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2. KAYECTBEH A KOJIMMECTBEH CBHCTAB

Besaka Tabaetka Jlamuktan 25 mg cbabpka 25 mg namotpuruH (lamotrigine).
TToMOUIHO BELIECTBO C M3BECTHO AEHCTBHUE: BeAKa TabneTka chabpxa 23,5 mg nakrosa.

Bcska Tabnerka Jlamukran 50 mg cpabpika 50 mg aamorpuruH (lamotrigine).
[lomOIHO BELIECTBO ¢ U3BECTHO JICHCTBUE: BCska TabneTka chabpxka 46,9 mg naxrosa.

Besaka tabnerka Jlamukran 100 mg cvabvpxa 100 mg namotpurus (lamotrigine).
[loMOLIIHO BELIECTBO C M3BECTHO AcHCTBHE: Beaka Tabnerka chabpka 93,9 mg nakrosa.

33 NBLJIHHUA CTIHCBHK HA NOMOLIHUTE BELIECTBA BHXKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnetka

25 mg tabneTxu:
CseTnH, XbnaTeHHkapokadasu MHOrodacersunm TabneTku cbhe cynepenunTiuHa Gopma, ¢ pazmep 6.0
mm, ¢ MapkupoBka ,,GSEC7“ ot eaHaTa cTpana u ,,.25 oT ApyraTa cTpaHa.

50 mg Tabnerkm:

CeeTnn, xbiITEHHKaBOKadaBH MHOrodaceTbHHH TabNETKH ChC CynepenunTHuHa dopma, ¢ pasmep 7.4
mm, ¢ mapkuposka ,.GSEE1“ or ennara cTpana v ,,.50% ot apyrara cTpaHa.

100 mg Tabnetku:

CeeTan, xbiTeHHKaBoKkadaB1 MHOrodaceTbYHH TAGNETKH ChC CYNEPENHNTHYHA dopMa, ¢ pasmep 9.4
mm, ¢ Mapkuposka ,,GSEES™ ot eanara crpana u ,.100* ot apyrara crpana.

4. K/HAHHYHU JAHHH

4.1 TepaneBTHUHH NOKA3aAHHA

Enunencus

Bv3pacmuu u onowu va u Hao 13 200unu
. KomOnHHpaHa MNH MOHOTEpanKs Ha NapUHaIHH HAW FeHEePATM3UPAHU NPHUNAAbLM,
BKTHOUMTETHO TOHHYHO-KIOHHYHH NPUNATbLH,

- Hpunaawum, cebpl3aHu cbe cCHHApOoMa Ha Lennox-Gastaut. Jlamuiran ce np




KOMOHHHpaHa Tepanua, HO MOXKE J1a C& W3NO/3Ba U KaTO HA4anHO aHTHENTHIENTHYHO
nexapctBo (AEJ]), ¢ koero aa ce 3anouHe npu cuHapoMa Ha Lennox-Gastaut.

Heya u onowu na evspacm om 2 oo 12 200unu
- KoMOHHUpaHa Tepanus Npy NapuMaiHy ¥ reHEPAIMZUPAHN NPUNIATBLM, BKITIOUHTEIHO
TOHWYHO-KNOHUYHH NpUNaabLUHM U NpHNagbUY, CBLP3aHU Cbe CHHApOMA Ha Lennox-Gastaut.
- MoHoTepanus Ha THnrHuHKY abcaHcu.

bunonsapHo pa3cTpoHcTBO

Bv3pacmuu na ev3pacm na u nao 18 2oounu
- [IpeaoTapaTaBaHe Ha AENPECHBHH ENW30AM NPU NaLKWeHTH ¢ GunonspHo | pascTpoicTBo,
KOMTO UMAT NPEAWMHO OENPECHBHU €NH30AH (BXK. TOYKa 5.1).

JlaMHKTaNn He € NOKa3aH 3a HHTEH3MBHO NeUeHHE HA MAHHIHH WITH JENPECHBHH €NMH30H.

4.2 [03HPOBKA H HAYMHH HA PHJIOKEHHE

ﬂD3H POBKA

Tabnetkute JlamukTan Tpabea na ce MbATAT LENH ¥ Aa HE C€ AbBYAT UAM UYHAT,

AKO H3uMCheHaTa 103a (HanpuMep 3a NedeHne Ha Jela ¢ erUIIENCU WIH Ha NALMEHTH ¢
YEpHOAPOOHH HAPYWEHHA) HE CE PABHABA Ha CHABPIKAHHETO Ha Lienu TabneTku, TpaOBa aa ce npuema
Hal-Onn3kaTa No-HUCKa A03a, ChOTBETCTBALLA HA LETH TabNeTKH.

HOB!?TOPHO 3anoydeane Ha ieyerHue

[1py MOBTOpHO 3a@noYBaHe Ha JJEYEHHETO C JTAMOTPHIHH NPH NALIKEHTH, KOHTO NO HAKAKBA NIPHUYHHA ca
NpeKbCHAH NpHeMa My, TpAOBa Aa ce NpeLeHH HeoOX0ANMMOCTTa OT NOCTENEHHO NOBHLLIABAHE Ha
A03aTa 10 NOAAbPIKalilaTa 103a, ThHA KaTO PUCKBT OT CEpHO3eH OOPHB € CBBbP3aH C BUCOKH HayallHHM
J03H W TIPEBHILaBaHE Ha NPENOPBHUBAHATA 1034 3a MOBUILABAHE HA JJAMOTPHUIHH (BXK. TouKa 4.4).
KoAKOTO NO-roisiM € MHTEpBaNbT OT BPeMe CJie]l TPpHEMa Ha MPEeAHILHATA N03a, TOJIKOBA NO-TONSMO
BRHMaHHe TpabBa 1a ce o6bpHE Ha NOCTENEHHOTO AOCTHIAHE HAa NOAAbpKaliaTa fo3a. Korato
HHTEPBAJIBT OT BpEeME CNEA NPEKbCBAHETO HA JICUEHHUETO € NAMOTPUIHH HaJABUINABA NET NONYXXHBOTA
(BK. TouKka 5.2), oOMkHOBEHO noaabpkaiiaTa A03a Ha Jlamukran TpsaGBa aa ce focTurHe cnopen
NOAXOARILATA CXEMA.

[Tpenophusa ce neuenuero ¢ JlaMuKTan Aa He ce 3anoysa OTHOBO NPH MALUMEHTH, KOHTO ca ro
PEeKbCHANU nopaax o0OpPHUB, CBbP3aH C NPEAHILHOTO JIEYEHHE C NAMOTPUIHH, OCBEH aKO
MOTEHLIHANHATA NOJ3a HECBMHEHO HA/ABULIABA PUCKA.

Enunencus

[1penopbyBaHOTO NOCTENEHHO NOBHLLIABAHE HA 103aTa K NOAIBLPXKALLKTE JO3H 32 Bb3PACTHU H HOHOLLN
Ha Bb3pacT Ha ¥ Hal |13 roauun (Tabauua 1), 1 3a neua u oHowu o1 2 10 12 roaunu (Tabnuua 2) ca
MpeacTaBeHH no-aony. Hayankara nosa v nocieaBalioTo ¥ NOBULIABaHE He TpaOBa na 6baar
NpeBYLIaBaHH (BX. ToYKa 4.4) Nopaan pUCK OT NOgBa Ha OOpHE.

[Tpx npeycranoBsaBaHe Ha cbNBTCTBaW NpueM Ha AEJT win npu aobassaue Ha apyru
AEJl/nexapcTBeHH NpoOAYKTH KbM TEPaNEBTHUHH CXEMH, BKIIOUBALLH JJAMOTPUIHH, TPIOB

Touka 4.5).



Tabruya 1 Bv3pacmwu u ionowu Ha ev3pacm 13 u nosete 200UnY — NPENOPBLYEAHA CXEMA 34 TeHeHUE

Hd eniwiencun

CxeMa Ha JieueHue

CeaMuum 1 + 2

Ceamuuu 3 +4

O6unyaiiHa noaabpxkauia no3a

Monorepanns:

25 mg/neH
(BeaHDbXK
THEBHO)

50 mg/nen
(BEOHDbK
JIHEBHO)

100-200 mg/neH
(BEOHDBXK JHEBHO UM B JBA NTpHEMA)

3a na ce NOCTUrHe NOAAbPIKALIO
NeqyeHre, NO3UTE MOXE /13 Ce
noBHILaeaT ¢ MakcuMyM 50-100 mg Ha
BCAKA €3HA A0 ABE CEAMHLIM 10
MOCTUraHE Ha ONTHMAJIEH OTIOBOP.

[IpU HAKOM NMaLKHeHTH ca HEOOXOAUMH
300 mg AHEBHO 3a MOCTUraHe Ha
KEJIAHUA TEpaneBTHYEH OTrOBOP.

KomOununpana tepanus C paanpoart (MHXHOHTOP Ha MIHOKYPOHHPAHETO Ha TAMOTPHIHH — BXK. TOYKA

4.5):

Ta3n cxema Ha ao3upaHe
TpaOBa na 6vae
W3MON3BaHa ¢ Balnpoar
HE3aBHCUMO OT
CBINBTCTBALLMA NIPUEM Ha
APYTH NeKapCTBEHH
NPOOYKTH

12,5 mg/nen
(NMpUeMaHH KaTo
25 mg npe3 aeH)

25 mg/aeH
(BeAHDBK
JHEBHO)

100-200 mg/nen
(BEAHDBXK AHEBHO WM B J1BA NPHEMA)

3a Aa c€ NOCTUrHE NOARbLPXKALLO
NeYeHHUe, NO3UTE MOXKE 1a Ce
NMOBHLLABAT ¢ MAKCUMYM 23-50 mg Ha
BCAKA €Ha OO0 ABE CEAMHLM A0
NOCTHraHe Ha ONTHMAJIEH OTTOBOP.

Kom0maupana Tepanus BE3 paanpoart 8 C HHAYKTOPR HA NIIOKYPOHHPAHETO HA JAMOTPRIHH (BXK.

TO4YKa 4.5):

Tasu cxema Ha no3upaHe
TpAbBa Ja ce u3nonsna
6e3 pannpoar, Ho ¢:

(hbeHUTOUH
kapbamMazenuH
dheHoOapOnTan
NPUMHAOH
pudaMnuLIHH
NONMUHABUP/PHTOHABHUD

50 mg/nen
(BeNHBXK
JHEBHO)

100 mg/neH
(B ABa npuemMa)

200-400 mg/nen
(B ABa NpHema)

3a na ce NOCTUTHE NOoAAbLPAKALLD
JICYEHHE, JO3UTE MOXKE Aa ce
[MOBHLIABAT C MAKCHMYM

100 mg Ha BCAKa eaHA A0 ABE CEAMULM
J0 NOCTHIaHE Ha ONTHUMAJIEH OTIOBOP.

[1py HAKOU NALKEHTH ca HEOOXOAHMH
700 mg nHeBHO 3a NOCTUraHe Ha
XKENAaHUA TepaneBTHYEH OTIOBOP.

Kom6unnpana repanns BE3 Baanpoar n BE3 HeAyKTOpH Ha IIIOKYPORHPAHETO HA JAMOTPHIHH

(BX. TOYKa 4.5):

Ta3un cxema Ha no3upane
TpsGBa Aa ce n3non3ea ¢
ApYyrH NEKapCTBEHH
NPOAYKTH, KOUTO He
HHXUOHpAT UJIH He
MHAYLHUPAT 3HAYUTENHO
rMIOKYPOHKPAHETO Ha
JTAMOTPUIHH

25 mg/neH
(BeAHDBK
IHEBHO)

50 mg/neH
(BeAHBXK
IHEBHO)

100 — 200 mg/nen
(B€AHBXK AHEBHO WU B [iBa NpHEMa)

3a Aa ce NOCTUIHE NOALLPHKALLO
NEYEHHE, NOIUTE MOXKE /1A CE
MoBULIABAT ¢ MakCUMYM 50-100 mg Ha
BCAKA €AHA A0 ABE CCAMHLM A0
MOCTUraHe Ha ONTUMAJIEH OTIrOBOP.




IIpn naumeHTH, NpUeMatilt NeKapcTBEHH NPOAYKTH, 32 KOWTO HE Ca H3BECTHH (PapMAKOKHHETHUHW
B3aUMOACHCTBHS C NIAMOTPHIHUH (BXK. Touka 4.5), TpaOBa Aa ce U3MNoJI3Ba ¢XeMa Ha eYEHHE KaTo

npenopbs4aHaTa 3a JaMOTPUIrHH € €EAHOBPCMCHECH TNPHEM Ha BAINPOAT.

Tabruya 2: Jleya u ionowu Ha ev3pacm om 2 0o 12 200unu — npenopvyeana cxema Ha Jeyenie Ha

enunencun (0bwa onegna 003a 8 mg/'kg menecno me2io/oen)**

CxeMa Ha JledeHUe

Ceamuuu 1 + 2

Ceamuumn 3 + 4

O6bHyaiiHa nojabpkala 103a

MoHoTepanus npu
THNWYHH A0cancH:

0,3 mg/kg/neH
(BeaHBK AHEBHO
WIHW B 1Ba
npuema)

(0,6 mg/kg/neH
(BEAHDXK OIHEBHO
MJIH B JIRA
NnpUuema)

I — 15 mg/kg/nen
(B€AHBX AHEBHO WM B 1Ba NMpHeMa)

3a Aa c€ NOCTUrHE NOAABLPXKALLO
NeUeHHe, JOIUTE MOXKE J1a Ce
noBylIasaT MakcHMyM ¢ 0,6 mg/kg/nen
Ha BCEKH €4HA A0 ABE CEAMMKLH N0
NOCTHIAHE HAa ONTHUMANEH OTTOBOD, ¢

MaKCHMAaJTHa IHeBHA 03a OT
200 mg/nes.

KomOnuupana repanus C saanpoat (MHXMOUTOP Ha IHOKYPOHUPAHETO HA JJAMOTPHIHH — BXK. TOYKA

4.5):

Tasu cxeMa Ha 1o3HpaHe
TPAORA 13 CE U3MO03BA C
BAINPOAT HE3ABHCHMO OT
CBMBTCTBALUMA NPUEM Ha
APYrW NEKApPCTBEHU
NPOLOYKTH

0,15 mg/kg/nen™
(BEAHDBK AHEBHO)

0,3 mg/kg/neH
(BeAHDBK
NHEBHO)

1 = 5 mg/kg/neH

(B€AHDBXK OHEBHO MM B JBa NpHEMa)

3a na ce NOCTHrHE MOAABPHKALLO
neyeHue, J03UTe MOXKE J1a ce
nosuiaBaT Makcumym ¢ 0.3 mg/kg/nex
Ha BCAKA €AHA 10 ABE CEAMHLM 40
NOCTHIraHEe Ha ONTHMANEH OTroBop, A0

MAKCMMaJTHA MoJabpiKallia 1033
200 mg/neH.

KomOnnupana repanust BE3 pannpoar n C HHIYKTOPH HA [IIOKYPOHHPAHETO HA JIAMOTPHIHH (BX.

Touka 4.5):

Ta3u cxeMa Ha jo3upaHe
TpabBa aa ce H3Non3Ba
Oe3 Bannpoar, Ho c:

dbEeHUTOUH
kapbamMazenuH
dbeHobapburan
NPUMUIOH
pUdaMnuLHH
NONHHABUP/PHTOHABHP

0.6 mg/kg/nen
(B ABa NpHema)

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

5 — 15 mg/kg/nen

(BeAHDbXK AHEBHO WJIM B ABA OTAEIHH
npueMa)

3a na ce NOCTHrHE NMOAABPXKALLO
NEYEHHUE, TO3UTE MOXKE 1A Ce
MOBULIABAT MAaKCUMYM ¢ 1,2 mg/kg/neH
BCAKA €HA 10 ABE CEAMHUM [0
MOCTHIAHE HA ONTHMAJIEH OTrOBOP, /10
MaKCHMallHa NoAIBpXKalla 103a

400 mg/nen




KomOnnnpana repanug BE3 saanpoar 1 BE3 nHAYKTOpH HA rNIOKYPOHHPAHETO HA JIAMOTDHIHH
(BX. TOuka 4.5):

Ta3u cxema Ha no3upane | 0,3 mg/kg/nen 0,6 mg/kg/neH 1 — 10 mg/kg/nen
TpROBa A2 ce W3noa3Ba C (BEAHBXK AHEBHO | (BEAHDLXK AHEBHO | (BeAHbLXK AHEBHO WK B IBa NPUEMA)
APYIU JIEKAPCTBEHU HJIK B 1Ba WK B ABA
NPOAYKTH, KOHTO HE rnpuema) nprema) 3a na ce NOCTHIrHE NOAAbPXKALILD
WHXUOUPAT UNIH HE JeYeHue, J03UTE MOXKE 11a CE
WHAYUMPAT 3HAUKTETHO noBydwasaT MakcUMyM ¢ (0,6 mg/kg/nen
MITHOKYPOHHPAHETO Ha BCAKA €IHa A0 ABE CEAMHULMH A0
NAMOTPUIHH NOCTUraHE HA ONTHMAJIEH OTFOBOP, A0
MaxKcHMasiHa noaabpikatia no3a
200 mg/nen

[Ipn naumeHTH, NpHeMaLK NEKApCTBEHH NPOAYKTH, 3a KOUTO HE ¢a H3BECTHH (PApMaKOKHHETHYHH
B32UMOJENCTBHA C JAMOTPHIUH (BX. TOYKa 4.5), Tpabsa na ce H3N0J3Ba CXEMa Ha NIeYEHHe KaTo
NpenopbYaHaTa 3a JJAMOTPHIHH C €JHOBPEMEHEH NPHEM HA BaJMpoar.

* 3ABEJIEXKKA: Ako u3uncneHaTa QHeBHA 034 NMPHU NALMEHTH, NPHEMALLK BAJINPOAT, € MEXAy 2,5 mg
5 mg, MOXKE Mpe3 NbPBUTE ABE CEAMULIM a ce NpUeMa A03a 5 mg npes aeH. AKO W3UMCIIEHATa IHEBHA 1032
MPH NALHEHTH, NPHEMALLIH BANINPOAT, € M0-HHUCKa OT 2,5 mg, TabneTkH 3a AbBUYEHE/AUCTIEPrUpaLLH Ce
TabneTkn naMoTpuruH He Tpabea na ce usnonzeat. HE CE onuTeaiite na npunarare 4acTHYHY KOMHYeCTBA
OT TabJAETKHTE 3a AbBUEHE/AUCHIEPTHPALIHTE ce TabneTkH.

** AKO H34YMC/ICHATa 1032 JAMOTPUIHH HE MOXKE [1a Ce NMOCTHIHE, KATO ¢e M3MOA3BAaT Leau TabneTkH,
ao3ara TpabBa aa ce 3aKpuram 4o Hail-01M3KaTa no-HUCKa 103a, ChCTOAUIA €€ OT LieSiM TabNeTKH.

3a 1a € CHIYPHO NOAABLPAKAHETO HA TEpaneBTHUYHATA 1038, TETJIOTO Ha AeTeTo TPpa6Ba aa ce
npociensBa M 103aTa [a e NpOMeHs Copea npoMeHuTe B Teroro. [Ipeanonara ce, ye npu
MaLUMEeHTHTE HA BL3PacT OT JIBEe AQ LIECT FOAWHM WS € HeODX0AUMO npuaaraHe Ha NoJAAbLPXkKalla 4034
Ha ropHaTa rpaHHua Ha MpenopbYaHHus HHTEpPBa.

Cnea nocTurane Ha KOHTpon BbPXY 3abonsBaHETO NpH KOMOMHHUpPaHa Tepanus NPHEMBT Ha
cbeibTCTBalMTE AEJ] MOXe na ce cnpe, kaTo ce NpPOoABLIKK ¢ MOHOTEpanua ¢ JlaMmukran.

Heya noo 2 200unu

JanHuTe 3a ehruKacHOCT U H€30MacHOCT Ha NaMOTPUIHH NPH KOMOMHHPaHa Tepanus Ha NapuMdanHu
NpUNaabUM NpH AeLa Ha Bb3pacT oT | Mecel A0 2 rOAHHH ca orpaHuueHH (BXK. Touka 4.4). JIuncear
JaHHU NPH Aela Ha Bb3pacT noa | meceu. Ciaegosarento ynorpebara Ha JlaMmukTan npu aeua Ha
Bb3PacCT MoJ 2 roOOMHH HE CE NPENOopbUBa. AKO BhIPEKH TOBA, OCHOBABAKH C€ Ha KJIMHUYHATA
HeOoOX0aMMOCT, ce B3eMe pelleHUE 3a JISUeHHE, BHoKTe TOUKH 4.4, 5.1 n 5.2.

bunonaprno pascmpotiicmeo

B TabnvusnTe no-n0ny ca npeacTBEHU NPENOPLYBAHMTE CXEMH Ha MOBUILABAHE Ha [103aTa W
noAAbPXKALIMTE NO3H 32 NALUWEHTH Ha Bb3pacT |8 W noseue roavHm. [IpexoaHarta cxema BKIIOUYBA
FIOCTENEHHO NOBULLIABAHE Ha 103aTa HA NAMOTPUIHH A0 NOAAbPXKALIA cTabUaM3Kpaliia 1034 33 Nepuosa
OT wecT ceaAMHUK (Tabanua 3), cnen koeTo npuemMbT Ha APYTH NCHMXOTPONHU IEKAPCTBEHH NPOAYKTH
w/unn AEJT moxe na 6vae npeycraHoseH, ako e KuHuWuHO nokasaHo (Tabanua 4). Kopekuuure Ha
Ao3ata cinea A100aBsgHe Ha ApYry NMCHXOTPONHU JieKapCcTBEHU npoaykTH H/uiu AEJT cbmo ca
rnpeactTaseHu rno-aoiy (Tabnuua S). Ilopanu puck oT pasBuTHe Ha 0OpyvB He TpaOBa aa 6bae
MpeBvilaBaHa Ha4ya/1HaTa 103a K TpAOBa 14 ce crna3BaT NPenophLKUTE 33 NOBHLLIABAHE HA 1038

TOuKa 4.4).




Tabaruya 3: Bvipacmuu nayuenmu na_I8 u nogeve 200unu - npenopvysana cxemd 3a ROSUWIAEARE HA

do3ama 00 nedobpicawa cmabuiuzupawa obwa oneerna 003a NPU JeYerue Ha OuUNOIAPHO

pascmpoucmso

CxeMa Ha teYyeHue

Ceamuup t + 2

Ceamuum 3 + 4

CeaMuua 5

TapreTha

crabunuinpauia go3a
(Ceamnua 6)*

Monorepanns ¢ JamotTpures HJIM xomOunupana tepanus BE3 pannpoar u BE3 unayxkrops Ha
TMIOKYPOHHPAHETO Ha JAMOTPHIHH (BX. Touka 4.5):

Ta3u cxemMa Ha ao3rpaHe
TpAOBa Ja Ce H3M0JI3Ba C
OpYru JIEKapCTBEHU
NPOOYKTH, KOUTO He
UHXHUOHPAT UAU He
WHAYLHPAT 3HAYHMO
MIOKYPOHHPAHETO Ha
NTAMOTPHIHH

25 mg/nex
(BEIHDBK
AHEBHO)

50 mg/nen

(BeAHBXK AHEBHO

WNH B ABa
npuema)

100 mg/neH
(BEJHBXK
JHEBHO WU
B JABa
fipUemMa)

200 mg/neH —
obnyaiina TapreTHa
n103a 3a ONTUMAJIEH
OTrOBOP ( BEAHBXK
IHEBHO W/H B ABA
npuema)

B knvHHYHHU
W3NMUTBAaHHA ca
npujaraHyd J03M B
MHTEpBaNa

100 - 400 mg/nen

4.5):

KomOunupana repanus C Baanpoat (MHXHOWTOP Ha MTIOKYPOHMPAHETO HA JIAMOTPHIUH — BXC. TOYKA

‘Ta3zu cxema Ha neyeHue
TpaAOBa Oa ce U3NoN3Ba ¢
BAJINPOAT HE3ABUCHUMO OT
CBhNBTCTBALUHA NTPHEM HA
JAPYTH NEKapCTBEHH
NPOAYKTH

12,5 mg/nen

(NpHEMaHu KaTo
25 mg npe3 ziex)

25 mg/nen
(BEAHDBXK
IHEBHO)

50 mg/nen
(BeaHBXK
JHEBHO UM
B /Ba
npuema
JHEBHO)

100 mg/neH -
obuuaiiHa TapreTHa
n034 33 ONTHMAaNEH
OTrOBOP (BEAHBK
AHEBHO WJTH B ABa
npHeMa)

B 3apucHMOCT OT
KJIMHHYHUS OTIOBOpP
MOXE 214 C€ NMPHII0KH

MaKkCHMallHa 103a OT
200 mg/neH

Touka 4.5):

KomOunrpana tepanug BE3 pannpoar v C MHAYKTOpPH HA TAIOKYPOHHPANETO KA TAMOTPHIHH (BXK.

Ta3u cxema Ha neyeHHe
TpaOBa aa ce npunara 6e3
BANNPOAT, HO C:

(HEHUTONH
kapbamasenuH
theHoOapOuTan
NPUMHIOH
pudaMnULUKH
JIONHHABHP/PHTOHABHD

50 mg/neH
(BeaHBX
ITHEBHO)

100 mg/nen
(pasnencHH B
ABd NpUeMa)

200 mg/nen
(pasneneHm
B ABa
npruema)

300 mg/neH npes
ceamuua 6, npu Hy>kna
NOBULIABAHE 1O
obuuaiiHaTa TapreTHa
ao3a ot 400 mg/nen
npes ceaMuua 7 3a
MOCTHrAHE Ha
ONTHMaNEH OTTOBOP
(pa3aencHH B [1Ba
MpUema)

[1pu nauxenTH, NpHeMallH NEKapCTBEHH NPOAYKTH, 32 KOWTO He ¢a U3BECTHH (apMaKOKMHETHYHH
B3aUMOACHCTBUA C TAMOTPHIHH (BX. Touka 4.5), TpaOBa 1a ce U3N0N3BA CXEMA Ha NIEYEHHUE KATO
| NpenopbyaHaTa 3a JaMOTPHIHH C €AHOBPEMEHEH NTPHEM Ha BAINPOAT.

* TapreTtrara cTabunu3npalua no3a BapHpa cnopea KIHHUUHHS OTrOBOP




Tabruya 4: Bvapacmnu nayuenmu na 18 u noseue 2o0unu - noddvpocauia cmabwiuzupauia obuia

QHesHA 003d C1e0 NPeyCMAaHOBABAHE HA TENEHUEMO CHC CHNbMCMBAUU NeKAPCMBEHU NPOOYKMU NPU

Aeyenue Ha bunoapHo pazcmpoucmeo

Chnen nocTHraHeTo Ha TapreTHaTa JHEBHA NOAABpXALA CTabNU3NPaLLia N03a NPUEMBT HA APYIrUTe
JIEKAPCTBEHH APOLYKTH MOXe Aa ObAe MPeyCTaHOBEH KaKTO € MOCOYEHO NMO-A0Y.

CxeMa Ha JieueHHE HacTosua Ceamnna | Ceamuua 2 | Or ceamuua 3
cTabunusmpaula 1o3a Ha (3anousaiua c HaTaTbhK*
NMAMOTPHUIHH (npeau npeycTraHo-
NpeycTaHOBABAHE Ha BABaHE HA
npHema) npHema)

Cnupane Ha npuema ra Baanpoar (WHXHOHUTOP HA TNIOKYPOHHPAHETO HA NAMOTPHIHH — BXK. TOUKa 4.5), B
3aBUCHMOCT OT MbPBOHAYAIIHATA 11033 HA TAMOTPHIHH!

Cnen cnupaHe Ha npyeMa Ha
BAJINPOAT, cTabUNU3Upalara 1034
C€ YABOABA, KaTO HE ce
NPEBULIABA HAPACTBAHETO OT
noseye ot 100 mg/cenmuua

100 mg/nen 200 mg/neH [TopawpxaHe Ha Ta3u Jo3a
(200 mg/nen)
(pa3nencHa B aBa nprema)
200 mg/neH 300 mg/neH 400 mg/nen | lNooabpxane
Ha Ta3HW 403a
(400 mg/neH)

CriMpaHe Ha pHeMAa HAa HHAYKTOPH Ha IIIOKYPOHHPAHETO HA JJAMOTPHTHH (BXK. TOuka 4.5), B
3aBUCHMOCT OT MbPBOHAYANIHATA 4034 HA JIAMOTPHIHH:

Ta3u cxema Ha j1o3upane Tpabea
Aa ce U3NOA3Ba MPH ClINpaHe
fipMemMa Ha:

bEHHTOHH
kapbamMazenun
deHobapburan
NPUMHAOH
pHPaMIHLIUH
JIONUHABHP/PUTOHABHUP

400 mg/neH

400 mg/neH

300 mg/aen

200 mg/neH

300 mg/nen

300 mg/nen

225 mg/aeH

150 mg/nex

200 mg/nen

200 mg/nen

150 mg/nen

100 mg/neH

Crnnpane Ha NpHeMa Ha leKapcTBeHH NPoAYKTH, kouTo HE uuxn6upart nan HE nnayunpar
JHAMHTEJTHO NIIKYPOHHPAHETO HA JAMOTPHIaH (BX. TouKka 4.5);

Tasu cxeMa Ha gosuvpane Tpabea
Ja C€ M3NOA3Ba NPH CIUPAHE Ha
npUemMa Ha JpYyrH JIEKapCTBEHH
NPOAYKTH, KOUTO HE UHXHOUpaT
WA HE HHAYUHWPAT 3HAYUTENHO
rMIOKYPOHUPAHETO Ha
NaMOTPHIHH

[Toansbpskane Ha TapreTHaTa 4o3a, NOCTUIHATA NPH NOBHLIABAHE HA
nosata (200 mg/neH; pasaeneHa B ABa nNpyema)
(no3os auanazox 100 - 400 mg/nen)

[Ipy nauueHTH, NpueMaliln IEKapCTBEHH NMPOAYKTH, 38 KOMTO HE Ca M3BECTHM dbapMaKOKUHETUYUHH
B3aMMOACHCTBHA C TAMOTPHIHH (BXK. TOUKa 4.5), cxemaTa Ha nieueHHe, NPenopbyaHa 3a JAMOTPUIHH, €
MbPBOHAYAJIHO 1a C€ NOAdbpKa HACTOALLATA 1034 W TIEHSHHETO C JAMOTPHUIHH Aa ¢€ NMPOMEHS Bb3 OCHOBA

Ha KTHHHYHUS OTTOBOD.

¥ ITpn HeoGxoauMoCT Ro3aTa MOXKe 1a ¢ce MoBHUIK A0 400 mg/aeH




Tabauya 5:- Bv3pacmuu nayuernmu Ha [8 u nogeye 200unt — a0anmupare Ha OHEGHAMAa O03UPOBKA HA

AaMompueun cieo 000aesHe Ha OPy2u 1eKAPCmMEeH U NPOOYKmu Npu 1eHeHuemo Ha OUNOIAPHO

pazcmpoucmeo

Hsma KnMHWUYEH ONKT B aaanTHpaHeTO Ha IHEBHATA 03a HA AAMOTPHIHH cied JofasaHe Ha JApyrH
NeKapcTBEHHU npoaykTH. Obaue Ha OCHOBATa HA M3NUTBAHUS 33 B3aHMOJEHCTBHA ¢ ApYru
NEKAPCTBEHU MPOAYKTH MOrat ObaaT HanpaBeHW CNeAHUTE MPENOPbKH:

CxemMa Ha JledeHHue

HacTtodiua
cTabunuiupalua

A03a NAMOTPHIHH
(npeaun aobapaHeTO)

Ceamuua |
(zanmouBalla ¢
n06aBsHeETO )

Ceamuua 2

OT ceammua 3
HATATbK

JAobaBane Ha BAANPOAT (WHXMONUTOP Ha IMIIOKYPOHUPAHETO HA JIAMOTPUIHMH — BXK. Touka 4.5), B
3aBHCHMOCT OT MbPBOHAYAIHATA 1032 Ha IAMOTPHUIHH:

Ta3u cxema Ha go3upaHe TpaOBa na
C€ U3rnon3ea npu godaeaxe Ha
BA/INPOAT, HE3aBUCUMO OT
CBHIBTCTBALLMA NPHEM HA APYrH
NeKapCTBEHH NPOAYKTH

200 mg/neH 100 mg/ nen | Jla ce noaabpxa TasH Jo3a
(100 mg/nen)

300 mg/ nen 150 mg/ aen | Ha ce noaavpika TasH aosa
(150 mg/nen)

400 mg/ neH 200 mg/ nen | Jla ce noanbpxka Ta3u ao3a

(200 mg/nen)

JAobaBaHe HA MHEAYKTOPH HA NIIOKYPOHHPAHETO HA JIAMOTPHUIHA UPH nanuenTH, kouto HE npuemart
BAJNPOAT (BXK. TOUKa 4.5), B 3aBHCHMOCT OT MbPBOHAYA/IHATA 1034 Ha JIAMOTPHIHH:

Ta3u cxema Ha no3HpaHe TpabBa aa
ce u3anonssa 0e3 Bannpoar npu
A00aBsaHE HAa HAKOH OT ClIeIHUTE
JIEKapCTBEHU NPOAYKTH:

¢eHUTOHH
kapbamazenuH
deHobapbuTtan
NPUMUIOH
pUdaMnuLuH
JIONWHABHP/PUTOHABUP

200 mg/neH 200 mg/ nen | 300 mg/ nen | 400 mg/ neH
150 mg/ neH 150 mg/ nen | 225 mg/ nen | 300 mg/ neH
100 mg/ newn 100 mg/ nen | 150 mg/ nen | 200 mg/ nen

Hobassane Ha JekapcTBeHH NpoayKTH, KOHTO HE unxnbupar wan HE unayuupart 3HasnTeiHO
rNIOKYPOHAPAHETO HA JAMOTPHIHH (BX. Touka 4.5):

Ta3u cxema Ha nosupane Tpabea na
C€ W3MON3Ba NpH nobaBsHe HA
APYTH NEKAPCTBEHH NPOAYKTH,
KOWTO HE MHXUOHPAT WK HE
UHAYLMPAT 3HAUUTENTHO
[JTIOKYPOHHPAHETO HA JIAMOTPHUIUH

Jla ce noaabpxa TapreTHaTa 403a, JOCTUIHATA NPU NOBULLABAHETO
Ha no3ara (200 mg/nen; nozos nuanazoH 100-400 mg/neH)

[1py nauueHTH, NpHeMalliK 1EKapCTBEHH NPOAYKTH, 32 KOUTO HE Ca W3BECTHH HapMAKOKHHETHUHH
B3aMMOAEHCTBHSA C TAMOTPUIHH (BXK. TOYKa 4.5), TpabBa 1a ce H3NoI3Ba CXEMA Ha JIeUEHHE KaTo
MPENopBLUaHATa 32 IAMOTPHIHH C €AHOBPEMEHEH MPHEM Ha BaINpPOAaT.

Cnupane na nevenuemo ¢ Jlavuxman npu nayuesmu ¢ GUROAAPHO pacmpoicmso

[To BpeMe Ha KIMHHYHUTE U3NKTBAHNUA HE € HabII0aaBaHO YBEnHUYEHHE Ha HECTOTATA, TEXKECTTA HiH
BH/A Ha HEXKCJAHUTE PEaKUWH CNEA BHE3AMHO CNUPAHE HA IAMOTPHUIAH cpaMo nnaiebo.

CnenoBareiHo nauMeHTUTE MOraT Aa IPCKBCHAT NCHCHHCTO C NaMOTPHIHH 0e3 nocreneH

HaMaNABaHE Ha O03aTa.




Heya u onowu noo 18 200unu

Jlamukran He € nokasaH 3a npuAOKeHWE NpH Jela noA 18 roguuK, Thit KaTo PaHJIOMH3IHPAHO, C
peyCTaHOBABAHE HA TIPUEMA NPOYUBAHE, HE NOKA3Ba 3HAYUMA €(PUKACHOCT H NOKA3Ba NMOBHIIEHO
cboOLlaBaHe Ha CYULUMAHOCT (BX. Touka 4.4 u 5.1).

Obwyu npenopvxu 3a oozuparie na JlaMuxman npu cCneyuaniuy 2pynu NayueRmu

Kenu, npuemawiu XopMoHQIHY KORMPAYenmugu

[lpreMbT Ha KOMOUHaLMATA eTuHUNECTpaaron/nesoHoprecTpen (30 pug/150 pg) nosHasa KIMpbLHCA
Ha NAMOTPUTHH NPUONU3IMTENHO ABA MbTH, KOETO NMPEAU3IBUKBA MOHHXKEHHE HA HUBATA Ha
NamMoTpHruH. Cnea THTPHPaHE MOraT Aa ca HeoOXOOHMH NO-BUCOKH MOATBPKALUHW 03U Ha
NaMOTPHUIdH (10 ABYKPATHO NO-BHCOKH) 3a NOCTHIAHE HA MAaKCHMAlleH TepaneBTHYeH oTrosop. Tpes
ceamuLiaTa 6€3 NnprMeM Ha KOHTpaLEnTHB e HabIoAaBaHO ABYKPATHO NOBKRILABAHE HA HMBATA HA
NaMOTpUrKH. He Morat na 6baaT UskIOueHH 10303aBUCHMHU HEXENAHH peakunu, ETo 3awmo kaTto
NbLpBH H3DOP TPAOBa Aa Ce pasraexaa NPUIMKEHHETO Ha KOHTpauenTuey 6e3 ,,ceaMmuua He3 xamue*
(HarnpHUMep HEMPEKbCHATH XOPMOHATHH KOHTPALENTHBH WIH HEXOPMOHATHH METOHU; BXK. TOukH 4.4 1

4.5).

Janousane Ha npuem Ha XOPMOHATHU KOHMPAYENMUGU NPU NAYUEHMU, KOUMO BEYE NDUEMAN
neoovpcauu 0o3u ramompuzun u HE npuemam undykmopu na 2rHoKypoOHUpanemo Ha 1aMompusut
[Toanbpkatiiata 1032 Ha TaMOTPHTHH B NTOBEYETO cAy4au Tpabsa Ja 6bae ysenuueHa 10 ABa MbTH
(BX. TOukM 4.4 1 4.5). [TpenopbUUTENHO € OT HAHANOTO Ha XOPMOHANHATA TEPanUA 003aTa Ha
JIAMOTPUTHH JAa Obae noBuwaeaHa ¢ 50 1o 100 mg/nen Beaka ceaMHULA, ChOOPa3HO HHAMBUAYATHHS
KIIMHHYEH OTroBop. [ToBuiltaBaHKsaTa Ha fo3aTa He TPaOBa Ja HAJBHILABAT Ta3H CTENEH, OCBEH aKO
KIHHHYHHSAT OTTOBOP HE MOAKPENA MO-rojieMH NOBHWABaHUA.

Moe na ce 00ChAM H3MEPBAHE Ha CEPYMHHTE KOHLEHTPALIMH Ha JJAMOTPUCHH NPEOH K cnel
HaYanoTo Ha APHEMA Ha XOPMOHANHHUTE KOHTPALIENTHBY 3a NOTBbPXKIABAHE, Y€ Ce NOAIBLPKA
W3XOAHAaTa KOHUEHTPAUKA Ha NaMOTPHUruH. [Tpn HeobxoauMocT no3aTa Mmoxe aa 6bae aaanTupana.
Ipu xeHu, npUeMally XOpMOHANHH KOHTPALUMNTHBH, KOUTO BKJIKOUYBAT €HA ceaAMHLa 6e3 aKTUBHO
BELIECTBO ("ceimMuLia Oe3 xanue"), Tpadea ga 6bAe NpocaensBaHO CEPYMHOTO HHBO Ha NaMOTPHIHH
npe3 ceaAMULa 3 Ha NpHeMa Ha KOHTPALENTHRA ¢ aKTHBHO BELLIECTBO, T.€. B AHUTE OoT 15 0o 21 Ha
LMKBJIa Ha NpuemMaHe Ha Tabnerkure. 3aToBa Tpabea na ce oOMHUCAH ynoTpeGaTa Ha KOHTpaLENLHS
Oe3 cenmuua 6e3 xanue KaTo NbPBH W360p (HANPUMEP HENPEKBCHATH XOPMOHATHH KOHTPALENTHBM!
HI1H HEXOPMOHAJIHH METOH; BXK. TOUKH 4.4 u 4.5).

Chupane Ha npuemMa Ha XOPMOKAIHY KOHMPAYENMUGHU NPU RAYUESHMU, KOUMO Ge4e NPUEMAN
nOOCObPICau 003u ravompuzut ¥ HE npuemam undykmopu Ha 2moKypoHUPanemo_Ha AaMompus us
B noeeuero cnyuan e Heobx0aAMMO NOAABPKALLIATA 1033 Ha IAMOTPHMIHH Ja 6bae HamaneHa ¢ ao 50%
(BX. ToukH 4.4 n 4.5). [Ipenoprusa ce nocreneHHO HaMaNABaHe HA IHEBHATA /1032 Ha TAMOTPHIUH C
50-100 mg Bcaka cegmHua (B cTeneH, HeHaaxsbpnauia 25% ot ofwaTta qHEBHa A03a 32 CeAMHULA) 3a
MEPHOJ OT 3 CEAMMUM, OCBEH aKO KIHHHYHHUAT OTFOBOP HE Hallara pa3jiM4Ho noseaeHue. Moxke aa ce
0OCbAX UIMEPBAHE HA CEPYMHHTE KOHLEHTPALMA HA NAMOTPHIHH NPEAH U ClIE] CTUPaHe Ha
XOPMOHAJIHUTE KOHTPALCNTHBH 32 NOTBLPKAABAHE, YE CE€ NOAABPAKA U3XOAHATA KOHLIEHTpaLMs Ha
NaMOTPUrHH. [IpH )keHH, KOUTO XKenasT na Crpar NPUeMa Ha XOPMOHANEH KOHTPALIENTHB, KOHTO
BKNIIOYBA €/1Ha ceAMHMLIA Oe3 akTHBHO BelecTBO ("ceamuua He3 xanue"), npocaeasBaHeTo Ha
CepYMHOTO HUBO Ha JJAMOTPHUIuH TpSOBa fa ce npoeexaa npe3 ceaMuLa 3 oT npyeMa Ha
KOHTPALIENTHBA C AKTHBHO BELIECTBO, T.€. OT AeH 15 00 AeH 2| Ha uMkbAa HA NpUeMaHe Ha
Tabnetxwute. [Ipe3 nbppaTa ceqMHLA Cell TPAIHOTO CIMpaHe Ha NPHEMA Ha KOHTPALeNTHBRa
Tpabea na 6bAAT B3eMaHH MpobH 3a OUEHKA HA HUBATA HA TAMOTPHIHH.
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Janougane Ha mepanus ¢ IAMOMPUZUH NPU NAYUEHMKY, KOUMO 8e4e NPUeMAam XOpMOHAHU

Koxmpayenmugu
[losuwasaHeTo Ha no3aTa TpAOBa Aa cneaBa HOPMATHUTE NPENOPBYAHH 03U, ONTKHCAHW B TabHUMTE.

Janoysane u CNUpAHe HA NPUEeMAa HA XOPMOHATHY KOHMPAYenmueyu NpU NAYUEHIMKY, KOUMOo 8eye
npuemam nooovpxcawu 0ozu savompueun u IIPHEMAT unoykmopu Ha 2aoKyponupanemo Ha
AAMOMPUSUH

Moxe Aa He e HATOXKAT KOPEKLIMY Ha NpenopbYBaHaTa NOAAbPXKAalla 1033 JAMOTPUrHH.

Ynompeba ¢ amazanasup/pumoHagup

He Ou Tpabrano ga ca HeoOXOAMMHU KOPEKLIMH B NPENOpbYBAHOTO NOBMLIIABAHE HA 103aTa HA
NaMOTPHIHH, KOTaTo JIaMOTPHIHH ce 100aBa KbM ChLUECTBYBALLA TEPANHs OT aTazaHaBHpP/pUTOHABHP.
[IpH nauMeHTHTE, KOMTO Beve NpUEMaT NOAABPKALUM AO3H JJAMOTPHIHH U HE NPHEMAT HHAYKTOPH Ha
FJIIOKY POHUPAHETO HA NAMOTPHIMH, MOXE 112 C€ HANIOXKH NOKAYBAaHE Ha 103aTa Ha NaMOTPHUTHH, aKo ce
N00aBAT aTa3aHABUD/PUTOHABHP MKW A03aTa HA JAMOTPHIHH 1A C€ NMOHHWXKH, aKO NMPHEMBT HA
aTa3aHaBUP/pHUTOHABHUP ce NpeycTaHOBABaBa. [IpocniensBaHe Ha NAasMeHns NaMOTPUIHH TpaOBa Aa ce
NPOBEXKAA NPEAH H B NPOALINKEHHE HA 2 CEIMHULIM CNEN 3aMOUYBAHETO WK CIUPAHETO HA
aTa3aHaBUp/PUTOHABHP, 3a a C€ YCTAHOBH JaliU Ce Hajlara KOPeKLHWS Ha 03aTa Ha JJAMOTPHIHH (BXK.
TOuKa 4.5).

Ynompeba c ronunasup/pumornaeup

He 61 TpabBano na ca He00X0AMMH KOPEKLIMK B NPENOPBUYBAHOTO NOBULIABAHE HA 103aTa HA
NAMOTPHIHH, KOraTo JAMOTPHIHH ce A00aBsA KbM CBLUECTBYBALlA TEPANHA OT JIONHHABUD/PUTOHABHP.
[1p1 NautMeHTHTE, KOUTO BEYE NPHEMAT NOAAbLPIKALUIA 1034 JAMOTPHIHH U HE NPHEMAT HHAYKTOPH Ha
rNOKYPOHHPAHETO HA JIAMOTPHUIHH, MOXKE Aa C€ HAJIOXKH MOKaYBaHe Ha A03aTa Ha NAMOTPHTHH, aKo Ce
A00aBAT NONMHABUP/PUTOHABHP MW 03aTa HA TAMOTPHIHH /I CE NMOHWKH, aKO NPUEMBT HA
NOMKHABUD/PUTOHABHUP CE NpeycTaHOBABaBa. [Ipocnenspane Ha NasMeHUs NaMOTPUIMH TpaOBa Na ce
NpoBEXKAA NPeAH H B NPOALHKEHHE HA 2 CEAMHUM CNECA 3aMO4BAHETO UK CNIMPAHETO Ha
JIONHHABUP/PUTOHABHP, 3a Aa CE€ YCTAHOBH JATH C€ HajIara KOpeKLMs Ha 103aTa Ha NAMOTPHUIUH (B,
TouKa 4.5).

llayuenmu 6 nanpednaia ab3pacm (Haod 65 200UHU)
He ca HeOOXOOUMH KOPEKLIMH B MPENOPBLYBAHUTE CXEMHM Ha JeveHHne. DapMaKOKMHETHKATA Ha

NaMOTPHIHH MPH Ta3d BL3PACTOBA rpyna He ce pa3iMvaBa 3HaYMTEIHO OT Ta3u NPH NALMEHTUTE B
no-mMaana Bb3pacT (BXK. Touka 5.2).

bvbpeuno yepexcoane

JlamuxTan Tpabea na ce npunara BHUMaTENHO NpU nauueHTH ¢ 6L6peyHa HeaocTaTbuHoCT. [py
NaUKMEHTH B KpacH CTaAUH Ha 61L0peuHa HEQOCTATHLUHOCT HAYAITHUTE 103K JIAMOTPHUIHH TpsAOBa Na ca
CMOPeA ChIBLTCTBALINA TPHEM Ha NEKAPCTBEHH NPOAYKTH OT nauuneHTa. [1py nauueHTHTE Che

3HAYHTENHO OBOpEeUHO yBpeAaaHe MOXKe 1a ca epUKACHH HAMANEHH NOALBPKALUHK 103U (BXK. TOUKH
4.4 n5.2).

Heproopobro yepescoare

Havannata, moaabpkawara v Jo3aTta npy noBKulaBaHe TPAOGBA Aa Ce peLYUHPAT MPHOIHIMTENHO C
50% npu nauneHTn cve cpeaHorexko (Child-Pugh crenen B) uepHonpobHo yepexaane v cbe 75%
npu TexKo (Child-Pugh crenen C) uepnonpobHo yepexnane. Jo3aTta npy noBuLIaBaHe
noaAbpKaillaTa no3a TpAadbsa Aa ce OnpeacnsT B 3aBUCUMOCT OT KJAMHHYHHKA OTrOBOp (BXK. TOuKa 5.2).

HauuH Ha npunoxkeHue

[lepopanHo npunoxenue.
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4.3 IlIpoTHBONOKA3AHHA

CBpbXUyBCTBHTEIHOCT KbM aKTHBHOTO BEWECTBO HIH KbM HAKOE OT NOMOLIHHMTE BELLECTRa,
n3bpoeHu B T. 6.1.

4.4 Cnennannn npeaynpexaeHns B NpeANia3HA MEPKH NpH ynotpeba

KoxxeH oOpus

CboluaBaHy ca HeXeNaHH PEaKUHH OT CTPaHa Ha KOXKaTa, KOMTO C€ NPOABABAT NpPE3 MbPBHTE OCEM
CCAMHLM OT HA4YanoToO Ha TepanuATa ¢ 1aMOTpHIruH. [loBeyeTo oT o6puBHTE Cca NleKo NPOABEHH M
NOKA3BAT CKJIOHHOCT KbM ¢amoorpaHH4aBaHe, obaye ca ONMUCBAHK M TEXKO NPOsBEHH OOPUBH,
N3UCKBALIH DONHHYHO NEUeHHE W NPEKpaTaBaHe MPUIAraHeTo Ha NaMOTPUruH. Te Morat aa Gbaar
NOTEHLIHA/THO XKHBOTO3acTpallasailli 0Op1BH KaTo cUHApoMa Ha Stevens-Johnson (SJS), TokcuuHa
ennaepManHa Hekpoausa (TEN) v nekapcTBeHa peakuus ¢ €03MHOMUNNS ¥ CHCTEMHH CHMNTOMY
(DRESS); ¢huo n3secTHo kaTo cuHApoM Ha cepbxyyBcTBUTENHOCT (HSS) (BX. Touka 4.8).

[Tpu BB3pacTHH NAUMEHTH, BKJIIOYEHH B H3MUTBAHKA, H3NMOJ3BALUH JAMOTPHIHH B NPENOPbLYBAHHTE
A03M, YECTOTATA HA TEXKKHTE KOXKHH 0OpHBH € npubanzurenno | cnyuaii Ha 500 naumeHTH ¢
enunencus. [pubnnsurenHo nonosunara ot Te3u cnyyau ca 6UNK 10KNAABAHK KaTO CHHAPOM Ha
Stevens-Johnson (1 va | 000). B KJIHHHYHM M3NWTBaHKA NPH NAUMEHTH ¢ BUMONAPHO Pa3CTPOHCTBO
OposaT Ha HabatonaBaHUTE cnyvaH ¢ TexbK OOpHB e Nnpubaunsutenno | Ha | 000.

PHCKBT OT pa3sBMTHE Ha TEXKH KOXHH OOpPHBH NpH Jeua € No-BHCOK OT TO3H NMPH Bb3PacTHH. JIaHHUTE
OT U3NMUTBAHHUATA NMOKA3BAT, Y€ YECTOTATA HA OOPHBHUTE, CBBP3aHH C XOCMHUTATH3AUHMSA NIPH Aella € OT

| Ha 300 no 1 Ha 100,

Hauanuute npossu Ha oOpus npu teua Morar aa 6bAaT NorpeiHo AMarHOCTRLMPaHH KaTo
nHpekuma. I1pe3 mbpBHTE OCEM CEAMMLM OT NEUEHHETO TIPH NPOABH Ha PeGPHIHTET U O6PHB NpH
feua TpadBa na ce MMa NpeaBu BL3MOXHOCTTA OT Ppa3BUTHE HA HEXENAHa PeakliHs, CBbP3aHa C
NEYEHHETO ¢ JIAMOTPHUIHH.

B nonbiHeHWe PUCKBT 3a pasBUTHE Ha OOPUBH 3aBHCH OT:
- NPHEM Ha BUCOKM Ha4yajlHH NO3HM JIAMOTPUIHH W MPEBULLIABAHE HA NPEnopbLYyaHaTa /1034 3a
nosywasaHe (Bx. Touka 4.2).
- €IHOBPEMEHHO npunaraHe ¢ sannpoar (Bx. Touxa 4.2).

[lo Bpeme Ha NeYEHHETO Ha MALMEHTH C aHAMHE3a 33 KOXKEH 0OpUB WM aneprus kbM apyru AEJ ce
H3UCKBaA CNCUHATHO BHHMAHHE, TbH KaTO YCTAHOBEHATA YECTOTA Ha HE3HAUNUTENHO H3pa3eH OOpHB
Cnex IEYEHHUE C IAMOTPHUIHH € OKOJIO TPH MbTH MO-BHCOKA MPH TAKMBA MAaLMEHTH B CPABHEHHE C TE3H
6e3 nogobHa aHamHe3sa.

YcTanoseHo e, ye anenst HLA-B*1502 npu n1ua ¢ a3MaTcky npousxon (NpeaUMHO KHTARUM OT
CTHUYEcKaTa rpyna XaH H TaitaHaLmM) € CBbP3aH € PUCK OT Pa3BHTHE Ha CHHAPOM Ha Stevens-
Johnson/TokcHuHa enMaEpMaTHA HEKPOU3a MPH JIEUEHHE C NaMOTPHXXHH. YnoTpeba Ha 1aMOTPHKHR

NpH TaKWBa NauHueHTH TpaOBa na 6bae BHUMaTenHO OOMHCIEHA, aKO € H3BECTHO, Ye ca NOJIOKHTEIHH
3a HLA-B*1502.

[1pn pa3suTie Ha OOpHB NPH BCHUKY NaLMEHTH (BB3PACTHH M Aela), € HEOOXOOUM npernes Ha
NaluHeHTa M He3a0aBHO CIMPAHE NPUNOKEHHETO Ha JIaMMKTAN, OCBEH aKO CbC CHIYPHOCT
YCTaHOBEHO, Ye OOPUBBLT HE € CBbpP3aH C NpHemMa Ha iekapcTeoTo. [Ipenopbusa ce neue
JlamukTan aa He ce 3ano04YBa OTHOBO NMPH NALKEHTH, KOUTO Ca ro NPeKbCHAIA NOpaay
C MPEAHLUHO NICYEHHUE C JTAMOTPHTHH, OCBEH aKO NOTEHUHATHATA NO13a HECHbMHEHO H
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AKO NAaLMEHTHT pa3BHE CUHAPOM Ha Stevens-Johnson, TOKCHUYHA eNUAEPMATIHA HEKPOJIU3a HITH
NEKAPCTBEHA PeaKUUA C €03UHOPHUANS W CHCTEMHH CHUMIITOMHU NPH NPUNOIKEHWE HA NAMOTPHIHH,
HHKOra noeeue He Tpadea Aa Nnpuema TOBa NEeKApCTBO,

O6pue e crobuasan U kato yacT oT DRESS; cbio u3secTeH kaTo cHAPOM Ha
CBPBbXYYBCTBUTENHOCT. [0Ba ChCTOAHME BKJTIOYBA PAIHYHH CHCTEMHUY CUMITTOMHK KaTo MOBHLIEHA
TEMNEPATYpPa, THMPaJeHONaTHA, OTOK Ha JIMLETO, NPOMEHHU B KPbBHATA KApPTUHA, DYHKLIMUTE HA
yepHHUA apod, OLOpeUnTE U acenTHUeH MEHUHIHUT (BK. TouKa 4.8). TexecTra HA KTHHHYHHUTE MPOSBH
Ha TO3W CUHAPOM € pa3IUYHa MPH OTAECNHUTE NALUEHTH, KaTO B PEIKH C1y4YaH MOXe Ja JoBee A0
pa3BUTHE Ha JIMCEMUHHPaHA BLTPECHAOBA KoarylauMa U MynTHOPraHHa HegocTaTbuyHocT. Baxuo e aa
C€ UMa IpeaBHI, Y€ paHHHTE NPOABH HA CBPBLXUYBCTBHTEJIHOCT {HANPHUMED NMOBHULIEHA TEMITEPATYpA,
nuM@aneHonaTyus) Morat aa ce npossat 6e3 nossa Ha oOpus. [Tpu ycTaHOBABaHe Ha NOAOOHH
MPHU3HALIN H CUMITTOMH € He0OX0aHMa He3zabaBHA OLIEHKA Ha ChCTOAHHETO Ha NALMEHTA W CIIHPAHE
NPHJIOKEHHETO Ha JlaMuKTan nNpH JIMNca Ha Apyra €TUOMOTHS 3a Pa3BUTHE HA TE3U PEaKLINM.

B noeeueTo cayyan aCeNTHYHUAT MEHUHTHT € OOpaTHM NpH cniupaHe NpHemMa Ha JIEKAPCTBOTO, HO MPH
HAKOH C/lyuaH ce NoBTapa Npv noBTopHa ynoTtpeda Ha naMoTpHruH. [loBTopHaTa ynorpeba Boau ao
Obp30 Bb300HOBABAHE HA CUMNTOMHTE, KOWTO YECTO Ca NO-TEKKH. [IpUEMBT Ha NAMOTPUIUH HE
TpsOBa na ce BL300OHOBABA MPH NAUHEHTH, MPH KOHTO € CNPAH MOPaaH acenTHUYEH MEHUHTHT,
CBBP3BAH € NPEAUILIHO JICHEHHE C TAMOTPHIHH.

HMiMa cbiio chobuienus 3a peaxuny Ha GOTOUYBCTBMTENHOCT, CBbP3aHH ¢ yrnoTpebaTa Ha JJAMOTPHTHH
(BK. TOuKa 4.8). B HAKOJIKO C/ly4as peakuuaTa € HaCTbiM/IA NPH BHcoKa ao3a (400 mg uiau noseue),
MPH NOBHILABAHE HA J03aTa HIH NMpPH OBP30 Bb3XOAALIO THTPHPAHE. AKO NPU NALMEHT, KOKTO
NposBABa NMPH3HALIM HA POTOMYBCTBUTENHOCT, HMa CbMHEHHE 33 CBBP3aHa ¢ NAMOTPHIHH
(POTOUYBCTBUTENHOCT (Hanp. NPEKOMEPHO CABHYEBO H3rapaHe), TpaOBa A2 ce 0OMHUCAH NpekpaTaBaHe
Ha JIEYCHHETO. AKO NPOABDKABAHETO HA NEYEHHETO C JTAMOTPHIUH CE CUHTA 33 KIIHHHUYHO
000CHOBaHO, NALKEHTHT TpAbBa Aa Hbae NnocbhBETBaH Aa H30ArBa U3NaraHe Ha CbHYEBa CBET/IHHA M
Ha H3kycTBeHa UV cBeTIHHA K na B3eMa npeanasHy MepkH (Hanp. H3MON3BaHe Ha 3alUTHO 00J1eKI0
H CNBHUE3ALUMTHH KPEMOBE).

XemodarountHa anmdoxuctuountoza (Haemophagocytic lymphohistiocytosis, HLH)

HLH ¢ cbobuiena npu nauueHTH, KOUTO MPHEMAT J1aMOTPUrHH (BxK. Touka 4.8). HLH ce
XapaKTepUu3Hpa C NpU3HALH H CHMINTOMH KaTo NOBULIEHA TeMNIepaTypa, o6pyB, HEBPONOTHUHU
CHUMNTOMH, XENATOCIIEHOMETATHA, JIUM(PAAECHONATHS, LMTONICHUH, BHCOKH CTOMHOCTH Ha CepyMeH
pepUTHH, XUNEPTPHITTHUEPHIECMHA, OTKIIOHEHHA PbB GYHKUMATA HA YEPHHA Apo6 M Koarynaums.
CAMNTOMHTE HacTBLIBAT OOHKHOBEHO B PAMKHTE Ha 4 CeAMHLIA OT HAYaNnOTO Ha JIEHEHUETO.
XemodarouuTHaTa TMMEPOXHMCTHOLIMTO3a MOXe 1a Obe )KMBOTO3aCTPALLABALIA,

[launenTrTe TpAOBa Aa ObaaT MHGOpMUpaHK 32 cHMNTOMHTe, cBbp3aHu ¢ HLH u Tpabsa na 6vaar
NOCHhBETBAHH Ja NMOTHPCAT HE3a0aBHO MEAMUMHCKA NOMOLL, aKO MOAYYAT TE3H CHMNTOMM, MO BPpEME
Ha JIEYEHHETO € TaMOTPHIHH.

He3abaBHo oLieHETE CLCTOAHHUETO HA NALMEHTHTE, KOWTO Pa3sBHBAT T€3H NPH3HALM H CHMIITOMY U
obmucnere anarnoza HLH. TlpuembT Ha namoTprrux TpsGea He3aBasHO /1a ce MPeyCcTaHOBH OCBEH
aKO MOXXe 12 C€ YCTaHOBH ApYTra €THOJIONHA 32 PA3BUTHETO Ha TE€3H PEAKLIMH,

BaowiaBaHe Ha KTHHHYHOTO ChCTOSHHE W CYHLIMIEH PHCK

[lpy naunenTH, nexysanu ¢ AEJI no paznnynn nokasanus ca cbo0L1aBaHH CyHLIMAHH MF
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CBLUIO € NMOKa3a/l HC3HAYHUTENHO NOBHILICH PUCK OT CYHHHAHH MHUCIIH H NOBCACHHE. MexaHu3MbT Ha
TO3H PUCK HC € ACCH H HANMHYHHUTE JAHHH HC U3KAKOYBAT Bb3MOXKHOCTTA 338 NMOBULLCH PUCK NpH
JAMOTPpHUIHH.

3aToBa nauneHTHTE TpabBa Aa ObAAT NpocieaaBaHH 3a NPU3HALKM HA CYHLIMAHU MUCIIH W NOBEJEHKE U
TpAdBa Ja ce UMa npeBUA CHOTBETHO JieueHne. Ha nauvenTuTe (M XxopaTta, KOUTO CE MPHXKAT 32 TAX)
TpabBa Na ce 00bpHE BHUMAHKWE @ MOTBLPCAT JIEKAPCKH CHBET, B CNYUail ue ce NOABAT MPH3HALY Ha
CYULIMJHH MHCITH H NOBEeHHE.

[Ipy nauMeHTHTE ¢ BUNOAAPHO PA3CTPOHCTBO MOXKE 12 HACTBNAT BJIOLUIABAHE HA JENPECHBHUTE
CUMIOTOMH H/WIIH NMOABA HA CYHLUWIHOCT HE3aBUCUMO JIaNIH NIPUEMAT WIIH HE NPHEMAT JIEKApCTRA 34
neyeHue Ha OUNONAPHO Pa3CTPOHCTBO, BKIIOUUTENHO JlaMuKTan. 3aToBa NauUMEHTUTE, NTPHEMALLIH
JlamukTan 3a OUNONAPHO pa3cTpOCTBO TPAOBA Aa ObAAT BHUMATENHO NMPOCAEASBAHH 3a BNOLLABAHE
Ha ChCTOAHUETO (BKAIOUUTENHO NOFBA HA HOBU CHMIITOMH) H 33 CYHUHAHOCT, 0COOEHO B HAYaI0TO Ha
Kypca Ha JICUCHHE WK NPU NPOMEHH Ha 103aTta. HAKOW nauKeHTH, KaTo HanpUMeEp TaKWBa ¢ aHaMHe3a
33 CYHUHAHO MOBENEHHE HIH MHCIIH, BL3PAaCTHH B M/1a1a Bb3PacT WM NALMEHTH ChC CHIIHO H3Pa3eHH
CYHLIMAHK WACH NPEAH HAYATOTO Ha JICYEHHETO, U3rIIex1a ca ¢ NO-BUCOK PUCK 33 MUCIH U ONMUTH 3a
camoyOuicTBO M Tpabea na 6baaT npocnessBaHH BHHMATENHO 110 BPEME HA IEHEHHETO.

Tpabea na ce oOMHCAH NpoMAHa Ha cXxemaTa 3a ieUeHHe, BKIIOYUTENHO Bb3MOXHO NPEeyCTaAHOBABAHE
npHeMa Ha IEKapcTBOTO, MPH NALIMEHTH C BMOLLIABAHE HA KITHHHYHOTO ChCTOAHHE (BKIIFOYHTENHO
IOABa HA HOBH CUMITTOMH) H/HIY NOABA HA CYHLIMAHH MUCIH/NMOBEIEHHE, 0OCODEHO aKO CHMMTOMMUTE
Ca TEXKKH, BHE3AIMHO NOABABALLM CE WUJTH HE €A 4YaCT OT HACTOALLUTE CHMIITOMH Ha NALUEHTA.

XOpPMOHAJIHW KOHTPALIENTHRH

Eghexmu na xopmonannume xonmpayenmueu 8vpxy eQUKACHOCIIMA HA AAMOMPUSUH

YCTaHOBEHO €, e KoMOMHauKATa eTHHHNeCcTpaguo/nesoHoprectpen (30 pg/150 pug) nosuwasa
KJIMPBHCA Ha JIAMOTPHUIHH NMPHONH3UTENHO B2 MbTH, KOETO BOAM IO HaMasiBaHE HA HUBATA HA
JIAMOTPHUIHH (BXK. TOuKa 4.5). [loHW>kaBaHETO HA HMBATA Ha TAMOTPHIHH € CBBP3aHO ChC 3aryba Ha
KOHTPOJ1 BbpXY NPUNaaAbUWTE. 3a MOCTUFAHE HA MAKCHMANEH TEPaneBTHUYEH OTTOBOP B MOBEYETO
Clly4yan MOXe Jia € HEODXOAHMO Upe3 THTPHPAHE Aa Ce AOCTHIHAT MO-BUCOKH NOAABLPKALLIH JO3U Ha
NaMOTPHUrUH (NpHOAHIUTENHO OBa NbTH No-BUcOKH). [1pH npeycranorsBaHeTO Ha NpHeMa Ha
XOPMOHAJTHWTE KOHTPALIENTHBY, KIUPBHCHT HA JAMOTPHUIHH MOXKE J1a HaMaliee HanoJOBHHA.
[loBHIIABAHETO HA KOHLEHTPALIMKTE HA NAMOTPHIHH MOXe Aa 6bae CBBLP3aHO ¢ 10303aBUCHMMU
HeXenaHH CbOHTHA. [To Tazn npHuKHa CBCTOAHUETO Ha NauUeHTHTe TpAGBa Ja Hbae npocaeasBaHo.

[1pH %eHH, KONTO HE NPHEMAT HHAYKTOP Ha ITIOKYPOHHPAHETO HA JAMOTPHIHH W Ca HA XOPMOHaseH
KOHTPALIENTHB, YHATO CXE€Ma BKIIOYBA €1HA CEAMHLA HA HEAKTHUBHO JieueHHe (ceamuia 6e3 npueM Ha
KOHTPALENTHBA), € YCTAHOBEHO NOCTENEHHO BPEMEHHO NOKAYBaHe Ha HUBATA HA JAMOTPHUIHH 110
BpeMe Ha ceAIMuuaTa 6€e3 npueM Ha KOHTpaLenTHea (BK. Touka 4.2). Bapyauunre B HUBaTa Ha
JIAMOTPHUTHH OT TO3M NOPARBK MOTAT A2 OBIAT CBbP3aHN C HEXENAHH peakiiu. 3aToBa TpabBa na ce
obmucau ynorpeSara Ha KOHTpauenuus 6e3 cesimuLa 6e3 NMPHEM HA KOHTPALLENTHBA KATO JIeYeHHE OT
MbpBa THHHUA (HANPUMEP NPOABIKHTEIHE XOPMOHANHA KOHTPALENLMA HIIH HEXOPMOHATHH METOAM).

He ca nposexxaaHy npoyysaHus 3a B3aMMOACHCTBHS C APYTH NMEPOPANHH KOHTPALENTHBH UK
XOPMOHANHH 3aMECTHTENHH TEPANHH H JIJAMOTPHIHH, BBMPEKH Ye € Bb3MOXKHO TE€ A4 MOBINAAT
(papMaKOKMHETHUHHTE NapaMEeTPH HA TAMOTPHUIHH N0 Noao6eH Ha4YUH,

Edexmu na navompuaun evpxy edpuxacrnocmma na xopmonannume KORmMpayenmuesu
PesyaraTure ot npoyusaue 3a B3aumMoeHcTBrs npu 16 31paBu 106pPOBOIKH NOKA3B
€AHOBPCMEHEH NPHEM Ha NAMOTPHUIMH U XOPMOHAMNEH KOHTPaUEnTHB {KOMOUHALK
CTHHHUAECTPAIHON/NIEBOHOPreCcTPEN) € HANTHLE YMEPEHO YBEIWYEHHE HA KNUPBHC
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W NPOMEHH B CEpyMHHUTE Ponnkynctumynupain xopmoH (FSH) u nyrenunznpaw xopmon (LH) (Bx.
TOYKa 4.5). He e M3ACHEHO BIHAHHETO Ha TE3H NPOMEHM BhPXY OBaPHANHATA OBYJIATOPHA AKTHBHOCT.
He moxe obaye na 6bae u3knoueHa Bb3MOXKHOCTTA TIPH HAKOM MAaLUEHTH, NPHEMALLH JIAMOTPHIHH
3a€OHO C XOPMOHATHY KOHTPALENTHBH, T€3H MPOMEHH 13 NPEeAU3BUKAT HaMalIaBaHe Ha
KOHTpaUEeNnTHBHATA €bHUKACHOCT. 3aTOBA TE€3H NaLMeHTkH TpabBa na 6bJaT WHCTPYKTUPAHH 1a
CHOOLIABAT 32 NPOMEHH B MEHCTPYATHUA CH LMK/, HAMP. HHTEPMEHCTPYANHO KbPBEHE.

Huxuapodonarpeaykrasa

JlamoTpuruH uma cnab uHxMbUTOpeH edeKT BbpXY pedykTasaTa Ha AuxuapodonuesaTta kicenHHa. Mo
Ta3u NMPUYKHA NPH NPOABLAKHUTENHO JIEYEHHE MOXKE A4 NoBUAe dhonaTHUs MeTabonu3ibM (BXK. TOYKa
4.6). Bxnpeky TOBa, NpH NPOABIKHTENHO JIEUEHHE ¢ JAMOTPUIHH TPH XOPa HE C€ YCTAHOBABAT
3HAYMTE/IHH NPOMEHH B X€MOTTTOOMHOBATA KOHLIEHTPALU, CpeHUA 00eM Ha EPUTPOLIUTUTE H
CEPYMHHUTE HJIH EPHTPOLIMTHH KOHLIEHTPALMH Ha ¢onar 3a nepyon 4o eaAHa roauHa. He ce ycraHoBsBa
MPOMAHA K B KOHLIEHTPALMHTE HA QONAT B EPUTPOLUMTHTE 3a NEPHOI A0 5 FOAUHH.

brOpeuHa HeOCTATBUHOCT

[pH M3cnenBanus Ha NAUMEHTH ¢ TepMUHaHA GbOpeUHa HEAOCTATBHHOCT NPH NPHICKEHHE HA
€AHOKpPaTHa 403a NAaMOTPUTHH HE C€ YCTAHOBABRAT 3HAYMMH NMPOMEHH B NNA3MEHUTE KOHLEHTpALIWK Ha
NaMOTPHruH. Bbnpeku ToBa, MOXe Aa Oble o4akBaHO HATPYNBAHE HA TNIIOKYPOHUPAHUA METADONUT
Ha nponykTa. [Ipenopbusa ce NOBULLEHO BHHMaHKE MNpH JICYEHHE Ha NauleHTH ¢ 6bOpeyHa
HEOOCTATBYHOCT.

[launeHTH, NeKyBaHH ¢ APYrd NPOAYKTH, ChABPXALIH JAMOTPHIHH

JlamukTan He TpaGBa na ce npunara 6e3 KOHCYNITALMA C JIeKap NP NALUEHTH, 1EKYBaHH
MOHACTOAUIEM C IPYrH NMPOAYKTH, CbABbPIKALLN JTAMOTPHT HH.

EKI" Tn Brugada v apyru HapyluieHusa Ha chpAeYHUSA PUTHM M POBOAMMOCTTA

[1pn naumeHTH, NEKYBAHU C TAMOTPUIHH, € CbOGLUEHO 38 APUTMOFEHHO HAPYLIEHHE CbC

ST-T aHomanus u xapaktepeH 3a cuHapoMa Ha Brugada Tan EKI". B3 ocHOBa Ha in vitro Haxoaku
JTAMOTPHUIHH NMOTEHUHATHO MOXeE Aa 3aDaBW kamepHaTa npoBoaUMocCT (paswnpsapaHe Ha QRS) u aa
HHAYLHPa NPOAPHTMHA B TEPaNEBTHYHO 3HAYUMH KOHUECHTPALIHH NPH NALUEHTH CBC ChPACHHH
3a0onsBanus. JlaMmoTpurun aefictea kato ¢n1abo aHTHAPUTMHUHO CPEACTBO OT Knac IB ¢be cBbp3aHm
NOTEHLHATIHH PHCKOBE 3a CEPHO3HH WM JIETATHHU CbpPIEHHH ChOUTHA. EAHOBPEMEHHOTO NPUAOIKEHHE
Ha ApYyrH OJ10KEpH HA HATPHEBUTE KAHAIH MOXeE JOMMLIHMTENHO 1A MOBULLKN PUCKOBETE (BXK.

Touka 5.3). B TepanesTHunn no3u a0 400 mg/aeH namoTpurun He 3abasa KaMepHaTa NPOBOAHMOCT
(paswkpaBate Ha QRS) 1 He npHuKHABa yabnkaBaHe Ha QT npu 3apaBH 1HUA B USTOCTHO
npoy4sare Ha QT. YnoTtpe6aTa Ha 1aMOTPUIHH TpAOBa BHUMATEHO Na ce OOMUCITH NPU NALUEHTH C
KIHHUYHO 3HAYUMH CTPYKTYPHH AN QYHKUHOHANHHU CbPACYHH 3a00/19BaHUA KaTO CHHIPOM Ha
Brugada nan apyru cbpaeuHn KaHANONAaTHH, CHPASYHA HEAOCTATBYHOCT, HCXEMHUYHA 6onecT Ha
CHPLETO, CbpACUEH 0JIOK WK KaMEPHH apUTMHH. AKO yroTpebaTa Ha JJaMOTPHIHH € KIMHHYHO
ONpaBAaHa MpH Te3W NaLKEHTH, TPAOBA 1a ce OOMUCTN KOHCYATALMS ¢ KapAHOJOT, NPean Aa ce
3anoyHe NPHIOKECHUE HA JIJAMOTPHUTHH.

[ToMOLIHH BeLilecTBa

Tabnetkure Jlamukran (25, 50, u 100 mg TabneTkn) cbABPHKAT NAKTO3a Mouoxu,up"" T _r >
PCAKH HACNEACTBEHH MPODAEMH KaTO HEMOHOCHMOCT KbM ranakTos3a, mbjieH Ja HHE
FNIOKO30-rajlakTo3Ha Maitabcopbuus He TpabBa 1a npyeMar TOBa NeKapCTRO.
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JlamukTan Tabnerku cepabpxat no-Manko ot | mmol HaTpwii (23 mg) Ha TabGneTka, T.e. MOXe 1a ce
KaXke, Y€ NPaKTHUECKU He ChbAbPXKAT HATPHIA.

Pa3sHTHE Ha genara

Hsma nanHu 3a edpexra Ha 1aMOTPHIUH BbPXY pPacTexa, NMoNOBOTO Ch3pPsABaHE U KOFTHUTHBHOTO,
€MOLIHOHAMHOTO H NMOBEAEHYECKOTO Pa3BHTHE HA AeLara.

[Npeanazuy MEpPKH NpH enuaencuUs

Kakto npu apyru AEJ, BHe3anHoTo cnupase Ha npyeMa Ha JlamMukTan Moxe a foBeae A0 HOBa
nosBa Ha npunanabiK. Jlo3ata Ha Jlamuxran Tpabsa na 6bae HaManABaHa NOCTENEHHO 3a NEPUOA OT
JIBE CEAMMIIH, OCBEH NpPY cLODpaxkeHud 3a 6e30MacHOCT (Hanp. oOpUB), H3KCKBALLH PA3KO
NPEKPaTABAHE HA JIeYEeHHUETO.

Criopen aHHW OT NHTEPaTypaTa NpU MaLUEHTH ¢ TEXKKH KOHBYJICUBHH (POPMU HA enuiierncus,
BKJIOYHTENHO Status epilepticus, Moxe a ce pazBHe pabaoMHOIU3a, MYJITHOPraHHa AHCHYHKUMA H
AUCEMHHHpaHa BLTPECH0BA KOArynauus, B HIKOMW CilyvaH ¢ JetaneH usxoa. OnuceaHu ca noJoOHH
C/y4aH, CBbP3aHHU C NPUNOKEHHETO Ha JIAMOTPHIHH.

Moxe na ce HabnoaaBa KIIMHUYHO 3HAYHMO BJIOLIABAHE B Y€CTOTATA HA NPHNAIAbLUTE BMECTO
noaobpenue. [pn naumeHTH ¢ NOBEUE OT €AHH THN NPUNAALLUM, YCTAHOBEHATA 110/13a OT KOHTPOJIA Ha
€IMH TUMN NPHUNaabK TpAOBa Aa Obae npeueHeHa cpelly KaKBOTO W 1a € HabJloiaBaHo BOLLABAHE MPH
OPYyruTe THIIOBE NPUNaabLUH.

MUOK/IOHHYHHTE NPUNAAbLY MOXKE Aa ObAAT BAOIIEHH OT JaMOTPHUTHH.
Hanuue e npeanonoxeHue oT HANHYHUTE JaHHH, Y€ OTTOBOPHTE NPH KOMOMHALIMATA C EH3UMHM
HHAYKTOPH ca No-cj1abu B CpaBHEHHE ¢ KOMOMHALMATA C AHTHENHIENTHUYHHU ar€HTH, KOUTO He

HHAOYLHPpAT CHIUMM. an‘IHHa'I‘a HE € U3ACHCHA.

Ilpu neua, KOMTO NPUEMAT TAMOTPHTHH 33 ICYEHHE HA TUMHWUHHU abCaHCH, € Bb3MOXKHO ehUKacHoCTTa
Aa He C€ NOAABLPKA NMPH BCHUYKH MALIMEHTH,

[Ipeana3uu Mepku npy GUNONAPHO PA3CTPOHCTBO

Heya u wounowu noo 18 coounu
JleyeHHeTo ¢ aHTUAENPECAHTH € CBBHP3aHO € MOBHLUEH PHCK OT CYHLMAHH MHC/H H NIOBEJEHUE NPH
JeLa H IOHOLLUH ¢ FOJIAM AENPECUBEH €MU300 U APYrH NCUXHATPHUYHM Pa3CTPOICTBA.

4.5 Bianmoae#icrane ¢ ApYrn JeKapCTBeHH NPOAYKTH H APYrH GOpMHE HA B3auMoaeHcTBHE
[IpoyuBaHus 3a B3auUMOAEICTBUATA Ca MPOBEKAAHH CAMO NPH BB3PACTHH,

YcTaHOBEHO €, ue ypuaus-5'-gudocdo (UDP)-rmokyponun tpancdepasute (UGTs) ca eHzumuTe,
OTrOBOPHH 32 METa00/IH3Ma Ha NaMOTPUrHH. ClieR0BaTETHO NeKapcTBaTa, KOMTO MHAYLUHPAT HIH
HHXHOMPAT rOKYpOHUPAHETO, MOXKE Aa MOBIAMSAT NPUBHAHKA KIKPBHC HA NaMOTPHIruH. CHIHHUTE
HIH YMEPEHHTE HHIYKTOPH Ha €H3UM LHTOXpOM P450 3A4 (CYP3A4), 3a KOUTO € H3Bs --\
HHAyunpaTt UGTsS, cbuio Moxe aa yckopat merabonnsma Ha namoTpuruH. Hama [ A"/‘ gﬁmﬂty L
3HAYHMH HHAYKUHA WK HHXHOMpaHe Ha uuToxpom P 450 eH3uMuTe, NpUUMHEHY -
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JIaMOTPHIrHH MOXeE na HHAYLUHPA CBOS COOCTBEH METAbOIM3bM, KAaTO TO3H €QEKT € YMEPEHO NPOSBEH
K HAMa KNTHHUYHO 3HAYUMH NOCNEACTBHS.

Te3u nekapcTaa, 3a KOMTO € AOKA3aHO, HE HMAT KNMHHYHO 3HAYHMO Bb3JEHCTBUE BhDXY
KOHLEHTPAaLUATa Ha NJaMOTPHTHH, ca nocoyeHK B Tabnuua 6. CneunpruHUTE yKa3aHHs 3a JO3HpaHE
Ha Te€3H NeKapCTBa, ca npeacTaBeHH B Touka 4.2. B nonbaneHue Tazu tabnuua u3bposea Te3u
JIEKAapCTBa, 32 KOUTO € 0Ka3aHO, H€ HMAT MATbK WK HAMAT e(heKT BbpXY KOHLEHTpauuaTa Ha
naMoTpUruH. [lo npuHLUMN He ce OyakBa eJHOBPEMEHHOTO NIPHAaraHe Ha TaKMBA JIEKapCTBa 1a AOBEAe
10 HAKAKBO KIHHHYHO BL3ACHCTBUE. Bbnpeku Tora TpsabBa Aa ce 0ObpHE BHUMAHHE HA NALKMEHTH,
YUATO EMHAENCHA € 0CODEHO UYBCTBHTENHA KbM KOJIEOAHMATA B KOHLEHTPAUMKHTE Ha TAMOTPHIHH.

Tabauya 6. Ehexmu na rexapcmeenu npooykmu 8bpXy KOHYEHMPAYUAMA KA AAMOMPUSUH

JleKapCcTBEeHN NPOAYKTH, JlekapcTraenn NpoayKTH, KOHTO JlekapcrBenH NpoAYKTH, KOHTO
KOHTO NOBHIRABAT NMOHWHKABAT KOHICHTPALHATA HA HMAaT MATBLK HJIH HAMAT ePexT
KOHOEHTPAIHATA HA JAMOTPHTHH BbLPXY KOHUCHTPALHATA HA
JIRMOTPHIHH JIAMOTPHIHH
Bannpoart ATa3aHaBUp/puTOHaBHp™* ApHnunpason
KapbamazenuH bynpon1ox
Kombunauusara Penbamar
€TUHWIECTpaTIHOI/ NIeBOHOprecTpen®
JlonuHaBHp/pHTOHABHP ['abaneHTHH
®enobapburan Jlakozamug
DEeHUTOHH JleseTHpaueTam
ITpuMuaOH JInrnii
Pudamnuumn Onaxsanuy
Oxckapba3zenuH
[lapauieTamon
[lepamnanen
[lperabanun
Tonupamar
30HHU3aMH

*3a ykazaHus 3a no3upaHe (BX. Touka 4.2), ChIIO 33 XEHH, MPHEMALIH XOPMOHAHH KOHTPALENTUBH,
BHXKTE CBHLUO XOPMOHAJNHH KOHTPAUENTHBH B TOuKa 4.4.

B3aumoAeHCTBUA ¢ AaHTHENWIEMTUYHH JIEKAPCTBA

Bannpoar, koitTo HHXHOHPA rAiOKYPOHHPAHETO HA TaMOTPHTHH, 3a6aBa MeTaboH3Ma HA JIAMOTPHIHH
H YABKABA CPEAHHA NONTYKHMBOT Ha JTAMOTPHUIHH NpHONU3UTENHO ABA MbTH. [1pH nauKeHTw,

NMOANOKEHH Ha CHITBTCTBALLA TepanKs ¢ Baanpoar, Tpadea ga Obae npunarad noaxoast jeyebeH
nnaH (8. Touka 4.2).

Onpenenenn AEJI (kato dpenntoun, kapbamasenut, GperoGapburan ¥ NPUMUAOH), KOUTO aKTHBHPAT
LuHUTOXpoM P450 ensumuTe, nnayumpar cbuio UGTSs v cneaosatenHo ycKopaBaT MeTaboa13Ma Ha
namoTpHruH. [lpy naumeHTH, Nnony4vasalM CbNbTCTBALIA TEPAnuA ¢ PEHUTOUH, KapbaMa3enuH,
(perobapburan unu npumnaoH Tpabea aa Gble npunaraHa NOAXOASALIA TEPANIEBTHYHA CXeMa (BX.
To4YKa 4.2).

[1pn BknouBaHe Ha kapbama3enuH B X04a Ha JieUeHHE C JIAMOTPHIHH CE ONMHCBA Pa3BREAC I
CHMNTOMH OT CTPaHa Ha LEHTpaNHaTa HEPBHA CHCTEMA, BKITIOMUTETHO 3aMasHOCT, S1agci
BHXAHE, 3aMbIIEHO 3pEHUE U raieHe. Te3n NposBu 0OMKHOBEHO H3Ye3BaT NpH (At
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no3ara Ha kapbamasenuH. [lonobnu edektu ca HabnoaaBaHK MO BpeMe Ha U3NMTBAHE C IAMOTPHUIUH
H OKCKapba3enuH npu 3apasy BL3pacTHH JOOPOBOLIM, HO HE € MPOYYUBAHO HAMANABAHE Ha J03aTa.

B nuTepartypata uma cbol1ueHns 32 NOHUKEHH HHBA HA JIAMOTPHIHH NPH PHEM Ha JTAMOTPHUIHH B
komOuHauKa ¢ okckapbasenun. Obaue, B MPOCNEKTUBHO NMPOyUBaHE NMPHU Bb3PACTHH 3ApaBH
A0OpoBONLM NPH NpHEM Ha no3K oT 200 mg namoTpuruH U 1 200 mg okckapbasenuH, € yCTaHOBEHO,
ye okckapdaszenuH He npoMeHsa MeTabonu3Ma Ha NaMOTPHIHH U NAMOTPUTHMH HE NTPOMEHS
meTabonniMa Ha okckapbasenHH. 3aToBa NpH NAUHEHTH, MPHEMALIM CbMBTCTBAILA TEPATHA C
OKckapbazenuH, TpsOea Aa ce U3NOM3BA CXeMa HA NeveHHe 3a KOMOMHKpPaHa Tepanua ¢ JIaMOTPHIHH
0e3 Bainpoar u 6e3 HHAYKTOPH Ha TIIOKYPOHHPAHETO HAa NaMOTPHIHH (BXK. Touka 4.2).

[1pu npoyuBaHe cue 3apaBy A0O6pOBONLM, €AHOBPEMEHHOTO NMpUioXkeHHe Ha denbamar (1 200 mg asa
ISTH AHEBHO) ¢ naMoTpyurdH (100 mg aBa nbTH AHEBHO 32 10 AHKH) He e A0Beno A0 KAMHHUYHO
3HAYHMH eEKTH BbPXY PapMaKOKMHETHKATA HA TAMOTPHTHH.

Ha ocHoBaTa Ha peTpOCNeKTHBEH aHaNu3 Ha NNa3MEHUTE HUBA NPH NALMEHTH, NPUEMATTH TAMOTPHIHH
¢ M 6e3 rabaneHTHH, u3rnexxaa vye rabaneHTHH He NPOMEHS KJIMPBHCA Ha JTAMOTPUIHH.

[lorenumanHuTe B3aUMOACHCTBUA MEXKLY JIEBETHPALIETAM U IAMOTPHIHH €a M3CAEABAHH YPE3 OLIEHKA
Ha CEPYMHHTE KOHLUEHTPALIWH Ha ABETE JIEKAPCTBA NO BPEME Ha MNauebo-KOHTPOAUPAHH KNHHHYHH
H3NUTBAHKUA. Te3H NaHHH MOKA3BAT, Ye JIAMOTPUTHH HE MOBIHABA haPMAKOKMHETHKATA Ha
JIeBEeTHpALIETAM H Ye NeBEeTUPALETaM HE MOBNUABA (apMAKOKMHETHKATA Ha JIAMOTPHIUH.

Hal-HUCKHTE MIa3sMeHH KOHUEHTPALUHUH Ha NaMOTPUIHH B CTALIMOHAPHO CHCTOSHHE HE Ce NOBJIMABAT
OT CBNBTCTBALUKMA NpueM Ha nperabanus (200 mg, 3 nuTH Ha aeH). He ca ycranoeenu
(apMakOKMHETHYHH B3aUMOACHCTBUSA MEXKIY TAMOTPHUIHH M rperabanuH.

Tonvpamar He NpeN3BHKBA NPOMAHA B M1a3MEHHTE KOHLIEHTPALHH HA TAMOTPHIHH. TTpHNOKEHHETO
Ha TaMOTPHIrUH BOAH A0 [ 5% MoBUlIaBaHe HA KOHUSHTPALIMMTE HAa TONMpaMar.

B eaHo H3NUTBaHE NPH NAUHEHTH C ENUNETICHA, €AHOBPEMEHHHAT NMPHEM Ha 3oHM3amua (200 no
400 mg/nen) ¢ namoTpuruH (150 no 500 mg/aen) 3a 35 anun He € noBen A0 3HAUHMH €PEKTH BHPXY
(hapMaKOKMHETHKATA Ha TAMOTPHIHH.,

[Ina3MEHHTE KOHLIGHTPAUMH HA NaMOTPHIUH HE CE MOBJIUABAT OT CHITLTCTBAULIMS NMPHEM HA JIaKO3aMK
(200, 400 nan 600 mg/aeH) B nnauebo-KOHTPONUPAHH KIIHHHYHHU H3NUTBAHKWS NPU NALMUEHTH C
NPHNaabLUM ¢ GOKANTHO Ha4ano.

B cbopen aHanu3 Ha navHuTe OT TPU MIAUEG0-KOHTPOAHPAHH KIIMHHYHHU U3MMTBAHKS, H3CIEABALUH
KOMOHHHpaH NpueM Ha nepaMmnaHes NpH NaUMeHTH ¢ NMPUNaabUM ¢ GOKATHO HAYAIO0 H MbPBHYHO
reHepanu3upaHn TOHHYHO-KIIOHHUYHH NPHNAAbLUM, Hail-BUCOKATa OLEHEHA 1034 NepaMIaHen

(12 mg/neH) noBumaga KIKMPbHCA HA TAMOTPHIHH ¢ Mo-Manko ot 10%.

Bbnpeku ue ca cLodLaBaHy NPOMEHH B NNasMEHHUTE KOHUEHTpaLMH Ha Apyra AEJ], B
KOHTPOJIHPAHHUTE H3NHTBAHHA HE € YCTAaHOBEHO JJAMOTPHIHH 114 MOBJHABA NNA3MEHHTE KOHLIEHTPALIWH
Ha eHOBpeMeHHO npunaraiuTe AEJL JlaHHWTE OT in vitro U3NUTBAHUA M0KA3BAT, Y€ JTAMOTPHUIHH HE
usMmecTBa Apyrn AEJ] ot MecTaTta Ha CBBpP3BaHETO UM C NJIA3MEHHUTE NPOTEHHH,
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B3auMoOaeACTBHUA ¢ APYIH NCHXOAKTHBHH Ar€HTH

PapMakKOKMHETHUHHTE CBOMCTBA HAa TUTHH cneq npueM Ha 2 g Ge3soaeH NMTHEB MTIOKOHAT, MPHEMaH
IBa MbTH AHEBHO 3a WECT AHMW OT 20 3apaBu NHua, HE CE MPOMEHAT NPH €IHOBPEMEHHOTO MY
npunarade ¢s¢ 100 mg AHEBHO NAMOTPUTHH.

MHOrOKpaTHUTE MEPOPaAIHH 303 OYNIPONMOH HE OKA3BaT CTATHCTHUECKH 3HAYUMH €DEKTH BLPXY
(apMaKOKHHETHKATA Ha €IHOKPATHA 032 IJAMOTPHTHH NMpH 12 NHua, KaTo € HabnioaaBaHO caMo JieKo
yBenHueHne Ha AUC Ha n1aMOTPUIuH rIlOKYpOHUA.

[Ipy enHO M3NKTBaHE CbC 3PABU BL3PacTHH AOOPOBONLM NpUeMbT Ha |5 mg onaH3anuH MOHWKaga
AUC 1 Ciax Ha TaMOTPHIHH CBLOTBETHO CpetHO ¢ 24% u 20%. YcratoseHo e, ye npuem Ha 200 mg
JTAMOTPHUIHH He NoBIUABa papMaKOKHHETHKATA Ha ONaH3amnmH.

MHoOroxpaTHHTE Nepopanyy A034 AaMoTpuruH ot 400 mg JHEBHO He OKa3BaT 3HAYMM KIHHHYEH
edekT BLpXy papMaKOKMHETHKATA Ha €AHOKPATHA 1033 OT 2 Mg PHCNEPHOOH npH 14 3apasu
Bb3pacTHH no0poBosuy. Cnen eAHOBpEMEHEH MPUEM Ha PUCTIEPHAOH 2 Mg ¢ JAMOTPUrKH, 12 oT
14 nodposonum cbobLUABAT 32 CLHIMBOCT, B cpaBHeHHe ¢ | oT 20 npH caMoCToATENEH TPHEM Ha
PMCNEPHIOH, H HHTO €AHH NPU CAMOCTOATENHUA NPHEM Ha JIAMOTPHIHH.

B npoyueane nph 18 8b3pacTHH nauueHTH ¢ THN | GUnonapHo pascTpoiicTBO, NpHEMALLK JAMOTPHIHH
no ycTaHoBeHaTa cxema Ha no3upate (100-400 mg/nen), no3ute Ha apuNUNpPas3on ca NOBHILIEHU OT

10 mg/nen no TaprerHa no3a 30 mg/aeH 3a nepuoa ot 7 JHHU, NOC/IENBAHO OT NPHEM BEAHDBNK JHEBHO
3a owte 7 aun. HabnwonasaHo € noHmkenne Ha Cinax K AUC Ha namoTpurui ¢ue cpeato 10%.

Pe3yATaTh OT ONUTH in vitro nokaseart, ye 00pa3yBaHETO HA OCHOBHHA MeTabOAUT HA TaMOTPHIHH, 2-
N-rnokypoHHA, ¢e HHXHOHpa MHHHMAITHO OT CbBMECTHA HHKYGalKMA ¢ AMHTPUNTHIIMH, OyNpPONHOH,
KNOHa3enaMm, Xanonepuaoa Wiu Jopasenam. PesyntaTure or Te€3ud ONUTH NPEeANONArar U ye
METa0ONH3MBT Ha IAMOTPUIMH € MAJIKO BEPOATHO Aa Obae HHXHOMpaH OT K103anuH, GnyoKCETHH.,
beHen3uH, pHCNEPUAOH, CEpTPaHH WM TpazoaoH. OcBeH TOBa, H3ceABaHe Ha MeTabonH3Ma Ha
Oy¢ypanon B npenapaTh OT MUKPO3IOMHU OT YOBELWKH YepeH Apo6 Mpeanonarar, 4e NaMOTPHUIHH HE
HaMansaBa KJIMPBHHCA Ha JICKAPCTBEHUTE NPOAYKTH, KOHTO C€ eNMMUHHpAT npeaumHo upes CYP2DS6.

B3auMOAEHCTBHA C XOPMOHAITHW KOHTPALIEMTHBH

Edhexm na xopmonannume xonmpayenmusu evpxy papmaxoxunemuxama Ha 1aMOmMpUs uH

[Ipy KNMHKUYHO M3NUTBAHE C Y4ACTHETO Ha |16 xKeHH nOOPOBONKH, NPHEM HA KOMOWHUPAH nepopaneH
KOoHTpauenThs 30 ng etnHunectpaanon/150 pg nesonoprectpe € A0BeN A0 NPUOGIHINTENHO
ABYKPATHO IOBMLIABAHE HA KJIHPBHCA HA JIAMOTPHIHH CAEI NEPOPANHO NPHUICKEHHE, HMALLO 34
pe3ynaTaT HamanaeaHe cpeaHo ¢ 52% u 39% cvoreeTHO Ha AUC U Crax Ha naMoTpHruH. CepyMHHUTE
KOHUECHTPAaLHWKU Ha JJAMOTPHIHH Ca Ce NOBUUIMNH NMpe3 ceamuuaTta 6e3 KOHTPaUenTHBHO aKTHBHO
BELIECTBO (BINIIOMHTENHO Npes ,,ceamHuata 6e3 xanue™), kKaTo KOHUEHTPAUMHUTE NpeaH J03HTE B Kpas
Ha cegMuLIaTa 0e3 KOHTPALENTHBHO AKTUBHO BELLECTBO ¢a OWITH CPEIHO OKONO ABA MbTH MO-BMCOKH B
CpaBHEHHUE C neproaa Ha €1HOBpPEMEHHO NpUlarade Ha nekapceTeara (BxK. Touka 4.4). He e
HEODX0AMMO afaanTyupaHe CbIAaCHO NMPENOPbYAHUTE YKA3aHWA 33 NOBHILIABAHE HA A03aTa Ha
JIAMOTPHIHH Ha OCHOBATa €AMHCTBEHO Ha ynorpefaTa Ha XOPMOHANHW KOHTPALIENTUBH, HO
NoAAbLpIKALRATA 1034 H& TAMOTPHIHH B MOBEYETO Cly4yaHn TpsaOra ga 6be NOBHILIEHA UITH MOHWXKEHA
APH 3aNn04BaHe WJiK CNTUPAHE NPHEMaA Ha XOPMOHANHHTE KOHTPaLuenTUBH (BX. TOuKa 4.2).

Eghexm na ramompuzun 6vpxy hapMaxoxusemuxama Ha XOpMoHarHume xonmpaq LT
[pu KIHHHYHO U3NUTBAHE C YUaCTHETO Ha 16 xeHH J0OPOBOAKM, MPUEMBT Ha cTafigtRHa-A03d 9
300 mg 1aMOTPUrHH He e OKa3an eekT BbPXy (PapMakOKHHETUKATA Ha ETHHHE 7 Xt

CbCTaBKa Ha kKOMOMHHMpaHaTa nepopaiHa KOHTpaLenTHBHA TabneTka. YcraHoBeffo
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YBEJIMYEHHE HA NepOPATHHUA KIHPBHC HA ChCTABKATA JIEBOHOPrECTPe1, BOACLUO 10 HAMANTABAHE
cpeaHo ¢ 19% u 12% crorBeTHO Ha AUC 1 Cpay Ha IeBOHOpTECTpen. U3MepBaHETO HA CEpYMHUTE
FSH, LH u ecTpaanon no speme Ha U3NHTBAHETO MOKAa3Ba HAMAIABaHE HA CYNIPECUATA Ha
OBAPHANHATA XOPMOHA/IHA AEHHOCT NPH HAKOHU KEHH, BLINPEKH YE€ HIMEPBAHETO HA CEPYMHMUS
NpOrecTepoH NoKaiBa, 4€ HAMa XOPMOHAJIHW AaHHHK 32 OBYNALUA NPH HUKOA OT LUECTHALECETTE XKEHH.
He € H3aCHEeHO BB3ACHCTBHETO Ha YMEPEHOTO NOBUIUABAHE HA KIIMPBHCA HA NEBOHOPTECTPEN H
npomeHUTE B cepyMHUa FSH u LH Bupxy oBynatopHarta neiiHOCT Ha siiuHHka (8. Touka 4.4). He ca
NPOyYBaHH €PEKTUTE HA NAMOTPUIrHH B AHEBHH J03M, paznuudu oT 300 mg, KakTo U He ca
POBEXAaHH U3NUTBAHUS C APYTH XOPMOHAIHH NEKAPCTBEHH NPOAYKTH.

B3anmMoaeHCcTBHA C APYTH JIEKAPCTBEHU NPOAYKTH

B u3nuTBaHe ¢ yuactuero Ha 10 Mbxke 10OpOBONUM € YCTAHOBEHO, e pHPAMITHUUH MOBHLLIABA
KJIMpBHCA W HaMAaJIBa BPEMETO Ha MOJNYKHBOT Ha NAMOTPHIKHH NMOpaan MHAYKLUMSA HA YepHOAPOOHHTE
€H3UMH, OTTOBOPHH 32 MNIKOKYPOHUpaHETO. [1pH nauMeHTH, IeKyBaHH €AHOBPEMEHHO ¢ pHdaMNHLIHH,
TpAOBA [1a CE€ M3MNOJI3BA NOIXOAA1IA CXeEMA Ha jleueHue (BXK. TouKka 4.2).

B u3nuTBaHe npH 3apasu JOGPOBOJILK NONHHABUP/ PUTOHABUP NPEAUIBHKBAT NPHOIH3IHTENHO
ABYKPaTHO NOHMXABAaHE HA MNJIa3MEHUTE KOHLUEHTPALUHY Ha TAMOTPHIHH, BEPOATHO Ype3 WHAYLIHpaHe
Ha MoKy poHHpaueTo. [1pu nauneHTy, npueMally eAHOBPEMEHHO JIEUEHHE C JIOTIMHABHP/PUTOHABHP
TpabBa na ObJe U3noN3BaH MNOAXOAALL TEpaNeBTHUEH pexnM (BXK. Touka 4.2).

B eaHo npoyusaHe npH 3apaBu Bb3pacTHH AoOpoBonLM, atazaHaBup/puToHasHp (300 mg/100 mg),
npuaaraH{y 3a 9 aHu, noHwkasar nnasMeHuTe AUC U Crax Ha 1aMoTpurue (€AHOKpaTHa 103a OT

100 mg) cpento cbotBeTHO ¢ 32% U 6%. [1pn naumeHTH, NpHeMalM €AHOBPEMEHHO JleHeHHUe C
aTazaHaBUp/puTOoHaBUP TPiOBa Aa ObAE H3NOA3BAH NOAXOAAL TEPANEBTHYEH PEXKUM (BXK. Touka 4.2).

B u3nuTBaHe Npu 3ApaBH Bb3pacTHH J0OPOBO/ILH, NapaueTamMon | g (4eTUpH MbTH JHEBHO) MOHWXKABA
mnasmMeHuTe AUC 1 Cynin Ha NTaMOTPUrKH CpelHO ChOTBETHO ¢ 20% W 25%.

JaHHH OT in vitro npoyusaHe NoKa3BaT, 4€ JaMOTPHIHH, HO He U N(2)-rTIoKypoHUa MeTabonuTa, €
MHXHOUTOP Ha Opranuynua Tpancnoptep 2 (OCT 2) B NOTEHUMANHO KIIMHUYHO 3HAYUMM
KOHLEHTpaUMH. Te3n AaHHU [TOKA3BAT, Ye NaMOTpUruH € HHXHOUTOp Ha OCT 2 ¢ IC50 cToiHoeT

53,8 uM. ENHOBPEMEHHOTO NPUAOKEHHE HA NAMOTPHIHH C TEKAPCTBEHH NPOJYKTH, KOUTO CE
eIMMHHUpAT 1pe3 6u6peunTe W ca cybetparu Ha OCT2 (Hanp. metdhopMuH, rabaneHTHH U
BAPEHHKIHH), MOXE Aa A0BeAe A0 NOBHUIIEHH NJIa3MEHH HHBA Ha TE3H JIEKapPCTRA.

KjiuHWYHaTa 3HAYUMOCT Ha TE3H Pe3y/TaTH HE € ACHO onpeaeneHa. Brrnpekn ToBa, MPHIOKEHHETO Ha
JIEKapCTBOTO TPAOBa 14 € ¢ NOBUILEHO BHUMAHHE NPH MALHEHTH, KOHTO €IHOBPEMEHHO MPHEMAT
HAKOMW OT TE€3H JIEKAPCTBEHHU NMPOAYKTH,

4.6 bpemMennocT H KbpMeHe

PHCK, CBbP3aH C aHTUENWIENITUHHHUTE eKapCcTBa KaTo LiSAo

Jle4eHHeTO Ha XKEHHTE C AeTepoaeH noTeHuMan Tpabea aa 6bae NoA KOHTPOAa Ha CeLHanMCT.
JleueHHEeTO ¢ aHTHENMAENTUYHY JiekapcTea TpAOBaA Aa Obae npepasriesaHo, B CAyyail ye xKeHara
nnaHupa aa sabpemenee. Ipy xxeHuTe, NeKyBaHH 32 eNUNENCHS, BHE3AMHOTO CIHPAHE HA JIEYEHHETO C
AEJ1 TpabBa na ce u3bgarea, Tbi KaTo TOBa MOXe Aa A0BEAE A0 NOABA HA NMPHNAABLUH CbC CEPHOIHHU
MOCJIEACTBHA BbPXY JKE€HATA M HEPOACHOTO AeTe. BUHarn, korato € Bb3MOXKHO, TpAOBa Na ce
Npeano4YHTa MOHOTEpanu4, 3alo0To AeueHHeTo ¢ HAKONKO AEJ] Moxke aa Obae cRbp3aHp-cHOBIHIR:
PUCK OT BPOACHH Man(pOpMalliH B CPaBHEHHE ¢ MOHOTEPAIIHATA, B 3aBHCHMOCT OT HZAQisaNyIfe

AHTHEMHUNICNTHYHH JICKAPCTBA.
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Puck. CBbP3aH ¢ 1aMOTPHUTHH

bpemennocm

['onam obem naHHM npH OpeMEHHH XKEHH, NMPUEMATH TAMOTPHIHMH KaTO MOHOTEpAarHs NoO BpeMe Ha
MbpPBHA TPUMECTBP OT OpeMeHHOCTTa (noseye oT 8 700), He npeanonara CbIIECTBEHO NOKAYBaHE Ha
PHCKa OT F'OJIEMH BPOACHH MaIpOpMaUMUH, BIIIKOUMTENHO 3ael1Ka YCTHA M Bbj14a NacT.
IlpoyuBanvsTa NPH )KUBOTHY Ca MOKa3alH TOKCHUHOCT 33 pa3BHTHETO (BXK. To4Ka 5.3).

AKO € HaNIOXKUTEHO JieucHHe ¢ JlaMukTan no BpeMe Ha 6peMEeHHOCT, MPENOPBLYUBA C€ MPHI0KEHHETO
Ha HaH-MaJKaTa Bb3MOXKHA TEPANEeBTHUHA 1034,

JlamoTpuruH uma cnab HHXHOMTOpEH edeKT BbpXY peayKTa3aTa Ha AMXHAPO(OIHEBATA KUCENHHA,
NopaaH KOETO MOXKE TEOPETHYHO Aa NOBULLUK PUCKA OT eMOpHOPETANHO YBPEKAAHE UPE3 NOHHMKARAHE
HUBATa Ha ¢ponnera kucenuHa. [penopbunTeneH e npreM Ha GoNHEBa KHCEHHA MPH NaHYpaHe Ha
OpPEMEHHOCT H B paHHUTE NEPHOAH HA OPEMEHHOCTTA.

PHU3HONOTHYHHUTE MPOMEHH, HACTHNBALLM N0 BpeMe Ha OpeMEHHOCT, MOTaT Ja NOBJIUANT HUBATA Ha
NAMOTPHIAH WWITH TepanesTHYHHA edekT. MMa ch0o0LIeHNA 33 NOHMKABaHE HA NNA3MEHHUTE HUBA Ha
NaMOTPHIHH NO BpEME HA OPEMEHHOCT C NOTERUMANEH PHCK OT 3aryba Ha KOHTPOJ BLPXY
npunanbumTe. Cnen paKAaHETO HUBATA HA TAMOTPUIMH MoTaT Obp30 Aa C€ NOBMUIAT C PHUCK OT
A030CBLP3aHH HeXKeNaHH peakuuny. Ilopaau ToBa cepyMHUTE KOHUEHTPALMK HA NaMOTPHUIrMH TpaOBa
Na ObAaT NPOCHEABAHH NMPeAH, NO BpeMeE Ha K cnel GpeMEHHOCTTa, KAKTO H 3a KpaTKo caed
paxaaneTo. [1pH HeobxoaumocT go3ata Tpadea na Obe aganTHpaHa, 3a Ja ce NOAABLPIKA CEPYMHATA
KOHLEHTPALHA Ha JJAMOTPHIHH Ha HUBOTO OT Nnpeau OpeMeHHOCTTa, WK a Obje ananTipaHa cnope
KIHHUYHWS OTroBop. OCBEH TOBA ciiea pakAaHeTO TpaOBa Aa ce cleiu 3a MPodBa Ha 030CBbP3aHu
HEXENAHK peaKkLIMH.

Kvpmene

Crobluasa ce, 4e NaMOTPUIrHH NMPEMHHABA B KbPMATA NMPH MHOTO Pa3NHYHW KOHLEHTPALIMH, KOETO
BOZH A0 OOLIM HHBA HAa NAMOTPUTHH TIPH KbpMaueTaTa oT npubnusvrento 50% ot MaiiuHHHTE.
CrnieaoBaTesIHO NPU HAKOW KbpMAv€eTa CEPYMHUTE KOHLIEHTPALIMK HA NaMOTPHIHH MOXe Aa JOCTHIrHaT
HHBA, NPH KOWTO ce Habnionasat papMakoNorHiuHH edekTH.

[loTeHUMANHUTE NMON3K OT KbpMEHETO TpAOBa na ObaaT NpelieHeH! cpellly NOTEHUHATHHUA PUCK OT
MposBa Ha HEXKEIaHH PeakUHMH NPY KbpMaueTo. AKO XKEHATa pellu 4a KbPMH, JOKATO € HA JIEYEHHE C
JIAMOTPHUI¥H, KbpMaueTO TpAOBa 22 ObAE NpoceasBaHO 3a NMOABA HA HEXKENAHH PeaKLMH, KaTo
cegauus, 0dpuB 1 cnabo HapnaBaHe Ha TETNO.

Depmunumem
Hi3cnelBaHUATA NPH XKUBOTHH HE NOKa3BaT HeONAronNpHATHO NOBIUABAHE Ha PEPTUANTETA OT
NaMOTPHIKH (BX. TOYKa 5.3).

4.7 EdekTn supxy cnoco6HOCTTA 32 mModHpaHe H padoTa ¢ MAIIHHH
Tobi#t kaTO CHWECTBYBAT HHANBMAYATHH Pa3iiHKH B MOBAUSBAHETO OT eueHueTo ¢ AEJ], Ha

MaUMEHTHTE, NpHEMalld JIaMHKTaN 3a IeYEHUE Ha eNWIENCcHs, CE NPeNnopbUuBa a Ce KOHCYITHPAT C
NEKYBALIKA NeKap OTHOCHO CNEUMPUYHHA BBIPOCH, CBLP3aHH ¢ LHOGHPAHETO M ENUIIETICHATA,

He ca npoBexknanu M3nUTBaHKs 3a eeKTHTE BHPXY ¢NOCOBHOCTTA 32 LodHpaHe n pECOyEE MY

I1py nBe U3NUTBaHKS C NOGPOBONLM € YCTAHOBEHO, He eEKTHT HA NAMOTPHIHH B 3G
3pHTEJIHA IBHIATENHA KOOPAKHALUSA, IBHXKCHHATA HA OYHTE, PABHOBECHETO H CYGLIS
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celaTHBHHU €EeKTH HE CE pasnuyasa B cpaBHeHMe ¢ naaueto. [Ipy KTMHUUHK H3NKUTBAHKA C
NAMOTPHITHH Ca AOKNA/IBAHH HEXKENAHH peakLMH OT HEBPONOTrHUYEH XapaKkTep KaTo 3aMaiiBane U
ABOHHO BHXKAaHe. [lopanu Tazn npuunHa npeau aa wodupaT wnk aa paboTaT ¢ MALIHHWA NMALUHEHTUTE
TpAOBa NbPBO Aa YCTAHOBAT KaK UM BJIKAE JieueHHeTo ¢ JlamukTan.

4.8. Hexenann nexapcTBeHH peaKnHH

HexxenannTe neKapcTBEHH peakLMH 3a NOKA3aHWATA ENWIENCHd U GHNONAPHO pa3CcTPONCTBO ca
CMOpen NaHHH OT KOHTPOJIUPAHH KIIMHHYHH W3IIHTBAHHUA Y APYF KJIHHHYEH ONMKUT U ¢a U30POEHH B
Tabnuuara no-pony. Kateropuure no yecrora ca M3BEAEHH OT KOHTPOIHPAHH KITMHHUHY WINKUTBAHNS
(MOHOTepanus 3a enunencus (0603Ha4eHH ¢ kpreTuel) u 3a GunonsapHo pazcTpoiicTso (0603HAUEHH
CbC 3Hak 3a naparpad?)). py paznuka B KATEropHATa NO 4ECTOTAa MEKAY AAHHHTE OT KITHHUYHH
H3NHTBAHUA NPH ENHIENICU U NPU OUNONAPHO Pa3CTPOICTBO e MoKa3aHa Hail-KOHCepBATUBHATA
4eCcTOTa. BhNpeku ToBa, Npu AMNca Ha AaHHH OT KOHTPOJIMPAaHH KNTHHHYHH H3NUTBAHWA KaTEropHUTE
Mo 4YE€CTOTa €8 K3BEACHU OT APYr KIUHHYEH OIMHT.

Bw3npueTa e ciefHaTa kiacuHUKaLMA Ha HEXETAHHUTE JICKAPCTBEHHU PEAKLIMM:
MHoro uectH (Z1/10); yect (=1/100 no <1/10); Heuectn (>1/1 000 mo <1/100); peaxu (=1/10 000 no

<1/1 000); mHoro peaxu (<1/10 000); c Her3zBecTHa YecTOTa (OT HAIMYHUTE JAHHU HE MOXe aa Obae
HarpapeHa OLEeHKa).

Cncremo-opranen Hexenana peaknus YecToTa
KJAC
Hapyienus Ha XeMaTONOrHYHH OTKROHEHH |, BKITIOUYBALLH
KpbBTa H IMM(HATE | HEYTPONEHHSA, TIEBKONEHNS, aHEMHA, TpoMOOLUHTONEHHUA, | MHOro peaku
CUCTEMA NAHUWTONEHUA, anjlaCTHYHA aHEMHS, arpaHyJIOLHTO3a
XemodgarouutHa mmboxuctruoumrosa (HLH) (Bx. MHoro peaxku
TotkKa 4.4)
Jinmbanenonatus', lcesaonumdom C HeuszeecTHa
4ECTOTA
Hapyuienus na CHHIPOM Ha CBPBXYYBCTBHTEIHOCT 2 MHoOro peaku
MMYHHATa CUCTEMA
XunoraMarnobynmHeMHs C HeHn3BecTHa
_ 4yecToTa
IeuxHuHU Arpecus, pa3zapasHUTENHOCT YecTH

HapyLIEHHA
OOBpKBaHe, XaTIOLHMHALIMK, THKOBE (IBHTaTENHHA W/HIH Muoro peaku

BOKANHHU THKOBE)

Kowmapu C HenzpecTHa
4ecToTa
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HapyiieHus Ha
HepBHATa CUCTEMA

naso6onuel?

Cuunusoct™®, 3amaiiane™, Tpemopt, Gescbuuel,
Bb30yaa’

ATtakcusa?

Huctarsm®, acenTuueH meHuuruT (B, Touka 4.4)
HecTabunHOCT, ABAraTeNnHH HapylIEHHS, BJICLIABAHE
CbCTOSHHUETO HA MALMEHTH, CTpaJallu OT OoJiecTTa Ha

[TapkuHCOH', eKcTpanMpaMMaHKU CHMITOMH,
xopeoareTo3a’, yBeMyeHa HeCTOTa HA MPHIATbLLUTE

MHOIO YecTH

YecTh

HeuecTH
Penku

MHoro peaku

Hapywenus Ha ouute | Junnonual, sambraexo spenne’ HeuecTH
KOHIOHKTHBUT Penxu

CTOMaWHO-YPEBHH Fanene, nospbitaxel, ﬂuapua"', CYXOTa B ycraTa? YecTn

HapyllEeHKs

Xenaro-oMnuapHm Yeproapobha HEAOCTATHYHOCT, OTKJIOHEHUS B MHoro peaku

HapyLIEeHMA yepHoaApobHUTE GYHKUMK', NOBUILEHN CTOIHOCTH Ha

MOKa3aTeIUTe HA YEPHOAPOOHUTE (PYHKLIHOHANHH
TE€CTOBE

HapylueHus Ha
KOXara v

KoxeH o6pus’Ts

MHOIro uecTu

NOAKOXKHATA ThKaH Anoneuus, peakuus Ha GOTOYYBCTBHTEIHOCT Heuecty
Epurema mynrudopme, cHHApOM Ha Stevens—Johnson ¥ | Peaku
TOKCHYHA eNUACPMANHA HEKPOTIH3a MHoro peaku
JlekapcTBeHa peakuma ¢ €03MHOPHUINA H CHCTEMHK? MHoro peaks
CHMNTOMH

Hapyloeuus Ha Aprpanrus® YecTu

MYCKYJIHO-
CKECJICTHATA CHCTEMA
H CBECAHHHTECTHATA
TbhbKdaH

Peakuuu, Hanoaobasawm nynyc

MHOro peakwu

HapyweHus Ha

TyOynounTepcTHuManeH HeGpHT, CHHAPOM Ha

C Heu3BecCTHA

OvOpeunTe H TyOYJOMHTEPCTULHANEH HEDPUT U YBEUT YECTOTA
MUKOYHUTE MBTHLLA
O6wH HapylieHua | YMopaemoctT, Gonka®, 6onka 8 rbp6a’ YecTH

e¢(heKTH Ha MACTOTO
Ha NPHJIOXKEHHE

OnucaHue Ha 3bpaHn HexxenaHW peaklnu

' XeMaToNnornyHuTe OTKIOHEHHA M NMM$aaeHONaTHATA MOraT a ObAAT HNK A3 He GbAaT CBLP3aHH C

ICKapCTBEHATA peakLus ¢ €03UHOPUNHA ¥ cucTeMHH cumnToMu (DRESS) / cunapoma
CBPBXYYBCTBHTEHOCT (Bx. CrieLlHaNHH NpeAYNPEeXACHHA H NPEANa3HU MEPKH MPH

HapyuwieHus Ha UMyHHATa CHCTEMA).

2O6puB e cboSlaBaH KAaTO HaCT OT TO3H CUHAPOM, W3BecTeH chwo kaTo DRESS.
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CBBP3aHO € Pa3IMYHU CUCTEMHH CHMIMTOMM KaTO NOBHLIEHA TEMNepaTypa, NUMpaneHONaTHA, OTOK Ha
JMULETO H NPOMEHH B KPbBHATA KapTHHA, (PYHKLUMHTE HA YepHHA Apobd u 6uOpeumTe. [TpossuTe Ha
TO3H CHHAPOM Ca C pa3snHYHa KITHHHYHA TEXKECT, KAaTO PAAKO MOTaT Aa AOBEAAT A0 AHCEMUHHMPAHA
HHTPABACKYyJ/lapHa Koarylauus H MyJITHOPraHHa HeaoCcTaTb4HOCT. TpadBa na ce uma npeaena, ue
PaHHHKTC MPOABH HA CBPBXYYBCTBHTENHOCT (HaNpHMEpP NOBHLIEHA TeMNepaTypa, 1HMaseHONaTHs )
MOXe€ J1a ca NposBeHH U 6e3 10N0BUMO pa3BuTHe Ha 00puB. [IpH ycTaHOBABaHE HA ONTHCAHUTE
NPpU3HaAUKX W CHMNTOMH € HeoDXoaMMa He3abaBHA OLEHKA HA CBCTOSHHETO Ha MALIMEHTA U CIIHPaHE
npuema Ha JlaMuKTan npu NUNca Ha Apyra eTHONOTHA 3a Pa3BUTHE Ha TE3M peakUnH (Bx. Touka 4.4).

* Te3u peakuLnu ca JOKNAABAHH 110 BPEME Ha APYTHS KIHHNYEH ONMHT. UMa chobuieHns, ve
MPHITOXKECHHETO HA N2MOTPUIMH MOXKE 14 BAOWH CbCTOAHHETO Ha MALUMEHTH, CTpadalluu oT bonecTra
Ha [TapkuHcoH. Ima oTaenHu chobuuieHns 3a nosBa Ha eKCTpanupaMHAHH CHMITOMH H XOpeoaTeTosa
Nnpy naudeHTH 6€3 ToBa CLITLTCTRAINO 3a0015BaAHE.

‘YepHoapoGHara aucdyHKUMS OGHKHOBEHO Ce MPOABABA BLB BPb3Ka C PEaKLIHUTE Ha
CBPBXUYYBCTBHUTENIHOCT, HO B OTAENHHK CAy4aH € HabaraaBaHa CaMOCTOATENHO.

" B KJIMHHYHU W3NHTBAHKS TIPH BB3PACTHH, KOXKHW OOPHBH ca HaBnoaaBaHu nNpu 1o 8-12% o
MaUHCHTHTE, NPHEMALLH JAMOTPHIHH, W NipH 5-6% OT nauxeHTUTE, NpHeMalu niauebo. PazsHTHeTo
Ha OOpHUBHM BOJH 0 CMpaHE HAa NPHEMa Ha JaMOTPUIrHH nipH 2 % oT naunenTute. OGPUBLT, B
MOBEYETO CNYyYan MaKyaonamnyao3eH, 0OOMKHOBEHO CE pa3BHBA NPe3 MbPBHTE OCEM CEAMHLIM OT
HaYaJIoTO Ha NCYCHHUETO, KATO NPEMHHABA CJIEA CNHpaHEe Ha NpUema Ha JlamMukTan (Bxk. Touka 4.4).

Cbo0uIaBaHu ca CepUO3HY NOTEHLINATHO KHUBOTO3ACTPALLABALUN OOPHBH, BKITIOUHTENIHO CHHAPOM Ha
Stevens-Johnson W TokcHuna enuaepmanta Hekponn3sa (CHHAPOM Ha Lyell) u nekapcTeeHa peakums ¢
€03HHOPNANS H cUcTeMHH cumnTomu (DRESS). B noseueTto cyyau Te3u peakumn NpeMUHAaBarT ciief
CTNIHpaHE Ha NPpHEMA Ha NAMOTPUTHH. BbNpekH TOBa, NPH HAKOW NaUMEHTHU Ce Pa3BUBAT HeoOpaTHMH
UMKATPUKCH, CHLIIO TaKa HMA PEIKH CAYYAH Ha JIeTaleH uixon (BxX. Touka 4.4).

OBuiHAT prck 3a NogBa Ha OGPHB MOKa3Ba CHIHA B3aMMOBPDB3Ka C:

~  TIPHEM Ha BMCOKH HAYaJIHM JO3M JIJAMOTPHUIHH W MPEBHILIIABAHE HA NPETNOPbYAHATA 1032 34
MOBHLIABAHE HA TAMOTPHIHH (BXK. TOuka 4.2)
- €HOBpPEMEHHO MpHaraHe Ha Banpoar (BXkK. Touka 4.2).

HUma cbo0lenns 3a HamaneHa KOCTHA MMHEpanHa MNBTHOCT, OCTEONEHHS, OCTEONOPO3a U dpakTypH
PH NALUMEHTH Ha ABJIFOCPOYHO JIeHEHHE C NaMOTPHUIrHH. He e ycTaHOoBeH MeEXaHU3MBT, MO KOUTO
NAMOTPUTHH MOBJIHUABA KOCTHHA METAOOIIU3IBM.

Crobluasane Ha NOAO3INPAHH HEXENAHH PEAKLIMH

CovobuaBaHeTo Ha NOAO3HPAHH HEKENAHH peaKLMH Ced paspellaBaHe 3a ynorTpeba Ha leKapcTBEHHUS
NpoayKT € BaXKHO. ToBa no3sonsea 1a npoAbIKH HaOMIOIEHHETO Ha ChOTHOLIEHHETO NO3a/PHCK 32
NeKapCTBEHUA NpOoAYKT. OT MEAHUMHCKHTE CNIELIMATTUCTH C€ M3HCKBA Aa chOoOLaBaT BCAKA
Noao3MpaHa HEXKENaHa peakiUs Ha:

H3nmbnxuTeNHa areHuHa no JekapcTeara

yi. ,JamaH I'pyes™ Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yebcaliT: www.bda.bg
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4.9 Ilpenozupane

CMMNTOMH W NpH3HAUM

Crobiasanu ca cayyaitin npeaosupanus ¢ 103 10 1o 20 nbTy no-ronemMu ot MakcumanHata
TepaneBTHYHA 0032, BK/IMOMUTENHO CMBPTHH ciiyyad. B pe3yntar Ha npeao3upaHeTo ce yCTaHOBABAT
CUMITTOMH, BKJTIIOYBAILH HUCTArbM, aTaKCHA, NMPOMEHH B Cb3HAHHETO, NEHEPAIM3HPAHH TOHHUYHO-
KIOHHYHHU rbpuose (grand mal) u koma. Pasiumpasane Ha QRS (3ab6aBsHe Ha HHTPaBEHTPHKYIapHATa
NPOBOAUMOCT) K yabIXKaBaHe Ha QT cbuio ca HabnogaBaHu NpU NALMEHTH C NPeAO3IHpPAHE,
Pazumpsasane Ha QRS npoabaxurenHocTra a0 noseve ot 100 msec Moxke Aa ce cBbpXkE C NO-TEXKKA
TOKCHYHOCT.

Jleuenue

[lpyu npenosupaHe nauMenTsT TpAOBA Aa NocTbNU B OONHUYHO 3aBEACHHUE U Na Obae NOAJTOKEH Ha
afieKBaTHO JNeyeHue. I1pu HeoOxoaumocT Tpabra Ja 61ae HanpaBeHo JieueHHE HACOUEHO KbM
HaManaBaHe Ha pe3opOuusaTa (akTueeH BbraeH), [No-HataTbiHOTO noeeaeHue TpaOBa a ObAe KakTo €
KITHHWYHO MOKAa3aHO, KaTO C€ B3E€MAT MpEABH/ NOTEHUHANHUTE e(DEKTH BBPXY ChpAeUYHATA
MPOBOAHMOCT (BXK. TouKa 4.4). Moxxe na ce 0OMUCIH MHTPABEHO3HO MMPUNIOXKEHWE HA JIMMUIM 3a
NI€YEHUE Ha KapAWOTOKCHYHOCTTA, aKO TA HE Ce MOBJIHABA A0CTAaTb4YHO OT HaTpueB 6ukapboHar. Hama
OTHT € XEMOHANKU3ATA B JIEHEHHETO Ha npeno3upanero. [Ipu wect goGpoeonun ¢ 6ubpeyna
HeAOoCTaThUHOCT, 20% OT naMoTpHruHa ca OWIH OTCTPAHEHHW OT OpraHM3Ma Mo BpeMe Ha 4-uacoBara
XeMOoAnanu3Ha cecHs (BXk. Touka 5.2).

5. ©APMAKOJIOITrHYHU CBOHUCTBA

5.1 @apMakoaIHHAMHYHH CBOHCTBA

(DapMakoTepanesTH4Ha rpyna: apyru antuenunentuuim nekapersa, ATC koa: NO3AX09.

MexaHH3IbM Ha JecTBUe

PesaynTraTtute OT HapMaKoNOrHHHHTE NPOYYBAHUA NMOKA3BAT, Y€ JTAMOTPHIUH € yrioTpeba- U BONTax-
3aBHCHM ONOKEp Ha BOATaXK-aKTUBMPAHUTE HATPHEBH KaHanH. Toli HHXUOUpPA NPOABAKUTESTHOTO
NOBTaPALIO C€ BL3OY)KNEHHE HA HEBPOHUTE W NMOTHCKA OCBOOOXIABAHETO HA ryTaMaT
(HEBPOTPAaHCMHUTED, KOHTO HMA KAKOYOBA POJIA B FEHEPHPAHETO HA €NMWIENTUYHHTE rbpuoBe). Teu
e(eKTH BEpOATHO NONPHUHACAT 3a CBOMCTBATA HA TAMOTPHUIHH KATO AHTHKOHBY/ICAHT.

3a pa3fivka OT TOBA MEXAHH3MUTE, NO KOWTO NAMOTPHIHH OKa3Ba TepaneBTHYEH edekT npu
OHNONAPHO pa3CTPONCTBO HE ca YCTAHOBEHH, BBIPEKH Y€ ce OTAARa 3HAYEHUE Ha NOBIUABAHETO HA

BOJITAXK-aKTHBHPAHHUTE HATPHEBH KaHaH.

dapMaKOIHHAMHYHH e¢heKTH

[1pn n3cnenBaHua 3a oueHKa Ha eeKTa Ha JleKapcTBaTa BbpPXY LEHTPAIHATA HEPBHA CUCTEMA
YCTAHOBEHHTE €(eKTH OT npunaraHe Ha 240 mg naMOTPUrKH Ha 34pasy JO6POBONLK, ca Gunm
No2oOHH Ha Te3u 3a nnauedo. Or npyra crpana cnea npunarase Ha | 000 mg beHUTOMH M
10 mg auasenam ce yCTaHOBABAT 3HAUYHMTENHO HapyLiaBaHe Ha PHHATA 3PUTENHA ABUraTeHa




IIpx Apyro U3nNUTBaHe caej nepopaseH npyUeM Ha eqHOKpaTHaA no3a ot 600 mg kapbamazenuH ce
YCTAHOBABA 3HAYHUTENHO BJIOLIABAHE HA (PUHATA 3pUTENHA ABUraTe/iHa KOOPAHHALUSA, IBHKEHUSTA Ha
OYHTE ¥ PAaBHOBECHETO H MOBUWABAHE HA ChpJeyHaTta yecToTa. OT Apyra cTpaHa cie NpuiaraHe Ha
NaMOTPHIHH B 03K oT 150 mg v 300 mg ycTaHOBeHUTE epeKTH ca noa00HHK HA TE€3H MPH NPHEM Ha
rutauebo.

Hscnedsane na eghexma na 1aMompuzun 6bpxy CopoeuHama nposoouUMocm

E¢ekTbT Ha MHOrOKPaTHOTO NpUNaraHe Ha NaMoTpHruH (a0 400 mg/nen) BLpXy chpaeyHaTa
NPOBOAUMOCT, olleHeHa 4pe3 EKI ¢ 12 oTeexnanuns, e uacnearaH npu npoyuBaHe BbLpPXY 3APaBH
Bb3pacTHH A00pOBONILK. He e OTUeTeH KNHHHYHO 3Ha4NM edeKT Ha NaMoTpuruH Bbpxy QT
MHTEPBAJIa B CPaBHEHKUE ¢ nnauebo.

KaunuuHa epmkacHocT ¥ 6e30nacHOCT

[Ipesenyun na enus00u Ha nNPOMAHA HA HACMPOCHUEINO NPU NAYUEHMU C BURONRPHO PAZCMPOTCMEO
JlBe M3NUTBAHHA OUEHABAT €PUKACHOCTTA HA JJAMOTPHIHH NPH NPEBEHLMA Ha ENH3I0AN Ha NPOMAHA Ha
HaCTPOEHHETO MNpH nauyeHTy ¢ dunoaspro | pascTpoiicTBo.

[IpoyuBaneTro SCAB2003 e myaTHueHTpoOBO, ABOIHHOCIANO, ABOHHO3acAENeHo, aueto 1 anTuii-
KOHTPOJMPAHO, PAHIOMHU3HPaHO, ¢ PUKCHpaHa 1032 3a OUEHKA HA AbJTOCPOYHATA NPEBEHLUS Ha
penanc U NMOBTOPHA MOABA Ha IENPECHA W/ UAY MAHHA MPH NAUKEHTH ¢ OunonsapHo | pascTpoicTBo,
KOHTO HaCKopo WIH B MOMEHTA Ha U3NWTBAHETO ca OWIIH B rOJiIM JenpecHBeH enun3on. Cnen
CTaOMNU3NPAHE ¢ MOHOTEPANNA C JIAMOTPUTHH WM ¢ KOMOHHHpaHa Tepanus, NALUMEHTHTE ca GUIH
pPaHIOMM3HPAHH B €HA OT NMeTTe rpymny Ha neyenue: naMotpuru (50, 200, 400 mg Ha gen), NUTHI
(cepymuu HuBa ot 0,8 ao 1,1 mmol/l) unu nnane6o 3a Makcumym 76 ceamuum (18 mecena).
[TepBHuHaTa KpaiHa Touka € Huna "Bpeme a0 HaMeca NpH €NK30A Ha NPOMAHA HA HACTPOEHHETO
(TIME)", kbaeTo HaMECHTE Ca NOMBJIHUTEIHA JIEKAPCTBEHA TEPATIA WM €JEKTPOKOHBY/ICUBHA
Tepanus {EKT). IIpoyusanero SCAB2006 e 6uno ¢ nopoben ausaiin kato npoyusanero SCAB2003,
HO ce pasnnyasa oT SCAB2003 no ouenkara Ha nekcubunta no3a namorpurut (100 no 400 mg/nen)
H BKJIIOUBA MALMEHTH C OunoaspHo | pascTpolicTBO, KOMTO Ca HMAJIW HACKOPO WJIW B MOMEHTA Ca B
MaHHWeH enu3oa. Pesyntarure ca npeacraseuu B Tabnuua 7.
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Tabauya 7. Pe3iome na pesyimamume om npyyeanusma, uzcaedsauiu epuxacnocmma Ha
AAMOMPUSUH DU NPEBEHYWIMA HA enU300U Ha NPOMAHA HA HACMPOCHUEMO NPpU NAYUEHMU C

bunonrapro I pazcmpoicmeo

‘Naax’ na nanseHTHTE O3 chLONTHE Ha ceaMHIa 76
IIpoyusane SCAB2003 IIpoyusane SCAB2006
bunoasgpno I bunoaapno I
KpurepuH 3a ["'onam penpecuBeH enn3on F'onaM MaHHEH enu3on
BKJIIOYBAHE
JlamoTpuruH | Jiutui | Tlnauebo | Jlamorpuruu | Jlurwid | [lnaunebo
bes nameca 0,22 0,21 0,12 0,17 0,24 0,04
p-CTOMHOCT 0,004 0,006 - 0,023 0,006 -
NOTAPUTMHYHO
TPaHCHOPMHUpPaH
PEHKOB TECT
(Log rank test)
be3 nenpecHs 0,51 0,46 0,41 0,82 0,71 0,40
p-CTOHHOCT 0,047 0,209 - 0,015 0,167 -
JOrapUTMHYHO
TpaHchopMUpaH
PEHKOB TECT
(Log rank test)
be3z MmaHus 0,70 0,86 0,67 0,53 0.64 0.37
pP-CTOHRHOCT 0,339 0,026 - 0,280 0,006 -
JOrapUTMH4YHO
TpaHcHOPMHUPaAH
PEHKOB TECT
(Log rank test)

[1py aHaNH3K, NOAKPENALLH BPEMETO A0 MbPBHA AENPECHBEH €MH30/ H BPEMETO JI0 MbPBUS
MaHHEH/XHNOMaHHEH MJTH CMECEH EMU30[, JIEKYBAHHTE C JAMOTPUIHH NALIMEHTH Ca HMAJTH 3HAYHMO
NO-ABATH BPEMEHA A0 NBPBU ACTIPECUBEH €ITU30/ B CPABHEHHUE C NMALMEHTHTE Ha rutauebo, 1
Pa3/IHKaTa B TPETUPAHETO HE € MMasla CTATUCTHYECKA 3HAYMMOCT N0 OTHOLIEHHE HA BPEMETO 110
MaHWEH/XHUTMTOMaHHEH HJTH CMECEHH €MH3O/IH.

E¢HKacHOCTTa Ha TaMOTPHIHH B KOMOHHALIMA Che CTAOMIN3aTOPH HA HACTPOEHHETO HE € JOCTATbYHO
npoyyeHa.

[lenuaTpuysa nonyaaums

Heya na evzpacm om [ 0o 24 meceya

E¢ukacHocTTa 1 Ge30nacHocTTa NPH KOMOMHMPaHa TEPANHA HA NAPUMATHH TIPHNAABLLUN NPH
MalMeHTH Ha BB3pacT oT | a0 24 Meceua ca OUEeHEHHW B €1HO MANKO, ABOHHOCANO, nnauedo-
KOHTPOJIHPAHO NMpOYyUBaHE ¢ NPEYCTAHOBABAHE Ha npueMa. JIeueHHeTo € HHULUMUpaHo npH 177 anua
NO CX€Ma 3a THTpHpaHe Ha N03aTa, NogodHa Ha Ta3Hu NpH Aela Ha Bb3pacT oT 2 A0 12 roavHH.
JIaMOTPHIrHH TabneTku oT 2 mg ca Hal-MaNKOTO HANHYHO KOJHYECTBO Ha AKTMBHOTO BELLECTRO B
eJHa TabJIeTKa W 3aTOBa CTAHAAPTHATA CXEMa Ha O3UPAHE € a/laNTHPAHA B HIKOH ClyYrRo-gneMe Ha
€Tana Ha TUTpHpaHeTo (HanpuMep Ypes npuaaraHe Ha egHa Tabnerka or 2 mg np WHS, 0,

H3UHCIEHaTa A03a € Mo-Masika OT 2 mg). B kpas Ha BTOpaTa ceaMHLa OT TUTPUP?
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CepyYMHHUTE HHBA H NOCJEABALLATE A03a € HAMAJIEHA WM HE € MOBHIIEHA, aKO KOHUEHTpaLUATa
Hansuiuaea 0,41 pg/ml, ouaxsaHara koHUEHTpauns NpH Bb3pacTHH No ToBa BpeMe. [pH Hakow
NaLUWEHTH B Kpas Ha BTOpaTa CeaMuULa ce € HANOKUNO HaMansBaHe Ha no3ata ¢ 0 90%. Tpunecer #
oceM pecntonaepH (> 40% HamansBaHe Ha YECTOTATA Ha NPUNAABLLIMTE) ca paHAOMHW3IHPpaHH Ha
niaauedo UM na NpoAbLIKAT Ha 1aMOTpUrdH. [TpoUeHTHT Ha TMLATA, TPYU KOUTO TEpanusTa €
HeycnewHa, € 84% (16/19 nuua) npu pamoTo Ha nnauedo U 58% (11/19 nMua) npu pamoTo Ha
NamMoOTpHUruH. Paznukara He € CTAaTHCTUYECKH 3HAUYHMA: 26,3%, 95%-eH 10BEpUTENEH HHTEPBA

[2,6%; 50,2%], p=0,07.

O6wo 256 nua Ha se3pact ot | 10 24 Mecena ca ¢ eKCMO3ULIWA Ha TAMOTPUTHH B J030B HHTEPBA OT
| no 15 mg/kg/nen 3a nepuon ao 72 ceamuun. [poduabT Ha 6€30NACHOCT HA NAMOTPHIHH NPH JeUa
Ha BB3pacT OT | Mecel A0 2 roAWHYU € NoaoOEH Ha TO3W NPH MO-TOAEMH Jieua, ¢ H3KITIOYEHHE Ha TOBa,
Y€ KJIMHHYHO 3Ha4YMMO BJIOLIABAHE Ha nMpunaasuure (> 50%) ¢ a10KknaaBaHo Mo-4e€cTo ApH jJeua Ha
Bb3pacT noj 2 roavuu (26%) B cpaBHeHHe ¢ no-ronemure aeua (14%).

Cunopom na Lennox-Gastaut
Hama naHHu 3a MOHOTEpanua NpH NpUNaabLUH, CBbP3aHH ¢hC CHHApOMa Ha Lennox-Gastaut.

IIpesenyus na enuz00u Ha npovMana wa Hacmpoexuemo npu oeya (xa ev3pacm 10-12 200unu) u
onowu (na evzpacm 13-17 2o00unu)

MHOroueHTpOBO, NapanesHorpyforo, miauebo-KOHTPOAHPAHO, TBOKHOCIANO, PaHAOMH3HPAHO, C
NpeyCTaHOBABAHE HAa NpHEMa NPOYUBAHE OLEHABA e(hUKACHOCTT2 U Oe30NacHOCTTA Ha JIaMOTpuruH IR
KaTo AONMBJBALLA MNOAABPIKALLA Tepanus 3a 3adaBsgHE Ha eNU30H Ha MPOMAHA HA HACTPOEHHETO MNPH
ACHA U FOHOUIH OT MBKKH M XKEHCKH 10Nt (Ha Bb3pacT 10-17 ronuHH), KOUTO ca AMArHOCTHLIMPAHH C
THN | OHNONAPHO PA3CTPOHCTBO H MPH KOUTO € OTIOKEH WK ca NMoNy4unaun noaobpeHue Ha Sunonapex
€NH30/, A0KATO €A NEKYBaHH C NAMOTPUTHH B KOMOUHALMA CHC CHIBTCTBALLH AHTHITCHXOTHUHH
NEeKapCTBa HIIM APYFH IEKapCTRa, CTabMIM3AaTOPH Ha HACTPOEHHETO. Pe3ynTaThT OT MbpBHYHHS
aHanu3 3a ePUKACHOCT (BpeMe 10 noaBa Ha dunonspHo cebUTHE (time to occurrence of a bipolar event
— TOBE)) ne noctura cratuctuyecka 3HauumocT (p = 0,0717), cnenoBaTenHo He € nokasaHa
epukacHocT. OCBEH TOBa, pe3yTaTuTe 3a 6€30MacHOCT NOKa3BaT NOBHILEHO ChOOWIABAHE HA
CYMLMAHO NOBEICHHE NPH NALHEHTHTE, JIEKYBAHU € 1aMOTPHIruH: 5% (4 NnauMeHTH) B paMOTO Ha
NaMOTPUIruH B cpaBHeHKe ¢ 0 npy nnaunedo (BxK. Touka 4.2).

U3cnensane Ha edekTa Ha NaMOTPUTHH BHPXY ChpAEYHATA NPOBOAKMOCT

EdexTsT Ha MHOrOKpaTHOTO Npunarale Ha aMoTpurul (no 400 mg/neH) pppXy chbpacHHaTa
NPOBOIHMOCT, oueHeHa upe3 EKI ¢ 12 oreexxaanua, € U3cineaBaH Nnpy U3NUTBAHE BLPXY 3ApaBH
Bb3pacTHH 100posonun. He e oTyeTeH KNMHHYHO 3HAYMM edekT Ha naMoTpuruH Bupxy QT
HMHTEpPBaia B CpaBHEHHE ¢ Malledo.

5.2 ®apMaKkoKHHETHYHH CBOHCTBA

AOcopbuus

JlamoTpHurun ce pezopbupa O6BbpP30 M M3LAIO B UEPBATA, KATO HE CE YCTAHOBABA KNHHHUYHO 3HAYNM
METa0O0IH3BM NPH MTbPBO NpeMKiHaBaHe. BLpXoBY NAa3MEHU KOHLIEHTPALIMU C€ AOCTHrAT
NpHOIU3IUTENHO 2,5 Yaca cnel NepopaHO NpUAcKEHHe Ha JamoTpurkH. Cnieal npueM Ha XpaHa
BPEMETO 34 IOCTHIaHe HA MAKCHMAa/lHa KOHLIEHTPAUKA JIEKO C€ YABLKABA, HO CTENEHTa Ha pe3opOLms
HE C€ NpOMEHA. MaKCHMaNHKUTE KOHLEHTPALMHA B CTALMOHAPHO CHCTOAHHE MTOKA3BaT

HHTEPHUHIAUBHIYANHA BAPHAOUNHOCT, HO NPH BCEKH MHAWBUAYAJICH MALMEHT TE3H CTOM
Pa3NU4YaBAT MHOTO PAAKO.
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PasnpeneneHue

Cpbp3BaHETO ¢ NIA3MEHUTE NPOTEUHH € NpHOau3uTenHo 55%. He ce ouakpaT NposBKH HA TOKCHYHOCT
NPH H3MECTBAHE OT MACTOTO HA CBLP3BAHE € IUIA3MEHUTE NPOTEHHH.

ObeMbT Ha pasnpeaenenue € ot 0,92 ao 1,22 l/kg.

buoTpaHchopmanmns

JlaMoTpHruH ce metabonusupa ot ensumute UDP-rniokypoHun rpancgepasm.

B MHOro Masika cTeneH B 3aBHCHMOCT OT J03aTa JJAMOTPHUTHH MOXKE Aa UHAYLIMpA COOCTBEHHS CH
MeTabonn3bM. HaMa Joka3saTencTsa 3a BIUAHKE Ha NaMOTPUIUH BbpXY PapMakOKHMHETHKATA Ha ApYrH
AEJL. He ce ouakBat B3aUMOACHCTBHA MEXAY NAMOTPUTHH W JIEKAPCTBEHHTE NPOAYKTH, KOUTO CE
MeTaboan3upar oT LUTOXpoM Psso eH3MMHTE.

EnvMMHUHKpaHe

[InasMeHHAT KIHPBLHC Npy 3apasy anua e npubauzurenHo 30 ml/min. KnupbHCHT Ha NaMOTPHIKH €
NPeAUMHO Ype3 MeTaboNH3UpaHe ¢ NocjieaBallo eNMMHHUpaHe Noa GopMaTa Ha FKOKYPOHWA-
KOHIOratr ¢ ypuHara. [to-manko ot 10% oT namOoTpuriH ce eKCKpeTHpaT HENPOMEHEHU ¢ YPHHATA.
Camo oko1o 2% ce ekckpeTHpar ¢ ¢peueca. KnUpLHCHT # BpEMETO Ha MONYKUBOT HE €4 3aBHCHMH OT
no3ata. [11a3mMEHHAT NONYKKUBOT NPH 3APABH ULA € HIUKHCEH NpUOAU3HTENHO Ha okoNo 33 uaca
(uHTepBan ot 14 no 103 yaca). [Tpy npoyusaHe ¢ nauneHTH cbe cuHApoM Ha Gilbert, cpeaHuaT
KNUPBHC € NOHIWKEH ¢ 32% B CpaBHEHUE C HOPMANHHUTE KOHTPOJIH, HO CTOMHOCTHUTE Ca B MPaHULIUTE 32
ofuiaTa nonynaLus.

BpemeTo Ha NoMy>KHWBOT HZ NAMOTPUIHH C€ NPOMEHSA 3HAYMTETHO MPH €FHOBPEMEHHO NPHAAraHe ¢
ApYTH siekapcTsa. [1py eAHOBPEMEHHO NpUNarale ¢ NEKapcTBa, KOMTO aKTHBHPAT JIOKY POHUPAHETO,
KaTo KapbamasenuH U PEHHTOHH, CPEAHOTO BPEME HA MOMYXKHBOT HAa NAMOTPHIHH C€ peayLHpa
nNpHOH3UTENHO A0 |4 yaca, CbLIO Taka, NPH CHBMECTHO NPHUIIAraHe ¢ BANNPOAT, Ce YALMKABA CPEAHO
npubausznTenHo Ao 70 yaca (Bx. Touka 4.2).

JIMHe#lHOoCT

QapMaKOKMHETHKATa Ha NTaMOTPHUIHH € nuHetliHa 10 450 mg — Hail-BUCOKaTa eIHOKpAaTHAa U3NUTBAHA
n03a.

CneuranHu rpynu naumMeHTy

Jeuya

[Ip1 onpeaensHe Ha KAKPDBHCA CPAMO TENECHOTO TEr0, NPU AELA CE€ YCTAHOBABAT NMO-BUCOKH
CTOHHOCTH OT TE€3H MPH Bb3PACTHH, KATO HAli-BHCOKM ca NpU AHUA noj 5 roauHu. Bpemero Ha
[OYKUBOT HA JIAMOTPHIMH NPH A€lla HaH-00110 € No-Manko oT TOBa NPH Bb3PacTHU KaTo cpeaHaTa
CTOHHOCT € NpUONH3KUTENHO 7 Yaca NpH nNpuiiaraHe ¢ IEKApCTBEHH NPOAYKTH, KOUTO MHAYLMpAT
€H3WMHH CHCTEMH KaTo KapbaMasenuH 1 PEHUTOMH H ce YyABLKABA 10 CPEeAHHU CTOWHOCTH OT 45 10
>(} yaca npu eAHOBPEMEHHO MpHIaraHe caMmo ¢ Banmnpoar (Bxk. Touka 4.2).

Manku deya na ev3pacm om 2 0o 26 meceya
[Ipu 143 neanaTpH4YHK NAUMEHTH Ha BB3PACT OT 2 10 26 Meceua, TexalH oT 3 10 16 Kg, Kaupisct
HaMaJleH B CPABHEHHE C NO-TOJEMH ACLIA ChC CHLLOTO TEAECHO TENNO, NPHEMALIN NOAQ /T“ M5

N034 Ha kg TeNleCHO TErno KaTo feuara, no-roleMu ot 2 roauHu. CpefHOTO BpeEME 1
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H3YHCJIEHO Ha 23 yaca Nnpu JeuaTa Ha Bb3pacT 1oa 26 Mecelia, KOMTO ca Ha Tepanus ¢ €H3HMHH
HHIYKTOPH, Ha 136 yaca npu eAHOBpPEMEHHO NpuaaraHe ¢ Baanpoart 4 Ha 38 yaca npu 1ML, NeKyBaHU
0e3 eH3SUMHH UHAYKTOpH/MHXUOUTOPH. UHTEpHHAMBHAYAJTHATA BAPHAOHIIHOCT HA NEPOPATHUS
KJIHPBHC € MMO-roJIIMa B rpynarta Ha NeJHaTPUYHHUTE NallHEHTH Ha 2 a0 26 meceua (47%).
[IpennonaraeMuTe HUBa Ha CEpyMHA KOHUEHTpALMA NPH Iela oT 2 10 26 Mecella KaTo Lsio ¢a B
CBIIHUA HHTEPBAN KaToO NpPH I0-rONEMHUTE AELa, BLIIPEKHU Y€ NPH HAKOH Jelia ¢ TeeCHO TEro Noa

10 kg Moxe aa ce yCTaHOBAT NO-BUCOKH Cnax HHBA.

Hayuenmu e cmapuecka év3pacm

[IpoBeneH € nonynaluoHer papMaKOKHHETUMEH AHANM3 NP MTaAH MALHEHTH H IIPH MALIUEHTH B
HanpegHana Bb3pacT ¢ EMANENICHA, KOMTO ¢a BKIIOYEHH B €HH M CblIW M3nuTRaHKWA. [IpH oLieHKa Ha
PE3yATATUTE HE C€ YCTAHOBABAT KIMHWYHO 3HAYHMH NIPOMEHH B KIIMPBHCA HA NaMOTPUrHH. Tpu
MPHEM Ha €AHOKpaTHA 103a ¢€ yCTaHoBABAT ¢ 12 % NO-HUCKK CTOMHOCTH HA MPUBUAHUSA KITHPBHC,
KaTo CbOTBETHO 3a 20 roaMiiHa Bb3pacT ca okono 35 ml/min, fokaTo npu natueHTH Ha 70 roguiunHa
Bb3pacT ¢a 31 ml/min. Ilonnxkasane ot 10 % ce ycTaHOBABA cnef JieueHHe B NMPOab/KeHHe Ha 48
CEAMHLH, KATO CTOMHOCTHTE CbTBETHO ca oT 41 fo 37 ml/min 3a aBeTe BBH3pacTOBH Ipymnu.
[IpoBeaeHH Ca U NpOyUBaHUA Ha (apMaKOKHHETHKATA HA NAMOTPHUIHH Clell €HOKPATEH NPHEM Ha
150 mg nipu 12 30paBK niMua B crapuecka Bb3pacT. CpeqHHTE CTOWHOCTH HA KJTUPBHCA NPH TE3H
naudeHTH (0,39 ml/min/kg) ca B pamkure Ha croiinocTuTe (0,31 80 0,65 ml/min/Kg), ycTaHoBeHHU cnea
MPOBEAECHHU AEBET KIHHHYHH U3CACABaHHUs [IPH BB3PACTHU (KOHTO HE Ca B CTAPUECKA BB3PACT), clel
npuiarade Ha €eAMHUYHH 2o3M ot 30 a0 450 mg.

bvopeuno yapeocoane

Ha neananecet nob6poBonum ¢ XpoHnuHa 610peuHa HEAOCTATLYHOCT U HAa APYTH LUECT MALMEHTH Ha
XeMOAHaNH3a e Guna npunoxkeHa eaHokparHa aosa ot 100 mg namorpurvH. CpeaHHTe CTOHHOCTH Ha
KinpbHea ca 0,42 ml/min/kg (xponnuna 6u6peuna HepoctaThunocT), 0,33 ml/min/kg (B nepuona
MEXAY XeMoananu3HHuTe cecun) U 1,57 ml/min/kg (no BpeMe Ha xemoaHanu3a), B cpaBHEHHE €

0,58 ml/min/kg npu 3apasu nobposonuu. CpeaHOTO BpeMe Ha NONYKUBOT HAa TAMOTPHIWH B r1a3Mara
¢ 42,9 yaca (xpoHHuHa OBOpeuHa HepaocTaTbuHOCT), 57,4 uaca (Mexcay xemoananusure) u 13,0 yaca
(Mo BpeMe Ha XeMOMain3a), B cpaBHeHue ¢ 26,2 yaca npu 3apasu A06posonaud. CpeaHo,
npuOan3uTeHo 20% (mexay 5,6 v 35,1) OT KOIMUECTBOTO JAMOTPUIHH, HATUYHO B TA0TO, € OUN0
€JIMMHHHUPAHO MO BPeME Ha 4-4acoBa XeMOAMaNM3a. 3a Ta3u rpyna NalHeHTH HAYAIHUTE A03U
JIAMOTPHIUH TPAOBA /14 C€ ONPEAEaAT CNOpeA CLITbTCTRALLMS NIPHEM Ha NEKAPCTBEHH NMPOAYKTH.
Hamanenu noaabpxaiiy 4o3u Morat aa 6b4aT euKacHH NPy NALHEHTH ChC 3HAUMTENIHO YBPEXKIaHE
Ha ObOpeunara QyHkuus (BxK. Touku 4.2 u 4.4).

Heproopobro yepeoxcoane

[1pu 24 nuua ¢ paznuuna cTened Ha uepHoapoOHO yBpekaaHe 1 12 31paBH KOHTPOAH € NPOBEAECHO
¢apMaKOKMHETHUHO NpoyUBaHE C NpUiaraHe Ha eJHOKpaTHa 03a 1aMoTpHrud. Meananara Ha
NPMBHAHHUS KIUPBHC Ha JamoTpurud € omna (0,31, 0,24 vnu 0,10 ml/min/kg npu nauneHTHTE C
YEpHOAPOOHO yBpexnaHe ctenied A, B, nunu C (Child — Pugh xnackgukatus) ¢cboTBETHO, CpaBHEHA ¢
0,34 ml/min/kg npu 3apaBuTe KoHTponu. HavanHata no3a, no3ara npy NOBULIABAHE M NOAIbPKALIATA
nosa Tpsadsa na 6bAaT penyLMpaHU NPH NALMEHTH ¢ YMEPEHO WM TEKKO 4E€PHOAPOGHO YBpeKIaHe
(BK. TOUKa 4.2).

5.3 IIpeAKTHHHYHH NAHHH 32 Oe30NACHOCT
HerTHHHYHHTE 1aHHK He Noka3zeaT ocobeH PUCK 3a Xopa Ha 0a3a Ha KOHBEHLIMOHATHUTE

(papMaKONOrHyHH Npoy4BaHHs 3a 6€30MaCHOCT, MPOYYBAHHS 32 TOKCHYHOCT fIPH MHOTOKPaTHO
[pHJIaraHe, reHOTOKCHYHOCT M KaHLIEPOreHEH MOTEHLIMAIL.
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[Ipn npoyuysaHnsTa 3a peNnpPOLYKTHBHA TOKCHHYHOCT H TOKCHYHOCT 3a Pa3BMTHETO NPU FPH3aUH M
3aHiM, He ca HabJIlI0AaBaHH TEPATOTEHHH €(EKTH, HO Ca YCTAHOBEHH MOHWXEHO (ETaNHO TErNo 1
3abaBsiHe Ha CKeneTHaTa OCH(PHKaLMA NPH HABA HA €KCNO3ZULIKA, IO-MAJIKM HIIH CXOAHH C OYaKBaAHUTE
NPH KTHHHYHA €KCno3HUMA. Thi KaTo NO-BHCOKK HYBA Ha €KCNO3IKLMA He O1Mxa MOriH Ja O6baar
M3CJIEABAHH NPH KHBOTHH NOPaAH TEXKKOTO TOKCHUHO BB3ACHCTBHE BbPXY MAHYHHHSA OPTaHHUIBM,
TEPATOreHHHAT NOTEHUMAT HA JAMOTPUIHH HE € XapaKTEPH3IHPAH Had KIHHHUHATA €KCIIO3HLMUE.

[Ipn nnibxoBe € HabnopaBaHO yReaWveHHUe HA (eTanHaTa W MOCTHATANHATA CMBPTHOCT NPH
npuaarade Ha NaMOTPHTHH NPe3 KbCHUA MecTallOHEH U PaAHHUA MOCTHATaNEeH neproa. Te3u edekTy
ca 6uaK HabMOJaBaHH NPH EKCNO3HLKA, NO-HKUCKA OT OYAKBAHATA B KITMHHYHATA NPAaKTHKA.

[Ipy nbXoBe B IOBEHWNHA Bb3pact ca HabnoaaraHu edekT BbpXy obyueHneto npu Biel maze teca,
neko 3abapaHe Ha GanaHO-NpenyLUHaNHaTa cenapalus U Ha BArHHATHATA NMPOXOAWMOCT, KaKTO H
HaMaJIeHO HaAlaBaHE Ha TETJIO Cnel paxaaHeTo npu F1 XKUBOTHU NpH €KCMO3ULINK, NO-HUCKH OT
TePaneBTHYHHTE EKCMO3HLIMH MPU XOpPa, Bb3 OCHOBA HA TENECHATa NOBbPXHOCT.

OnuTHTE NMPH XKHBOTHH HE NOKA3BAT HEOIArONPHUATHH €eKTH Ha JAMOTPHIHH BLPXY depTunnTeTa.
JlaMOTpHruH € noBen 10 HaMansBaHe Ha eTanHHTE HMBA Ha PonHeBa KUCeaHHa npH nibxose. CmaTa
ce, ue AePHUMTHT Ha (POIHEBA KMCEIHHA € CBBP3aH C NOBULIEH PUCK OT BPOACHH MandopMaLIUH NPy
AKHUBOTHH Y XOpa.

JIaMOTPHIrHH BOAH N0 10303aBHCUMO HHXHOHpaHe Ha hERG kananuera npu 4oBeikH eMOPHOHATHM
6u6peutn kieTkH. IC50 e npUOAK3NUTENHO AEBET MHTH HAA MAKCHMaaHaTa TepaneBTHYHA CBoBoaHa
KOHUEHTpauua. JlaMOTPHIruH He NpeausBHKBa yabikaBaHe Ha QT MHTEepBasa NpH KHBOTHU NPH
€KCIMO3HLIMH MPUOJIHIMTENHO JO ABa MbTH HAJ MAKCHMAHATA TepanesTHYHa cBoBoANHA
KOHUEHTpauHa. [IpH KNMMHKUYHO NpOYyYBaHE CbC 3paBH Bb3PacTHHU JOOPOBOLM He € HabmoaaBaH
KITHHHYHO 3Ha4YUM €(EKT Ha JJaMOTpUrHH BbpXy QT uHTeprana (Bx. Touka 5.1).

[IpoyuBaHHa in vitro NOKa3BaT, Y€ B TEPANEBTHYHO 3HAUUM#H KOHLIEHTPALIMHM 1AMOTPHIHH NPOBABA
aHTHAPHTMUYHO nerCcTBHE OT Knac 1B. [1pu xopa Tol nHxubupa HaTpreBHTE HOHHM KaHAMH B ChPLIETO
C KHHETHKa ¢ O30 HacTbNBALLM HAYANO M Kpai Ha AEHCTBHETO M CHITHA BOITAXHA 3aBUCHMOCT,
NOAOOHO Ha APYrH aHTHAPUTMHUYHU cpeacTBa OT knac [B. B TepaneBTHUHH N03M TAMOTPHIHH HE
3abaBs kaMepHaTa NpoBOAMMOCT (paswupasane Ha QRS) npu 3apaBu nHUA B USTIOCTHO MPOYYBAHE HA
QT, HO NpY NAUMEHTH C KJIMHUYHO 3HAYHMH CTPYKTYPHH HIH DYHKUHOHANHN ChpACHHH 3a6019BaHMA
NaMOTPHUIHH MOXKE NOTEHLMAIHO Aa 3a0aBH KaMepHaTa NpoBoAHMOCT (pasmupasane Ha QRS) u na
NpeaAnU3BHKa NpoapuTMua (BXK. Touka 4.4).

6. OAPMAIIEBTHYHHA TAHHHU
6.1 CnHcBK HA NOMOMHHTE BeNECTRA

JlakTo3a MOHOXMApAT
MHuKpokpucTanHa uenynosa

[HosuaoH K30

HarpueB HHLWIECTEH rauKonaT (Tun A)
AKbar xkenesen oxcua (E172)
MarHesues cTeapart

6.2 HechrBMecTHMOCTH

Henpunoxumo.

31




6.3 Cpox na rogsocrt

3 roavHH.

6.4 CrnenuajaHu yCJIOBHA HA CBXPAHEHHE

To3u nekapcTBEH NPOLYKT HE W3UCKBA CTICLIHAJIHH YCIOBHA HAa ChXPaHEHHE.

6.5 Buau chaAbPKAHRHE HA ONAKOBKATA

25 mg tabnerkm:
banctep ot PVC/anymununeso ¢ponno unm sawmreH ot aeua 6nucrep ot PVC/anyMuuneso donuo.

OnakoBkH ¢ 14, 21, 28, 30, 42, 50, 56 unu 100 TabneTtku.
baucrep ot PVC/anymunueso donuo.

OnakoBKa 3a 3ano4BaHe Ha nedeHueTo ¢ 21 unu 42 tabneTkw.
50 mg TabneTku:

bauctep ot PVC/anymunuero donuo unu 3awmnteH ot geua 6ancrep ot PVC/anyMuH1eso
donno/xapTus.

Onaxkosku ¢ 14, 28, 30, 42, 56, 90, 98 unu 100 TabneTkH.
baucrep ot PVC/anymunueso gonuo,

OnaxoBka 3a 3ano4BaHe Ha JIeYeHHETO ¢ 42 TabneTkm.
100 mg TabneTku:

baucrep or PVC/anymuuneBo dgonno unm 3amnten ot geua 6nucrep ot PVC/anyMuHueso
donuno/xapTus.

Onakosku c 28, 30, 42, 50, 56, 60, 90, 98 uau 100 TabneTkn.
He BCHUKM BKAOBE ONAaKOBKKM Morar Aa 6bJaT NycHaTH Ha nasapa.
6.6 CpnennanHn npeana3HH MePKH NMPH HIXBLPJISHE

HaMma cneunanHu H3IUCKBaHHUA 33 U3XBbPASHE.

7.  IIPHTEXATEJ HA PA3PEIHEHHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited
12 Riverwalk
Citywest Business Campus

Dublin 24
HpnaHauns
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8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA
JlamMukran 25 mg tabnetku — Per. Ne 20011209

Jlamuktan 50 mg Tabnerku — Per. Ne 20011210
Jlamuktan 100 mg Tabnerku — Per. Ne 20011211

9. JAATA HA ITHPBO PAZPEIHIABAHE/TIOJHOBSABAHE HA PABPEIIEHUETO 3A
YIIOTPEBA

Hara Ha nbpBO pa3spewaeade: 21 anpun 1994 r.,
JaTa na nocneaHo noaHoeaBaHe: 22 okToMBpu 2009 r.

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA
04/2024
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