIeYeHue, JO3UTE MOXKE Na ce
noBHILABAT ¢ MAKCUMYM 30-100 mg Ha
BCAKA €1Ha N0 ABE C€AMULY N0
[MOCTUraHE HA ONTUMAJIEH OTrOBOP.

[Ipy HAKOM NAUMEHTH ca HEOOXOAUMMU
500 mg nHeBHO 3a NOCTUraHe Ha
KEJaHUs TeparnesTHYEeH OTroBop.

Kombruupana tepanusa C saanpoar (MHXUOUTOP Ha MMIOKYPOHMPAHETO HA TAMOTPHIHMH — BXK. TOUKA

4.5).

Tasu cxeMma Ha qosupane | 12,5 mg/nen 25 mg/neH 100-200 mg/neH

Tpabsa na Ovae (NpuemaHM KaTto | (BeAHbX (BeOHBXK AHEBHO WIIH B ABa NNPHEMA)
H3MNON3BaHa ¢ BANpoar 25 mg npe3 geH) | AHEBHO)

HE3aBUCHMO OT
CbLITLTCTBALLUA NPHEM HA
APYTH JIEKAPCTBEHH
MPOoYKTH

3a 1a ce NOCTUrHe NMOAALPIKALIO
NevYeHue, JO3IUTE MOXKE 1a ce
NMOBMILNABAT ¢ MAKCUMYM 25-50 mg Ha
BCAKA €/1Ha 10 ABE CeAMULU N0
MOCTHIAHE Ha ONTHMAaNEH OTrOBOP.

Kombruupana repanns BE3 paanpoar 1 C HHAYKTOPH HA FIIOKYPOHHPAHETO HA JIAMOTPHIHH (BXK.

TOUKa 4.5):

Ta3un cxema Ha NO3UpaHE
Tpabea na ce U3no3Ba
6e3 Bannpoar, Ho ¢:

(heHHTOUuH
kapbamMazenuH
denobapburan
MPHUMHUIOH
pudpaMnHUKUH
NOMNXHABUDP/PUTOHABUP

30 mg/nen
(BeAHBXK
JAHEBHO)

100 mg/nen
(B ABa nNpurema)

200-400 mg/neH
(B ABa nNpuemMa)

3a 1a ce MOCTUrHe NOAAbPHKAILO
NEeYEHUE, JO3UTE MOXKE A1 Ce
nosuilaBaT ¢ MakcumyMm 100 mg Ha
BCAKa eaHa [0 JBE CEAMMULIM 10
MOCTUraHe Ha ONTHUMANEH OTrOBOP.

[1py HAKOH NALUMEHTH Ca HEODXOAUMM
700 mg nHeBHO 3a NOCTUraHe Ha
XKEJIaHHA TEPaneBTHYEH OTIOBOP.

KomOuunpana tepanus bE3 saanpoar u BE3 reaykTOpH Ha rAw0KypoHHpaHeTo Ha TaMOTPATHE

(BK. TOUKa 4.5):

Ta3u cxema Ha no3upaHe | 25 mg/aeH 50 mg/neH 100-200 mg/neH
TpsaOBa Na ce H3NON3Ba ¢ (BeIHBXK (BEAHDBIK (BEAHBXK QHEBHO WM B ABa NpHema)
PYrH JIEKapCTBEHH IHEBHO) NHEBHO)
NPOAYKTH, KOUTO HE 3a Aa ce MOCTHIHE NMOAIbPIKALLIO
HHXHOHMPAT UK He JeyeHue, no3MTe MOXE J1a ce
HHAYLHPAT 3HAYUTENTHO nosxilaeat ¢ MakcumyMm 50-100 mg Ha
FIOKY POHHPAHETO Ha BCAKA €Q1HAa A0 ABC CEAMMLIH 10
NaMOTPHUIHH MOCTUraHe Ha ONTUMANEH O
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[Ipy naumeHTH, NpUEMalliy TEKAPCTBEHH NPOIYKTH, 32 KOUTO HE €a MU3BECTHH HapMaKOKHMHETHYHH
B3aHMOAEINCTBHSA C JAMOTPHUIHH (Bxk. TOYKa 4.5), TpaOBa Aa ce U3MON3Ba CXEMA Ha JIeUeHHE KaTo
MpernopbLYaHaTa 3a JaMOTPHIHH C €IHOBPEMEHEH NTPHUEM Ha Balmpoar.

Tabauya 2: /leya u iwonowiu na ev3pacm om 2 00 12 200unu — Npenopy4Y8ana cxemMa Ha Je4enue Ha

enwiencui (0bwia oneana 003a 8 mg/kg menecno meano/Oen)* *

CxeMa Ha neYycHHe

Ceamuun | + 2

Ceamuuu 3 + 4

Obuuaiiva noaabpxalla 103a

MoHoTepanua npu
THNHYHH a0cancH;

0,3 mg/kg/nen
(BeIHBAK AHEBHO
WIIK B 1Ba
npuema)

0,6 mg/kg/nex

(BEOHDBXK
JHEBHO UAH B
ABa npHema)

| = 15 mg/kg/nen
(BEOHBXK AHEBHO MM B JBA NpHEMa)

3a na ce NOCTUrHe NOAABLPKALLO J1eYye-
HUE, N03UTE MOXKE [1a CE MOBHILIABAT
MakcHMyM ¢ 0,6 mg/kg/neH Ha Bceku
€lHa 10 ABE CE€JMHULIH 0 NOCTHIaHe Ha
ONTHMAaJleH OTFOBOP, ¢ MAaKCHMalHa
AHesHa Ao3a ot 200 mg/aen.

KomOunnpana tepanusa C Baanpoat (HHXHOUTOP Ha INIIOKYPOHHPAHETO HA IAMOTPHIHH — BX. TOYKA

4.5):

Tasu cxema Ha go3HpaHe
TpsOBa Ja ce U3nos3ea ¢
BANNPoOaT HE3aBUCHMO OT
CBITBTCTBALLMA MPUEM Ha
APYTHy JIeKapCTBEHH
NPOAYKTH

0,15 mg/kg/neH*
(BeAHDBIK AHEBHO)

0,3 mg/kg/neH

(BeIHDK
NHEBHO)

1 — 5 mg/kg/nen
(BEaHBXK JHEBHO WJTH B [1Ba 1IpHEMA)

3a 1a ce NOCTUrHe NOAAbPIKALLIO JeYye-
HHE, NO3UTE MOXE 1A Ce NOBHLIABAT
MakcumyM ¢ 0,3 mg/kg/nen Ha Bcaka
€/Ha 10 ABE CeAMMLM 0 NOCTHraHe Ha
ONTHMAJIEH OTroOBOP, 40 MaKCHUMAaJIHA
nonabpxauia noza 200 mg/neH.

KomOnHHpana Tepanua BE3 sasnpoar 1 C HHAYKTOPH Ha IVIIOKYPOHHPAHETO HA JAMOTPHTHH (BX.

TOYKa 4.5):

Ta3u cxemMa Ha nosupade
TpAlBRa Aa ce ninon3ea He3
BAJINpPOAT, HO C:

0,6 mg/kg/nen
(B ABa npHemMa)

1,2 mg/kg/nen
(B ABA
npuemMa)

5 — 15 mg/kg/neH
(BeAHDBK AHEBHO WJIH B 1BA OTAEHH
npuema)

eHUTOUH 3a na ce NMOCTUrHe NOIBPIKALLO J1eue-
kapbamMazenuH HHE, NO3HTE MOXKE Ja Ce NMOBHLIABAT
¢denobapbuTan MakcHMyM ¢ 1,2 mg/kg/nen Beaka eaHa
MPUMUIOH 10 JB€ CeAMHLIM A0 [OCTUraHe Ha
pUPaMNHLIHH ONMTHMAJIEH OTTOBOP, 10 MaKCHUMAJIHA
JIONHHABHD/PUTOHABUP noaabpxkaua no3a 400 mg/nex
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Komonuupana repanusa bE3 sannpoar 1 BE3 unayKTopH Ha rNIOKYPOHHPAHETO HA JIJAMOTPHIHH
(B>, TOYKaA 4.5):

Ta3u cxeMa Ha no3upaHe 0,3 mg/kg/nen 0,6 mg/kg/nen | 1 — 10 mg/kg/nen

TpAOBa 1a ¢e HU3MOoA3Ba ¢ (BeAHBLX AHEBHO | (BEOHDBXK (BeAHBXK OHEBHO WNY B JBA NPUEMA)

IpYrU NeKapCTBEHH WJIM B IBa ITHEBHO WNU B

NPOAYKTH, KOUTO HE NpUemMa) ABa NpreMa) 3a aa ¢€ NOCTUTHE NOAABPKAUIO JieHe-

HHXUONpaAT WK He HHUE, JO3UTE MOXKE [a C€ MORULLABAT

HHAYLUMPAT 3HAYUTEJTHO MakcuMyM ¢ 0,6 mg/kg/aeH Bcaka enHa

IJHOKYPOHUPAHETO Ha 10 JBE CEAMULIM 0O NMOCTHraHe Ha

NAMOTPHIHH ONITHMAasIEH OTTOBOP, A0 MAKCHMAJIHA
noaaspkaula n1o3a 200 mg/nen

[Ipu natimeHTH, NpUeMallH NEKAPCTBEHH NPOIYKTH, 38 KOUTO HE €2 U3BECTHH (PAPMAKOKWHETHYHM
B3aUMOAEHCTBUA C JIAMOTPHIHH (BX. TouKka 4.5), TpabBa Aa ce H3NoN3Ba CXeMa Ha jle4yeHHe KaTo
NpenopLYaHaTa 3a JJAMOTPHUIHH C €1HOBPEMEHEH NPHEM Ha BAIPOAT.

* 3ABEJIE)XXKA:- Ako u3uKcneHaTa AHeBHA A03a NPH NMALUMEHTH, TIPHEMALIH BaANpoar, e Mexay 2,5 mg
5 mg, MOXe Nnpe3 MbPBUTE ABE CEAMHLM 1A CC MPHUEMa 1034 5 mg npe3 A€H. AKO M3YKCNIeHaTa JIHEBHA 1032
MpH NaUWEHTH, NpUEMALLH BANNPOAT, € NO-HHCKA OT 2,5 mg, TabneTky 32 AbBYCHE/ AUCTIEPTHPALLIH Ce
TabNETKH TaMOTPHUTHH He TpaOsa na ce uanonsear. HE CE onutealite na npunarare 4yacTHUHH KONH4ECTBA
OT TabJIETKMTE 33 AbBUYEHE/AUCNEPrHPALUIMTE ce TabNETKH.

*¥ Ako v3yHcneHara A03a JJAMOTPUIHH HE MOXKE A Ce MOCTHUIHE, KATO ¢€ W3MOA3BAT Lie/H TabaeTkH,
nosata TpaOBa fa e 3aKpbriv OO0 Hail-01M3KaTa no-HUCKa A03a, CbCTOALLA CE OT LEU TabNeTKH.

3agae CHIYPHO MOAABPKAHCTO Ha TCpaneBTHYHaTa 403a&, TETJIOTO Ha ACTETO Tpﬂﬁﬂa Aa Cce
rnpocjcisea K 103aTa Aa CC NMpOMECHA Cniopead NPpOMEHHUTE B TETJIOTO. l'[pennonara CC, Y€ NpH
MNatlHEHTHUTE HA Bb3pacT OT ABEC A0 IHECT rOAHHH LIE € HeoOX0ANUMO npyuaaraHe Ha noaanpokalla n1o3a
Ha IropHaTa rpaHiua Ha npenoprdyaHus HHTCPBAJ.

Cnea nocTuraHe Ha KOHTPON BbPXY 3a00NABAHETO NMPpH KOMOMHUPAHA TEpanus NPUEMBT Ha
cbnbTeTBaLdTE AEJI MOXe na ce cnipe, kaTo ce npoab/HKuU ¢ MOHOTepanus ¢ Jlamukran.

Heya noo 2 2o0unu
HaHHHUTE 32 ePHKACHOCT U O€30MaCHOCT Ha JIJAMOTPUrHH NMPH KOMOMHHUpAHA Tepanua Ha NapLUHaTHy
NpUNagbUY NpYU Jella Ha Bb3pacT OT 1 Meceu 10 2 roAMHH ca orpaHH4yeHu (Bk. Touka 4.4). Jluncear

AAHHH MIPH Jena Ha Bb3pacT noa | Mecen. CnenosarenHo ynorpedara Ha JlaMukTan npy neua Ha
Bb3pacCT MOA 2 rOAWHH He Ce IPenopbyBa. AKO BbITPEKH TOBA, OCHOBABAMKM C€ HA KIIMHHUYHATA
HeoOXOAUMOCT, Ce B3eME pelleHHe 3a JIeYEeHHe, BUXKTE Touku 4.4, 5.1 u 5.2.

bunonapuo pazcmpoticmeo

B TabnuuMre no-aony ca NpeacTBEHH NPENopbYBAHUTE CXEMH Ha NMOBUILABAHE HA 1034Ta U
NOAABPXKALHTE NO3H 33 NALMEHTH Ha Bb3pacT 18 u nosede roawHu. flpexoaHara cxeMa BKntouBa
[TOCTENEHHO NOBMIIABAHE HA 103aTa Ha JJAMOTPHIHH JI0 NOAALpXKaLLA cTaOUNH3Mpalla 1034 3a NMEPUOL
OT wiecT ceamMuLM (Tabnuua 3), cnea koeTo NpHEMBT Ha APYrH NMCHXOTPONHH JEKAPCTBEHH NPOAYKTH
w/unu AEJI moxe na 6bae npeyctaHoBeH, ako € KIHHUYHO nokazaHo (Tabmuua 4). Kopekuuure Ha
A03ata cnea nodaBsHe Ha ApYTH NCHXOTPONHH NeKapcTBeH npoaykT w/unu AEJ] cbluo ca
npeacraseHH no-nony (Tabauua 5). [Topaau puck oT pazBuTHe Ha oOpuB He TpAOBa Ja Obae
npesHlllaBaHa HayaiHaTa f03a H Tpa0Ba Aa ce cna3BaT NpenopbKUTE 3a MOBHILABAMHE HA 103aTa (BK.
Touka 4.4).




Tabauya 3: Bvipacmuu nayuenmu na 18 u nogeue 200unu - NPenOPLYEAHA CXeMA 3 NOBUUIAEAHE HA
0o3ama 00 neddvpicawia cmaburusupawa obwa Onesgna 003a npu Aeyexue Ha bunoaiapHo
pazcmpoucmeo

Ceamuua 5 | TapretrHa
cTabuauznpalua nosa

(Cenmuua 6)*

Cxema Ha eyeHue Ceomunu | +2 | CenmMmuun 3 + 4

Monotepanns ¢ samorpurua HJIM xomOnanpana tepanna BE3 paanpoar u BE3 senaykropu Ha
IIIOKYPOHHPARETO HA JAMOTPHIHE (BX. TO4Ka 4.5):

Tasu cxema Ha no3upaHe 25 mg/nen 50 mg/aeH 100 mg/nen | 200 mg/neH —
TpaOBa Ja CE€ H3M0N3BA C (BEOHDBX (BEAHDBK AHEBHO | (BEAHDBX obunyaiHa TapreTHa
ApPYrH NEKapCTBEHH JHEBHO) WIH B JBa JHEBHO MM | 103a 32 ONTHMANEH
NPOAYKTH, KOWTO HE npuema) B /IBa OTroBop (BeAHDXK

HPHCME) AHEBHO HUJIM B NBA

npUeMa)

HMHXWUOUPAT WK HE
HHAYLUHUPAT 3HAUUMO
FMIOKYPOHHUPAHETO Ha

NaMOTPHIHH B KnMHWYHK U3INHTBa-

HHAA Ca lpHUaraHHu
A03H B HHTCpBAala

100 - 400 mg/peH

KomOnaupana Tepanns C pajnpoar (HHXHOMTOP Ha rNIOKYPOHHPAHETO HA TAMOTPHTHH — BXK. TO4KA
4.5

Ta3u cxema Ha JIeYEeHHE 12,5 mg/nen 25 mg/neH 50 mg/neH 100 mg/aeH -
TpsOBa Aa Cce U3MOJI3RA C (npueMany KaTto | (BeAHDBXK (BEAHDBXK obHyaiina TaprerHa
BaNMpOAaT HE3aBUCHMO OT 25 mg npe3 A€H) | AHEBHO) OHEBHO WU | 1032 3a ONTUMAJIeH
CBITLTCTBALUMWA NPHEM Ha B /1Ba OTroBOp {BEAHDBK
APYrH NEKapCTBEHU [puemMa JHEBHO W/IM B ABa
NPOAYKTH OHEBHO) npUema)
B 3aBucuMocT ot
KITMHUYHHUA OTroBOp
MOJXKE JIa C€ NPHUIOKH
MaKCHMallHa 103a oT
200 mg/nen
KomO6arupana Tepanug BE3 saanpoar u C HHAYKTOPH Ha MIIOKYPOHHPAHETO Ha JAMOTPHIHH (BXK.
TOUKa 4.5):
Ta3u cxema Ha neueHHe 50 mg/nen 100 mg/nen 200 mg/aen | 300 mg/neH npes
TpabBa na ce npunara 6e3 (BeaHBbXK (pazaoencHu B (pa3peneHn | cegMuua 6, npu Hyxaa
BaJIMpPOAaT, HO ¢: IHERHO) J1Ba npuemMa) B /1Ba noBHllaBaHe A0
NpHEMa) obu4aiHarTa TapreTHa
(hEHHUTOUH no3a ot 400 mg/neH
kapbamasenuH npe3 ceamMuua 7 3a
peHobapOuTan MOCTUIraHe Ha
NPUMUIOH ONTUMANEH OTIrOBOP
pudamMnuuUHH (pazaenexun B ABa
JIONMUHABUP/PHTOHABHP rnpuemMa)

[Tpu natueHTH, NpHEMalLIM 1eKapCTBEHH MTPOAYKTH, 32 KOHTO HE Ca H3BECTHH PapMAKOKHHETHYHH
B3aHMOJCHCTBHSA ¢ NAMOTPHIHH (BXK. TOUKa 4.5), TpabBa 1a ce M3M0JI3Ba CXEMA Ha JieUeHHeE KaTo

npenops4aHaTd 34 JaMOTPHIHH € €AHOBPECMEHEH NMPHEM Ha BANNpoAar.

* Tapretnara ctabunusupalia 103a Bapupa cnope KAHHHYHHA OTTOBOP




Tabruya 4. Bv3pacmuu nayuenmu na 18 u nogeye 200uru - ROOOwpIcawia cmaburuzupawia obya
OHe8HA 003d C1€0 NPeYCMAROBABAHE HA AeHeHUemO CbC ChNbMCMEAUU JeKAPCMEEHU RPOOYKIIU RPU
JeuenHue Ha bunoIPHO pascmporcmeo

Cnea AOCTUraHETO Ha TApreTHaTa JHEBHA MOAAbPIKALIA cTabIu3upalla A03a NPUEMBT Ha APYTHTE
NEKAPCTBEHH MPOAYKTH MOXKE Aa Obae NpeyCTaHOBEH KAKTO € MMOCOUYEHO MO-A0ITy.

Cxema Ha neyeHue HacTodquwia Cenmuua | Ceamuua 2 | Ot cenmuua 3
cTabOMIM3Mpalia no3a | (3anoysalla ¢ HaTaTbk*
Ha 1aMOTPUIHH NpeyCcTaHo-
(npeau BABAHE HA
NpeyCTAHOBABAHE HA | NpUeMa)
NnpUema)

Cnapane Ha npuema Ha BaANPoaT (MHXHOMTOP HA MMIOKYPOHMPAHETO Ha NTaMOTPUIHH — BXK. TOuka 4.5), B
3aBUCHMOCT OT NMbpBOHAYANTHATa 1032 HA IAMOTPHIUH:

Cnen cnupaHe Ha NMpUEMa Ha 100 mg/nen 200 mg/nen [Toagvpkade Ha Ta3W J03a

BAJINpOAT, cTaOHIM3MpaLlaTa 1034 (200 mg/aeH)

Ce yABOABA, KATO HE CE MPEBUILABA (pasaeneHa B ABa Nprema)

nga:]h[;i:;:;ﬁ: HOBEAE OT 200 mg/nen 300 mg/nen 400 mg/neH | IMogabpxkade
Ha TazM 1034
(400 mg/aen)

Cnupane Ha npreMa HA HHAYKTOPH HA IVIIOKYPOHHPAHETO HA JJAMOTPHIHH (BXK. TOuka 4.5), B
3aBUCHMOCT OT IMbPBOHAYAIHATA 1032 HA JAMOTPHIHH:

Tas3un cxema Ha qo3upane Tpadea ga | 400 mg/neH 400 mg/neH 300 mg/nen | 200 mg/nen
Ce WM3MONI3BA NpU cnupaHe npuemMa | 300 mg/neH 300 mg/nex 225 mg/nen | 150 mg/aeH
Ha: 200 mg/neH 200 mg/aeH 150 mg/nen | 100 mg/neH

(DEHUTOHH
Kapbama3enuH
denobapbuTan
MPUMHUIOH
pudaMnuUKH
NONMHHAaBUP/ pUTOHABHP

Cnupane Ha npuema Ha JexapcTBeHH NpoaykTH, koHTO HE unxubupar nian HE unayuupar
JHAYATE/HO INIIKYPOHHPAHETO HA JJAMOTPHIHH (BX. Touka 4.5):

Ta3u cxema Ha no3upaxe Tpadbea na | IoaabpkaHe Ha TapreTHara A03a, JOCTUrHATA MPYU MOBULLIABAHE HA
C€ HU3MO0N3BA NPH CIIUPAHE Ha nosara (200 mg/neH; pazaeneHa B ABa NpUemMa)

[IPHEMa Ha APYTH NEKapPCTBEHH (ro3oe auanason 100 - 400 mg/nen)

NPOAYKTH, KOUTO HE HHXWOHpaT
HIW HE HHAYLUHUPAT 3HAYHTENHO

FTHOKYPOHWUPAHETO HA JIAMOTPHIMH
[Ipy nauMeHTH, NpHEMAaLIH JIEKAPCTBEHH NPOAYKTH, 38 KOWTO HE Ca W3BECTHHU (PAPMAKOKHHETHYHH
B3aHMOJEHCTBHA C JIJAMOTPHIHH (BX. TOYKa 4.5), CXeMaTa Ha JIeHeHHe, NPENnopPbHaHa 3a JAMOTPHIHH, €
MbPBOHAYANHO Aa C€ NOAALPXA HACTOALLATA 1032 W JIEYCHHETO C JIAMOTPUIMH [1a C€ MPOMEHA Bb3 OCHOBA
Ha KJIMHHYHHS OTTOBOP.

* Ilpu HeoOx0oaUMOCT A03aTa MOXE Ja ce nosuiM a0 400 mg/aen




Tabnruya 5. Bvapacmuu nayuenmu na 18 u nogeye 200uHu — adanmupane Ha OHeGHAMA 003UPOBKA HA
aavompueun cied 0obassne Ha Opy2u Jexapcmeenu NpoOYKmuy Npu aeiesuemo Ha bunosapuo
DPA3cmpoucmeo

Hama xinHUUueH OnUT B aJanTHpaHeTO HA JHEBHATA 4034 HA JJAMOTPUIUH ciiel 10baBaHe HA APYIH
NeKapcTBeHH npoaykru. Obave Ha OCHOBATa Ha M3MWUTBAHHWA 3a B3aUMOIEHCTBUA C ApYIrH
JIEKapCTBEHH MPOAYKTH Morart ObJaT HanpaBeHH Cllie[IHHTE MPENOPHKHMU:

Cxema Ha neueHue HacTogina Ceamuua | Ceamuua 2 Ot ceamuua 3
crabunusrpaila (3ano4Balla ¢ HATATbLK

11033 TAMOTPHIMH nobaBAHETO )
(npeau nodasaHETO)

Hobasane HA BannpoaT (MHXWOUTOP HA MMIOKYPOHHPAHETO HA NAMOTPUIMH — BX. TouKa 4.5), B
3aBHCHMOCT OT MbPBOHAYANHATA 1034 HA IAMOTPUTHH:

Ta3n cxema Ha nosupade TpadBa aa | 200 mg/nen 100 mg/ nen | /la ce noaabpika Ta3u no3a

ce U3N0a3Ba NpH Ao0aBAHE HA (100 mg/nen)

BANPOAT, HE3aBUCHMO OT 300 mg/ neH 150 mg/ nen | da ce nopaspxa Tasu 1032

CbIBTCTBALLHMA NPUEM HA APYTH (150 mg/aeH)

NeKapCTBEHN NPOAYKTH 400 mg/ neH 200 mg/ nen | Jla ce noaabpxka Ta3d 1034
(200 mg/nen)

Jo0aBsiHe HA HHAYKTOPH HA ITIOKYPOHHPAHETO HA JAMOTPHIHH NpH nauneHTH, KoHTo HE npuemar
BAJANPOAT (BXK. TOUka 4.5), B 3aBUCUMOCT OT MbPBOHAYA/IHATA 1034 HA JJAMOTPHIHH:

Ta3un cxema Ha gozupane Tpabea aa | 200 mg/nen 200 mg/ nen | 300 mg/ nen | 400 mg/ neH
ce Wanosizea 6e3 Bannpoar npH

nobaBgaHe Ha HAKOH OT CNEOHHUTE 150 mg/ nex 150 mg/ nen | 225 mg/ nenw | 300 mg/ neH
NEKapCTBEHH NPOAYKTH:

100 mg/ neH 100 mg/ nen | 150 mg/ nen | 200 mg/ nen
(PEHUTOHH

kapbamasenuH
dheHoObapOuTan
MPUMHAOH
pyU(paMnUUHH
JNOTIHHABHP/PUTOHABUP

HobGasane na nekapcreens npoaykTn, KouTo HE nuxubapar nnn HE suaynupar 3HaAUHTEIHO
FAIOKYPOHHPaHETO Ha JAMOTPHIHH (BXK. TO4Ka 4.5):

Ta3u cxema Ha no3upane Tpabea na | Ja ce nogabpka TapreTHara 403a, JOCTMIHATA NPH NOBUIUABAHETO
ce H3noa3Ba rnpyu gobapsHe Ha Ha no3ata (200 mg/nen; nozos auanazod 100-400 mg/neH)

LpYTH NIEKapCTBEHH NMPOAYKTH,
KOWTO HE UHXUOUpAT UK HE
WHAYLHPAT 3HAYHUTENHO
MIOKYPOHUPAHETO Ha JAMOTPHIHH

[lpy nauneHTH, NpUemMaLLH TEKAPCTBEHHU NPOIYKTH, 3@ KOWTO HE Ca H3BECTHH (DapMAKOKHHETHYHH
B3aMMOJEHCTEMS C JIJAMOTPHIMH (BX. TOUKa 4.5), TpabBa na ce H3N03Ba CXE€Ma Ha JICUEHHE KaTo
NMpenopbLaHaTa 3a JaAMOTPHUIHH ¢ €1HOBPEMEHEH NMPHEM Ha BajlNpoar.

Cnupane na aewenuemo ¢ Jlavuxkman npu nayuenmu ¢ 6unoAAPHO pazcmpoticmeo
o Bpeme Ha KJIHMHUYHUTE U3NUTBAHUA He € Hab/11i0AaBaHO YBE/IHYEHHE Ha YECTOTAaTa, TEXeC
BHIA Ha HEKENAHMTE PEAKLMH CNe/ BHE3ANHO CNHpaHe Ha TAMOTPUIHH CIIPAMO Tu1aled




TCAHO MNAUHCHTHUTC MOraT Aa NPEKbCHAT NCYCHUETO C JJTAaMOTPHFHH 6e3 nocreneHHO HaMansBaHe Ha
4034aTa.

Heya u wonowu nod 18 200unu

JlamMuKTan He e oKa3aH 3a NMpUIIoKEHHUE NpHU aeika noa 18 roauHu, Thit KaTO paHIOMU3UPAHO, ¢
NpeycTaHOBABaHE HA rpyUema NMpoyuyBaHe, HE MOKa3Ba 3HaYKWMa €(PUKACHOCT H MOKa3Ba NOBULIEHO
chobulaBaHe Ha CYHMUMAHOCT (BK. Touka 4.4 u 5.1).

Obugu npenopvku 3a 0o3upane Ha Jlavuxman npu cneyuannu 2pynu nayuenmu

/Kenu, npuevmangu XopMoHatHu Konmpayenmusu

[TpuembT Ha komOMHaumMaTa eTuHUEecTpaauon/nesoHoprecTpen (30 pug/150 pg) noBuiaBa KnupbLHCA
Ha TAMOTPHIMH NPUOAMIUTENHO ABa MTbTH, KOSTO NpeH3BHKBA MOHWXXEHUE HA HHBATa Ha
namoTpHrul. Ciel TUTPUpPaHe MOTAT Ja ¢a HEOOXOAUMM NO-BMCOKH NOAABPHKALLN H03H Ha
AAMOTPUIHH (10 ABYKPATHO MO-BUCOKH) 3a NOCTHIaHE HAa MaKCHUMaJIeH TepanesTHueH oTroeop. [1pes
ceaMuLaTa 6€3 npueM Ha KOHTpauenTyB € HabaroaaBaHO ABYKPATHO NOBHIIABAHE HA HUBATa Ha
NaMOTPHUTrHH. He Morat aa 6baaT W3KITIOHEHH 40303aBHCHMH HEXKEIaHU peakuvd. ETo 3awmo kato
MbpBHA U300p TpadBa Na ce pasrnexaa NPUACKEHUETO HA KOHTPALUEeNTHBH Oe3 ,,ceaAMHLa 6e3 xanue™
(HanpuMmep HenpexbCHATH XOPMOHATHW KOHTPALENTHBHY WK HEXOPMOHAJTHH METOAM; BXK. TOUKH 4.4 U
4.5).

Janoyeane Ha npueyM Ha XOPMOHARHY KOHMPAUenmuey NPU NAYUEHMU, KOUMO 6e4e NPUEMAM
nOOOBLPIICAuiu 003U aavompueun u HE npuemam undykmopu Ha 2MOKYPORUDAHEMO HA 1AMOMPULUN
[lonavpkaillata 103a Ha TAMOTPUIrHH B MOBEYETO Ciy4yaHn TpsOBa na ObAe yBennueHa 10 aBa MuTH
(B. TOukH 4.4 1 4.5). [IpenopbyYMTENHO € OT HAUANOTO HA XOPMOHAJIHATA Tepanus A03aTa Ha
NTaMOTpUrud Aa Obae nosuilaeaHa ¢ 50 go 100 mg/aeH Beska ceamuua, cbo0pa3HO WHANBHAYATHHS
KnnHHueH otroeop. [loBuwasanunsTa Ha no3ara He TpaOBa 1a HaABUILIABAT Ta3HW CTETNEH, OCBEH aKO
KNIHHUYHWAT OTIOBOP HE NoAKpens No-rojieéMH NOBUILABAHHS.

Moxke 1a ce obcban U3MEPBAHE HA CEPYMHUTE KOHUEHTPALMH Ha TAMOTPHIHH TNpeiH U Clell
HA4aNoTO Ha NpHEMAa Ha XOPMOHAJIHWTE KOHTPALIENTTHBY 34 MOTBBbPXKAABAHE, Ye Ce MOAAbPHKA
K3XOAHATa KOHLUEHTpaUHa Ha 1amOoTpHuruH. [1p1 HeobxoaumocCT nozata Moxe Aa ObAe ananTUpaHa.
I'Ipu KeHH, NnpueMaluM XOPMOHANHN KOHTPALUMITTHBH, KOWTO BKJIOYBAT €HA ceaAMU1a §e3 aKTHBHO
BewecTBO ('ceaMuLia Oe3 xanue"), TpadBa 1a Obe npocneAsBaHO CEPYMHOTO HUBO Ha TAMOTPHIMH
npe3 ceAAMHUA 3 Ha aKTUBHOTO IeYEHHE, T.€. B JHUTE OT |5 00 21 Ha uMKbBNA HA NpUEMaHE Ha
Tabnerkure. 3aTosa TpAOBa Aa ce oOMHUCTH ynoTpedaTa Ha KOHTpaUenuus 6e3 ceamuua 6e3 xanye
KaTo NICYeHHE MbPBH H300p (HanpuMep HEMPEKBCHATH XOPMOHATHH KOHTPALENTTHBH UJTH
HEXOPMOHAIHH METOM; BXK. TOUKHU 4.4 u 4.5).

Crupane na npuema Ha XOpMOHAIHY KOHMPAYEeNnMusY NPU NAYUSHIMY, KOUMO 8e4e npuemMant
nodO0wpoicauiy o3u ramompuzun ¥ HE npuemam undykmopu na 210KyDOHUParemo Ha JaMompu2un
B noseyeTo ciyydaHn € HEOOXOAUMO NMOANbPIKALLIATA 1033 HA TAMOTPUTKHH Ja 6bae HaMmaneHa ¢ a0 50%
(BK. ToukH 4.4 1 4.5). [lpenopbusa ce nocTteneHHO HaMansBaHe Ha THEBHATA 1034 HA JIAMOTPHTHH C
50-100 mg Bcaxa ceamuua (B cTeneH, HeHaAXBbPAAIA 25% oT ofwara JHEBHA 11034 34 CEAMULA) 3a
nepuoa oT 3 ceAMHULIH, OCBEH aKO KIIMHUYHHAT OTIOBOP HE Hajlara pasiMuHO noseaeHue. Moxe aa ce
00CBHAH HIMEPBAHE HA CEPYMHHUTE KOHLIEHTPALIHH HAa TAMOTPUTHH NPEAH K CIIE/l CTIMPAHE Ha
XOPMOHATHMTE KOHTPALIETTHBY 3a NOTBBPXKAABAHE, Y€ CE MOAAbPAKA H3XOAHATA KOHLUEHTpaLUs Ha
NaMmoTpHruH. [1pH xKeHH, KOUTO XKenaaT Aa crpar mpreMa Ha XOPMOHANeH KOHTPALIENTHB, KOWTO
BK/IIOUBA €IHa CeaMHLIa O€3 akTUBHO BelecTBO ("ceamulia 6e3 xanye™), MPocieAIBaHETO Ha
CEpPYMHOTO HHBO Ha J1aMOTPHIMH TpAGBa a ce NpoBexaa Npe3 ceaAMuLia 3 OT NpHEMA Ha
KOHTpauenTuBa ¢ aKTHBHO BEUWIECTBO, T.€. OT AeH |5 no aed 21 Ha uMkbia Ha npHemaH
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Tabnetkure. [1pe3 nbpBaTta ceaMuua cie TPARHOTO CNUPAHE Ha MPHEMA HA KOHTPALENTHBA HE
TpabGBa na 6baaT B3eMaHHu NpobH 3a OLieHKa HAa HUBATa Ha NAaMOTPHIHH.

Janousane Ha mepanui ¢ AAMOMPUSUH NPU NAYUEHMKY, KOUMO geye npuemam XOPMOHATHU

Koxmpayenmueu
[ loBHullIaBaHeTO Ha J03aTa TPFIGBEI Aa CNCOBa HOPMAIHHUTE NpEnopb4alHi A03H, OIIMCAHH B TabnuunTe.

3anoyeaHe U CNUPAHRE HA RPUEMA HA XOPMOHAAHY KOHMPAYEenMugu npu NAYUEHMKY, KOUMO 6eYe
npuemam nogovpxcauiu 0o3u aamompuzun u IIPHEMAT unoykmopu Ha 21H0KYPOHUPAHEMO HU

JAMOMPULUH
Moxe na He ce HanoXKaT KOPEKLUMH Ha NPenopbYBaHATA MOAABPKALLA 034 JJAMOTPUTHH.

Vnompeba ¢ 0py2u ecmpozen-cbObpucaui npoogyxmu

Jpyry ecTporeH-CbaAbPrKAalllK TEpArnuH, KaTo XOPMOHAITHO 3aMeCTUTENHHU Tepanvu (X3T), MoraT aa
MOBJHAAT Ha namoTpuruH. [lopaan ToBa Moxe Aa € HeODXOOUMO Aa C€ H3BLPLIBA BHUMATENHO
KJAUHHAYHO NPOC/ieaBaHe HA e(peKTHBHOCTTA HA TAMOTPUTHH, BKIOYUTENHO H3MEpPBAHE Ha
KOHLIEHTPaLUMHUTE Ha JIJAMOTPUIHMH, 33 1a C€ OTUETE HEOOXOAUMOCTTA OT KOPUrHpaHe Ha N034aTa, aKo Ce
CYHTa 3a noaxoaqio (BK. Touka 4.4),

Vnompeba ¢ amazanagup/pumonaeup

He 6u Tpabpano na ca He0OXOOUMH KOPEKLHH B NPenopbHBAHOTO MOBUIIIABAHE HA 103aTa Ha
TAMOTPHUIHH, KOraToO NAMOTPHIHH ¢e N00aBs KbM CbLUECTBYBALIA Tepanus OT aTazaHaBUp/pUTOHABUP.
[1py nauMeHTHTE, KOUTO BEYE NPHEMAT NOAABPIKALLK A03H NJAMOTPUIrUH U HE NPUEMaT MHAYKTOPH Ha
FITIOKYPOHRPAHETO Ha JIJAMOTPHIMH, MOXKE 1a C€ HANOXKU NOKa4yBaHE Ha 103aTa Ha JaMOTPUIHH, aKO ce
n00aBAT aTazaHaBUDP/PUTOHABUDP MM A03aTA HA TAMOTPHIHH AA Ce MOHWXKH, aKO NPHEMDBT Ha
aTa’aHasUp/pUTOHABHP ce MpeycraHoBasaea. [Ipocneassane Ha Nna3smMEHHA NaMOTPUIHH TpAOBa na ce
NPOBEXKIA MPEAU K B MPOABKEHHUE HA 2 CEAMHLM Clie[ 3aNM0UBAHETO HITH CIIMPAHETO HA
aTa3aHaBUp/pUTOHABHUP, 3a J1a C€ YCTAHOBM JA/K Ce Hallara KOpeKLHs Ha A03aTa Ha NaMOTPUI#H (BxK.
TO4uKa 4.5).

Ynompeba ¢ ronunasup/pumonasup

He 61 Tpabeano na ca HeoOX0AUMMHU KOPEKLIHHY B NPENOPBHYBAHOTO MOBULLABAHE HA 103aTa Ha
NAMOTPHUIMH, KOTAaTO TAMOTPUIHH ce 100aBa KbM ChLIECTBYBALLA TEPANHA OT NOTTHHABUP/PUTOHABUP.
[Ipy nauMeHTHTE, KOUTO BeYe MPHEMAT MOAAbPIKALLY O03H NAMOTPHIMH W HE MPUEMAT HHAYKTOPH Ha
[MTIOKYPOHHPAHETO Ha NaMOTPUIHH, MOXKE [1a CE HAJTOXH MOKAa4YBaHE Ha A03aTa Ha JIAMOTPHIHH, aKo ce
D00aBAT MONUHABUP/ PUTOHABUD UM A03aTa HA TAMOTPHIHH [1a CE MOHWXKH, aKO NPUEMBT HAa
NONHUHABHP/PUTOHABHP CE NpeycTaHoBsABaBa. [IpocneassaHe Ha ra3MeHHs NaMOTPHrHH TpaOBa na ce
NPOBEXKIa NMpedy U B NPOABIKEHHME Ha 2 CEMULIH Clle] 3an0o4YBaHETO WITH CNUPAHETO HA
JOMUHABUP/PUTOHABUP, 34 A3 C€ YCTAHOBH JallK ce Halara Kopexuus Ha 103aTa Ha 1aMOTPHIHH ( BXK.
TO4KA 4.)).

Hayuenmu 6 nanpeonana ev3pacm (Hao 65 200unu)

He ca HeoOX0aAUMH KOpEKLHH B MPEnopbUBaHUTE CXEMH Ha NeyeHne. PapMaKkOKHHETHKATA Ha
AaMOTPHIHH NPH Ta3K Bb3PacTOBA MPyna He C€ pa3HyaBa 3IHAYMUTENHO OT Ta3M APH MALMEHTHUTE B
No-mjaaa Bb3pacT (BK. TOUKa J.2).

bvbpeurno yapeosicoare
JlamMukTan tpsdBa na ¢e npujaara BHUMATENHO NpH NauueHTH ¢ 6bOpeuHa HexocTaTbuHOCT, [IpH
NALHEHTH B KpacH cTaaui Ha 6b0peUHa HEJOCTATHUYHOCT HAYANHUTE A03H NaMOTPUIrvH TpAOBa Ja ca
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3HAYUTESTHO OBLOPEUHO yBpEXKAaAHE MOXE Aa ¢4 e(PUKACHH HaMAJIEHHU NOAAbPKALUK J03H (BXK. TOUKH
4.4u5.2).

Heproopobro yepexcoane

HavanHarta, nofabpKalarta U 103aTa npy MoBUILIaBaHe TPAOBA 11a C& peayLHpaT MPHOIUIUTENHO ¢
50% npu nauneHTH cve cpeaHoTexko (Child-Pugh crenex B) yepHoapobHo yepexaane v cbe 75%
npu Texko (Child-Pugh crenen C) yepHoapobHo yBpexxnase. Jlozara mpv NoBHIIABAHE M
NoAAbpIKALLATa 1032 TpAOBA 1a € ONPeAeNST B 3aBUCHMOCT OT KJIHHHYHUS OTrOBOp (BXK. Touka 5.2).

HauyuH Ha npunoxeHUe

[lepopanHo npunoxeHue.
4.3 IlpoTuBonokazaHHsA

CBpPBbXUYBCTBHTENIHOCT KbM aKTHBHOTO BEILIECTBO UM KBM HAKOE OT MOMOLUHHTE BEILECTRA,
W30poeHU B T, 6.1.

4.4 CrnensajnH npeiynpexaeHns H NpeaAna3sHa MEePKH NpH ynorpeda

KoxeH 0bpuB

Cb0o01aBaHH ca HEXENAHN PeaKUMK OT CTPaHa Ha KOXKAaTa, KOMTO Ce MPOABABAT IPEe3 MbPBUTE OCEM
CEAMULH OT HAYAIOTO Ha TepanusirTa ¢ 1aMOTpUIruH. IloBeueTo oT 0GpUBHUTE Cca 1EKO MPOSABEHH H
[TOKa3BaT CKJIOHHOCT KbM CaMOOTrpaHH4aBaHe, obaye ca OMUCBaHK U TEXKO NPOosSBeHH 0OPUBH,
H3UCKBALLH OONMHHYHO JleYeHHe U MpeKpaTABaHe NPUaraHeTo Ha JaMoTpurud, Te morar na 6baaT
MOTEHLHATHO XXHBOTO3acTpallaBamy oOpuBH kaTo cuHaApoMa Ha Stevens-Johnson (SJS), TokcH4Ha
enuaepManna Hekponuza (TEN) v nekapcTBeHa peakiysa ¢ €03HHODUINA H CHCTEMHH CHMINITOMU
(DRESS); ¢blllo H3BECTHO KATO CHHAPOM Ha CBPbXYYBCTBHTENHOCT (HSS) (BXK. TOUKa 4.8).

[TpH BB3pacTHH MALIKEHTH, BKAIOYEHH B U3MUTBAHUA, U3NOI3BALUM JIAMOTPUIMH B NPENOPHLUBAHHTE
A03H, HECTOTaTa Ha TEXKKHUTE KOKHHK 0OpUBH € npubnuzutendo 1 cayuait Ha 500 nauueHTH ¢
enunencus. IpudnH3UTENHO MONOBHUHATA OT TE3U CayuaM ca OWIH JOKNAABAHK KaTO CHHAPOM Ha
Stevens-Johnson (1 Ha 1 000). B kAMHUYHM M3MHTBAHUA NPH NAUMEHTH ¢ GUMONAPHO PA3CTPOHCTBO
6posAT Ha HabMonaBaHKTE CYYaH C TeXEK 00pHB € npubnusurenno 1 Ha 1 000.

PUCKBT OT pa3sBUTHE Ha TEXKKH KOXHH OOPUBH NPU Aetia € MO-BHCOK OT TO3M TPH Bb3pacTHU. JlaHHHTE
OT U3MHTBAHUATA [TOKA3BAT, Y€ YeCTOTaTa Ha OOPUBHUTE, CBBP3aHH C XOCTTMTATH3ALIMA NMPH JELA € OT

| Ha 300 no 1 va 100.

Hauannure npossu Ha oOpuB npH Aelia Morar Aa 6bAaT NOrpellHO AMArHOCTHLIMPAHH KaTo
MHpekuus. [Ipes mupeUTE OCEM CeIMULM OT JIEUEHHETO NPH NPOSBH Ha GeBpuanTeT M 06pUB NpH
neua TpadBa 1a ce MMa MpeaBH]L Bb3MOKHOCTTA OT Pa3sBHTHE Ha HEXKEaHA PEAKLIMA, CBbP3aHa C
NMEUYEHHETO ¢ JTAMOTPHIHH.

B nonwjiHeHuWe, pUCKBT 3a pa3BUTHE Ha OOPHUBH 3aBUCH OT:
- IPHEM Ha BUCOKHM Ha4anHH 034 JIRaMOTPUIHH H MPEBUILIABAHE HA TIpeNopbyaHaTa 4034 3a
NOBULLIABAHE (BXK. TOUKA 4.2).
- €JHOBPEMEHHO MpUiIaraHe ¢ Baanpoar (Bx. Touka 4.2).

Ilo BpeMe Ha JICYCHHETO HAa NALMEHTH C aHAMHe3a 32 KOJKeH 0OpUB WK aJIeprys KbM ApYT
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caeq JIEHEHHUE C NaMOTPHUIHH € OKONO TPH MbTH NO-BHCOKA MPH TAKWBA MAaILMEHTH B CPABHEHHE C TE3H
0e3 nogobHa aHaMHe3a.

YcraHosero €, ye anensT HLA-B*1502 npu nuua ¢ aznatcky npousxoa (npeaAMMHO KUTAHUK OT
€THHYECKaTa rpyna XaH 1 TaiJiaHauM) € CBbP3aH C PUCK OT pa3sBUTUE HA CHHIPOM Ha Stevens-
Johnson/rokcuuna enuaepmManHa HEKpPONU3a NMpH JIEHEHHUE C TaMOTPHKHUH. YnoTpeda Ha N1aMOTPHKHH
NpU TaKKMBa NauyeHTH TpAOBa na ObAe BHUMATENHO OOMUCIIEHA, aKO € U3BECTHO, Y€ Ca NMONOKHTENHH

3a HLA-B*1502.

[1pu passutue Ha OOpHB Npu BCHYKHK NMALIMEHTH (BB3PACTHHU W Jiena), € HeoOX0AUM nperiea Ha
MalHeHTa H He3a0aBHO CNHpaHE NPUNOKEHUETO Ha JlaMUKTaN, OCBEH aKO CbC CUTYPHOCT €
YCTAaHOBEHO, u¢ OOPUBLT HE € CBBP3aH ¢ NpHema Ha nekapcrsoTo. [Ipenopbusa ce eueHHeTo ¢
JlamMuKTan aa He ce 3ano4sa OTHOBO NpPH NALUEHTH, KOUTO ¢a FO NPEKbCHANMK Nopaan oOpUB, CBBp3aH
C NPEAULLHO JIEYEHHE C JIAMOTPHIHH, OCBEH aKO MOTEHLUMATHATA 101324 HECbMHEHO Ha/IBULLIABA PHUCKA.
AKO NaLHEHTHT pa3srue CHHAPOM Ha Stevens-Johnson, TOKCHUHA enuaepMaiHa HEKPOJIN3a U
JIeKapCTBEHA peakuns ¢ €O3UHOPHINA U CHCTEMHH CUMNITOMM MPHU NMPHIIOKEHHE HA TAMOTPHIHH,
HUKOra nopeye He TpAORa Aa npuema ToBa NE€KaAPCTBO.

Obpus ¢ cvobiasad 1 kato yacTt ot DRESS; cbU10 H3BECTEH KAaTO CHHAPOM Ha
CBPBXUYBCTBHMTEITHOCT. TOBA ChCTOAHUE BIJTIOUBA PAa3IMYHKA CHCTEMHH CHMNTOMM KaToO MOBUILEHA
TEMNEpaTypa, NMMPAAECHONATHA, OTOK Ha JIMLETO, MPOMEHH B KPbBHATA KAPTHHA, PYHKLIMHTE Ha
yepHHUE ApoD, ObOpeurTEe H acenTHUYEH MEHHHIUT (BX. Touka 4.8). TexxecTTa Ha KIIHHHYHHUTE NPOABH
Ha TO3W CHHIPOM € pa3/IHYHa MPH OTACITHUTE MAUHUEHTH, KATO B PEIKH CIy4aH MOXe Ja JOoBeAe 10
pa3BHTHE Ha IUCEMHHHpPaHa BLTPECHAORA KOarynauma U MyJITHOPraHHa HeJOCTaTbHHOCT. BaxkHo e 1a
C€ HMa NpeaBHA, Y€ PAHHUTE NPOABH HA CBPbXYYBCTBUTEIHOCT (HANpUMep NOBUIIIEHA TEMNEPATYPA,
nuMdaneHonaTrs ) MoraT Aa ce npossat 6e3 nossa Ha oOpue. [Ipu ycraHoBseaHe Ha nonoOHH
MPHU3HALUM H CHMIITOMH € HE0oO0XoAuMa He3abaBHA OLlEHKA HA ChCTOAHMETO Ha MAatUEHTA W CIIMpaHe
NPUNoKEHHETO Ha JIaMHKTan MpH Junca Ha Apyra eTHONOrUs 3a pa3BUTHE Ha TE3H PeaKLIHM.

B noBeueTo cnyuan aCenTHUHHAT MEHHHIUT € 06paTHM NMpH CriMpaHe NpHEMa Ha 1EKapCTBOTO, HO NPH
HAKOH CJyuau ce MOBTaps NpH NOBTOpHA ynotpeba Ha naMoTpuruH. [TosTopHaTa ynorpeba Boau 1o
0bp30 BL30OHOBIBAHE Ha CHMIITOMHTE, KOUTO YECTO €a NMO-TeXKH. [IpMeMbT Ha TAMOTPHIHH HE
TpsbBa a ce Bb306HOBABA NPH MALMEHTH, MPH KOHTO € CIIPSH MOpPagH aCENTHYEH MEHUHIUT,
CBBbP3BAH C MPEAULIHO JIeHEeHHE C TAMOTPHUIHH.

HiMa cb110 choOLUeHHS 3a peaKUuMH Ha POTOMYBCTBUTENIHOCT, CBBP3aHH ¢ yrnoTpedara Ha NaMOTPUTUH
(B2K. TOuKa 4.8). B HAKOJIKO C/lyyas peakuMaTa € HacThMUAA NMPH BUCoKa 103a (400 mg unun noseye),

MpH MOBHIUABAHE HA A03aTa WM NMPH OBP30 BB3XOAALILO TUTPHPaHEe. AKO NPH NaLHUEHT, KOWTO
POABABA NPH3HALIH Ha (POTOUYBCTBHTENHOCT, HMAa CbMHEHHE 3a CBbP3aHa C NaMOTPHUIUH
(GOTOUYBCTBHTENHOCT (HATP. NIPEKOMEPHO CABLHUEBO M3rapase), TpaGBa Aa ce OOMHCIIN NpeKpaTIBaHe
Ha JIEYEHUETO. AKO NMPOAB/KABAHETO HA JICYEHUETO € TAMOTPHUIHH €€ CHMTA 38 KIITHHHYHO
0b0CHOBaHO, NaLMeHTHT TpsaOBa Aa 6bae NockLBETBAH Aa H3GArBa H3araHe Ha CTbHYEBA CBETAHHA U
Ha m3kycTBeHa UV cBeT/IMHA M 113 B3eMa NpeAna3HH MEepPKH (Hanp. H3MOJ3BAHE Ha 3alUMTHO 0bnexno
M CABHLIE3ALIUTHY KPEMOBE).

XemodaroumTHa numdoxucTroumrosa (Haemophagocytic lymphohistiocytosis, HLH)

HLH e cbobuiena npu nauueHTH, KOUTO NprUeMaT NaMOTpUruH (BX. Touka 4.8). HLH ce

XapakTepu3vpa ¢ NpU3HaUM U CHMIITOMH KaTo NMOBHLUEHA TeMNepaTypa, oOprB, HEBPOJOTUUHH
CUMITTOMH, XEMNaTOCIJICHOMEranus, nuM¢paneHoNnaTua, LMTONEHHH, BHCOKH CTOMHOCTH Ha
(epUTHH, XHNEPTPHIITHUEPHIEMHA, OTICIOHEHUS BbB GYHKLHATA HA YepHUs Apob H K
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CHMATOMUTE HACTBIBAT OOUKHOBEHO B PAMKHTE HA 4 CEAMHLIH OT HAYANOTO HA NIEYEHHETO.
XeMogarouuTHaTa TUMPOXHCTHOUMTO3a MOXKE Ja Obae )KUBOTO3acTpallapalla.

[TaitmentTuTe TpsadBa na 6baaT HHPOPMHUPAHU 32 CUMNTOMUTE, CBbp3aHu ¢ HLH v tpaGea na 6naar
NMOCHLBETBAHHU Aa NMOTHLPCAT He3abaBHO MEAULMHCKA MOMOLL, aKO NOJYYaT T€3U CUMIITOMM, NO BpeMe
Ha NEYEHUETO C NAMOTPHUTHH.

He3abaBHO OueHETE CHCTOAHHETO HA NALUMEHTHTE, KOUTO Pa3BUBAT TE3H NPUIHALH H CHMIITOMMU U
obmucnete amardoza HLH. IlpueMbT Ha namMorpurud Tpabsa HezabaBHO Aa ¢ce NpeyCcTaHOBU OCBEH

4KO MOXKC J1a C€ YCTAHOBH Apyra €THOJIOrni 3a pazBUTHETO Ha TE3H PCAKLIMH.

BrowasaHe Ha KNMHHYHOTO CbCTOSHHUE H CYHLIMACH PUCK

[1py naunenTH, nexysanu ¢ AEJI no paznuyuHM nokasaHus ca cbo0LIABAHW CYWLIHLAHH MUCITH U
nogeacHUe. EAMH MeTa-aHanu3 Ha paHAOMH3UPaHH MNaLeb0-KOHTPOJIUpaHU W3NUTBaHKA Ha AEJI
CHULO € MOKa3an He3HAYUTETHO MOBHUIUEH PUCK OT CYHUMAHA MHCIH U NoBeeHHe. MexaHu3MbT Ha
TO3H PUCK HE € ACEeH W HATWYHHTE JAHHU HE U3K/IIOUBAT BB3MOXKHOCTTA 32 NOBULLIEH PUCK NTPH
NaMOTPUIHH,

3aToBa, nauneHTHTE TpabBa na ObaaT NpocNeAABAHH 3a NIPH3HALM HA CYHUHAHH MHUCIIM H NOBECHHUE
U TpsOBa Na ce UMa NpeABU CHLOTBETHO NedeHue. Ha nauyeHTHTe (M XOpaTa, KOUTO Ce rpHXKaT 3a TAX)
TpAOBa Ja ce 00bpHE BHUMAHHKE A NOTHLPCAT JIEKAPCKH CHBET, B CJTy4aii 4ye ce NOoABAT APH3HALM Ha
CYHULIMOHU MUCJIU U MOBEACHHE.

[Ipu nauueHTUTE C OHMONAPHO pa3CTPONCTBO MOXKE A4 HACTHIIAT BIOLLIABAHE HA AENPECHBHUTE
CHMNTOMH W/HJIM NMOABA Ha CYHLNIHOCT HE3aBUCUMO Aa/IM NPHEMAT HIIH HE NPHEMAT JIEKapCTBa 34
NedeHHe Ha OHUMOIAPHO pa3CTPOMUCTBO, BKIIKUUTENHO JlaMukTan. 3aToBa, NALUEHTHTE, MPHEMALUH
JlamukTan 3a bunongpHo pascTporicTeo TpsaOBa Aa ObAaT BHUMATENHO NPOCNEAABAHH 33 BIOILIABAHE
HA CBCTOAHHETO ( BKIIOUHTENHO NOABA HA HOBH CUMIITOMH) H 3a CYHLIMAHOCT, 0OCOOEHO B HAYANOTO Ha
Kypca Ha N€UYE€HHE WIIH NPH NPOMEHU Ha Ao3arta. HAaKou nauueHTH, KaTo HanpHMep Takusa ¢ aHaMHe3a
32 CYWLIMHO NMOBEAECHHUE WM MHCIIH, BB3PACTHH B MJIaAa Bb3PAacT MITH NALMEHTH ChC CHITHO W3pa3eHH
CyMLIMAHH HIOEHU MPEAH HAYAIOTO HA NEYEHHUETO, H3rNEXKAA Ca C NO-BUCOK PHUCK 3a MUCAHM U OTNKUTH 3a
caMoyouicTeo ¥ TpadBa na 6baaT NpocsieISBaHY BHHMATEJTHO 10 BPEME Ha JIeUEHHETO.

TPHGBH aa ¢ce oOMMHCIH NMPpOMiAHA Ha CXCMATA 34 JICHCHHE, BKJIROYHTCTHO BB3MOXKHO TNPEeYCTAHOBABAHE

NpHeMa Ha NEKapCTBOTO, NPH NALHUEHTH C BAOIUABAHE HA KIIMHUYHOTO ChCTOAHHE ( BKITOUUTENHO
NosiBa HA HOBH CHMNTOMH) W/ M/TH NOABA HA CYHLIHOHH MUCIH/TOBEAEHHE, OCOOEHO aKO CHMIITOMMTE

Ca TCKKH, BHE3AMMHO NOABABALIM CC UJIH HC Ca HACT OT HACTOALLIMTE CUMIITOMU Ha MaLlMEeHTa.

EdekT Ha eCTPOreH-ChAbPKALIH NPOAYKTH, BKIIIOYHTENHO XOPMOHANHH KOHTPALIENITHBH, BLPXY
ehUKaCHOCTTA HA IAMOTPHIHH

YcraHOBEHO €, ue koMOrHauMaTa eTuHrunecTpagnon/nesoHoprectpen (30 ug/150 pg) nosuinasa
KIIMpBHCA Ha TAMOTPHUIUH NPUOIM3UTENIHO ABA ITLTH, KOETO BOAH IO HaMalABaHe Ha HUBATA Ha
JMaMOTPHUIrUH (BxK. ToOuKa 4.5). [loHn:KaBaHeTO HA HUBATZ HA TAMOTPUIHH € CBBLP3aHO ChC 3aryba Ha
KOHTPOJ1 BbpXY NPUAATBLUMTE. 32 MOCTUraHE HA MAKCHMAJIEH TEPANEBTUUEH OTFOBOP B MOBEYETO
CJIyYaH MOXe Aa € HeOOX0AHUMO Upe3 THTPUPAHE Ja ¢e AOCTUIHAT MO-BUCOKU NOAABPKAUIH 103H Ha
NaMOTPHIHH (MpUONU3UTENHO ABa NbTH NO-BUCOKHK). [IpH nNpeycTaHOBABaHETO HA NpUEMa Ha
XOPMOHATHWTE KOHTPALENTHBH, KMUPBHCHLT Ha JIJAMOTPUIrHH MOXE J1a HaMaJjiee HanoI0OBHHaA.
[ToBHlIaBaHETO Ha KOHLIEHTPAUHHTE HA NAaMOTPHIHH MOXeE Aa Oblle CBBLP3aHO ¢ 10303aBHCH




IIpy skeHH, KOWTO He npUeMaT UHHAYKTOP Ha INHOKYPOHUPAHETO HA JTAMOTPUIMH H Ca HA XOPMOHANEeH
KOHTpaLE{ITHB, YHATO CXEMa BKNIOYBA ¢1HA CEAMHLIA HA HEAKTHBHO JieueHHe (ceaMuLa be3 npuem Ha
KOHTPALENTHBRA), € YCTAHOBEHO NOCTENEHHO BPEMEHHO NOKAUBaHe H&a HUBATA HA JIAMOTPUIMH MO
BpeMe Ha ceqMuiiaTa 0e3 npueM Ha KOHTpallenTHRa (BXK. Touka 4.2). BapyuauuuTe B HUBaTa Ha
JIAMOTPUrMH OT TO3H NOPAIBK MOraT 1a 6baT CBbP3aHH C HEXKEJIaHW peaKUHH. 3aToBa TpsaOBa ja ce
obmucin ynorpebata Ha koHTpauenuusa 6e3 ceamuiia Oe3 npHeM Ha KOHTPALENTHBA KAaTo JI€YEHHE OT
NbpBa NHHUA (HaNpUMEP NPOABKHTENIHA XOPMOHAIHA KOHTPAaLENLMA MM HEXOPMOHANHH METOIH).

He ca nposexxaadu npoy4saHus 3a B3aUMOAEHCTBHA C APYTH NEPOPATHH KOHTPALIENTHBH UK JPYIH
eCTPOreH-CbaAbPKALIM TEpANUK (KaTo X3T) ¥ NaMOTPHUruH, BLAPEKKN Y€ € Bb3MOXCHO T€ Ja MOBNHAAT

¢apMaKOKHHETHYHUTE NapaMeTPH Ha TAMOTPHIKHH MO NoJo0EH HauHH.,

EdexTy Ha naMOTPUrHH BbpXY ehHKACHOCTTA HA XOPMOHANHHUTE KOHTPALIENTHBH

Pe3yntaTuTe oT npoyusaHe 3a B3aUMOACHCTBUA NpH 16 3apaBi 10OpOBONIKK NOKA3BAT, Y€ NPH
€XHOBPEMEHEH NPHUEM HA NAMOTPHIHH U XOPMOHANEH KOHTpauenTus { KOMOHHaLUS
ETHHHUJIECTPAAHOI/IEBOHOPrecTPEN) € HAULE YMEPEHO YBEJIMUEHHE Ha KJIIHPBbHCA Ha JIEBOHOPrecTpe.
H MPOMEHH B cepyMHUTE ponukyncTuMynupaul xopmoH (FSH) u nyreununsnpamt xopmon (LH) (Bx.
TOYKa 4.5). He e U3ACHEHO BAUAHUETO Ha T€3U NPOMEHH BBPXY OBAPUATHATA OBYJIATOPHA aKTHBHOCT.
He Moxke obaue na 6bae H3KIIOYEHa BB3IMOXKHOCTTA NMPH HAKOW MaLUKEHTH, NPHEMALLM JTAMOTPUIWH
33€/1HO ¢ XOPMOHATHA KOHTPAUENTUBH, TE3W NPOMEHH 1a NPEAM3BHKAT HAMAISBAHE Ha
KOHTpAaLENTHBHATA €(PUKaCHOCT. 3aTOBA, Te3H NAaLHEHTKH TPAOBa na 6bAaT HHCTPYKTUpaAHHK Na
CHOOLLABAT 3d@ NPOMEHHU B MEHCTPYaJIHUSA CH UMKBJ, HATIP. MHTEPMEHCTPYATHO KbPBEHE,

AdunxuapodonaTpeaykrasa

JlamoTpHruH uma cnab uHxnOHUTOpeH edexT BLPXY penykTa3zara Ha auxuapodonnesata kucenuHa. [o
TasH MPUYHHA MPH NPOIBIDKUTENHO JIEHeHHE MOXKE Aa NMOoBAUsAE GonaTHHA MeTadOH3BLM (BXK. TOUKA
4.6). Bunpeku ToBa, NpH NPOABLIKHTENHO JIEUEHHE C NAMOTPUTHH MPH X0Opa HE C& YCTAHOBABAT
3HAYMTEJTHH NPOMEHH B XEMOTITIOONHOBATA KOHUEHTpalMA, CpeAHHUA 06eM Ha epHTPOLIUTHUTE H
CCPYMHHWTE HITH €PHTPOLIMTHHM KOHLIEHTPALIMK Ha ¢onar 3a nepuoj A0 eaHa roadHa. He ce ycTaHoBaBa
MPOMAHA W B KOHUEHTpauunTe Ha Gonar B epUTPOLIMTHTE 33 NEPHO A0 5 TOAHHH.

brOpeyHa HEAOCTATHLYHOCT

[1pn u3cnenpaHnsa Ha NALMEHTH C TEPMUHATHA ObOpEUHa HEAOCTATHYHOCT NPH NPUIOKEHHE HA
€IHOKpAaTHA 1033 JJAMOTPHIHH HE C¢ YCTAaHOBABAT 3HAYHMHU NPOMEHH B IJIa3MEHUTE KOHUECHTPALHU Ha

NaMOTPHIUH. BhIipekH TOBa, MOXe na Oblie OuaKBaHO HATPYMBAHE HA MTIOKYPOHUPAHHSA MeTa0OoMUT
Ha npoaykTa. [IpenopbuBa ce NOBHILIEHO BHUMaHHME NpH JiedeHHe Ha NaUUeHTH ¢ 6bOpeuna

HCOOCTATbYHOCT.

[1alHEHTH, NEKYBaHH € APYIH NPOAYKTH, ChIAbPAKALIH JIAMOTPHIHH

JlaMukTan He TpadBa na ce npuaara 6e3 KOHCYATAUMS C JieKap MPH NaLUEHTH, TEKYBaHU
MOHACTOAUWEM C APYTH NPOAYKTH, ChAbLPAKALLH JAMOTPHIHH.

EKI” tvn Brugada w apyru HapyuieHus Ha cbpieYHUA PUTBM M NPOBOIUMOCTTA

[1pu nauMeHTH, NeKyBaH# ¢ TAMOTPHIHH, € ChOOLEHO 32 APUTMOTEHHO HapYLUEHHE Cb
ST-T aHomanusa u xapaktepeH 3a cuaapoMa Ha Brugada tun EKI'. Bb3 ocHoBa Ha in
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NAMOTPHIMH MOTEHLUHUATIHO MOXKE J1a 3abapn KaMepHaTa NpOBOAUMOCT (pa3wupaBaHe Ha QRS) 1 aa
WHAYLHPA NPOapUTMHSA B TEPANEBTHYHO 3HAUMMU KOHLICHTPALMHA NPH NALMEHTH CHC CHPACYHHU
3a0onaBanus. JJaMOTpHUIHH AelicTBa KaTo ¢1abo aHTHAPpUTMUYHO cpeacTBO OT knac IB cbe cBbp3anu
NOTEHUHANTHH PUCKOBE 33 CEPUO3HU WM JIETANTHH CbpACYHH CHONTHA. EAHOBPEMEHHOTO NPUNOKEHUE
Ha Apyru ONOKEpH Ha HATPHEBHTE KAHAIH MOXKE JOMBbIHHUTENHO 1A NOBHILU PUCKOBETE (BK.

Touka 5.3). B repanesTuunyn 0034 a0 400 mg/nen namoTpUruH He 3abaBs KaMepHaTa NPOBOAUMOCT
(paswnpasane Ha QRS) 1 He npuuKHABa yabmkasaHe H2 QT npy 34paBH 1vua B UAJOCTHO
npoyusaHe Ha QT. YnorpebaTa Ha 1amoTpurnH TpabBa BHUMATENHO Aa c€ OOMUCH NPH NMALKEHTH ¢
KITHHHYHO 3HAYWMU CTPYKTYPHH HITH PYHKLMOHAHH CbPACYHH 3a00/19BAHUA KATO CHHAPOM Ha
Brugada wnu apyru cbpaevHH KaHanonaTvM, ChpaeyHa HEAOCTATBYHOCT, HCXEMHUHA OONECT HA
CHPLETO, ChpACUSH DNOK HIH KAMEPHH apUTMUHK. AKO ynotpebaTta Ha TaMOTPHUIHH € KNTHHHYHO
OMpaBAaHa NpH TE€3H MaLHEHTH, TpAOBA na ce OOMHCIH KOHCYJITALIMA € KapAMKOJIOr, NPeau Aa ce
3a710MHE NPUNOKEHHE HA IAMOTPUIHH.

[loMoLIIHH BellecTBA

JlamukTan TabneTku 3a AbBUCHE/AUCTIEpPryupally ce TabNeTKH ChABPXKAT No-Majko ot | mmol HaTpwit
(23 mg) Ha Tabnerka, T.e. MOXKE A C€ KaXKe, Ye NPAKTHUECKH HE ChABKAT HATPHIA.

Pa3suTHE HA AeuaTa

HaMa naHHU 32 edexTa Ha TAMOTPUTHH BbPXY PacTexa, MNoJIOBOTO Ch3pABAHE H KOrHHTHBHOTO,
EMOLIMOHAJTHOTO M MOBEICHYECKOTO PAa3BUTHE HA AeLaTa.

[IpennasHu MepkH NpU eNUIencus

Kakro npu apyru AEJI, BHe3anHOTO cnupaHe Ha npHema Ha JlaMuKTan Moxe fa AoBeae N0 HOBa
nossa Ha npunaabuUH. Jlosara Ha Jlamukran Tpabea na 6bae HamMansBaHa NOCTENEHHO 33 NEPHO OT
[IB€ CEIMMLIH, OCBEH NPH CHLOOpaXkeHHs 3a Oe3onacHOCT (Hanp. oOpHB), M3UCKBALLU PA3KO
IPEKPATABAHE Ha JICUCHUETO,

Cnopen 2aHHHW OT IMTEpaTypaTa NpH NAUMEHTH C TEXKKK KOHBYJICHBHH (POPMH Ha ENHIETICHA,
BKJTIOUYMTENHO status epilepticus, MOxe aa ce pazsue pabaoOMHONH3a, MYJITHOpraHHa JUCHYHKUHNSA W
JHCEMHHHpaHa BbTPECHAOBA KOAryaailus, B HAKOM CAy4aM ¢ JieTaneH u3xoa. OnucBanu ca nogobHH
CNY4aH, CBLP3aHHU € NPWIOKEHHETO Ha NAMOTPHUTHH.

Moke aa ce HabnoaaBa KIMHHYHO 3HAYHMO B/IOLLABAHE B YECTOTATA HA NPHNAABLIUTE BMECTO
noxoOpeHue, [Tpy NauMeHTH ¢ noBeYe OT €AMH THI NPUNAabLLUM, YCTAHOBEHATA N0J13a OT KOHTPO/IA Ha
€/IMH THN NpUnageK Tpsadea na ObAe npeLeHeHa cpellly KakBOTO U Aa € HabAI0AaBaHO BAOLIABAHE NPH
NAPYTHUTE THNIOBE NPHNAIBLIM.

MHoKNOHHYHUTE NpUNaabUHX MOXKeE Aa ObAaT BAOLIEHA OT NaMOTPHIHH.
Hanunue e npeanonoxeHue oT HanMUHUTE JaHHH, Y€ OTFOBOPHTE NP1 KOMOMHALIMATA C EH3UMHH
WHIOYKTOPY ca Nno-ciiabu B cpaBHEHUe ¢ KOMOMHALIMATA ¢ AHTHENMNENTHYHHN ar€HTH, KOUTO HE

UHIYUMpaT €H3KWMM. [IpHunHaTa He e U3dCHeHa.

[lpn aeua, KOUTO NPUEMAT NIAMOTPHIHH 3a IC4CHHE HAa THNHYHH a6CaHCH, € BL3MOXKHO eHKACHOCTTa
14 HE ce NOAAbP’KA NPH BCHUKH NALIHEHTH.
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[IpeanazHu MEPKH NpH OUNONAPHO pa3cTPORCTBO

Heya u ronowu noo 18 zoounu
JIeYEHHeTO ¢ AHTUETIPECAHTH € CBhP3aHO C MOBHULLEH PUCK OT CYMUHMAHH MHUCIHM H MOBEACHHE TIPH
JeLla v IOHOLUH C TOJIAM AENPECHBEH €NHU30 U APYrHd NICUXHATPUYHU Pa3CTPOHCTBA.

4.5 BsanmoaeiicTBHE ¢ APYIH JIeKaPCTBEHH NPOAYKTH H APYrH pOPMH HA B32aHMOACHCTBHE
[TpoyuBaHus 3a B3aMMOACACTBUATA Ca NPOBEXAAHH CaMO NMPH BB3PACTHH.

YcTranoBeHo ¢, ue ypuaud-3'-aupocdo (UDP)-rnrokyporun rpancdepaszure (UGTS) ca eHsumure,
OTTOBOPHH 3a MeTaboJiM3Ma Ha 1aMOTpUrUH. CnenoBaTeTHO JieKapcTBaTa, KOWTO HHAYUMPAT HITH
HHXHOUDPAT IIIIOKY pPOHHPAHETO, MOXKE Aa NOBIHAAT NMPUBHAHUS KIIMPBHC HA NaMOTPUrUH. CUNTHHTE
H/IK YMEPEHHUTE UHAYKTOPH Ha eH3uM UHTOXpoM P450 3A4 (CYP3A4), 3a KOUTO € U3BECTHO, ue
nuayuupat UGTs, cbuo Moxe 1a yCKopAT MeTabonru3Ma Ha NaMOTPUIHH. HAMa AaHHU 332 KIIMHUYHO
3HAYHMH HHAYKLUHA HITH HHXHOKpaHe Ha uMToxpoMm P 450 eH3nMHTE, NpHUMHEHN OT NAMOTPHUTHH.
JlaMOTpHIHH MOKe 1a HHAYUMpa CBOA COOCTBEH METabONH3bM, KaTo TO3H e(PeKT € YMEPEHO NpPOABEH
W HAMA KJIIHHHYHO 3HAYUMH MOCAEICTBHS.

Te3wn nekapcTsa, 3a KOMTO € IOKA3aHO, Y€ UMAT KIMHHYHO 3HaYMMO Bb3ACHCTBUE BHPXY
KOHLEHTpauHaTa Ha TAMOTPHIHH, ca ntocoueH# B Tabnuua 6. CneunduyHUTE yKa3aHUA 3a J03UpPaHE
Ha Te€3H JIEKapCTBa, ca npeacraseHH B Touka 4.2. B nonmsnHeHue tasu tabnuua n3dpoasa tesu
NIEKapCTBa, 33 KOUTO € J0Ka3aHO, Y€ HMAT MaJTbK MU HAMAT €(EKT BLPXY KOHLIEHTPALUATE HA
NaMOTPHUrHH. Ilo npUHLMN HEe Ce OYaKBa €AHOBPEMEHHOTO NpPU/IaraHe Ha TaKHBa JIEKApCTBa 1A JOBEAE
A0 HAKAKBO KJIHHHYHO Bb3ACHCTBHE. Bunpeku ToBa TpabBa na ce 06bpHe BHUMaHHE Ha NALIMEHTH,
YHUATO ENUIENCHUA € OCOOEHO HYBCTBMTENIHA KbM KOJle0aHHATA B KOHLEHTPALMHTE HA JIAMOTPHUTHH.

Tabauya 6: Echexmu na nexapcmeenu npooykmu 8bpXy KOHYEHMPAyuwima Ha AaMOmpu2ut

JlekapcTBEeHH NPOAYKTH, JlekapcTBeHH NPOJYKTH, KOHTO JIexapcTBEHH NPOAYKTH, KOHTO
KOHTO NOBHINABAT NOHHKABAT KOHIEHTPAUHATA HA HMAaT Ma/TLK WIH HAMAT epeKT
KOHUCHTpPANHSATA HA JaMOTPHTHH BLPXY KOHIEHTPANHATA HA
JAMOTPHIHH JIAMOTPHIHH
Bannpoar ATa3zaHaBup/puTOoHaBUp* Apununpasod
KapbamazenuH bynponuox
KombunaumsaTa Mdenbamar
€THHHUJIECTPAIHOJ/ IeBOHOprecTpen™
JlonuHasnp/pHTOHaBHP ["abaneHTHH
MdeHobapbuTan Jlaxozamna
DeHUTOHH JleseTupaueTam
[IpMmuaoH JIuThit
Pudamnvums Onanzanuu
Oxkckapbasenuy
[lapaueramon
[lepamnaHen
[perabanuu
Tonupamar
3oHH3aMH]

*3a ykazanud 3a A03UpaHe BHXKTE TOUKA 4.2, CbILO 32 KEHH, MPHEMALIH XOPMOHATHH KO
BHXXTE ChILO TO4Ka 4.4
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B3auMoacHCTBYA ¢ aHTUENUAENTHYHHA JICKAPCTBA

Bannpoat, koiTo HHXHOKpa rIHOKYpOHHUPAHETO HAa NAaMOTPHIHUH, 3a0aBs MeTabonu3Ma Ha JaMOTPHIHH
U YABKABA CPEAHUS TIONYKUBOT Ha TAMOTPUTHH NpUONU3MTENHO ABa MbTH. [1py nauueHTy,
NMO/JIOKEHH Ha ChITETCTBALLA TEpanua ¢ BANPoaT, TpaOra aa ObAe npuaarad noaxoasw neyedeH
naaH (BX. Touka 4.2).

Onpenenenu AEJI (kato dpeantonH, kapGamazenun, heHOGapOUTAN U MPUMKHIOH ), KOUTO AKTHBUPAT
tuToXpom P450 ensumure, nnayumpar cuito UGTs u cneaoBareHo yckopsasaT MeTabonu3Ma Ha
namMoTpuruH. Ilpn nauMeHTH, Noy4asailm cCbObTCTRALLA Tepanus ¢ PeHUTOHH, KapbamMalenuH,
¢penobapburan unu npumMKLoH Tpabea ga 6bae npwiaraHa NOAXOAALLA TepaneBTHYHA cXeMa (BixK.
TOUKA 4.2).

[lpy BKNlOUBaHE Ha KapDaMas3enuH B XOAa Ha JIEUEHHUE C JTAMOTPHUIHH Ce OMUCBA Pa3BHTHE Ha
CUMNTOMH OT CTPaHAa Ha UEHTpaIHATaA HEPBHA CUCTEMA, BKIHOUYMTEAHO 3aMassHOCT, aTaKCHA, ABOHHO
BHXAAHE, 3aMBIIICHO 3pE€HHE H rageHe. Te3d rnposBv 0OMKHOBEHO H34E3BAT NPH HAMAJIBaHE Ha
Ao3aTa Ha KapbamasenuH. [TorobHu edexru ca HabmoaaBaHW MO BpeMe Ha H3NUTBAHE ¢ TAMOTPHUIMH
W OKCKapOasernuH MpH 34paBy Bb3pacTHU JOOPOBOIILIM, HO HE € MPOYYBaHO HAMAJIABAHE HA 03aTa.

B nutepaTtypara uMa ChOOIIEHHS 32 NOHH)KEHH HUBA HA IAMOTPHIHH MPH NPHEM HA TAMOTPHUIHH B
KOMOHHaLH ¢ okckapbaszenuH. Obaye, B NpOCNIEKTUBHO NMPOYYBAHE NPH Bb3PACTHH 3APaBy
A00poBOIUM MPH npHem Ha 103¢U oT 200 mg namMotpuruH u 1 200 mg okckapbasenuH, € yCTaHOBEHO,
4e okckapbasenuH He npomeHs MeTaboNMH3Ma Ha NaMOTPUIHH H TAMOTPHIHH HE MPOMEHS
MeTabonu3Ma Ha okckapbasenuH. 3aToBa NPy MAUMEHTH, NPUEMALLIK CHLITETCTBALLA TEPANHS C
oxckapbazenuH, TpsAdBa 1a ce H3N0/3Ba CXeMa Ha JiedeHHe 338 KOMOWHHpPaHa Tepanus ¢ JaMOTPHIHH
0e3 sannpoat v 6e3 HHAYKTOPH Ha MMIOKYPOHHPAHETO HA NAMOTPHIKH (BX. Touka 4.2).

[pu npoyusaHe che 3apasn n0GPOBONLIM, EAHOBPEMERHOTO NpunoxeHue Ha genbamar (1 200 mg npa
MbTH AHEBHO) ¢ NaMOTPUruH (100 mg aBa nbTH AHEBHO 3a 10 JHHU) HE e A0BE0 A0 KIHHWYHO
3HAYMMH e(EKTH BbPXY (PapMaKOKWUHETHKATA HA TAMOTPMIHH.

Ha ocHoBaTa Ha peTpoCNEKTHBEH aHANM3 Ha TUIA3MEHHMTE HUBA MPH MALUMEHTH, IPUEMAIIH N1AMOTPHIHH
C W 0e3 radaneHTHH, H3rexaa ye rabaneHTHH He NPOMEHA KIIMPBHHCA Ha JTAMOTPHIHUH.

[ToreHuuanuuTe B3aMMOAEHCTBHA MEXAY N€BETUPALIETAM M JAMOTPHIHH Ca U3CJIEABAHH YPE3 OLEHKA
Ha CEPYMHHTE KOHUEHTPAUMH HA JIBETE JICKAPCTBa NO BpeMe Ha M1aueb0-KOHTPOIUPaHH KAMHUYHA
H3NWUTBaHWA. Te3n naHHHW NOKAa3BaT, Y€ JJAMOTPHIHH HE NOBIHABA (hapMaKOKHHETHKATa Ha
NEBETHpALIETaM M Ye JIEBETHpALIETAM He NOB/IMABA (PapMaKOKHHETHKATA Ha JJAMOTPHIHH,

Haii-Hncknre nnazMeHn KOHLEHTpaLMK Ha TaMOTPHIHH B CTALHOHAPHO CCTOSHHME HE e NOBIUSBaT
OT CHIIBTCTBAWMA NpHeM Ha nperabanux (200 mg, 3 nbTH Ha aeH). He ca yeTaHoBeHU
PapMaKOKHHETHYHH B3aUMOAEHCTBHA MEXAY TAMOTPHIMH U nperabaiuH.

Tonupamar He NpeIM3BMKBA MPOMSHA B [UTA3MEHHTE KOHLEHTPALMM Ha NamMoTpHTuH. [TpunoxeHueTo
Ha NAaMOTPHUIMH BOIK N0 15% noBUINaBaHe Ha KOHLEHTPALMHUTE HA TOMHpaMAaT.

B enHo nanuTBaHe NpH NAUMEHTH C ENUNENCHs, eAHOBPEMEHHUAT NPHEM Ha 30HH3amud (200 10

400 mg/nen) ¢ namorpurun (150 10 500 mg/nen) 3a 35 aHKM He e nOBEN A0 3HAYUMH €DEKTH BBPXY
dbapmakoKWHETHKATa HA JIAMOTPHTHH.
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[1naameHuTe KOHUEHTPALMH HA NAMOTPUIMH HE ce MOBJMABAT OT CHNBTCTBAUIMA NPUEM HA JTAKO3aMM/L
(200, 400 nnn 600 mg/neH) B mnauebO-KOHTPOJUPAHH KITHHHYHHA U3MUTBAHUA MTPH AALUUEHTH C
npunaxbUy ¢ GpoKaTHO HAHANO.

B cbopeH aHanu3 Ha JAaHHMUTE OT TPH NNaLEe00-KOHTPOJIUPAHH KIHUHHYHH H3MUTBAHUS, H3C/ICABALLN
KOMOMHHpaH NpHeM Ha NMepaMnaHes NpH NALUEHTH ¢ NMPHNAAbLUHM ¢ OKANHO HAYANI0 H ITBPBUYHO
reHepalH3MpaHy TOHUYHO-KIIOHHYHH NPUNaabLUK, HAal-BUCOKATA OLICHEHA 1032 nepaMmnaHe;

(12 mg/nen) noBuiuasa KAMPBHCA Ha JTAMOTPHUIHH ¢ Mo-Maiko oT 10%.

Bbnpeku ue ca cbo011aBaHH NPOMEHK B MNAa3MEHHUTE KOHUEHTpauuK Ha apyru AEJL, 8
KOHTPOJIMPAHHUTE U3NHTBAHWA HE € YCTAHOBEHO JJAMOTPUTHH Ja NOBJAUABA NA3MEHHTE KOHUEHTPALHH
Ha eHOBpeMeHHO npunaraiute AEJL. Jlanuure OT in vitro N3NUTBAHUA NOKA3BAT, Y€ NAMOTPHIHH HE
H3MecTBa apyru AEJ] oT MecTaTa Ha CBBP3BAHETO UM C TUIa3MEHHTE MPOTEUHH.

B3anMoeHCTBUA ¢ APYIH NCUXOAKTUBHH areHTH

DapMaKOKHHETHYHHTE CBOHCTBA HA IMTHI crien mpHem Ha 2 g 6e3B0AeH IUTHEB TJTIOKOHAT, NPpUEMaH
JBa MbTH AHEBHO 3a WECT AHM OT 20 3apasH JiMlia, He C€ MPOMEHAT NP1 €JHOBPEMEHHOTO MY
npunaraHe ¢se 100 mg AHEBHO NaMOTPHUIHH.

MHOroKpaTHHTE nepopanHu A03u 6yIpoNMOH He OKa3BaT CTATUCTHUYECKU 3HAYMUMH e(PEKTH BLPXY
¢dbapmaKkOKHHETHKATa HA €IHOKPAaTHA 032 TAMOTPHIHH NpH 12 Kua, KaTo e HabmoaaBaHo caMo NeKo
yBearyeHHe Ha AUC Ha NaMOTPHMIKH FHOKYPOHHU.

[1py €AHO M3INKUTBAHE CLC 3APABH BB3PACTHH J0OPOBONLM NPUEMDT Ha | 5 mg onaH3anyH noHHKaBa
AUC 1 Crax Ha TAMOTPUIHMH CHOTBETHO cpeHo ¢ 24% u 20%. YcTaHOBeHO €, 4e npuem Ha 200 mg
JIaMOTPHIHH HE NMOBAUABA (PAPMAKOKHHETHKATA Ha ONaH3amNMH.

MHOroKpaTHHTE NEPOPAJIHH A03M NaMOTpuruH oT 400 mg qHEBHO He OKA3BaT 3HAYMM KNHHWYEH
e(exT BLPXY (hapMaKOKMHETHKATa Ha eHOKPATHA J03a OT 2 mg pUCrepuaoH npu 14 3apasu
Bb3pacTHH nobpososiud. Cnen eAHOBpEMEHEH MPHEM HA PUCTIEPH/IOH 2 Mg C NAMOTPUTHH, 12 oT
14 nobposonun cHob1aBaT 3a CHHIMBOCT, B cpaBHeHHe ¢ | 0T 20 npu caMOCTOSTENEH NPHEM Ha
PUCNEPHAOH, H HUTO €IHH MPH CAMOCTOATENHHUA TTPUEM HA JTAMOTPHUIHH.

B npoyusaHe npu 18 Bb3pacTHH nauneHTH ¢ THN | GUNONApHO pa3cTPOHCTBO, NPHEMALLH JTAMOTPHTHH
no yCTaHOBeHaTa cxema Ha nos3vpaHe (100-400 mg/nen), no3uTe HA apUNKNPa3o ¢ca MOBUILUEHHU OT

10 mg/nen no TapretHa noza 30 mg/aeH 3a nepuoa OT 7 AHM, NOCNEABAHO OT NPHEM BEAHDBK AHEBHO
3a owe 7 aHH. Habnronasako € nonuxkeHne Ha Crnax 1 AUC Ha namoTpurui cue cpesto 10%.

Pe3ynTaTy OT ONUTH in vilro NoKassar, ye o0pa3yBaHETO Ha OCHOBHHMA METabONUT Ha 1aMOTPHIHH, 2-
N-rmoKypoHua, ce HtHXHOHWpa MHHMMATHO OT CbBMECTHA MHKYOALIWA C aMUTPHNTHAMH, BYPONHOH,
KJIOHa3€naM, XanonepHaos Wil jjopasenaM. PesynTaTure oT Te3d ONUTH NPeANnoaraT 1 ye
MeTa0ONH3IMBT HAa TAMOTPHIHH € MaNKO BEPOATHO Aa 6be KHXHOUPAH OT KJI03anuH, (BJYOKCETHH,
(PEHEN3HH, PUCTIEPHIIOH, CEPTPAIHH KWK Tpa3oJoH. OcBeH TOBa, H3caeaBaHe Ha MeTaboN3Ma Ha
Oydypanon B npenapaTH OT MHKPO30MH OT YOBELLKH HepeH Apo6 NpeaAnonarar, ye JJaMOTPHTHH He
HamanABa KJIHPbHCA Ha JIEKAPCTBEHHTE NPOAYKTH, KOMTO Ce elTMMUHHUpAT npeaumMno upe3 CYP2D6.

B3anMoaeHCcTBUA ¢ XOPMOHAITHH KOHTPAUENTHBH

Edhexm na xopmonannume xonmpayenmugu 6bpxy hapmaxoxkunemuxama Ha 1avompuy
[1pn KNHHUYHO U3NUTBAHE C Y4aCTHETO Ha 16 XkeHu 1OOPOBONKH, MPHEM HA KOMOUHHUD,
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koHTpauentus 30 pg eTuHunecTpanuon/1 50 ug nepoHoprecTpen e A0BeN A0 NPUOIHUIUTETHO
ABYKPaTHO NOBHLLABAHE HA KNWPBHCA HA NAMOTPHUIMH Clie] NEPOPAITHO NPHIIOKEHHE, HMALILO 34
pe3ynTaT HamansaBaHe cperHo ¢ 52% v 39% cvoteetHO Ha AUC M Chax Ha namoTpuruH. CepymMHuTe
KOHUEHTPaUHH Ha TAMOTPHIHH Ca CE€ MOBHIUMWAM MPE3 CEAMHULIATA 0€3 KOHTPALENTHRHO aKTHBHO
BELUECTBO (BKIKOUHTE/IHO MNpe3 ,.ceaAMHULaTa 6e3 xanye'), KaTo KOHLIEHTPALIMUTE NPEAH 103UTE B Kpas
Ha ceAMHLATa 6€3 KOHTPaUENTHBHO AKTUBHO BELECTRO ¢a OMIIM CPEAHO OKOJO /1BA ITHTH NMO-BHCOKH B
CpaBHEHHUE C NEPHOAA HA €AHOBPEMEHHO MpUSIAarane Ha nekapcTnara (Bxk. Touka 4.4). He e
HEODX0AMMO aflafTHPaHE CBLIIACHO MPENOPLYAHHTE YKA3aHHA 3a NOBHILABAHE HA A03aTa HA
N@MOTPUTHH HA OCHOBATA €IMHCTBEHO Ha ynotpebara Ha XOPMOHANHH KOHTPaLIENTHBH, HO
noagbpKallliata 03a Ha JJAMOTPHIHH B MTOBEYETO cayyad Tpsadea na 6bae noBHLUIEHA UM IOHK)KEHA
MPpH 3aMouvBaHE WK CNHpPaHE NPHEMA Ha XOPMOHANHUTE KOHTpaUEeNnTHBH (Bx. Touka 4.2).

Edpexm na ravompuzun évpxy Gapmakoxunemuxama Ha XOpMOHQIRUME KORMPAYenmugu

[Tpr KTHHHAYHO M3NIMTBAHE C Y4acTHETO Ha 16 XKeHH 100POBONKM, NPUEMBT HA CTALIMOHAPHA 1032 OT
300 mg naMOTPHIrHH He € OKa3an ePekT BbpXy GapMakOKHHETHKATA Ha ETHHHIECTPAAHOI0BAT
CBCTaBka Ha KOMOHWHHWpaHaTa nepopanHa KodTpalenTHBHa TabneTka. YCTaHOBEHO € YMEPEHO
YBEJIMMEHHE HA NEPOPANTHUA KIIMPBHC HAa CBCTABKATA IEBOHOPIECTPEI, BOAELLO A0 HAMANABAHE
cpeano ¢ 19% n 12% choreetHo Ha AUC n Chax Ha nesoHoprecTpen. M3MepsaneTo Ha cepyMHHTE
FSH, LH u ectpagnon no speMe Ha W3NHTBaHETO NOKa3Ba HAMAIABaHe HA CyTipecHsaTa Ha
OBapUATHATa XOPMOHATHA JEHHOCT NMPHU HAKOU JKEHHU, BBIIPEKH Y€ U3MEPBAHETO HA CEPYMHMUS
MPOreCTepoH NOKa3ea, 4¢ HAMa XOPMOHAJIHK AAHHH 3a OBYJIALIMA TIPH HUKOSA OT LIECTHANECETTE JKEHH.
He e H3CHEHO BB3EHCTBHETO HA YMEPEHOTO NOBHILIABAHE HA KIIMPBHCA HA NIEBOHOPrecTpen U
npoMennTe B cepyMHus FSH u LLH sbpxy oBynaTopHara nefinoct Ha siiunuka (Bx. Touka 4.4).

He ca npoyusanu eekTUTE Ha NAMOTPHTHH B IHEBHH 103, pa3iuuHy oT 300 mg, KakTo U He ca
NPOBEAAAHH H3MHTBAHKMA C IPYrH XOPMOHANIHM JIEKAPCTBEHH NMPOAYKTH.

B3auMoaeHCTBHS ¢ APYTH IEKAPCTBEHM MPOJYKTH

B n3nuteaHe ¢ yyactueTo Ha 10 MBbxe 10OpOBOIUM € YCTaHOBEHO, Ye pUdaMNUALIMH NOBHILABA
K/IMPBHCA M HAMAaNABa BPEMETO Ha MOJIY:KUBOT HA TAMOTPUIHH NOPaAK HHAYKLMA HA YepHOApoBHHTE
CH3WMH, OTFOBOPHH 32 INIIOKYPOHUpaHeTo. 1Ipn nauneHTH, nexyBaHH €AHOBPEMEHHO ¢ PHGAMITULIMH,
TpaOBa fa ce M3Moa3Ba NoAxoAsuia cXeMa Ha edeHue (Bx. Touxa 4.2).

B u3nuTBaHe npH 3apasku 0GPOBONLM IONMHABUP/PUTOHABHP NPEAU3BUKBAT MPUOIH3UTENHO
ABYKPATHO NMOHWKABAHE Ha NM/Ia3MEHUTE KOHLIEHTPALMHY HA TAMOTPUrHH, BEPOATHO YPE3 HHAYLIMpPaHE
Ha rnoKypoHupaHeTo. [Ipu naurMenTH, npreMalli €AHOBPEMEHHO JIEUEHHE ¢ JIOTTHHABHP/PHTOHABHD
TpabBa na 6bae U3nON3BaH MOAXOAALL TEPANEBTHUEH PEKUM (BXK. Touka 4.2).

B eaHo npoyuBaHe npH 3ApaBH BB3pacTHU A0GPOBONLK, aTasaHaBup/puToHasup (300 mg/100 mg),
npunarany 3a 9 auu, nonnwxasar nnasmMeHuTe AUC 1 Crax Ha TaMOTPHIrMH (€1HOKPATHA 1038 OT

100 mg) cpeano cvotseTHo ¢ 32% 1 6%. [pn NnauneHTH, NpHEMALLH €XHOBPEMEHHO JIEYEHHE C
aTazaHaBHp/pPUTOHABUP TpadBa na ObAe U3NON3BaH NOAXOAALL TEPANEBTHUEH PEKUM (B, TOUKA 4.2).

B uanutBaHe npu 3apaBu Bb3pacTHH A00pOBOIILM, NapaueTamosn | g (4eTHpH MbTH AHEBHO) NOHMXKABA
nnasmeHuTe AUC 1 Cyin Ha TAMOTPUITHH CPEeAHO cBOTBETHO ¢ 20% K 25%.

HaHuu ot in vitro npoyusaHe NOKa3Bar, Y4e JaMOTPHIHH, HO He H N(2)-riokypoHHa MeTabonTa, €
HHXHOHTOp Ha Oprannunus Tparcnoprep 2 (OCT 2) B NOTEHUMANHO KIIMHHUYHO 3HAYUMH
KOHUEHTpauuH. Te3n naHHy Nokaspar, ye namoTpuruH € uaxuburop Ha OCT 2 ¢ IC50 cr




eTMMUHHpAT npe3 6vOpeumnTe U ca cybetpatu Ha OCT2 (Hanp. MeTdhOpPMHUH, rabaneHTHH K
BAPEHMKITHH), MOXE [1a JOBEAE A0 MOBULUCHH NJA3MEHH HHBA HA TE3H JIEKapCTRA.

KnanHW4YHAaTA 3HAUUMMOCT HA TE3M PE3YATATH HE € ACHO onpeaeneHa. Brnpeku ToBa, NpUIoKEHHETO Ha
NEeKapcTBOTO TpAOBa Aa € C MOBUUICHO BHUMAHHUE NMPH NALKWEHTH, KOUTO €AHOBPEMEHHO NPpHUEMAT

HAKOI OT TE€3M JIEKAPCTBEHH NMPOIYKTH.

4.6 bpeMeHHOCT H KbpMeEHE

PUck, CBbP3aH € AHTHCTNIHUNCHATHHHHATC JICKADCTBa KaTO UANoO

JleyeHHeTo Ha XKEHHUTE ¢ AeTEPOREH NoTeHUHaN TpAadsa Aa Obae Moa KOHTPOAA Ha CNIELUHAIHCT.
JleueHHeTO ¢ aHTUENUENTHYHHM JieKapcTBa TpabBa ga Obae npepa3sriieaaHo, B Cliy4ait 4e xeHara
nnaHupa na zabpemenee. I1pH xeHuTe, NeKyBaHU 3a enuIencus, BHE3aMHOTO CNUPaHEe HA ICUEHHETO ¢
AEJI TpabBa na ce u3barea, Twi KaTo TOBa MOXKE Ja AOBEAE OO NOABA HA NPUNAABLH CbC CEPUO3HH
MOCJEACTBHA BbPXY XKeHaTa U HEPOAEHOTO AeTe. BuHaru, korato € Bb3MOXKHO, TpaOBa na ce
npeanoYUTa MOHOTEPANHS, 3aLOTO Je4eHUETO ¢ HAakonko AEJI Moxe ra 6bae cabp3aHo ¢ NOBULLEH
PUCK OT BpPOAEHU MallpopMaLliH B CPABHEHHE C MOHOTEPAIIMATA, B 3aBUCHUMOCT OT M3IMOJI3BAHUTE
AHTHENKNENTHYHU JIEKapCTBa.

Puck, CBbp3aH C JIAaMOTPHIHH

bpemennocm

['onsam obeM naHHHU Npu OpEMEHHH XeHH, MPHEMANH JJAMOTPHIHH KaTO MOHOTEPANHs N0 BpeMe Ha
MbPBHA TPUMeECTBP OT OpeMenHocTTa (noseye oT 8 700), He npeanonara CullleCTBEHO NOKAYBAHE HA
PHCKa OT F'OJEMH BPOAEHH MaQOopMallMHK, BKIFOUHTENHO 33€LIKA YCTHA H BBJIYA NACT.
[lpoyuBaHusTa NpH )KMUBOTHH Ca NOKA3aTH TOKCHMHOCT 3a pa3BUTHETO (BXK. TouKka 5.3).

AKO € HATOKHTENHO NeyeHue ¢ JJaMuKkTan no BpemMe Ha OpeMeHHOCT, NPenopbYBa e NPHIOKEHHETO
HA Hal-ManKaTa Bb3MOKHa TepaneBTUYHA A03A.

JlamoTpurun uma cnad HHXHOHTOpeH edekT BuPXY peayKTa3zaTta Ha AUXUApodonHeBaTa KHCEIHHA,
Mopaan KOeTo MOXE TEOPETHYHO Ja NOBUILHK PUCKa OT eMOpHOdeTaTHO YBpeX/IaHe Ype3 NOHHXKaBaHe
HUBaTa Ha onuesa kucenuHa. [IpenopbunreneH e npueM Ha GosiMeBa KHCETUHA NPH TIaHHpPaHEe Ha
OpEMEHHOCT K B paHHUTE NeproaAX Ha OpeMeHHOCTTA.

(DHU3HOJIOTHYHUTE TIPOMEHH, HACTBIMNBALLM MO BpeMe Ha OPeMEHHOCT, MOraT Aa NOBJAHAAT HABATAa Ha
NaMOTPHUTHH W/WIHK TepanesTHuHUA ePekT. UMa chobiileHHus 3a NoHWKaBaHe Ha MIa3MEHUTE HUBA Ha
JTAMOTPHUTHH MO BpeME Ha OPEMEHHOCT ¢ NOTEHLMANEH PHCK OT 3ary0a Ha KOHTPOJ BbPXY
npunaasumte. Cnen pax1aHeTo HUBaTa Ha TAMOTPUIMH MOTaT ObP30 a Ce NOBHMLIAT C PUCK OT
J1030CBBP3aHU HEXKeNaHU peakuui. [lopanu Toea, cepyMHUTE KOHUECHTPALKWHA HA TAMOTPUIHH TpAatBa
la ObAAT NpocieAABaHM NMpEaY, MO Bpeme Ha U cleJl OpeMEeHHOCTTa, KAKTO H 3a KPATKO CJ1e]
paxxaaHeto. [1pn neobxogumocT no3ara Tpadea aa Obae ananTUpaHa, 3a Aa ce NOAAbPXKA CEpPYMHaTa
KOHLIEHTPALM HA TAMOTPUIHH Ha HUBOTO OT NpeaH OpeMeHHOCTTa, WK Aa Obae aaanTupaHa cropen
KAHHHYHKA oTrosop. OcBeH TOBA ciel paXXaAaHeTO TpAOBa Aa ce CleH 3a NPoABa Ha JO30CBbP3aHH
HEXEIaHU peakuuM,

Kvpmene
CrobaBa ce, Y4e NTaMOTPUTHH NMPEMHHABA B KbPMaTa NPH MHOIO Pa3IMYHH KOHUEHTPAaUHH, KOETO
BOAH N0 0OLUM HUBA HA JITAMOTPHIHH NPH KbpMayeTaTa oT Npubnusutenno 50% ot maiiyuH
CneaoBaresiHO Npy HAKOU KbPMaUETa CEPYMHHTE KOHLIEHTPaUHMH Ha JaMOTPUIrHH MOXK
HHMBA, PY KOUTO ce Habnroaasat GpapMaKoJOrHiHHU eeKTH.
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[ToTeHUnanHUTE NOJI3K OT KBPMEHETO TPAORA A2 ObAAT NPEUSHEHH Cpelly NOTEHLHAIHHUS PHCK OT
NpoABa Ha HEXENAHK PeaKLUH IPH KbpPMayeTo. AKO KEeHaTa pPeLlM Aa KbPMH, A0KATO € HA JIEYEHHE C
JIAMOTPHIHH, KbpMa4eTo TpAdsa aa 6bae NpoCNEAsBaHO 3a NOABA HA HEXENAHH PEAKLIMH, KAaTo
ceaauns, obpus U ¢nabo HagaaBaHe Ha Terno.

Depmurumem
HM3cneasanusTa npy )KMBOTHH HE NOKa3BaT HeONAronpuATHO MOBJHIABAHE Ha (hepTUANTETA OT
7aMOTPHIUH (BX. TOuka 5.3).

4.7 Ed¢exrn Bnpxy cnocobnocrTa 32 modupane H padbora ¢ MAIIHHH

TbH KaTO CHLUECTBYBAT HHAMBHAYATHH PA3/IHKU B MOBJIHABAHETO OT JieueHHeTo ¢ AEJI, Ha
MALMCHTHTE, NpHeMalli JIaMHKTa 3a 1Ie4EHHE Ha eNUNENcHs, Ce NPenopbUuBa J1a C€ KOHCYJITHPAT C
NEKYBaWWA JleKap OTHOCHO Creurn(pHYHHN BBITPOCH, CBBLP3aHH C IOGDHPAHETO H ENHNENCHATA.

He ca npoBexxaaHH U3NUTBaHHA 3a edeKTHTE BbpXY cNocobHOCTTA 3a wiohHpaHe U paboTa ¢ MALIIHHH,
[1py aBe wanuTeaHug ¢ JOOPOBOLIM € YCTAHOBEHO, Ye ePEKThT HA TAMOTPUTHH BbPXY PHHaTa
3pUTE/IHA ABUraTENIHA KOOPAUHALIUA, ABHXKECHUATA Ha OYHTE, PABHOBECHETO U CYOEKTHBHHTE
CENaTHBHH €(PEKTH HE CE pa3zjIiyaBa B CpaBHEeHHE ¢ nnaueo. Ipy KTHHUYHA U3MUTBAHUA C
NAMOTPUrHH ca AOKNAABaHH HEXEIAHH PEaKLMU OT HEBPOJIOrHYEeH XapaKTep KaTo 3aMaiiBaHe H
AsoHHO BWKaaHe. [lopanu Ta3m npuyKHa npeau na mwodHpaT UM 1a paboTAT ¢ MALIHHK NALUEHTUTE
TpAOBa IMbPBO Aa YCTAHOBAT KaK UM BHse neueHuero ¢ JlaMmukran.

4.8. Hexenanm nexapCcTBeRH peaKnHH

HexenaHKuTe ekapcTBEHH peakLMM 3a NOKa3aHUATA enuiencud U GUIMONAPHO pa3CTPOHCTBO ca
Cropea AaHHH OT KOHTPOJIMPaHH KITHHUYHH H3NUTBAHUA ¥ APYT KJIMHUYEH ONUT U ca U3OPOEHH B
Tabnvuara no-gony. Kateropuure rno 4ecToTa ca M3BEAEHH OT KOHTPOJIHPAHH KIMHHYHH H3NUTBAHUSA
(MOHOTepanHs 3a enuiencus (0603HaueHH ¢ KpbeTueT) U 3a GUMOASPHO pascTpoiicTBO (0603HAYEHK
CbC 3HaK 3a naparpag’)). Ipu pasiuka B KaTEropyaATa NO YECTOTAa MEXAY AAHHHUTE OT KIHHHUHU
H3NHTBAHKA NPH EMUIENCHA U NIPH OUNOASPHO Pa3CTPOICTBO € MOoKa3aHa Hail-KOHCePBaTHBHATA
YeCTOTa. Bbnpeku TOBa, NPH NHNCA HA AAHHU OT KOHTPOJAMPAHH KIMHHYHW U3NHTBAHUA KATErOPUUTE
no YeCcTOoTa Ca U3BEACHU OT APYT KNUHHUYEH OMMUT.

Bb3npuera e cieqHara kK1aCHPHKaLWA HA HEXKENAHUTE JIEKAPCTREHH PEAKLIMK:
Muoro 4ectH (= 1/10); uectn (= 1/100 go < 1/10); Heuectu (> 1/1 000 go < 1/100); peaku (= 1/10 000

a0 < 1/1 000); mHoro peaku (< 1/10 000); c HensBecTHA YecTOTa (OT HANKYHUTE JAHHHU HE MOXe /1a
Obae HanpaBeHa OLICHKA).
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CHcTeMo-opranen
KJac

Hexenana peaknns

YecTOTa

HapyuweHus Ha
KpbBTa K AMM{PHATA
cUcTEMa

XeMaToNOrHuHHA OTKIOHEHUS |, BKJIKOUBALLM
HEYTPOMNEHU, JIEBKONIEHUA, aHEMUA, TpoMOOUUTONEHHKS,
NaHUUTOMEHUS, AMIaCTHYHA AHEMKS, arPaHyJIOLIMTO3a

XemogarouurHa numboxuctuounTosa (HLH) (Bxk.
Touka 4.4)

Jlumdaneronarus', [Ncepaonmbom

MHoro peaku

MHOro peaku

C HeuzBecTHA
YecToTa

HapyuieHus Ha
WMYHHATa CUCTeMa

CHMHIPOM Ha CBPbXYYBCTBHTENHOCT *

Xurnoramarno®yanHeMus

MHoro peaku

C HeM3BeCTHa
yecTOTAa

[TcCHXHYHH
HapyLLEHUA

Arpecus, pas3/ipasHUTENHOCT

OOBbpKBaHe, XaNUUHAUWK, THKOBE (ABHTATENHH H/ WU
BOKA/HH THKOBE)

YecTH

MHoro peaku

Koumapu C Heun3BecTHa
4eCTOTA
Hapyuienus Ha naso6onuel® MHOro 4ecTH

HEpBHATa CUCTEMA

Counuoct!¥, 3amaiirane ™, Tpemop!t, Gescohuel,
pb30yna’

Atakcual

HuctarsmT, acenTvuer MEHUHIUT (Bx. TOUKa 4.4)
HectabunHocT, oBUraTenHu HapyLeHHs, BIOLLABAHE
CBCTOSIHHETO Ha MAaLMEeHTH, CTpajally ot fosiecrra Ha

ITapKHHCON®, eKCTpanupaMHAHW CHMOTOMH,
XOpeoaTeTosal, yBENUHEHA YECTOTA Ha NPUNaAbLHUTE

YecTH

HeuecTH
Penku

MHoro peaku

Hapywenus Ha ounte | JunnonuaT, sambrieso speune’ HeuecTH
KOHIOHKTHUBHT Penku

CTOMaLIHO-4YpEBHH anenel, nospbluaHe’, nnapuat, cyxora B ycrara Yectu

HapyLIeHHS

Xenaro-OunuapHu YepHoapobHa HEAOCTATBYHOCT, OTKJIOHEHHS B MHoro peaxu

HapyLUIEHHA yepHOAPOOHHTE (YHKIKUK', NOBHULIEHH CTONHOCTH Ha

NOKa3aTeJIMTE Ha YepHOAPOOHHUTE QYyHKUHOHANHH
TECTOBE
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HapylueHuna Ha KoxeH c:nﬁp;m?""*é MHoOro 4yect

KOXaTa U

MOAKOXHATA TbKaH Anoneums, peakuusa Ha GOTOHYBCTBHTENHOCT HeuvecTH
Epurema mysitudgopme, cuHapom Ha Stevens—Johnson Peaku
TokcHuHa enuaepManHa HEKPO/In3a MHoro peaxu
JlexapcTBeHa peakuus ¢ €03HHOPHUANUA H CHCTEMHH MHoro peaku
CUMITOMM?

HapyieHuns Ha Aptpanrus® YectH

MYCKYJTHO-

cKkeneTHata cucrema | Peaxkuum, Hanoaobasaium ynyc MHoro penku

H CbeAWHHUTE/THATA

TbKaH

HapyweHus Ha TyOynonnTtepcTuumManeH HepuT, CHHAPOM Ha C Heu3BecTHA

6BLOpeunTe U TYOYJOHHTEPCTHUUHANEH HEPPHUT H YBEUT 4yeCToTa

NHUKOYHHUTE NbTHLIA

O6wiy Hapyluenus 1 | YMopaemoctT, Gonka®, 6onka B rbp6a’ Yectu

e(EeKTH Ha MACTOTO

Ha MPUAOKEHHE

Onucanue Ha 30paHU HeXxeJIaHU peaKiHH

' XemMaToNOrnuHUTE OTKIIOHEHHA U IMM(AASHONATHATA MOraT Ja GbAaT WM Aa He 6BAaT CBBP3aHH C
NeKapcTBeHaTa peakums ¢ eosHodunna U cucteMHiu cuMmnromMu (DRESS) / cunapoma Ha
CBPBbXYYBCTBHTENHOCT (BXK. ToUuka 4.4 U Hapylienns Ha UMyHHATA CHCTEMA).

2 O6puB € cbo6LIaBaH KATO YACT OT TO3H CUHAPOM, H3BECTEH chilio kato DRESS. Toea cucTosHMe €
CBbP3aHO ¢ PA3IMYHH CHCTEMHH CUMITTOMH KaTo MOBHLICHA TEMNEPATY pa, TMMEPAAEHONATHA, OTOK Ha
JIMLUETO M MPOMEHH B KPbBHATA KAPTUHA, PYHKUUKTE HA YepHHUA apob u ObOpeuuTe. IpogeuTte Ha
TO3#1 CHHAPOM ¢a ¢ pa3/IHyHa KIIHHHYHA TEXKECT, KaTo pAJKO MOraT Aa AOBREAAT 40 AUCEMHHUpPaHa
WHTPABACKyNlapHa Koary/1auud 1 MyJITHOPraHHa HeAoCTaTbYHOCT. TpabBa 1a ce UMa NpeaBua, ue
PaHHHUTE NPOSBH HA CBPBXYYBCTBHTEIHOCT (HanpyuMep NOBKHiIEHa TEMNEpaTypa, TuMbaaeHonaTus )
MOXKe [1a Ca NposABEHH U Oe3 N0J10BUMO pa3BuTHE Ha 00puB. [IpH ycTaHOBABaHE Ha OMUCAHHUTE
NpHU3HAUH U CUMITTOMH € HeOoOX0AuMa He3abaBHA OLIEHKA HA ChbCTOAHHETO Ha NaLMEeHTa U CIIMpaHe
npuema Ha JlaMukTan npu aunca Ha Apyra €THOJIOTUA 3a pa3BUTHE Ha TE3H peakLMH (BXK. TOUKa 4.4).

*Te3un peakuuu ca JOKNAABAHHM N0 BpeMe Ha APYrHus KIMHUYEH onnT. UMma chobuieHns, ye
MPUJIOKCHHETO HA TAMOTPHIUH MOXKeE [a BJAOLIK CbCTOAHHETO Ha MaLMEHTH, CTpaZalliM oT OonecTra
Ha [lapkuHcoH. iMa oTaenHu chobuierns 3a nosBa Ha eKCTPaNUpaMHIHKH CHMITOMH H XOpeoaTeTo3a
NnpH nauHeHTH 0€3 TOBa CHNBTCTBRALLO 3a00ABaHE.

*YepHoapobHara aucdyHKLM OGUKHOBEHO CE NPOSBABA BbB BPb3Ka C peaKLMHTE Ha
CBPBXUYBCTBHTEAHOCT, HO B OTAENHH CITyHaHd € HabJioaBaHa CaAMOCTOSATENHO.

* B KJIMHWYHU H3TIMTBAHKS TIPH BL3PACTHH, KOXKHH OOpHBH ca HabntoaasaHu npu 1o 8-12% or
MAUXCHTUTE, NPHEMALLH JTAMOTPHUIHH, U NipH 3-6% OT nauueHTUTe, NnpueMallu nnauebo. PazsutHeTo
Ha OOpHBH BOJH 10 CITMPaHE Ha NpHeMa Ha JaMOTPUTHH NpH 2 % ot nauneHTHTe. O6PHBELT, B
NOBEYETO CJIYHaH MaKyJa0nanyno3eH, 0OMKHOBEHO c€ pa3BUBA NPE3 MbPBUTE OCEM CEAMMLH OT
Ha4Yaj10To Ha N€YEHHETO, KaTO NPEMHHABA C/IeA CMMpaHE Ha MpUeMa Ha Jlamukran (BXK. ToUK
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Crobulasanu ca cepHoO3HH NMOTEHLIHATIHO KHBOTO3ACTpalliaBalllk OOPUBH, BKJIKOUHMTENHO CHHIPOM Ha
Stevens-Johnson u TokCHUYHa enugepmanHa Hekponuza (CcuHapom Ha Lyell) v nekapcreeHa peakums ¢
eo3nHOpUAUA U cucTeMHH cuMntoMu (DRESS). B noBeueto ciyuau Te3d peakuny MpeMUHABAT ches
CNHUpaHe Ha NPHUEMA HA NAMOTPHUIHH. BbNpekH TOBA, NP HAKOU MALMEHTYH Ce pa3BUBAT HeOOpaTHMH
LIUKaTPHKCH, CBhill0 TAKa UMA PEAKHM CJIYHAH HA JleTaneH u3xoa (BxK. Touka 4.4).

OOwwHAT pyck 3a nosBa Ha 0OPHB NOKa3Ba CUIIHA B3aHMOBPB3Ka C:

- MpPHEM Ha BUCOKH HAYaANHH N03H JTAMOTPHUIMH U NPEBUILARAHE Ha NpenopbkYaHaTa 033 3a
NOBHLIABAHE HA NAMOTPHUIMH (BXK. TO4KA 4.2)
-  €IHOBpPEMEHHO NpUnaraHe Ha Baanpoar (Bx. Touka 4.2).

Hima cbobuieHHs 32 HaManeHa KOCTHA MUHEPAIHA MITbTHOCT, OCTEONEHKs, OCTEONOpo3a H GpakTypH
MPH NALKEHTH Ha ABATOCPOYHO JICHYEHHE ¢ JJaMOTPUIrHH. He € ycTaHOBEeH MeXaHU3M®BT, M0 KOHTO
NaMOTPUIHH NOBAUABA KOCTHUSA METabOMTHIBM.

CrobagaHe Ha NOAO3UPAHH HEXETTAHU pPeaKLIHK

ChobuwaBaHeTo Ha NOAO3UPAHK HEXeSIaHW peaKuMid chell paspellaBaHe 3a ynotpe6ba Ha IEKapCTBEHUS
NPOAYKT € BaXKHO. ToBa NO3BONABA Ad NPOALKM HAOMIONEHUETO HA CHOTHOLIEHHETO NMON3a/PHCK 32
NEKApPCTBEHHUSA NPOAYKT. OT MEIMLIHHCKHTE CNELIHANUCTH ¢€ H3UCKBA Aa choO1aBaT BCAKA
MOJO3HPaHA HeXelaHA PEaKLHA Ha:

H3nbiHnTEeNHA areHL s No nekapcTBaTa

ya. ,.JlamaH ['pyeB* Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yebcalT: www.bda.bg

4.9 Ilpeno3npane

CHMNOTOMM_H NPU3HALN

CrobwasaHH ca cnyuaiiny npeaosupanus ¢ 1031 10 10 20 NbTH No-roleMu oT MakCHManHara
TepaneBTHYHa 1033, BKAOYHTETHO CMBPTHH Cllyuau. B pesyntaTt Ha npeno3npaHeTo ce yCTaHOBABAT
CHUMITTOMM, BKJTKOUBALLH HHCTArbM, aTaKCHsA, IPOMEHH B Cb3HAHHETO, rEHEePATH3IUPAHH TOHUUHO-
KIOHHYHH rbpuoBe (grand mal) u koma. Pasiuupsasare Ha QRS (3a6aBsHe Ha HHTPABEHTPUKYNAPHATA
NPOBOAWMOCT) U yAb/kaBaHe Ha QT cbuio ca HabnoAaBaHN APY NALUEHTH C NPEAO3NPAHE.,
Paswmpsasane Ha QRS npoasmkutenHocTTa A0 noseue ot 100 msec Moxe 1a ce CBbPKE € MO-TEKKA
TOKCHYHOCT.

JleyeHuUe

[1pu npego3npade nauneHTLT TpAOBa na NOCTHNHU B 6ONHUYHO 3aBeAeHHe U Ja ObAe NOANOKEH HA
aaekBaTHo nevenue. [lpu HeoOxoaumocT TpadBa na 6bae HanpaBeHO NeYeHUe HACOUEHO KbM
HaMalsBaHe Ha pe3opOuMaTa (aKTHBEH BbIeH). [1o-HATaTBIWHOTO NoBeAeHHUe TPAOBa Aa Obae KaKTo e
KJIIMHHYHO MOKa3aHO, KaTo CE€ B3€MAT NPEABU] MOTEHUHANHUTE e)eKTU BbPXY ChpAEUHATA
NPOBOAUMOCT (BiK. TOUKA 4.4). Moxke na ce oOMUCIH HHTPABEHO3HO NPHACKEHHUE HA JIMITUAM 32
NEYEHWE Ha KapAHOTOKCHYHOCTTA, aKO TS HE Ce MOBJIHABA AOCTATLYHO OT HaTpHeB OukapboHar. Hama
OIMHT € XeMOJHaIN3aTa B JICHEHHETO Ha nipeaosupaneTo. [Ipu wect aobposonuu ¢ 6u6peuHa
HEROCTATBUHOCT, 20% OT NaMOTPUrHHA ca GHIIW OTCTpaHEeHH OT OPraHU3Ma No BpeMe Ha 4-
XeMoananu3Ha cecHs (BxK. Touka 5.2).
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5. ®APMAKOJIOTHYHH CBOHUCTBA
5.1 ®@apmaxkoaHHAMHYHH CBOHCTBA
dapMakoTepaneBTHYHA rpyna: Apyru anruenunenTiuln nekapctea, ATC koa: NO3AX09.

MexaHu3bM Ha JeHCTBHE

Pesyntatute oT hapMaKoJOrHUHHTE NPOYy4BaHHUA MOKA3BAT, Y€ JIAMOTPHIHH € ynoTpeba- U BONTaX-
3aBHCHM OJ10KEep HA BONTAX-AKTHBHPAHUTE HATPUEBH KaHaTH. Toi HHXHOUpa NPOOBMKUTENHOTO
NOBTAPALLO C€ Bb30Y>KICHHE HA HEBPOHHUTE U MOTHCKA OCBOOOKIABAHETO HA INyTaMaT
(HEBPOTPAHCMHTED, KOHTO HMa KJIIOUOBA PO B FEHEPHPAHETO HA ENWIENTHYHHTE IbpuoBe). Teln
e(heKTH BEPOATHO RONPUHACAT 3a CBONCTBATA Ha TAMOTPHIHH KaTO aHTHKOHBY/ICAHT.

3a pasiuka OT TOBa MEXaHU3IMHTE, M0 KOMTO JTAMOTPHTHH 0Ka3Ba TepanesTHYeH edeKT Mpu
OHnoNgpHO pa3cTPONCTBO HE Ca YCTAHOBEHH, BbIIPEKH Ue Ce OTAABA 3HAYEHHUE HA NOBIUABAHETO Ha

BOJNTAXK-aKTUBHPAHUTEC HATPHEEBH KaHAIU,

dapMakoAHHAMHYHHU €PEKTH

Ilpu uscneasaHus 3a oleHKa Ha edeKTa HA IEKApCTBaTa BBPXY LIEHTPAJIHATA HEPBHA CUCTEMa
YCTAHOBEHHUTE €EKTH OT NpHunaraHe Ha 240 mg NaMOTPUIrMH Ha 3ApaBH J0OPOBOALM, ca OHUIH
noaoOHKU Ha Te3H 3a naauebo. Ot apyra cTpaHa cnaen npunarase Ha | 000 mg deHuTOoHH Hn
10 mg nuasenaM ce yCTaHOBABAT 3HAUUTENIHO HapyluaBaHe Ha GHHATA 3PUTENHA ABUraTeHa
KOOpAMHAUHUA, ABHKEHHATA Ha OYHTE, PABHOBECHETO U CyOEKTHBHH eeKTH Ha celHpaHe.

I1py Apyro W3NHTBaHE CAEM NEPOPaneH NPUEM Ha eaHOKpaTHa A03a oT 600 mg kap6amazenus ce
YCTAHOBABA 3HAYHTENHO BIOIIABAHE HA (PUHATA 3PHTENIHA ABUTATETHa KOOPAWHALIMA, ABHKECHHUATA Ha
OYHTE H PABHOBECHETO W NOBULLIIABAHE HA ChpAcYHATa yecToTa. OT Apyra cTpaHa Clel NpUiaraHe Ha
NaMOTPHIHH B 1034 OT 150 mg 1 300 mg ycTaHoBeHHTE edeKTH ca MOJOOHM Ha TE3W NPH NPHEM Ha
nnauebo.

Hscredeane na egpexma na 1amMompuzun 6bpxXy CopoeuHama RPosoOUMOC

EdekTbT Ha MHOrOKpaTHOTO NpuiaraHe Ha namMoTpurdH (10 400 mg/aeH) BLpXy chbpaeyHaTa
NMPOBOANMOCT, oueHeHa upe3 EKI ¢ 12 oTeexxnanus, e uscneapan npu npoy4saHe BLPXY 3/1PAaBU
BbL3pacTHH 100poBoaLH. He € oTueTeH KIIHHWYHO 3Ha4uM eieKT Ha JJAMOTPHIMH Bbpxy QT
HHTEPBANIA B CPAaBHEHHUE ¢ naueho.

KnauHUYHA epHKacHOCT H 6e30MmacHOCT

IIpesenyusn Ha enU300U HA NPOMAKA HA HACMPOEHUEMO NPU RAYUEHMU C OUNOTAPHO PA3CMPOUCMEO
JIB€ W3NUTBaHHA OLICHABAT €PUKACHOCTTA HA JAMOTPHIHH NPH NPEBEHLIUS HA €NMW30AM HA NPOMSHA Ha
HACTPOECHHUETO MpH NAUHEHTH ¢ OMnonspHo | pa3cTpoicTBO.

[Ipoyusanero SCAB2003 e MynTHLEHTPOBO, ABOMHOCIANO, ABOMHO3acNeNeHo, nauebo H JTUTHI-
KOHTPONHPAaHO, PAHAOMH3IUPAHO, ¢ (PUKCHpaHa A03a 3a OLIEHKA HA ABJArOCPOYHATA NPEBEHLIMS HA
penanc H NOBTOPHA NOABA Ha AENPECHs W/ UK MaHHWA NpU nauueHTH ¢ SunonsapHo | pascTpoiicTso,




(cepyMHH HUBa ot 0,8 oo 1,1 mmol/l) unu nnauedo 3a Mmakcumym 76 ceamuuu (18 meceua).
[lbpBruHaTa kpaiiHa Touka ¢ Ouna "Bpeme 00 Hameca NpH eNH304 HA NPOMAHA H& HACTPOEHHUETO
(TIME)", xbaero HaMecHTE ca AOMBIHUTENHA JIEKAPCTBEHA TePanusa UIH €NEeKTPOKOHBYJICHBHA
Tepanus (EKT). IMpoyusanero SCAB2006 e 6uno ¢ nogoben auzaiid karo npoyusaHeto SCAB2003,
HO ce pa3nnuasa oT SCAB2003 no oueHkara Ha ¢pnekcnbunna noza naMmotTpurud (100 1o 400 mg/aen)
M BKNIOUYBA NALMEHTH ¢ OUNONAPHO | pa3cTpOICTBO, KOUTO CA UMANTA HACKOPO MM B MOMEHTA Ca B
MaHHWeH enu3oA. PesyntaTture ca npeacraeeHH B Tabuinua 7.

Tabauya 7. Pestome na pesyamamume om npyyganuama, uscaedsauiu epuxacnocmma na
AAMOMPUZYUH NPU NPEBEHYUAMA HA eNU300U HA NPOMANA HA HACMPOEHUEMO NPY NAYUEHNIU C
bunoagapro I pazcmpoticmao

‘Ian’ Ha nanneHTATE Oe3 cHLOATHE HA ceaMHuua 76
IIpoyusane SCAB2003 IIpoyusane SCAB2006
bunoaspuo I bunoaspuo I
KpuTtepwii 3a ["'onsam aenpecupeH enuson ['onaM MaHHEH enuzon
BKJIKOYBaHe
JlamMoTpuruH | Jlutuid | Tlnauedo | Jlamorpuruud | Jlutvin | [lnauebo
bes nameca 0,22 0,21 0,12 0,17 0,24 0,04
P-CTOHHOCT 0,004 0,006 - 0,023 0,006 -
AOrapUTMHYHO
TpaHcGOpMHpaH
PEHKOB TECT
(Log rank test)
be3 nenpecus 0,51 0,46 0,41 0,82 0,71 0,40
p-CTOMHOCT 0,047 0,209 - 0,015 0,167 -
NOrapuTMHYHO
TpaHchopMHpaH
PEHKOB TECT
(Log rank test)
be3 maHus 0,70 0,86 0,67 0,53 0,64 0,37
p-CTOMHOCT 0,339 0,026 - 0,280 0,006 -
NOrapUTMHUYHO
TpaHcopMHUpaH
PEHKOB TECT
(Log rank test)

[Ipy aHann3K, NOAKpENALLIU BPEMETO 10 MbPBHA NENPECUBEH €MH30/1 H BPEMETO JI0 MbPBUS
MaHHEH/XUMTOMAHHEH WIIH CMECEH E€TU30/I, IEKYBAHHUTE C JIJAMOTPHIHH MALHEHTH Ca UMATTH 3HAYUMO
No-abJIrM BpeMeHa 10 NbPBU AENPECUBEH €NU30/|, B CPABHEHHE C NMALHEHTHTE Ha rmaunebo, u
pa3iuKaTa B TPETHPAHETO HE € UMANa CTATUCTHUYECKA 3HAYMMOCT MO OTHOLIEHUE Ha BPEMETO 0
MaHUEH/XUNMOMAHHUEH WU CMECEHH ENTH30IH.

EdwkacHocTTa Ha NTaMOTPUrHH B KOMOMHALIMA CbC CTAOHIN3ATOPH HA HACTPOEHHETO HE € 10CTATLYHO
MpoyueHa.
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[lennaTpuyna nonynauus

Heya na evipacm om | oo 24 meceya

EdukacHocTTa M 6e30nacHOCTTA NPpH KOMOUHKpaHa TEpanus Ha NapUUaNHU MIPUNATBUM NPy
MalMEHTH Ha BB3PACT OT | 10 24 Meceua ca OLEHEHH B eIHO MaJIKO, ABOIHOCAANIO, Nnaueho-
KOHTPOJ/IKPAHO NPOYUBAHE C NPEYCTAHOBABAHE Ha NpHeMa. JleueHHeTo ¢ HHWUMHpaHO NpU | 77 nnua
No CXeMa 3a TUTPHpaHE Ha J03aTa, NoaoOHa Ha Ta3u NpHU Acua Ha Bb3pacT OT 2 10 12 roauHn.
JlaMOTpUIrUH TabAeTKH OT 2 mg ca HaH-MANKOTO HANUYHO KOJIHMYECTBO Ha AKTHBHOTO BELLECTBO B
eaHa TabJieTKa W 3aTOBa CTAHAAPTHATA CXEMa Ha I03MPaHE € aJanTHPaHa B HAKOH CJIYYau MO BpEME Ha
€Tana Ha THTPUPAHETO (HANpUMEp Ype3 MpujiaraHe Ha eaHa TabsieTka oT 2 mg npe3 AeH, Korato
W34YKCiEHaTa 103a € no-Manka ot 2 mg). B kpas Ha Bropara ceaAMHLA OT THTPHPAHETO Ca H3MEPEHH
CEpYMHHUTE HHBA Y NOCEeABAallaTa 1032 € HAMAJIEHA WK HE € NOBHUILEHA, AKO KOHUCHTPALHATA
nHaapvwasa 0,41 pug/ml, ouakBaHaTa KOHLUEHTPaUHXA MPH BL3PaCcTHH NO TORA BpeMe. [Tpn HaKoM
MauMeHTy B Kpas Ha BTOpATa CeAMMLA CE € HANOXKHAO HaManaBaHe Ha fgo3ata ¢ a0 90%. Tpuaecet u
oceM pecnonaepH (> 40% HaMansBaHe Ha YeCTOTATa HA NPUNAObLUTE) Ca PaHAOMH3IUPAHHW HA
nnauebo unu aa NpPOaABLIKAT Ha NAMOTPHIHH. [TIpOLEHTBHT Ha AHLATA, NPY KOUTO TEParuUiTa €
HeycnewnHa, € 84% (16/19 nuua) npu pamoto Ha nnauebo 1 58% (11/19 nuua) npu pamoro Ha
naMOTpUruH. Paznukara He € CTaTHCTHYECKU 3HaUMMa: 26,3%, 95%-eH n0BEpUTENICH HHTEPBAN
-2,6%; 50,2%, p=0,07.

O6u1o 256 avua Ha Bb3pacT oT | f0 24 Mecela ¢a C €KCMO3ULIMA Ha JAMOTPUTHH B I030B HHTEPBAN OT
I no 15 mg/kg/nen 3a nepuon 1o 72 ceamuuu. [Ipodunbt Ha 6€30MaCHOCT HA NAMOTPHUIHH NpH AcLa
Ha BB3pacT OT | Mecel| 10 2 roAMHM € NoAoOEH HA TO3M NMPH NMO-TOJIEMH AeLa, ¢ H3KIIOUYEHHE HA TOBA,
Y€ KIMHUYHO 3HAYHMO BJIOLLIABaHE Ha npunaabuute (> 50%) e qoKnaaBaHo Mo-4e€CTO NPH Acla Ha
BB3pacT Nnoa 2 roanHH (26%) B cpaBHeHHe ¢ no-roneMuTte aeua (14%).

Cunopom na Lennox-Gastaut
Hsama naHHM 3a MOHOTEpanus NpY NpUNagbLM, CBBbP3aHH ChC CHHApOMa Ha Lennox-Gastaut,

[Ipesenyus na enuzo0u Ha npoMsana Ha HAGcMpoeruemo npu oeya (Ha evipacm 10-12 200uru) u
wHowu (na ev3pacm 13-17 200unu)

MHOTroueHTpoBO, NapaneaHorpyrnoso, nnaueto-KOHTPOJUPaHO, ABOHHOCIANO, PAHAOMHU3HUPAHO, C
MPEYyCTaHOBABAHE HAa NPHEMA NPOYUBAHE OLIEHABA e(pUKACHOCTTA ¥ Oe30nacHOCTTa Ha 1aMOTPUTHH IR
KaTo A0MbJIBALIA MOAAbPIKALIA TEpanus 3a 3a0aBAHe Ha eMNU30H Ha NMPOMAHA Ha HACTPOEHUETO NPH
J€La M IOHOLLUM OT MBXKKH M XKEHCKH no (Ha Bb3pact 10-17 roanHn), KOUTO ca JHArHOCTHLHPAHH ¢
THT | ONMONAPHO pa3CTPORCTBO M NPU KOMTO € OTJIOKEH WM Ca NMONYYHIIN NMoacOpeHue Ha OUNoNaAper
€MHU304, NOKATO ¢a JIEKYBAHH C JAMOTPUIrHH B KOMOMHALIMA CbC ChMbTCTBAIUY AaHTUNCHXOTHYHH
JIEKapcTBa UMK APYTH JEKAPCTBa, CTAOUIHU3ATOPH Ha HACTPOCHHETO. Pe3yaTaThT OT MbpBUUHHS
aHaJTH3 3a ePUKACHOCT (Bpeme a0 nossa Ha GunoagpHo cxOuTHeE (time to occurrence of a bipolar event
— TOBE)) He poctHra cratuctuyecka 3HauumocT (p=0,0717), cnenoBaTteHO He € NOKa3aHa
edpukacHocT. OcBeH TOBa, pe3yaTaTHTe 3a 6e30MacHOCT MOKAa3BaT MOBHILEHO CHLOOINABAHE HA
CYHUMIHO NOBEACHHE NPH MALMEHTHTE, IEKYBAHH C NaMOTPUruH: 5% (4 nauueHTH) B paMOTO Ha
NaMOTPHUIHH B cpaBHeHUe ¢ O npu nnauebo (Bx. Touka 4.2).

H3cnensane Ha edekra Ha TaMOTPHUIHH BLPXY CHPAECYHATA NPOBOANUMOCT

EdexkTbT Ha MHOrOKpaTHOTO NipUarade Ha 1aMoTpHrhH (10 400 mg/nen) BBpXy ChpAcUHATA

NMPOBOAHMOCT, otieHeHa upe3 EKT ¢ 12 oreexaganua, € H3cneasaH npu u3nUTBaHe BbPXY 3ApaBH
Bb3pacTHH 100poBonuy. He e oTueTeH KWIHHHYHO 3HAYMM e(peKT Ha NaMOTPHIHH BLpXY QT
WHTEpBana B cpaBHeHMe ¢ nnauebo.

28




5.2 dapMakKOKHHETHYHR CBOHCTBA

Abcoplbiusg

JlaMOoTpHIruH ce pe3opOupa ObpP30 M U3LANO B UEPBATA, KATO HE €€ YCTAHOBABA KIIMHHYHO 3HAUYHMM
MeTabOMU3bBM MPH NBPBO NpeMUHaBaHe. BLpXOBH NnasMeHH KOHLIEHTpALUU ¢€ A0CTHUraT
MPUONU3NTENHO 2,5 yaca cnell nepopanHo NPUIoKEHNE Ha NaMOTPUIHH. Cnea npyem Ha xpaHa
BpEMETO 3a A0CTHFAHE HAa MAKCUMAJIHA KOHUEHTpaLHg JIEKO CE€ YObJKaBa, HO CTENEHTA Ha pe3opbums
He ¢e MpoMeHsA. MakCUMAalTHUTE KOHLUEHTPALMH B CTALIHOHAPHO ChCTOSHHUE MOKAa3BaT
WHTEPUHAWBUAYANHA BAPUAOUIHOCT, HO NPU BCEKU MHAUBHAYAJICH NALUMEHT TE3U CTOHHOCTH CE
pa3nUYaBaT MHOTO PAIKO.

Paznpenesenue

CBBP3RAHETO € TUIA3MEHUTE NPOTEUHU € NpUbnuzuTenHo 55%. He ce oyakBaT nposaBU Ha TOKCHYHOCT
MpH U3IMECTBaHe OT MACTOTO HAa CRbP3BaHe C Nia3MeHHTe NPOTEUHH.

O6emMtT Ha paznpeaenenue e ot 0,92 go 1,22 l/kg.

buoTrpaHcdopmalus

JlamoTpurun ce merabonusupa ot eHszuMuTe UDP-rmokyponun TpaHcdepasm.

B MHOro MaJjika cTerneH B 3aBUCUMOCT OT A03aTa JAMOTPUIHH MOXe J1a HHAYLIHPpA CODCTBEHUS CH
meTabonn3bM. HaMa nokasarenctaa 3a BIMSHRE HAa JAMOTPUTHH BbPXY PapMaKOKHMHETHKATA Ha APYTH
AEJI. He ce oyakBar B3aUMOACHCTBUA MEXKIY NAMOTPHIMH U IEKAPCTBEHHUTE NPOAYKTH, KOWTO C€
METabONH3UpaT OT LUTOXPOM Paso eH3uMuUTE.

EauMUHHMpaHE

[nasMeHUsT KIMPEBHC NpH 3ApaBH J1HUA € npubauszutendo 30 ml/min. KnupbHCBT HAa NaMOTPHIHH €
MPEAMMHO 4pe3 MeTabOU3HpaHE C NOCNEABALL0 ENUMHHHPaHE NoA PopMaTa Ha MNIOKYPOHHI-
KOHIOTaT ¢ ypHHaTta. [To-Manko ot 10% 0T naMOTpUrHH C€ EKCKPETUpaAT HENPOMEHEHH C YpUHATA.
CaMo oxono 2% ce ekckpeTupar ¢ Ppeueca. KNnUpBLHCHT U BPpEMETO HA MONYKHUBOT HE €A 3aBUCHMH OT
no3ara. [lnazMeHHAT NONYKUBOT NPHU 3PaBH JIMLA € U3UHCIEH NpUOIU3NTENHO Ha okono 33 yaca
(wuTepean ot 14 no 103 yaca). [1pu npoyupaHe ¢ nauueHTH cbe CHHAPOM Ha Gilbert, cpeaHuAT
KITUPBHC € NOHWKEH ¢ 32% B CpaBHEHHUE ¢ HOPMANHHUTE KOHTPOAH, HO CTOHHOCTHTE Ca B FPaHHLNTE 3a

obwaTa nonyaalus.

BpeMeTo Ha nonyKKHBOT Ha NTAMOTPUIUH CE€ MPOMEHA 3HAYHUTENHO MPH €IHOBPEMEHHO NPHUAATAHE ¢
Apyry nexkapctea. [lpy eTHOBpeMEHHO NpuiaraHe ¢ NeKapcTBa, KOUTO aKTHBHPAT MTIOKYPOHHPAHETO,
KaTo KapbaMasenuH U PEHUTOHH, CPEAHOTO BPEME HA NOJYKUBOT HA JIJAMOTPHUIHH CE€ peayLupa
nprOJIMIKUTENHO 10 14 yaca, ChLIO Taka, MPU CbBMECTHO APHJIAraHe ¢ BaNpoar, Ce yAbMXKaBa CPEAHO
npHOIH3KTENHO A0 70 yaca (BX. Touka 4.2).

JIMHEHHOCT

A034.
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Cneurantu rpyny NaureHTH

Heya

[1pu onpeaengHe Ha KIUMPBLHCA CIIPAMO TEASCHOTO TEM10, NMPH J€Ua Ce YCTAHOBABAT MO-BUCOKH
CTOMHOCTH OT T€34 MPH BH3PACTHH, KATO HAM-BUCOKH Ca NMPH NMUA oA S rogrHu. BpemeTo Ha
NOJIY)KHBOT HA IAaMOTPHIHH NPH Aeua Haii-00L10 € no-Manko OT TOBa NP Bb3PACTHH KATO CPeIHATA
CTOMHOCT € NPUOIM3UTENHO 7 Yaca NpH NpUaraHe ¢ JeKapcTBEHH NMPOAYKTH, KOUTO HHIYLUHpAT
€H3MMHH CUCTEMH KaTo KapbaMa3enuH U peHUTOHH U ce YAbKaBa A0 CPeIHH CTORHOCTH OT 45 1o

50 yaca npH eAHOBPEMEHHO NpHiaraHe camo ¢ sanpoar (Bx. Touka 4.2).

Manxu oeya na ev3pacm om 2 0o 26 meceya

IIpy 143 neanaTpuyHHU MauUMEHTH Ha BBIPACT OT 2 A0 26 Meceua, Texxawu oT 3 10 16 kg, KIUPBLHCHT €
HamaleH B CpaBHEHUE C MO-TOJIEMH AeLia CbC ChILOTO TENECHO TENO, NPHEMalLH NOA0OHH NepopasHH
A03M1 Ha Kg TenecHo Terno KaTto Aeuara, no-roaeMu ot 2 roouHd. CpeaHoTo BpeMe Ha NONY>KUBOT €
H3YHCIeHO Ha 23 yaca NpM Aeuara Ha Bb3pacT noj 26 Mecella, KOMTO ca Ha TEpanus ¢ €H3WMHHU
MHAYKTOPH, Ha 136 yaca npy eAHOBPEMEHHO NpUlaraHe ¢ BAINPoaT M Ha 38 14aca npu 11ua, JEeKyBaHH
0e3 eH3UMHU UHAYKTOPHU/ MEXHOUTOPH. HHTepHHANBHAYanHaTa BapHabUNHOCT HAa NepopanHug
KAMPBHC € NO-rojiiMa B rpynara Ha neavaTpUuHUTE NauMeHTH Ha 2 10 26 meceua (47%).
[IpeanonaraeMuTe HUBA Ha CEPYMHA KOHLEHTpaUMs NP aeua ot 2 10 26 Mecela KaTo L0 ca B
CbLIMA MHTEPBAT KaTO NPH NO-FOJEMUTE JeLa, BLIPEKH Ye NPH HAKOHW JELa ¢ TENECHO TETA0 Nnoja

10 kg MOxe J1a ce YCTAHOBAT NMO-BHCOKH Cinax HUBA.

HHayuenmu ¢ cmapuecka ev3pacm

[IpoBeneH e nonynaioHeH hapMaKOKMHETHUEH aHANH3 NMPY MJIaJH NALHEHTH W NPH NallUEHTH B
HarnpeaHana Bb3pacT ¢ eNUIENCUs, KOUTO Ca BKAKOUEHH B €AHHU U Cbilld u3nuTeaHus. [1py oleHka Ha
PE3YATATHTE HE C€ YCTAHOBABAT KIIMHUYHO 3HAYHMH NPOMEHH B KIUPBLHCA HA NaMOTPUTHH. [Ipu
MPHEM Ha €HOKpaTHA J03a ¢€ ycTaHoBABaT ¢ 12 % nmo-HUCKM CTOHHOCTH Ha NPHBUAHUA KJIMPBHC,
KaTo CbOTBETHO 3a 20 roauiuHa Bb3pacT ca oko/10 35 ml/min, nokaro npu nauveHTH Ha 70 roanLIHa
Bb3pact ¢a 31 ml/min. Ilonmxkasaue ot 10 % ce ycraHoBsBa clienl eueHHUe B NPOALIKEHHE Ha 48
CEAMHULM, KaTO CTOHMHOCTHUTE CBTBETHO ¢a 0T 4] a0 37 ml/min 3a aBeTe BL3pacTOBH rPyMH.
I1poBeneHu ca M npoyusaHHus Ha GpapMaKOKWHETHKATA HA NAMOTPHIHH CIEA eHOKPATEH NpHEM Ha
150 mg npu 12 3apaBy nuLa B ctapuecka Bb3pacT. CpeHHTe CTOHHOCTH HA KJTUPBHCA MPH TE3N
naumeHTH (0,39 mi/min/kg) ca B pamkure Ha ctoitHocTuTe (0,31 no 0,65 ml/min/kg), ycraHoBeHH cnel
NPOBEACHH JAEBET KNHHHUYHH U3CICOBaHHUS NMPH Bb3PaCcTHHU (KOMTO HE ca B CTapyecKa Bb3pacT), chea
rnpwiaraHe Ha eaMHHYHY 1034 ot 30 0o 450 mg.

bvbpeuno yepeocoane
Ha nBanazeceT nobposonuu ¢ xpounuHa 6Gb0peyuHa HeJOCTAaTbYHOCT W HA APYTH LUECT MalUeHTH Ha
XemMoaHuainsa e buna npunoxeHa eqHokpatHa ao3a or 100 mg namorpuruH. CpeaAHUTE CTOMHOCTH Ha
KnupbHca ca 0,42 ml/min/kg (xpoHnuna 61u6pevna HepoctatvunocT), 0,33 ml/min/kg (B nepuoaa
MEXY XeMOAHANH3HHTE cecHH) U 1,57 ml/min/kg (no BpeMe Ha xemoananu3a), B CpaBHEHHE ¢

0,58 ml/min/kg npu 3apasu nobposonuu. CpeaHOTO BpeMe Ha NOJY)KUBOT HA TAMOTPHUIMH B NNa3Mara
e 42,9 yaca (xpoHu4iHa OBLOpEYHa HEAOCTATBLUYHOCT), 57,4 yaca (Mexay xemoanaiusuTe) M 13,0 vaca
(Mo BpeMe Ha XxeMOoAHaIn3a), B CpaBHeHue ¢ 26,2 uaca npu 3apaeu gobposonun. CpeaHo,
npubnvsutento 20% (mexay 5,6 u 35,1) oT KOAHYECTBOTO JJAMOTPHIHH, HANTUYHO B TAN0TO, € HUN0
eTMMHUHHPAHO MO BpEME Ha 4-4acoBa XEMOAHANN3A. 3a Ta3H rpyna NAaUHEHTH HAYaJHUTE A03M
NAMOTPUTKHH TPADBA A1a ce ONpeAeNaT Cnope] CbNbTCTBALLHA PHEM HA JIEKAPCTBEHH NMPOAYKTH.
Hamanenn noaabpikally 1034 morar Aa 6bAaT ePUKacHU MPU MAUUEHTH ChC 3HAYHTEHO YBpE
Ha ObOpeuHaTa QyHKUHA (BXK. TOUKH 4.2 K 4.4).
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Yeproopobro yapescoane

Ipy 24 nuua ¢ paziHyHa CTENEH Ha Y4epHOApOOHO yBpekaaHe H 12 3apaBH KOHTPONH € POBEAECHO
(apMaKOKHHETHHHO MPOYYBAHE C NPUNAraHe Ha €HOKPaTHa 1032 NaMOTPUIruH. MeanaHara Ha
NPUBHUAHUA KITUPDBHC Ha JaMOTpUrud e 6una 0,31, 0,24 unu 0,10 ml/min/kg npu nauneHTHTe C
yepHOAPOOHO yBpexkaane creneHd A, B, unu C (Child — Pugh knacudukaumns) ¢cboTBETHO, CpaBHEHA ¢
0,34 ml/min/kg npu 3apasuTe KoHTponu. HavanHaTa no3a, 403aTa Npy NOBHIIABaHE K NOAAbPIKAlLIATa
A03a TpsbBa na ObAaT peayuHpaHy NpH NAUHEHTH C YMEPEHO WK TE€KKO YepHOAPOOHO YBpEKIaHe
(BX. TOuKa 4.2).

5.3 IlpeakTHHHYHR JAHHHA 3a He30NACHOCT

HexknuHuyHUTE JaHHHU He NoKa3BaT ocofeH pPHCK 3a Xopa Ha 0a3a Ha KOHBEHLUMOHATHHUTE
¢apmMakonOrMiuHK Npoy4BaHHa 3a H€30NaCHOCT, MPOYUBAHHA 32 TOKCHYHOCT NMPH MHOTOKPATHO
NpunaraHe, Fr€HOTOKCHYHOCT U KaHLIEPOreHeH MOTEHLHA.

[Ipn npoyuBaHHaTa 3a penpoayKTUBHA TOKCHMHOCT K TOKCHYHOCT 38 Pa3BHTHETO NPH IPU3aUU U
3aiLH, HE ca Ha0AKOAaBaHH TEPATOreHHHU €PEKTH, HO Ca YCTAHOBEHH MOHHXEHO (ETATHO TETNO H
3abaBsiHe Ha cKeeTHaTa OCU(UKALMA NPH HUBA HA €KCMO3ULMA, NO-MATKH WIH CXOAHH C OHAKBAHHUTE
Npy KIWHAYHA €KCMO3UUMA. Thi KaTo NO-BUCOKM HUBA HA €KCMO3MUKA He Ouxa Morny aa 6bvpar
U3CNICABAHM MPH XXHBOTHH NOPAAH TEKKOTO TOKCHUHO BbL3ACHCTBUE BbPXY MARUHHHA OPTraHH3bM,
TEPATOr€HHUAT MNOTEHLHAN HA JAMOTPHIHH HE € XapaKTepu3HpaH Haj KJIIMHHYHATA €KCMNO3HLUS.

[Ipn nabxose € HabarogaBaHo yBenUUueHHE Ha eTaJHATA U TOCTHATAIHATA CMBPTHOCT NPH
MpUaraHe Ha JJAMOTPHIMH MIPE3 KbCHUA MeCTALMOHEH H PAHHKA NOCTHaTajleH neproa. Tesu edekTH
ca 61nKu HabnoaaBaHM NMPH EKCMO3ULMA, NO-HUCKA OT OYaKBaHaTa B KIIMHUMHATA NPaKTHKA.

[Ipu mnbxoBe B IOBEHUNIHA BB3PACT ¢a HabmonaBaHH edekT BbpXY 00yuennero npu Biel maze tecra,
neko 3abaBgaHe Ha OanaHo-npenyuranHarTa cenapalys M Ha BarHHatHaTa [poOXo4HUMOCT, KakTo U
HaMalicHO HA/IAABaHE Ha TETJIO CJiel paxkaaHeTo npu F1 :mUBOTHH NPH €KCNO3ULIMK, NO-HUCKH OT
TEpaneBTHYHHTE EKCNO3ZULKH NPKU X0pa, Bb3 OCHOBA Ha TEJIECHATA NOBLPXHOCT.

OnuTHTE NpH XXKUBOTHH HE NMOKA3BaT HeONAroNpUATHH €(EKTHA HA TAMOTPUTHH BLPXY DEepTHAUTETA.
JlaMOTpUruH e 1oBen A0 HaMansBaHe Ha peTanHUTE HYWBA Ha ONKEBA KHCEIHHA NPH nabXxose. CMATa
ce, Y€ JePHLHMTBT Ha (POSIUEBA KMCEUHA € CBbLP3aH C MOBHUUIEH PUCK OT BPOAeHHU Man(OopMaLUU NpH
YKUBOTHH H XOpa.

JlaMmoTpurud Boau 1o xo3zozasucuMo nuxubupane Ha hERG xananyera npm uoBelkH eMOpUOHANHH
01p6peunn knetku. IC50 e npubnunsnrenHo AeBeT NbTU HaA MaKCUMAaHaTa TeparnesTHYHa cBoOoaHA
KOHUEHTpPAUHA. JIaMOTPUrHH He NpeaHu3BHKBa yabikaBane Ha QT WHTEpBaia NPH KMBOTHH NpPH
€KCIMO3HIHMKU NPUONH3UTENHO 10 ABA MHTH HaJ MaKCHMANTHATa TEPANEBRTHYHA CBOOOAHA
KOHUEHTpauus. [Ipy KMMHHYHO nNpoyyBaHe CbC 3APABH BL3PACTHH A0GpORONLM He € HabnrogaBaH
KJIWHAYHO 3Ha4YUM edeKkT Ha NaMOTpUruH Bbpxy QT uHTepBana (8. Touka 5.1).

[IpoyuBaHus in vifro NnOKa3BaT, 4e B TEPANEBTHYHO 3HAYUMH KOHLEHTPALIMK JIAMOTPHIHH MPOABABA
aHTHAPUTMHYHO AeACTBHE OT Knac IB. [Ipu xopa Toil nExHOHpa HaTpHEBHTE HOHHK KaHaNU B CbPLIETO
C KMHETHKa ¢ Obp30 HAaCTBNBALUM HA4aJI0 M Kpal Ha AeHCTBUMETO W CHITHA BOJITAMHA 3aBUCUMOCT,
nogodHO Ha ApyrH aHTHApPUTMHU4YHHU cpeacTBa oT knac |1B. B TepanesTHuHM 103H 1aMOTPUTHH He
3a0aBs KamepHaTa nposoauMOCT (pasiuupaBane Ha QRS) npu 3apaBy nvua 8 UINOCTHO N
QT, HO Npy NaUKEHTH ¢ KIMHHYHO 3HAYHMH CTPYKTYPHH WIH QYHKLMOHAIHH ChP/IE
JAMOTPHIHH MOXE NMOTEHUHANHO Aa 3a0aBH KaMepHaTa NpoOBOAUMOCT (pasLlMpABaH
npeau3sBHKa NpoapuTMHR (BXK. TouKa 4.4).
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6. OAPMAINIEBTHYHHA JAHHH

6.1 CnHchk HA NOMOHNIHHTE BeulecTBAa
Kanuues kapbonar

XHUAPOKCUNTPOITHALENYN03a, YACTHYHO 3aMECTEHA

ANyMHWHHEBO-MarHe3ueB CHIMKAT
HaTpues HULIECTEH rAvkoaaT (Tvn A)

[Moengon K30

3axapuH HaTpHH

Marne3unes creapar

ApoMart Ha DOPOBUHKA.

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roagHocT

3 FOAHHM.

6.4 CrneuHaTHR YOIOBHH HA ChXPAHEHHE
To3u nekapcTBEH NPOAYKT HE WIHCKBA CTIEHWATHH YCIIOBUA HA ChXPAHEHHUE.
6.5 Buzau ceappKaHHe HA ONAKOBKATA
baucrep ot PVC/PVA(C/anymuuueso ¢gonuo.

OﬁamBKH c 10, 14, 28, 30, 42, 50 unu 56 TabneTku 32 AbBUEHE/AUCNEPTHPALLHM Ce TAONETKH.

byTunku oT nonnetrunen ¢ pucoka ninsvTtHocT (HDPE) cbe 3aiumnTeHa ot aeua/3aidreHa ot oTBapsHe
3aMmyLIanKka.

Onaxoeku ¢ 14, 28, 30, 42, 56 wnu 60 TabneTku 3a AbBUYEHE/AUCNEPTrUpaIlH ce TabIeTKH.
He BcHukH BUAOBE ONMAaKOBKM MOTaT Aa ObAaT MycHaTH Ha nasapa.
6.6 Chnenuanuu npeana3HH MEPKH HPH H3XBBLPJIsiHE

Hama cneuyanHy H3UMCKBaHHA 34 H3XBBHPIAHL.
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7. TIPUTEXATEJI HA PASPEHNIEHHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

D24 YKI11

Hpnanaus

$. HOMEP(A) HA PAPEINEHHUETO 3A YIIOTPEBA

Per. Ne 9700508

9. JATA HA ITBPBO PAZPEIUABAHETIOZHOBSABAHE HA PASPEIHEHHUETO 3A
YIIOTPEBA

Hata Ha nbpBo paspewaBane: | 7 oxromepu 1997 r.
Hata Ha nocneaHo noaHossapane: 22 oktoMepu 2009 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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