p L

KPATKA XAPAKTEPHCTHKA HA TTIPOAYKTA



3TBAHITERHA ATEHLUA 110 AEKAPCTBATA

Kpamia XEparmepUucmuKa Ha g:agyxma - Npuroxerue 1

ooy

FOAE P8 NO vesvtrssescrorramimsrasansesesntrsssssansmsssspuspssarsssnys

30 -05- 202

1. HME HA JEKAPCTBEHHA IPOAYKT

JlamukTan 5 mg tabiaeTky 38 TeERERe/FHCIICPTHPRITH c€ TabneTkH

Lamictal 5 mg chewable/dispersible tablets S

2. KAYECTBEH H KOJIHMECTBEH CBhCTAB
Jlamukran Tabnerka 3a gpBUCHE/AHCHIEprUpaia ce TabaeTka

Bcsaka TabneTka 3a ThBUCHE/ Aucnepripama ce Tabnerka JlamukTan 5 mg cpAbpika 5 mg JaMOTPHIHH
(lamotrigine).

3a TBAHUA CITHCEK HA IOMONIHATE BEMIESCTEA, BHXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerxa 3a ApBUCHE/ MUCHIEPTHpaIla ce TabneTka w

5 mg TabIeTKH 3a AbBYCHe/ TUCTICPTHPANH ce TabMeTKH:

Benw no mowrH Genn, NpoIbITOBATH, ZBOHHO H3MEKHATH Talbuerxu (rofaMa oc 8,0 mm; Manka oc
4,0 mm) ¢ apomar Ha GopoBruka 1 MapkHpoeka “GS CL2” ot ennara cTpasa H “5” ot gpyrara
crpaHa. BE3MOXHH ca JIeKH HIOAHCH B OLBETABAHCTO Ha TAONCTKATE.

4, KJIAHHYHU JAHHH
4,1 TepanepTHYHH NOKAIAHHSA
Enmunencus

Buv3pacmuu u ionowiu na u Hao 13 zoounu
- Kom0uHHpana Wi MOHOTepaNHs Ha NAPIHAIHH HIH TeHepaTH3HpaHy NPHNaTbIH,
BKIIIOYHATENHO TOHHIHO-KNOHAYHY [IPANGANBLIH.
- Mpunambim, cBEp2aHn Che cHEApoMa Ha Lennox-Gastant. JlaMuktan ce npuiara 3a
KOMOWHHpaHa Tepannsd, Ho MOKeE J1a C€ H3MOJI3Ba H KaTO HAYalTHO AHTHENHIIEIITHIHO
nekapcTBO (AEJD), ¢ K0ETo Aa ce 3anoYHe mpH CHHOpoMa Ha Lennox-Gastaut.

Heya u onowu Ha evzpacm om 2 0o 12 200unu
- KomBuHHpana Tepanys NpH NaplyaiTHA W reHepaTi3HpaHy IPHNATEIN, BKIIOYHTENHO
TOHWYHO-KIOHHMHH MPHIIATbIH H NPHIATEIH, CBbP3aHH CbC CHHApoMa Ha Lennox-Gastaut.
- MouoTepalis Ha THIIHIHY abCaHCH.

BHIIONAPHO pa3cTPoiicTBO

Bwvapacmnu na ev3pacm na u nao 18 200unu
- IpenoTBpaTaBaHe Ha ASTIPECHBHU CMHU300H IPH NALMEHTH ¢ 6HnonapHo I pascrpoiicTso,
KOHTO MMAT [PEONMHO JEMPECHBHH COH30AHM (Bx. ToUKa 5.1).
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4.2 Jlo3MpoBKA M HAYHH HA NPHIOKEHHE

O3FHPOBKA

JIamuxTan TabneTkH 3a AhBYCHE/ IMCNEPrUpamy ¢ TabNeTKH MOTAT Aa ce NHBYAT, 13 C¢ JUCTICPrHpaT
B MANKO KOIHYECTBO Boaa {HAH-MAJIKO ROCTATHYHO Ja HOKpHE IAnarta TableTka) Wi Ja ce NOITBINAT
e ¢ Mako Boga. He ce onmTeaiiTe Aa npuiarate 4acTHYHH KOIHISCTBA OT TabNeTKHTE 32
IhBUCHE/IHCIEPrupalnuTe ce TabneTxy.

AKO H3g¥CIeHaTa 1034 (HalpHMEp 3a Je9eHHe Ha Aela ¢ EMHJICICHA BN Ha NalMeHTH ¢
9epHOAPOOHH HAPYLICHHA) He ChOTBETCTRA HA ChABPKAHMETO Ha Iiana TablieTka, TpAOBa xa ce
MpHEMa MO-HHCKA 033, CHOTBETCTBAIR Ha HETH TabmeTky.

Ilosmopro 3anousane na iexernue

I'IpH noBTOpHO 33M04BaHE Ha H€ICHHETO C AAMOTPHIHH IIpH NALHEHTH, KOHTO 10 HAKAKBa IIPAYHHA Ca
IPEKLCHATH TPHEMA My, TPAOBA Aa ce MpeleHH HEOGXOAHMOCTTA OT IIOCTENCHHO IOBHIIABAHE HaA
[103aT4 10 HORIhpKaINaTa 1033, Thil KaTo pHCKBT OT CepHo3eH 0OPHB € CBHP3aH C BHCOKU HAYAIHU
JI03W ¥ MPEPHIIABAKE HA MPEMOpPhYBaHAaTa 1034 33 NOBHILABAHE HA JIAMOTPHTHH (BX. TouKa 4.4).
KoakoTo Ho-rojiAM € RHTEPBATBT OT BPeME Clied IPHEMA Ha NTPEIMIIHATA 1034, TOIKORA NO-ro/IAMO
BHEMaHHE TpA0Ba Aa ce 06BpHE HA MOCTENEHHOTO NOCTHTaHe Ha MOJIspakamaTa ao3a. Koraro
HHTEPBATBT OT BPEME CIEA NIPEKECBAHETO HA JICICHHETO ¢ JAMOTPUTHH HAZBHINABA TIET HOMYKHUBOTA
(BX. TOUKa 5.2), 0OHKHOBEHO MOANBPIKAMIATA N03a Ha JlaMukTan Tpabpa na ce MOCTHIHE CIIOpen
noaxoAdIara CXeMa.

[Mpenopsasa ce NeucHueTo ¢ JIaMMKTAT 2 He ce 3a1098a OTHORO TIPH ITAIHEHTH, KOHTO ca o
NpeKbCHAMH Nopajd 06pHB, CBBP3aH ¢ NPEIHITHOTO JISIEHNE C IAMOTPHIHE, OCBCH Ko -
NOTEHIAANHATA 110M133a HeCHMHCHO HAIBHIIABA PHCKA.

Enunencua

Ipenopb4saHOTO MOCTENEHHO NOBAMIABAHE Ha 403aTd H NOATBPIKAIHTE HO3H 32 BE3PACTHH H IOHOIIH
Ha Bp3pacT Ha H vax 13 romunu (Tabmmuua 1), 1 3a nena B 1oHOI of 2 A0 12 rogunu (Tabmuua 2) ca
npeacTaBeny no-gony. Havammara no3a u nocneJpamoro i mosuiaBane He Tpsa6Ba ga Gbaat
TIPeRANMIABAHH (BXK. To9Ka 4.4) HOpagH PHCK OT NosBa Ha 0OpHB,

Hpu npeycrarossapane Ha CeIBTCTBA NpreM Ha AEJI wnn npy no6asane Ha IpyrH
AEJI/nekapcTReHH MPOXYKTH KbM TCPANCBTHIHHA CXEMH, BKIIIOUBAIIH TaMOTPHIHE, TPAOBa Xa ce MMa
npensHa edekTa, KOHTO MOXE 2 OKaXe TOBA BHPXY (DapPMakOKHHETHKATA HAa JAMOTPHTHH (BXK. TOYKa
4.5).




Tabruya I Bespacmuu y ionowy na evspacm 13 u noaeve 200uny —n, BUBGHGA CXEMA 30 JCYEHUE
Ha enunencus
CxeMa Ha JICICHHE Cemvuuu 1 +2 | Cemvunu 3 + 4 | ObHuaiina noATppkama 1o3a
MonoTepanun: 25 mg/nen 50 mg/nen 100-200 mg/nen
(BegubXK (BeaHEX {BeTHELX JHEBHO KIH B 183 IPHEMA)
ITHEBHO) JHESHO)

3a 1a ce MOCTMIHE NOATEPKAIIO
NeYEHHE, IOIHTE MOXE N Ce
MOBHmABAT ¢ MakcHMyM 50-100 mg Ha
BCAKa €HA 0 ABE CEOMHIH 10
[IOCTHTAHE Ha ONTHMAJIEH OTTOBOP.

IIpH HAKOR NANKEHTH ca HEOOXOTUMHE
500 mg OHEBHO 3a MOCTHTAHE Ha
JKENAHHUA TepalleBTHICH OTTOBOP.

Kombaaupana Tepanusa C Baanpoat (HHXUOHTOP HA TTIIOKYPOHHPAHETO HA TAMOTPHIMH — BXK. TOUKA

4.5)

Ta3n cxema Ha Jo3upane | 12,5 mg/nen 25 mg/nen 100-200 mg/nen

Tpadra ga 651e (mpueMany KaTo | (BeZHBXK (BeAHDXK THEBHO HIIM B JB3 IPHEMA)
M3M0N3BAHA ¢ BANNPOAT 25 mg nipe3 AeH) | AHEBHO)

HE3aBHCHMO OT
CBILTCTBAIMA IIPHEM Ha
APYTH JIEKapCTBEHH
TPOAYKTH

3a Aa ce mOCTHIHE NOABPKALO
JeYeHHe, JO3ATE MOXE Ja Ce
MOBHIIABAT ¢ MAKCHMYM 25-50 mg Ha
BCHKA eJHA JIO ABE CEIMHIH 10
TMOCTHTaHE HA OITHMAJICH OTTOBOP.

KomGnunpana Tepanna BE3 sannpoaru C

Toura 4.5):

HHIYKTOPH HA IIIOKYPOHHPAHETO Ha JAMOTPHIMH (BX.

Ta3u cxema Ha TOHPaHE
TpAOBa 13 ce H3NON3Ba
6e3 Baimpoar, HO ¢:

(OEHHTOHH
kapbamMazenus
denoGapOuron
PHMUTIOH
pudamMaHIHE
JIOTHHABHP/PHTOHABUD

50 mg/nen
(BemHBK
IHERHO)

100 mg/nen
(B n1Ba npHeMa)

200-400 mg/nen
(B 1Ba mpHEMa)

3a 1a ce MOCTHTHE NOANBPIKANIO
JICYSeHHE, NO3HTE MOXKE Ja CC
TICBHIIABAT ¢ MAKCHMYM

100 mg Ha BcAKA efHA 10 KBS CEIMUIH
A0 NMOCTHTAaHE HA OITHMAIEH OTTOBOP.

Ilpu msikoy nanyeHTy Ca HeobxonHmy
700 mg mueBHO 3a IOCTHTaHEe Ha
AKCIaHHsA TCPANICBTHICH OTTOBROP.

KomOnnupana Tepands B
(BX. TOuKa 4.5):

E3 saanpoar 1 BE3 BHAYKTOPH Ha rI0KYPORHPAHETO HA JJAMOTPHTAH

Tasu cxeMa Ha J03UPaHE
TpsabBa 1a ¢e H3NOI3Ba C
JIpYyru 1CKapCTREHH
TPOAYKTH, KOHTO HE
HHXHOHPAT HITH He

25 mg/nen
(BenHBK
JHEBHO)

50 mg/nen
(BenHBX
THERHO)

100-200 mg/nen
(BeIHBX NHEBHO HIIH B JBA NPHEMA)

3a 1a ce MOCTHI'HE NOIILPKALID
Jie4cHAE, JO3UTE MOXKE JIa CE

HHAYIMpPaT SHAUYHTEIHO noRMmaBaT ¢ MakcuMyMm 50-100 mg na
TITIOKypOHHPAHETO HA BCAKA €IHA 10 ABE CEIMMIH NO
JIAMOTPHTHH NOCTHIaHe Ha OIITHMAaNEH OTroBOp.

Ilpn TAUKCHTH, IPHEMALLH JIEKAPCTBEHH IPOAYKTH, 32 KOHTO HE A H3BECTHH qrapmalcomnemqﬂn —

NPEIIOPHhYAHATA 34 JTAMOTPHIHH C B.[[,HOBDeMeHeH IIPHCEM Ha BaJINIpoar.




Tabruya 2: Jeya u wnow #a evspac om 2 0o 12 200unu — Rpenopeyeana cxema Ha Jevenue Ha

enunencun (06uia oneena 003a ¢ mg/kg menecuo mezno/Oen)**

CxeMa Ha IeUYcHHE Ceovunn 1 +2 | Cenmumn 3 + 4 | O6udaiina DoATbpxaIa 1034
MonoTepanus npu 0,3 mg/kg/nen | 0,6 mg/kg/men | 1 — 15 mg/kg/nen
THHHYHH abcaHCcn: (BeIHEBX AHEBHO | (BEOHBK (BeOHBXK JHEBHO UIIH B JIBA IPHEMA)
HIIH B JBa JHEBHO WITH B
mpHEMa) IBa NIPHEMA) 3a 1a ce MOCTHTHE MOATHPIKALLO

NeUEHHE, KOIUTE MOKE Ja CE
noBHIIABaT MakcuMyM ¢ 0,6 mg/kg/nen
HA BCEKH e/HA J0 JBE CEIMHIH 10
TIOCTHTAHE Ha ONTHMAJICH OTTOBOP, C
MaKCHMAJTHA J{HEBHA K034 OT

200 mg/nen.
KomGunnpana Tepanus C pannopoar (uHxuGHTOp HA MIOKYPOHHPAHETO Ha IAMOTPWIHH — B, TOUKA
4.5):
Tazu cxema Ha noupaHe 0,15 mg/kg/neu* | 0,3 mg/kg/nen | 1 — 5 mg/kg/nen
TpsabBa ga ce H3mon3Ba ¢ (BeHEBXK THEBHO}| (BEAHBX {BemHEX ZHEBHO HJIH B B3 IIPHEMA)
BaJIPOAT HE3ABHCHMO OT ITHEBHO)

CHITPTCTBALIMSA TPKEM Ha
ZPYTH JIeKapCTBEHH

TIPOXYKTH

3a Aa ce MOCTHTHE NOAXBPKAMO
nedeHHe, JOIUTE MOXeE J1a e
HOBHIIEBAT MakCHMyM ¢ 0,3 mg/kg/nen
Ha BCAKa eXHa JO JIBe CEAMHIIH KO
HIOCTHTaHe Ha ONTHMAaJEH OTTOBOD, A0
MaKCHMalHa NOJABpKaNa 103a

200 mg/nen.

Kom0nnupana repanua BE3 paanpoar n C HHAYKTOPH Ha r:AI0KYPOHWPAHETO Ha JaMOTPHIHH (BX.

TouKa 4.5):

Ta3u cxeMa Ha JOo3UpaHe 0,6 mg/kg/nen 1,2 mg/kg/nen | 5— 15 mg/kg/nen

TpabBa 1a ce w3nonssa Ge3 | (B ZRa mpreMa) | (B apa (BeIHDBK THEBHO WM B B3 OTACIHH
Ba/mIpOAT, HO C: IpHEMa) MPHEMA)

$eHuTOHH
KapOamasenun
denobapburon
NPUMHACH
PH(paMITHIIHE
JIOTMHHABHP/ PHTOHABHP

3a Oa ce MOCTHTHE MOANBPKAIIO
NedcHHE, JOIUTE MOXKE Ja ce
HDOBHIIARAT MakcHMYM ¢ 1,2 mg/kg/nen
BCAKA €HA JIO JBE CCAMMIH JI0
NOCTHTaHE A2 ONITHMAJIEH OTTOBOD, JD
MaKCHMalHa MoJAbpiKama 103a

400 mg/nen

Kombunupana repanus BE
BX. Togka 4.5):

3 sannpoar u BE3

HHAYKTOPH Ha INIIDKYPOHHPAHETO HA TAMOTPHTIHH

Ta3u cxema Ha JI03upane
TpabBa na ce U3NoN3Ba ¢
JApyrH NeKapcTBEHH
NPOOYKTH, KOUTO HE
HHXUOHpAT UnH He
HHOYIHPAT 3HAYHTCITHO
ITIOKYPOHHPAHETO Ha
JAMOTPHTHH

0,3 mg/kg/nen
(BEHEXK THEBHO
WK B IBA
MpHEeMa)

0,6 mg/kg/nen
(BemHEXK
IHCBHO HIIH B
IRa IpHeMa)

1 - 10 mg/kg/nen
(BenHLK THEBHO HIIH B IBa OpHEMA )

3a ja ce MOCTHIHE MOATBPXKALIO
NeMeHHe, JO3UTE MOXKE 112 Ce
noeumIapaT MakcuMyM ¢ 0,6 mg/kg/nen
BCAIKA €[IHA J0 JBE CCIMMI J0
IOCTUraHe Ha DHTHWCH mm()p
MaKCHMATHA non}}ﬁpakam A03a
200 mg/nen 7 N

IIpy nanmeHTH, MPHEMAILK ICKAPCTBEHH TMPOLYKTH, 38 KOMTO HE Ca H3BECTHH (bap

GIG]’IHBTH“:IHH",‘ '

B3aWMOOECHCTBHA ¢ TAMOTPHTHH (BX. TO4KA 4.5), TpAGBa aa ce H3IO0NIBa CXEMA Ha eqerme KaTo :

IpenophLYaHaTa 3a IJAMOTPHIHH C e/THOBPEMEHEH NPHEM Ha BaIIPOAT.
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* 3JABEJIEXKKA:- Ako H39ACICHATa HCBHA 038 IIPH ITALHCHTH, HPHEMAIH BATIPOAT, ¢ MOXIy 2,5 mg u
5 mg, 5 mg MOXe Z]a ce MPHEMAT MPeE3 JICH [Ipe3 MEPBUTE JBE CeqMHLH. AKO H3WICIEHATA IHEBHA 03 IPH
NAlHeHTH, MPHEMANTH BaJlpoaT, € MO-HHCKa OoT 2,5 mg, TablIeTky 3a ThBYeHe/ THCICPrupalIH ce Ta0aeTKU
NGMOTPHTHH He Tpabsa 1a ce manonseatr. HE CE onmreaiiTe ma npuiaraTe YacTHIHA KOIHIECTBA OT
Ta0JMCTKHTE 3a IHBYCHE/ AUCIICPTHPANIHTE ce TAOIETKH.

** AKO H3YHCIICHATA 033 JAMOTPHTHH He MOXE a ce IOCTHIHE KATO M3MOJI3BATe LETH TablleTkKH,
Zo3aTa TpaGBa Xa ce 3aKPHIVIH HagoMy Ro HaH-Olin3kata aia TabneTka.

3a na e cHrypHO NOANBPKAHETO HA TepaNeBTHIHATA 7034, TEITIOTO Ha AeTeTo TpabBa 1a ce
TpoCHeNABa H 03aTa Ja Ce NPOMEHA cnope/i NpoMeHHTe B Ternoro. [Ipeanonara ce, ue npu
NalUeHTHTEe Ha BH3PAcT OT ABE [0 LISCT TOMUHH e € HEOOX0aMMO NPHIIAraHe Ha NOATbPXAma 1033
HA TOPHATA IPAaHHIA HA NPENOPEIAHKHA HHTEPBA.

Cner nocrurale Ha KOHTPOI BLpXY 3a00igpaHeTo Npy KOMOHHHPAHa TEPANHA IPHEMBT Ha
ceireTeTBamMTe AEJI MOXe /13 ce crpe, KaTo Ce MPOABDKH ¢ MOHOTepanud ¢ JlaMukran.

eya nod 2 200unu

JannudTe 3a epMKACHOCT H GE30MACHOCT HA TaMOTPHTHH pH KOMOHHHpAHA TepaNHs Ha NaplKaTHH
MIpHNIaBLM IPH ACla HA BBIPAcT oT 1 Mecer Ao 2 roguHu ca orpaHuveHH (BxK. Todka 4.4). JIuncear
IaHHH IIpH Jela Ha Bp3pacT nox | Mecen. CnenoparenHo ynotpebara Ha JIlaMuKTan npH gena Ha
BB3PACT A 2 TOIHHA HE C¢ MPENOPhYEa. AKO BBIIPEKH TOBa, OCHOBaBaliKH ¢ Ha KIIHHHIHATA
He0OX0ANMOCT, ce B3gME pelIeHHe 3a edeHie, BIKTe Todku 4.4, 5.1 1 5.2,

Bbunonapuo pascmpoiicmeo

B TabnunuTe mo-1ony ca NpeICTREHH NPENOPLIBAHHTE CXeMH Ha [TOBHILABAHE HA J103aTa H
NOANBPIKAMMTE J03H 3a NALMEHTH Ra BB3pacT 18 u noBede roguun. [IpexoaHara cxeMa BKIIOUBA
NOCTENEHHO IOBHIIABAHE HA JI03aTa Ha JaMOTPHIHH 0 NOAABpKAaIIa CTAOHIH3HpAIa A03a 33 NEPHOA,
ot mect ceamuiy (Tabmuna 3), cnea koeTo MPUEMBT Ha APYTH TICHXOTPOIHH IEKAPCTBEHH MPOLYKTH
w/mms AEJI moxe na Oblle mpeycTaHOBEH, aK0 € KIMHAYHO nokazano (Tadbmuus 4). Kopexkuuure Ha
Io3ara cieq nodassgHe Ha APYTH [ICHXOTPOIHE eKapcTBeHH Npoaykty B/ AEJ] cpmo ca
npeacraseHu no-gony (Tabmuua 5). [Topagu puck ot paspuTHe Ha 06pHR He TpsGBa na Opne
IIPEBHNIABAHA HAYATHATA 1032 | TPAGBA Ja cE crna3BaT NPenoPBKBTE 33 NOBHIIABAHE HA N03aTa (BXK.
Touka 4.4).




Tabruya 3: Bvapacmuu nayuenumu Ha 18 u noseue 200uny - npenopLueana cXema 3a nosYIAsane Ha

003gma 00 nOOYvpIcawa cmabuiusypaa obiya Onesna 0034 NPY Neuenue HA BUNOIAPHO

lCmeo
CxeMa Ha NeYcHHe Cemvmmu 1 +2 | Cenmurmu 3 +4 | Ceamuua 5 | Taprerna
cTabHym3upama no3a
(Cenmmua 6)*

MonoTtepamus ¢ 1aMoTpurua HJIA xomGnnupada Tepanua BE3
HIHH (BX. TouXa 4.5):

CNIOKYPOHHPAHETO HA JAMO

sannpoar ¥ BE3 saaykropn ua

Tazn cxeMa Ha fo3Hpane
TpAOBa A2 ce H3NON3BA C
IOPYTH NEXapCTREHH
MPOXYKTH, KOHTO HE
HHXHOHpAT WIN HE
HHIYIHpaT 3HAIUMO
TMOKYPOHHPAHETO Ha
JaMOTPHTHH

25 mg/nen
{BEIHBXK
JTHERHO)

50 mg/nen
{BeIHL:K THEBHO
WIH B JBa
npHeMa)

100 mg/nen
(BeqHBIK
IHEBHO BIIH
E IBa
npueMa)

200 mg/nen —
o0HuaiiHa TapreTHa
Z038 33 ONITHMAIICH
OTTOROD (BEAHEX
IOHEBHO HIIH B IBa
npuacMa}

B xmanHIHK
H3MHUTBAHHA Ca
MpUIaTaHy JO3H B
HHTEpPBANA

100 - 400 mg/nen

Kom6unupana repanug C annpoar (uaxuOHTOp Ha TIIOKYPOBMPAHETO Ha JIAMOTPUMTHH — BX. TOYKA

4.5):

Tasw cxeMa Ha JTeICHHE
TpAOBa Aa ce H3MOoNIsBa ¢
BAJIITPOAT HE3ABHCHMO OT
CHIIFTCTRAIIHA IIPHEM Ha
APYTH NCKapCTBCHH
MPOAYKTH

12,5 mg/men

(TipHEMaHH KaTO
25 mg npe3 1eH)

25 mg/neu
(renHBXK
IOHEBHO)

50 mg/nen
(BeaHBK
JHEBHO MITH
B JBa
npHeMa
JHEBHO)

100 mg/nen -
obuaaiina TapreTHa
J03a 33 ONITHMAJICH
OTrOBOP (BETHBIK
JOHEBHO HIM B 1Ba
npuema)

B 3asHcHMOCT OT
KIHHH9IHUSA OTIOBOP

MOJKe 112 ce MPHIOKY

MaKCHMaHa J03a 0T

200 mg/nen
KomGunupana Tepanua BE3 pannpoar 1 C RHAYKTOPH HA TKYPOHHPANETO HA JAMOTPHIHH (BK.
rouka 4.5):
Tasu cxema Ha eueHue 50 mg/aen 100 mg/nen 200 mg/men | 300 mg/nen npes
TpsaGRa Na ce npHnara 6e3 (BEIHBXK (pasnencHn B (passeneHy | cenMuma 6, MPH Hy#&Ia
BAJIIPOAT, HO C: IHERHO) IBa [IpHEMa) B AB2 HOBHIITaBAHE A0

npHeMa) obuyaiiHaTa TapreTHa

dennTOHH Io3a oT 400 mg/nen
KapOamMasemuH npes ceaMuna 7 3a
tenobapburon MOCTUT3HE HA
TPHMHAIOH ONTHMAJIEH OTTOBOP
pHpaMITUITHH (pa3znencHu B ABa
JIOTIHHABHP/ PUTOHABH] npHeMa)

"

IIpy manueHTy, MpHEMAILH JICKApCTBCHH NPOAYKTH, 32 KOHTO HE €4 M3BECTHH cbapmaxomy;é’rmﬁiﬁm‘p
B3aUMOIeHCTBHA ¢ JAMOTPHTHH (BX. Touka 4.5), TpabBa oa ce H3M0n3Ba cXeMa Ha neqemﬁ: xa'ro FE

IPEnophYaHATA 33 JAMOTPUTHE ¢ COQHOBPEMEHEH NPHEM Ha BAIIPOAT.
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* TapreTaara crabunusupaiiia 1032 BapHpa COpEn KIHHHYHHA OTTOBOD




Tabnuya 4. B3

nu nayuenmu na 18 u noseve 200unu - NOQOBLPNC

cmabunuzy;

a ob

QHeagHa 003d €0 NPEVCMAKOEREAHE HA ACHERUCING CHC CONBMCIREAIYN NEKAPCIMBEHY RPOOYKINY BPY

Jevenue na bunoIpno pazcmpoiicmeo
Cnen JOCTHTEHETO HA TAPreTHATa JHEBHA NOMNEPKAIIA cTa0IH3upama J034 IPHEMBT H3 APYTHTE

JICKAPCTBEHH MPOAYKTH MOXe Na 6bae NpeyCcTaHOBEH KAKTO € NOCOYEHO MO-T0Ty.

CxeMa Ha eucHHe

Hacrosma
cTa0HIM3npania f103a
Ha TAMOTPHTYH
(mpenn
IpeycTaHoBaBaHe Ha

TIPHEMA)

CemMuna 1
(3amowBama ¢
NpEeyCTaHO-
BBAaHE HA
npueMa)

Cenmuna 2

Ot cenmuna 3
HaTaThK*

CoupaHe Ha NpHEMa HA BAANPOAT (HHXHOHTOP HA ITHOKYPOHHPAHETO HA IAMOTPHIHH — BXK. Touxa 4.5), B
3aBHCHMOCT OT TBPBOHAYAIHATA JI03a Ha IaMOTPHIHH!

Cnen cniipaHe Ha IPHEMa Ha 100 mg/nen 200 mg/nen IMommspxaHe Ha Ta3H 1033

Bampoar, crabum3Hpamara 103a (200 mg/nen)

€€ yABOABA, KATO HE C¢ MPEBHIIABA (pasnenera B ABa MPHEMa)

HAPACTBAHETO OT IIOBEIE OT

100 mg/cemmuna 200 mg/nen 300 mg/nen 400 mg/nen | logaspxate
Ha Ta3H J03a
(400 mg/nen)

Cnupade Ha IpUeMa HA HHAYKTOPH HA [IIOKYPOHHDAHETO HA JAMOTPHIHR (BX. T09Ka 4.5) B

33BHCHMOCT OT IbPBOHAYANHATA 032 HA JJAMOTPHTHH;

Tasu cxema Ha no3upase Tpsabea na | 400 mg/nen 400 mg/nen 300 mg/men | 200 mg/nen

Ce U3MO0JI3Ba IIPH CIHpaHe MpHeMa

Ha! 300 mg/nen 300 mg/nen 225 mg/men | 150 mg/nen

tenuToUH 200 mg/nen 200 mg/nen 150 mg/nen | 100 mg/nen

xapbamazenvn

denobapburon

IPHMHAOH

prhaMIHIHE

TMONMHABHP/PHTOHABHP

Crnupane Ha NpHeMa Ha JIEKAPCTBE
3HAYATETHO DIIOKYPOHHPAHETO HA

HH npoAyYKTH, KoHT0 HE naxnénpat win HE sHAynapaT
JAMOTPMIHH (BX. TOUKa 4.5):

Ta3u cxema Ha JO3HpaHe TpAORa Aa
Ce U3M0/3Ba IPH CIIHpaHe Ha
NpueMa Ha APYTH TeKapCTBEHH
NPOXYKTH, KOHTO He HHEXHOHpAT
HITY HEe HHAYUHPAT 3HATHTEIHO

TIFOKYPOHHPAHETO HA JTaMOTPHIHH

TMogmepikaRe Ha TapreTHATA /1038, JOCTHIHATA IPH [TOBANIABAHE HA
noszata (200 mg/nen; pa3feneHa B IBa NpHeMa)
{nozoe muanazos 100 - 400 mg/aeH)

Tpwr naumerTH, NpHEMaLIH TIEKAPCTBEHH NIPOMYKTH, 32 KOHTO HE C4 H3BECTHH (papMaKOKHHETHIHH
B3aUMOJEHCTBUA ¢ TAMOTPUTHH (BX. TOYKa 4.5), CXeMaTa HA JICICHHUE, TPENOPEIAHA 38 TaMOTPHTHH, €
ITBPBOHAYANIHO Ja Ce MOILPIKA HAacTOALIATa 1032 K JICUCHHETO ¢ IAMOTPHTHH Jia Ceé MPOMEHA Bh3 OCHOBA

Ha KITHHHYHHYA OTTOBOP.

* ITpu HeoOXoaHMMOCT A03aTa MOXKe Ja ce morumH g0 400 mg/nen




Ta6ruua 5: Bvipacmuu nayuenmu na 18 u nogeve 200uny — adanmypane na OesHama OOIUPOBKA HA
JaMompuzun cied 0obagane na opyeu Aekapcmeenu npodykmy npu Jeyenuemo Ha bunoispHo
Dazcmpoiicmeo

Hsma riHEbeH ONHT B aJalITHPAHETO HAa THEBHATA 033 HA IAMOTPHTHH cnel fobapaHe Ha mpyru
JIeKapcTBeHH NpoAyKTH. Obade HA OCHOBATA HA M3NMTBAHHA 33 B3AUMONCHCTBUA ¢ APYTH
JIEKAPCTBEHH MPOLYKTH MOTaT ObJAT HANPABEHH CHCIHHTE NPEMOPBKY:

CxeMa Ha NegeHHe HacTosma Cepmuna 1 Cenmuna 2 Or cenmuna 3
cTabunu3npana {3anouBama ¢ HaT2THK
O34 JTAMOTPHTHH nobaeqneTo )
{peau noGaBAHETO)

JloGapane HA BATNPOAT (HHXUOHTOP HA IMIOKYPOHMPAHETO HA TAMOTPHTHH — BiK. Touka 4.5), B
3aBHCHMOCT OT MEPBOHAYANIHATA 1033 HA TAMOTPHIHH:

Tasn cxema Ha Ao3upaHe Tpabsa na | 200 mg/nen 100 mg/ ner | Jla ce mommbpKa Ta3x 0032

ce H3I10138a IIpH fobaBsHE HA (100 mg/nen)

BamIpoaT, He3aBHCHMO OT 300 mg/ nen 150 mg/ ner | Jla ce mogmbpxa Ta3zH go3a

CBHIBTCTBANINA NIPHEM Ha IPYTH (150 mg/nen)

JIEKApCTBEHH MPOIYKTH 400 mg/ nen 200 mg/ nen | Jla ce mommepa Tazu qo3a
(200 mg/nen)

Jlo6aBsHe HA HHAYKTOPHA HA IIIOKYPOHHPAHETO HA JAMOTPUTHH NPH nanMepTH, KoHTo HE mpuemar
BAJNPOAT (BXK. TOUKA 4.5), B 3aBHCHMOCT OT MEPBOHAYANTHATA 033 Ha TAMOTPHIHH:

Tasu cxema Ha mo3upaHe Tpabea ma | 200 mg/nen 200 mg/ nen | 300 mg/ nen | 400 mg/ nex
ce u3noin3Ba 6e3 Bammpoar npu
noGapiaHe Ha HAKOH OT CIIETHHTE 150 mg/ neu 150 mg/ ner | 225 mg/ nen | 300 mg/ nen
TIEKAPCTECHY NIPOXYKTH:

100 mg/ nen 100 mg/ pes | 150 mg/ nen | 200 mg/ nen
theruronn

KapbaMasennH
(henobapbuTOH
TIPAMHJIOH
padaMImIMR
JIOMHHABHP/PHTOHABHD

HofapsHe Ha JeKapcTBeHH npoayKTH, konto HE muxntupar nau HE peaynupar 3HAYUTETHO
THKYPOHHPAHETO HA JAMOTPArHEH (BXK. Touka 4.5);

Tasu cxema Ha no3upase TpAGBa Aa | [la ce mogabpKa TapreTHATA A038, JOCTUI'HATA IPH [IOBHIIABAHETO
ce H3MOI3Ba npH NobaBiHe Ha Ha mo3ata (200 mg/nen; nosos guanazon 100-400 mg/newn)

IpPYTH JIEKaPCTBEHH NMPOXYKTH,
KOHTO He HHXUOHpaT Uiy HE
HHAYUHPAT 3HAYHTEITHO
TTIIOKYPOHHPAHETO HA JIaMOTPHTHH

Ilpn namneHTH, NpHEMAIIH TEKaPCTBEHH IPOAYKTH, 33 KOMTO HE Ca U3BECTHH (apMaKOKHHETHIHH
B3aUMOICHCTBHA ¢ TAMOTPHTHH (Bx. TOYKa 4.5), Tpa0Ba na ce M3MON3Ba CXEMa Ha JICYCHYUE KAaTo
Operopb9anaTa 34 JAMOTPHIHE C 6AHOBPEMEHEH IIPHCM Ha BAMPOAT.

Cnupane na sesenyemo ¢ Jlamuxman npu nayuesmu ¢ dunojapro pascmpoiicmeso
Tlo BpeMe Ha KIHHHTHHTE H3OHTBAHHA He e HaOMIOapaHO YBEIHYEHHE Ha 9€CTOTATa, TEKECTTa HIIH
BHIA Ha HEXENIAHHTE PeaKIMy CIIEH BHE3AIHO CITMpaHe Ha JIAMOTPHIHH CpAMO miauebo. ‘
CremoBaTenHo MALHEHTHTE MOTAT I8 APEKBCHAT JICICHHETO C IAMOTPHTHH De3 TOCTETIeHYR" (1}’
HaMaJIgBaHE Ha JI03aTa. 'f' W«

Heva u ronowu nod 18 zo0unu i

JlaMHKTAN He ¢ MOKA3aH 3a NPHIKEHHE IpH Aeua mof 18 roauHu, Thif KaTo paHJIOMH:lupaHo ¢

NPeyCTAHOBABAaHE Ha MPHEMA IPOYYBaHe, HE MOKa3Ba 3HaTHMa e HKaCHOCT H MOKa3Ba nmmmeﬂo
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¢p00maBane Ha CYHIMAHOCT (Bx. Touka 4.4 n 5.1).

Obwyu npenopvru 3a 0o3upane Ha Jlamukman npyu CREYUATHU 2PYRY RAYUCHMU

}I(BHH. RpUeMaiii XOPMOHAIRY KORMPAYERMUcH
TlpueMbT Ha KOMOHHanuATa eTHHWIECTpanuon/ nesoroprectpen (30 pg/150 pg) noBnmapa KIHpEHCa

HA JIaMOTPHTHH IPUOIH3HTEIHO JIBA TETH, KOETO IPETM3BHKBA NIOHHKEHHE HA HHBATAa HA
JTaMOTpUrHH. Crex TUTPHpaHe MOTAT A3 ¢a HeOOXOAHMH MO-BHCOKH NOJTHPKAIM J03H HA
NaMOTpUTHH (0 ABYKPATHO NO-BHCOKM) 33 MOCTUTAaHe HA MAKCHMAJIeH TepaneBTHIcH oTrosop. [Ipes
cexqmMunara 6e3 mpreM Ha KOHTpaUEITTHB ¢ Habm0/1a8aHo ABYKPATHO NOBHILIaBane Ha HUBaTa Ha
namMoTprruH. He MoraT Ia 6bJaT HIKIIOIeHH A0303aBHCHMA Hexeraru peaknrm. Eto 3amo Tpa6Ba na
ce MPENNOYNTa NPHIMKEHHETO HAa KOHTpauenTHBH Ge3 ,,cenmuua 6¢3 xamye” KaTo JIEYeHHE OT ITBPBa
NHHHA (HATPHMEP MPOXL/DKUTEITHE XOPMOHATHA KOHTPALUCITHEH HITH HEXOPMOHAIHH METOIH, BXK.
TOYKH 4.4 u 4.5).

3anousane HQ npuemM HQ XOPMOHAAHY KORMPAyenmugy npi RAYUEHN, KOWMO 8eYye npuemMam

nOQOBPNCAUU 003y famompuin U HE npuemam undykmopu Ha 2RIOKYPORUDAHEMO Ha TAMOMPUZUH
Toaaepxamara 0038 Ha JaMOTPUTHH B IOBEYETO ClIydau TpAOBa Aa GbAe yBeIHICHa O ABa ITHTH

(Bx. ToaxH 4.4 n 4.5). IIpenopsaHTEnHO € OT HA4ANOTO Ha XOPMOHAIHATA TEpaNnys J03aTa Ha
JaMOTPHTHH 42 Obae moeumapana ¢ 50 qo 100 mg/nen Beaka ceaMHua, Chobpa3HO HHAHBHIYAMHUS
KIMHHYeH 0Troeop. [loBumaBaHHATa Ha K03aTa HE TpAOBa Ja HaNBHIIABAT TA3H CTETIEH, OCBCH aK0
KJIHHEIHHAT OTrOBOP HE HOAKPENS HO-TrOJIEMH NOBHINABAHHS,

Mo3xe na ce 06cHIH H3MEPBaHE HA CEPYMHHTE KOHLIEHTPALMH Ha JIAMOTPHIMH NPEIH H el
HAYaJIOTO Ha IpHEMA Ha XOPMOHATHATE KOHTPaleITHBH 324 MOTEEPA/ABaHe, e ¢ IOAIBPKA
H3XOAHATA KOHIEHTPAIH Ha NaMoTpurHH. [Ipu HeoGxoauMoCT fo3aTa MoXe Ia Ob/ic axanTHpana.
IIpn sxeHH, NpHEMAIIM XOPMOHATHE KOHTPALMITHBH, KOHTO BKIIOYBAT SAHA CEAMHIIA HEAKTHBHO
negenue ("cexmuua Oe3 xamie"), TpsaOBa fa 6nIe NPoCIENABAHO CEPYMHOTO HHBO HA JTAMOTPUTHH
npes3 ceMuIa 3 Ha AKTHBHOTO JICICHHE, T.¢. B AHUTE OT 15 1o 21 oT nuKbIa HA MpHEMAHE Ha
TabneTkuTe, 3aTOBa BHHMATEMHO TpaOBa na ce obMucu ynorpefaTa Ha KOHTpauenius 6es ceaMuia
fe3 xamde KaTo JSUCHHS OT IbPBA IHHNA (HAMPHMEp NPOABLDKHTEIIHA XOPMOHANHA KOHTPALEnH
HWIH HEXOPMOHATHH METOIH; BX. TOUKE 4.4 U 4.5).

Cnupane HQ npuemMa Ha XOPMOHATHY KOHMPayenmuau npyu RAUeHmMy, Koumo egyue npuemMam
nooowpoicawu 003u aamompuzun u HE npuemam unOyxmopu 1a 2moKyPOHUPAREMO HA AAMOMPUSUN
B nroBeveTo caydaH € HeoOXOaHMO NOATBPIKAINATA 4032 Ha JAMOTPHIHH Ja 6B1¢ HamaneHa ¢ xo 50%
(Bx. TouxH 4.4 1 4.5). [Ipenoprusa ce MocTeneHHO FAMATIABAHE Ha JTHEBHATA 1033 HA IJAMOTPHTHH C
50-100 mg Bcaka ceamuna (B CTeéNeH, HeHAZXBBPAama 25% ot 06mara THEBHA 1038 33 CEIMHIA) 3a
TIEPHOA OT 3 CeIMHIIH, OCBEH aKO KIMHUIHHUAT OTTOBOP HE HajNara padmaiHo noselaenne. Moxe ma ce
ofchIH U3MEPBAHE HA CepYMHHUTE KOHUCHTPAUHH Ha TaMOTPHTHH NIPEIH K CIEN CITHpaHe Ha
XOPMOHATHHTE KOHTPALENTHBHE 32 MOTBBP)KAABAHE, U€ Ce MOAThPIKa H3X0HATa KOHIEHTpalKs Ha
namMoTpuruH. [Ipy skeHH, KOHTO XejaqT JIa Cpat MpHEMa Ha XOPMOHAICH KOHTPALENTHB, KOSTO
BKJTIOUBA ¢HA CEAMHIIa Ha HEAKTHBHO JicueHue ("cenmua 6¢3 xamae™), mpociendBaBeTo HA
CEPYMHOTO HMBO Ha JJAMOTPHIHH TpAOBa [la Ce IPOBCKAA NPE3 CEAMHIIA 3 OT AKTHUBHOTO JICHEHHE, T.C.
oT meH 15 no nes 21 oT NHKLIA Ha mpueMaHe Ha Ta0neTkuTe. [Ipes mppBaTa ceaMulla ciaen TpaifHoTo
CIIHpaHe Ha NIpHEMA Ha KOHTPAIICNTHBA He TpaOBa 1a ObaT B3eMaHH NPo0H 3a OLICHKA HAa HHBATa Ha
JIAMOTPUTHH.

3anousane Ha MEPANUA ¢ AAMOMPUSUH NPY NAUUEHMKY, KOUIMO 8€Y¢E NPUEMAM XOPDMOHATHY

KOHmM, EHNMUBU

IlopHmapaneTo Ha 003aTa TpAOBa Ja cleBa HOPMAIHHUTE NPENOPBUIaHM J03H, OIIHCAHH B Tgﬁammrr$
i WA

Janoueane u CRUPANE HA RPUEMA HQ XOPMOHWIHY KONMPAYERMUBY NPY NOYUEHMKY, KO
npuemMam noddvpycauiy 003y naMompuzun U JIIPHEMAT undyxmopu Ha 2nioKypony, :
JOMOMPUZUH I

Moske Ja He c€ HANOXaT KOPEKIMH Ha MPENOpRYBaHATA NOAXBPKANIA 032 TAMOTPYTHH. .. -
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Ynompeba ¢ gmazanasup/pumonasup

He 6u TpadBano aa ca HeoOxoxAMH KOPESKITHH B OIPENOPBIBAHOTO NOBHIIABAHE Ha J03aTa Ha
NAMOTPHIHH, KOTATO TAMOTPKTHH ce J00aBsg KbM CHIIECTBYBAIa TEPallus OT aTa3aHABUD/PHTOHABHP.
TIpH TIAUMEHTHTE, KOUTO BEYE MPHEMAT HOITHPIKAIIM JO3M TaMOTPUTHHE U HE MPHEMAT HHIYKTOPH Ha
[TMOKYPOHHPAHETO Ha TAMOTPHTHH, MOXE /13 CE HalOXH IOKAYBaHE Ha J03aTa HA IAMOTPHMIHH, KO CE
nobapAT aTazaHaBHpP/PUTOHABHDP WIH [I03aTa HA TAMOTPHIHH Ja CC IIOHIKH, KO MPHEMET Ha
aTazaHasHp/PHTOHABHD Cce npeycTaHoBsBana. [lpocnegBane Aa ITa3MEHUS TAMOTPUTHH TPAOBa Ja ce
MPOBEKIA TIPEAH H B NPOTBIDKESHHE Ha 2 CeMHIM Clie/l 3aM0uBaHETO HIH CITHPAHETO Ha
aTazaHaBHpP/PATOHABHD, 32 13 CE YCTAHOBH NAJIM CE HaNara KOpeKLMs HA 1O3aTA Ha TAMOTPHTHH (BIK.
TouKa 4.5).

Ynompeba ¢ sonunasup/ pumonqeup
He Gn tpaGrano na ca HeoGX0AMMH KOPEKIMH B MPENOPHYBAHOTO [IOBHIIABAHE HA 103aTa Ha

NaMOTPUTHH, KOTATO JIAMOTPHTHH € 106aBd KEM CBIIECTBYRAIIA TEPAMHA OT JIONHHABH/ PHTOHABHD.
I[Ipy marmeHTHTE, KOUTO Bede [PHEMAT NONTEPAKALIH J03H TAMOTPUTHH H HE IPHEMAT HHIYKTOPH HA
rMOKYPOHUPAHETO HA TAMOTPHTHH, MOXKE Ja Ce HaJI0H NOKaYRaHe Ha /103aTa Ha JITAMOTPHTHH, KO C&
RCGaBAT NONHHABHD/PHTOHABHP WIH A03aTa HA NaMOTPHI'MH [a CE TIOHIDKH, aKO MPHEMBLT Ha
NOMMHABHP/PHTOHABHD C¢ NpeycTaHopaBapa, [IpociensBane Ha mnasMeHMs NaMOTpUruH Tpsabsa fa ce
ApOBEXIa Npely ¥ B NPOXL/DKEHHE Ha 2 CEIMHIH CIICA 3al09BAHETO HIIH CITHPAHETO Ha
JIONMHABMP/PUTOHABHD, 32 /12 C& YCTAHOBH 1AM Ce HA/Iara KOpeKIHA Ha 03aTa Ha TaMOTPHTHH (BX.
Touka 4.5).

Hayuenmu 6 nanpedrana ev3pacm (nad 65 200unw)

He ca eo6x0AMMH KOpEKLHH B IPCHOPBYBAHHTE CXEMH Ha lcucHHe, PapMakoKHHETHKATA HA
TTaMOTPHIYH IPH Ta3¥ BE3PAcTOBA TPYIIa HE CE pasIM4aBa 3HAIHUTEHO OT TA3H NPH NATHEHTHTE B
NO-MITaJa Bbapacr (Bxk. To4Ka 5.2).

brbpeuno yapesicoane
Jlamuxrai Tpa6Ba Aa ce NpHara BHHMATEIHO NIpH ItanueHTH ¢ bx0peuna nenocrarsunoct. Ilpu

NALACHTH B KPacH cTanuii Ha GrO0peyHa HeAOCTATEYHOCT HA9AIHNTE IO3H JIRMOTPHTHH TpAGBa Na ca
CNopen CHITFTCTRAILINS HPHEM Ha TCKAPCTBEHH MPOAYKTH OT nauHenTa. [IpH nanMeHTHTE Che
3HAUHATENHO OBOpeuHo YBpeXIaHEe MOXKE A Ca e)HKaCHM HAMAIEHH TOATLPKALIE JO3M (BXK. TOUKH
4415.2). : :

UYeprodpobuo yepescoane
Hauanuara, mogaspikamara H JO3aTa IPH MOBUILABAHE TPAORA [a C¢ PEAYLHPAT NpHOTU3HTEAHO C

50% npu nanuenTH coe cpequotexko (Child-Pugh crenen B) sepronpoGHO yBpexkaane H ¢be 75%
npu 1exko (Child-Pugh crenen C) aepHonpoGHo yepexnane. Jlozara NpH NoBKINaBaHE H
NOZTBPKANEATa J03a TpAORa Ma ce ONpeNeniaT B 3aBMCHMOCT OT KJIHHHYHHS OTTOBOP (BK. TOUKA 5.2).
Hagun Ha NpHIOKEHHE

ITepopanHo npHioKeHHE.

43 IporaBonoKkazasus

CBpBXIyBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO MM KbM BAKOE OT MOMOLIHHMTE BENIECTRA,
H30poeHu B T. 6.1.
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4.4 Cnennajnu mpelynpexIeHAs B NpeANasHl MepKY NMPH ynoTpe6a
Koxe HB

Cro0maBaHH ca HEXENaHH PEAaKIMH OT CTPAHA Ha KOXaTa, KOMTO ce NIpOABABAT Ipe3 MEPBUTE OCEM
CeqMHALH OT HA4AJIOTO Ha TEPanUATa ¢ JaMoTpurHH. [loBedeTo oT OOPHBHTE Ca JICKO IPOABCHH H
TIOKA3BaT CKAOHHOCT KBM CaMOOTpaHHIaBaHe, 00aye ca OIHCBAHH ¥ T&XKO NPOABEHH 0OpHBH,
M3HCKBAIIM GONHKYHO NeYcHUe U NIpeKpaTABaHe NPHIATAHETO Ha TaMOTPHTHH. Te Morat ma 6saar
MOTEHIHATHO KHBOTO3aCTpaIapane o0pHBH KaTo cHHIpoMa Ha Stevens-Johnson (SJS), ToxcugHa
enumepmanta nexponnsa (TEN) u MeImkaMeHTO3Ha peakiis ¢ €03HHO(DHIMA H CHCTEMHH CHMITTOMH
(DRESS); cBILO HIBECTHO KaTO CHHAPOM Ha CBpBXIyBcTBHTENHOCT (HSS) (BXk. TOUKA 4.8),

[Ipy BB3pACTHH NAIHEHTH, BKIKOYEHH B H3UTBAHASA, H3I0I3BANIHA JaMOTPHTHH B IPEIOPEYBAHHTE
Z03H, 9ECTOTATA Ha TEKKMTE KOXKHK 06puBn e nprbnnsutento | cnygaif wa 500 manuesTH ¢
enmenchd. [IpuOu3HTeNHO MOIOBHHATA OT TE3H CTydaH ca OHIM IOKNaNBaHN KATO CHHIPOM Ha
Stevens-Johnson (1 Ha 1 000). B KIMHHIHH HINHTBAHHA NPH NALUHEHTH ¢ OHNOMIPHO pa3cTpoicTBO
6poat na HabmoaasaHuTe coydad ¢ TEKEK 00pue e npuommuTenHo 1 Ha 1 000.

PUCKBT OT pasBHTHE Ha TEKKH KOKHH OOPHBH IIpH iella € IO-BHCOK OT TO3H NPH Bb3PACTHH.
JaHHuTE OT H3NMUTBAHUATA MOKA3BAT, 9¢ 9eCTOTATa Ha OOPHRBATE, CBBEP3aHH C XOCIHTAIH3AMA IPH
nena e ot | Ha 300 go 1 wa 100,

Hauyanuute nposBu Ha 0OpHB NpPH fielia MOTAT Aa ObAAT NOrpemHo AHATHOCTHIHPAaHK KaTo
nupexmus. [Ipe3 TEPBUTE 0CEM CSAMHUL OT JICHEHUETO OpH MposasH Ha eOpumureT 1 06PHB PR
Jena Tpgbpa Ta ce uMa IPeABAL BE3MOXKHOCTTA OT Pa3BUTHE HA HEXellaHa Peaklldsd, CBbp3aHa ¢
TIeIEHHETO € TAMOTPHTHH.

B nonsiHeHHe PHCKST 38 pasBUTHE HA O0PUBH 3aBHCH OT:
- IpueM Ha BUCOKH HAYAIHH J03H JAMOTPHTHH H NIPEBHDIABAHE Ha MPENIOPLYAHATA 71034 33
DOBHIuaBaHe (BX. Toqka 4.2).
- EQHOBPEMEHHO NIPUIATAHE ¢ BAMIPOAT (BXK. ToUKa 4.2).

Ilo BpeMe Ha NeIEHHETO Ha MAUMEHTH ¢ aHAMHE3A 33 KOXeH o6pHE WM aneprud koM npyru AEJT ce
H3HUCKEA CHEIHAIHG BHEMAHHE, Thi KaTO YCTAHOBEHATA YeCTOTa Ha HE3HATUTEITHO H3pa3eH 00pHB
CIIEX ICICHHE C TAMOTPHIHH € OKOJIO TP ITFTH I0-BHCOKA NPH TAKUBA NAIMSHTH B CPABHECHME ¢ TE3H
6e3 noaoOua anaMHesa.

TIpn paseuTHE Ha OOPHE NpH BCHYKH NAHCHTH (Bb3PacTHH H ACia), € He0OXonHM nperien Ha
NAIHeHTa H He3a0aBHO CIHpaKe NPUIOKEHHETo Ha JIaMuKTal, OCBEH aKO CBC CHIYPHOCT €
YCTaHOBEHO, ue OOPHEET HE € CBBP3aH ¢ IpHEeMa Ha jieKapeTBoTo. [IpenopsiBa ce IEYEHHETO ©
JlaMuKTan 13 He ¢¢ 3am09Yea OTHORO TMPH MAIHEHTH, KOHTO Ca Io IMPeKbCHANH nopaad obpHB, CBEp3aH
C OPCAMLIHO IEYEHHE C IAMOTPHIHH, OCBEH aKo NOTCHIUATHATA 110133 HECHMHEHO HAZJBHIIARA PHCKA.
AKO ManMeHTHT Pa3BHE CHHIPOM Ha Stevens-Johnson, TOKCHYHa eNHACPMaIHa HEKPOIH3a HIH
Me/IMKAMEHTO3HA PCAKIIAS ¢ €03HHO(HINA B CHCTEMHH CHMIITOMM NPH IIPHIOKEHHE HA NTaMOTPHIHH,
HHMKOTa NoBe4e He TpAlBa 1a pHEMa TOBA NEKapCTBO.

OG6pus e cpobmasan 1 kato yacT 0T DRESS; cBINO H3BECTEH KaTO CHHIPOM HA
CBPBXUYBCTBHTEIHOCT. TOBA CHCTOAHHE BKITIOYRA PANIMYHH CHCTEMHH CHMIITOMM KATO NOBKIICHA
TeMueparypa, TuM(aIeHOATHA, OTOK Ha JINIETO, IPOMEHH B KpBBHATA KapTHHA, QYHKLHHTE HA
yepHHA apob, 6b6pennTe 1 acenTHICH MEHUHATHT (BXK. TO9Ka 4.8). TexecTTa Ha KIMHMIHATE TIPOSBH.-.
HA TO3¥ CHHAPOM € Pa3fiMyHa MPH OTAENHKTE NalHEHTH, KaTO B PEIKH CIIydau MOXe 1a n(me.ue e
pA3BHTHE HA THCEMHHHPAHA BBRTPECHI0BA KoaryJauus H MyJITHOpTaHHa HenOCTaTL‘moc{ R’mxnc"e"na._
ce HMa NpeJBHA, 9€ PAHHUTE NPOABH Ha CBPEXIYBCTBHTENHOCT (HADDHMED TOBHINCHA ;fehmeparypa; N
nAMbaNICHONATHSA) MOTaT Ja ce NposBAT 6e3 nosea Ha o6pus. [Ipu ycTaHOBABAHE Ha NONVOHY -
OPY3HAITE ¥ CHMITOMH € HeoOxoauMa He3a0aBHa OLICHKA Ha CHCTOAHHETO Ha MAHEHTA K- omrpaﬂe ‘
IPATOKERHETO Ha JlaMHKTan OpH JIANCA HA APYra ETHOJIOTHS 33 PASBUTAE HA TE3M PEaklgm|: .« .« ; o
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B noBedeTo ciydaH acenTHIHAST MEHHHTHT ¢ 00paTHM NPH CTIHpaHe PHeMa Ha JIEKAPCTROTO, HO NpH
HSKOH Cy4aH c€ NOBTapA IpH NOBTOpHa ynoTpeba na r1amoTpurhs. ITorTopHAaTa YnoTpeba Bonw 1o
O1p30 BE300HOBABAKE HAa CUMITTOMMTE, KOMTO 9ECTO ¢a No-TekKH. [IpHeMbT Ha TaMOTPHTHE HE
TpabBa 14 ce Br300HOBABA MPH MALMEHTH, MPH KOHTO € COpAH NOpajii acemTHYeH MEHUHTHT,
CEBP3BaH C IPEIUINHO TSYCHHE ¢ JAMOTPHIHH.

Hma ¢hio cro0menns 3a peakin Ha GOTOMyBCTBHTEIHOCT, CBbp3aHu ¢ ynoTpebarTa Ha TaMOTPHIHH
(Bx. TouKa 4.8). B HAKONKO CITy4ad peakuHATa € HACTHITHIIA ITPH BACOKA A03a (400 mg HiH nopewe),
TIpH NOBHIIABAHE Ha 103aTa HIM NP 0BP30 BH3XOIANI0 THTPUpaHE. AKO TIPH NAIMEHT, KOHTO
MposABABA IPH3HALM Ha HOTOYYBCTBUTENHOCT, HMAa CBMHEHHE 33 CBBP3aHa C TAaMOTPHIHH
doTouyBcTBUTENTHOCT (Hallp. MPEKOMEPHO CITbHYCBO M3TapARe), TpAbBa Ja ce oOMMCITH IPEKPATABAHE
Ha JIEYEHHETO, AKO NPOABDKABZHETO Ha JICYEHHETO ¢ IAMOTPHTHH CE€ CHHTA 33 KIMHHYHO
000CHOBAHO, NALMEHTHT TPAOBa fa ObIe IOCHBETBAH A2 H30ATBa H3NaraHe Ha CTLHICBA CBET/IMHA U
ua m3kycrseHa UV cBeTINHA U 12 B3eMa NPeuasHi MEPKY (HAI. U3ION3BAHE HA 3aIIHTHO 00NEKN0
H CTBHUCIAUHTHH KPEMOBE).

Xemodaro a muMboxuernonrToza (Haemophagoeytic | hohistiocytosis, HLH

HLH ¢ crobigna npy nanueHTH, KOMTO MPHEMAT N1aMOTpurkH {Bik. Todka 4.8). HLH ce
XapaKTepu3upa ¢ NPU3HAIM H CHMIITOMHE KaTo ITOBHINEHA TEMIEPaTypa, 0OpHB, HEBPOJIOTHIHH
CHMITTOMY, XEIATOCILICHOMETANHA, TMM(aNSHONATHA, KHTONCHHH, BUHCOKH CTOHHOCTH HA& CEPYMEH
(epATHH, XMIEPTPHIIIMLEPHIEMI, OTKJIOHEHHA BEB GYHKIMATA Ha JepHHA Apod H Koarynamus.
CHMIOTOMATE HACTHIBAT OOMKHOBEHO B PAMKHTE Ha 4 CEMUIH OT HAYANOTO Ha JICICHHETO.
Xemoarounraata TUMPOXHCTHOMKTO3A MOXKE Ia OB/ KHBOTO3ACTPAILABAINE.

IMammenTure Tpsa0Ba N3 6baaT HAPoOpMEpPaHu 33 cHMITOMHTE, cBBp3anu ¢ HLH u Tpabsa na 6naar
NOCHBETBAHH JIa HOTHPCAT HE3a0aBHO MENMIMHCKA IIOMOII, aX0 NOTY4aT Te3H CHMITOMH, 10 BpeMe
H& TE€ICHUETO ¢ IAMOTPHTHH.

Hezabasno OLCHETC CECTOAHHETO HA MANTHCHTHTE, KOUTO PAa3BHBAT TC3H HpHSHﬂI.IH H CHMIITOMH H
obmucnere guardo3a HLH, IIpiaeMsT ra naMoTpuryH TpabbBa He3abaBHO 3 Ce IpeyCTaHOBH OCBEH
4K0 MOXKE J1a Ce YCTAHOBH Apyra €THOJIOTHS 33 Pa3BHTHETO Ha TE3H PEaKIHH.

Biomapane Ha KITHHWAHOTO CHCTOAHHME H CYRNUACH DHCK

Ipn naienTy, nexyrand ¢ AEJI 1o pa3nHuas moKa3aHus ¢a cho01llaBaHy CYHIMIHY MHCITH H
noseAeHue. EnuH MeTa-ananH3 Ha paHzOMu3HpaHy m1anefo-koRTpoIHpaHH H3MHTEaHNg Ha AEJ]
CBILO € OKAa3aJl He3HAYMTETHO MOBHINEH PHCK OT CYHIH/HYA MHCITH i TIoBeA¢HHE, MexaHu3MbT Ha
TO3H PHCK HeE € ACEeH X HATHYHUTE NAaHHH He H3KIFOYBAT Bh3MOKHOCTTA 3a TIOBUILICH PHCK TIPH
JAMOTPHTHH.

3aToBa nanMeHTHTE TpAOBa 13 6BAAT MpoceNABAHY 33 IIPHIHANN HA CYHIMIHA MKCIK H NOBEACHHE H
TpaORa fa cE UMa NpeABH] CHOTBETHO negeHue, Ha manueHTHTe (H X0paTa, KOHTC CE TPIDKAT 33 TAX)
TpsbBa na ce 0OBpHE BHAMAHHE 1a NOThPCAT ICKAPCKH CHBET, B CITydai 9e ce NOABAT IPH3HALM Ha
CYHIIHIHH MHCIH H IIOBEIEHHE.

Tpu naumenTHTE ¢ OWMOASPHO PA3CTPOHCTBO MOXKE Ia HACTBIAT BIOIIABAHE HA NEMPECHBHUTE
CHMITOMH H/HITH IOSBA HAa CYHIHIHOCT HE3ABHCHMO Jand NPHEMAT HiTH HE IPHEMAT JI€KapcTa 33

neveHHe Ha GHTONAPHO Pa3cTpoicTBo, BKmoauTeRHo JlaMukTan, 331088 MAUEHTHTE, npnew -
JlamuxTan 3a GHIONAPHO PasCTPOHCTRO TpAGRa A GBAAT BHUMATETHO TIPOCTEAABAHH 32 RICIHABAHE - .
Ha CLCTOAHMETO (BKMIOUHTENHO MOABA HA HOBH CHMITTOMH) H 33 CYHITMIHOCT, 0C00€H0 n’iﬁfa,‘iléndrb’}m:. _
Kypca Ha JIeYeHHe WIH NPH NPOMEHH Ha 103aTa. HAKOM MalMCHTH, KaTO HAIPAMED Tarcl#;a;c aHaMHE3a

33 CyMIHAHO DOBENECHUE WM MUCIH, BE3PAcTHH B MJIaa BFE3PACcT HIIH NAHEHTH ChC CHITHO H3pa3eHA = -

CYHMUMIHE HICH UpeAH HAYAJIOTO Ha ICTEHHETO, HITIEXK A Ca ¢ TO-BHCOK PHCK 3a MHC/IH M 'OIHTH 33
caMoyOHiicTBO H TpAOBa qa 6BAAT NPOCIEAIBaHY BHUMATEITHO IO BPEME Ha JEIECHHCTO.
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Tpabea xa ¢e 6GMHCITH IPOMANA Ha CXEMATa 34 JIedeHHe, BKIIOYMTETHO Bh3MOKHO NPeYCTaAHOBABAaHE
IpHEMA Ha NeKApCTBOTO, MPH MAIKEHTH C BIOMABAHE HA KIMHHIHOTO CHCTONHHE (BIILIOYHTENHO
0582 Ha HOBH CHMIITTOMHE) H/HJTH N0SBa Ka CYMITH{HH MHCIIH/NIOBEASHHE, 0cOOEHO aKO CHMITOMHTE
Ca TeXKH, BHE3ANMHO NOABABAIIH C¢ WIH He Ca 9acT 0T HACTOAMMTE CHMITTOMH Ha [TALHEHTA.

XOpMOHATHH KOHTPATIENTHRH

Eghexmu na xopmonannume Konmpayennusy ebpxy epuUKACHOCMMA HA AAMOMPUSUH

YcraHOBeHO €, 9¢ KOMOMHALMATa eTHHUIECTpagyo/nesoHoprectpen (30 pg/150 pg) nosuimana
KITHpBHCE Ha TaMOTPUrHH HpHOIN3UTEIHO JBa IHTH, KOETO BOAH A0 HaMalsIBaHE Ha HHBATA Ha
TISMOTPHTHH (B3K. TOUKa 4.5). [loHmKaBaneTO Ha HHBATA HA NaMOTPHIHH € CBBP3aHO ChC 3aryda Ra
KOHTDPOJI FBDXY NPUIATBIMTE, 32 HOCTHIaHS HA MAKCHMAJIECH TEPANIeBTHYEH OTTOBOP B IIOBEYETO
CIIy4al MOXKeE Ja ¢ HeOOX0HMO dpe3 THTpHpaHe Aa ce JOCTHTHAT NO-BHCOKY MOARBPAKANTH J03H Ha
JAaMOTPHTHH (NpAGIMIMTENHO ABA MBTH 110-BHCok#H), ITpu npeycranosapaneTo Ha npEeMa Ha
XOPMOHAJTHHTE KOHTPAIENTHEH, KIIHPHHCHT Ha NaMOTPHTHA MOXKE 13 HaManee HanolI0BHHA.
IToepnIaBaHeTO HA KOHIECHTPAIIMETE HA TaMOTPHIMH MOXKE 1a OBJ¢ CBRP3aHO ¢ N0303aBHCHMH
HexenmanH chouTrs. [fo Tasn mpHunHA CRCTOAHKETO HA MALMEHTHTE TpAOBa fa OBle NMpOCIeAIBaHO.

Ilpy KeHH, KOHTO HE MPHEMAT HHZYKTOP HA IVIIOKYPOHHPAHETO Ha JIAMOTPUTHH H Ca HA XOPMOHAJICH
KOHTPALEITHE, MHATO CXEMa BKIIOUBA €HA CeIMHLIA HA HEAKTHBHO JeveHMe (cenMHlia 6e3 mpueM Ha
KOHTPAUEITHER), € YCTAHOBCHO NOCTENEHHO BPEMEHHO TOKAYBAHE Ha HHBATA HA JAMOTPHIUH IO
BpeMe Ha ceMuLaTa Ge3 MpHeM Ha KOHTpanenTthBa (BX, Touka 4.2). BapuauuuTe B HHBaTa Ha
JIAMOTPHTHH OT TO3H NOPATBK MOrar aa (54T CBBP3aHH ¢ HEXENarH peakuuH, 3aTopa Tpabba na ce
obmucan yrorpebara Ha KoHTpanenmyg 6¢3 cenMuna 6¢3 TpHeM Ha KOHTPaNeITHRA KaTo 1eUeHHe OT
ITHPBA JIHHHA (HaMpHMED NPOTBLKATEIHA XOPMOHAIIHA KOHTPALETILHS HITH HEXOPMOHAIIHH METOH).

He ca npoBexaaHH Npoy4YBaHui 33 B3aHMOAEHCTEYUA ¢ APYTH NEepOpaHy KOHTPALCIITHBH HTH
XOPMOHATHH 3aMECTHTETHH TEPAUHH H JaMOTPHIHHE, BEOPEKH Ye € Bh3MOXHO T€ Ja NOBIWAAT
thapMaKOKHHETHIHUTE MapaMETPH HA NTAMOTPHIHH 10 NoA06CH HAYHH.

Edpexmu na namompuzun 6vpxy epuxacnocmma Ha XOPMOHAAHUME KOHMPAYENMUGU

Pezynratite 0T IpOy4BaHE 32 B3aHMOJACHCTBHA IpH 16 3apaBn R0GpPOBOIKH NOKA3BaT, Y€ NPH
€XHOBPEMEHEH PHEM H3 JJAMOTPHTHH H XOPMOHAIEH KOHTpallenTuB (KOMOHHAIHs
eTHHUISCTPAIHO/IEBOHOPTECTPEN) € HANHIIE YMEPEHO YBeTHICHHE Ha KTHPHHCA Ha IEBOHOPIECTPEN
# NIPOMEHH B CEPYMHEHTE HOMMKyIcTHMymupai xopmos (FSH) u nyrennuzupam xopmon (LH) (sx.
Touka 4.5). He e A3ACHEHO BIMARMETO Ha TE34 IPOMEHH BEPXY OBAPHATTHATA OBYNATOPHA aKTHBHOCT.
He Moxe obade aa OB H3KIIIO%eHa BE3MOXKHOCTTA IIPH HAKOH NALMCHTH, MPUEMATITM JIAMOTPHIHH
38¢JTHO C XOPMOHAIHH KOHTPaNCHTHEN, TE3H NPOMEHH 13 NPEIA3BHKAT HaMaNdBase Ha
KOHTPalCNTHBHATA ¢hHKacHOCT. 3aT0Ba T3 NAUMEHTKH TpaOBa Ja ObNaT HHCTPYKTHPaHH Aa
cpOO0IIARAT 33 MPOMEHH B MCHCTPYAITHUA CH ITMKBJI, HANP. HHTEPMEHCTPYANHO KBpPBCHE.

oolaT peaykTaza
JlaMoTpHrHE uMa cr1abd HHXHOHTOpEH edeKT BLpXY pelyKTazaTa Ha AHXHapodomesara kuceauna. [lo
TAa3W NPUYHHA IIPH NPOILIDKHTEIHO IeYeHAe Moxe 18 nosadde GonaTHua MeTabonHaeM (BXK. TOUKA
4.6). BrnpekH ToBa, NIPH MPOIBIDKHTEAHO ACICHAE ¢ TaMOTPHTHH IIPH XOpa HE Ce YCTaHOBABaT
3HAYHTEITHH NIPOMEHH B XeMOrTIOOHHOBATA KOHIIEHTPAIHA, CPEIHHA 00eM Ha EPHTPOLUTHTE K
CEepYMHHTE WM EPHTPOLMTHA KOHICHTpAlHH Ha (onaT 3a nepHoR Ao exHa roguHa. He ce ycranossapa
NpPOMAHA H B KOHIIEHTPAlHHTE Ha (oNIaT B SPUTPOLMTHTE 2a NEPHOL IO S TOMUEH.

br6peaHa RENOCTATHYHOCT ~
Tipu uscnenBaHuy Ha MAUEHTH ¢ TEPMUHATHA OL0pedHa HEAOCTATEHHOCT MPH IIpHJ'IO)KG;-lHﬁ-‘Hé .
eTHOKpaTHa 032 JaAMOTPHIHH HE C& YCTAHOBABAT 3HAYHMM IIPOMEHH B IUIA3MEHHTE KO c}rrpaunﬂ HA
naMoTpUTHH. BEupexku ToBa, Moxe Jia 6Be 04aKBAHO HATPYNBAHE HA IVTIOKYPOHHPAHHA, Mmﬁonm‘
Ha opoxykra. [pernoprdsa ce NOBHIIEHO BHUMAHHE NIPH JIeUCHAE Ha NAIMCHTH C 6‘56peq_ua,’
HEXOCTATHIHOCT, L
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HEHTH, JIEK, c H_IIpO, H, Cb TAMOTPATHE
JlamukTan He TpA(Ba qa ce npunara 6e3 KOHCYITAIMA ¢ JeKap NPH HAlHEHTH, 1eKYBaHU
TIOHACTOSMIEM C APYTH MPOAYKTH, ChABPXKALIH TAMOTPHIHH,

EKI” mun Brugada v IpyrH HapYmIEHHS Ha CEPACYHIS PHTEM ¥ UPOBOTAMOCTTA

IIpu nanmenTH, TeKyBaHH C IAMOTPHIHH, € ChOOIECHO 32 apUTMOTeHHO HapyNIEHHE CBbC

ST-T anoManus H xapakTepeH 33 cHHapoMa Ha Brugada Tin EKI, B3 ocHOBa Ha in vitro Hax0aku
JAMOTPHTHH IIOTEHITHAIHO MOXKE JIa 3a0aBM KaMepHATa NpoBoIuMocT (pasmmpapane Ha QRS) 1 1a
HHIYIHpa NPOAPHTMHA B TEPANCBTHHHO 3HAYHMHA KOHICHTPAIMY ITPH NAIHEHTH ChC CHPACTHH
3aGonaBanns. JlaMOTpHIHH AckCTRA KaTC c1ad0 AHTHAPUTMHYHO CPeficTBO 0T Kiac IB cue cRhp3amm
NOTEHIHATHH PHCKOBE 33 CEPHO3HHA WY NIETATHH ChPASTHE CH0MTHA. EMHOBPEMEHHOTO TIPHIOKEHNE
Ha ApyTH GIOKEpH Ha HATPHEBHMTE KaHAIIH MOXE JIOITBJIHHTEHO I3 TIORHIIH PHCKOBETE (BXK.

TouKa 5.3). B TepanesTiaHH 3031 A0 400 mg/neH naMoTpUruH He 3a0aBi KaMepHATa MPOBOJAUMOCT
(pasmmpsaeane Ha QRS) u ve npuuuAsBa yoeDKasaHe Ha QT apH 3/(paBH MHIA B OATIOCTHO
npoyssade Ha QT. YnorpebGara Ha namMoTpHruH Tpa0Ba BHUMATEIIHO Ja ce OOMUCH IIPH NAIHEHTH C
KITMHHYHO 3HaYHMH CTPYKTYDHH MK GYHKIMOHANHH CLpAcIHH 3a00/1gBaHHA KaTO CHHAPOM Ha
Brugada win npyrs chpIedHH KaHAIONATHH, ChPAETHA HEAOCTaTHYHOCT, HCXeMAYHA GoecT Ha
CEPLIETO, ChPAEHEH OIIOK HIH KaMEPHM aPHTMMH. AKO ynoTpebarTa Ha TaMOTPHTHH € KIHHHIHO
OTIpaBMaHa MPM Te3H HAIMCHTH, TpA0Ba a ce 0OMHCIIM KOHCYATAIHA ¢ KApAHOJIOT, IPEeRH 1A e
3aTI0YHE TPHIOKEeHHE Ha JIAMOTPHTHH.

IomoniHy BENISCTRA

JlaMukTan TabaeTKH 3a ABBYCHE/ IHCNEPrUpamu ce TablIeTKH ChabPRKAT I0-MaNKo oT 1 mmol narphit
(23 mg) na Tabnerka, T.e. MOXKE [ €€ KOKE, 96 NPAKTUICCKH HE ChIBMKAT HATPHIL.

PaspuTie Ha JellaTa
Hama naHnu 3a edekTa Ha JaMOTPHTHH BBPXY PacTeika, NIOI0BOTO Ch3pABaHe U KOTHUTHBHOTO,
€MOIHOHATHOTO H NIOBEACHISCKOTO Pa3RHTHE HA ACTATA.

Ilpenma3an MepKy NpH ENANEICHS

Kaxro nipu apyri AEJL, BHe3alHOTO CNMpaHe Ha IpreMa Ha JlaMHKTan MOXke Ja JOBeAe A0 HOBA
nosea Ha npunaxeny. Josara na Jlamukran Tpadsa Aa 6b1e HaMangBaHa MOCTENEHHO 3a NepHON OT
IBE CeAMHIH, OCBEH NI ChobparkeHus 3a Oe3omachocT (Hanp. oOpHE), H3HCKBAIH PA3KO
MIPEKPATABAHE Ha JICICHHUETO.

Criopen AaHHY OT TUTEPATYPaTa NPH MALMEHTH ¢ TEXKH KOHBYICHBHY HOPMH Ha SIHIICIICHS,
BKIIOYHTEIHO status epilepticus, Moke Jia ce pa3sre pabroMHONH3a, MYTTHOPrasHHA NHCHYHKIAT K
JUCEMHHHpPAHA BTPECH0BA Koarylanks, B HAKOH CITydan ¢ AcTateH H3Xxox. OnHcBaHH ca MoXo6HH
CIy4aH, CBbp3aHy ¢ TPHIOKCHHETO Ha IaMOTPHTHA.

Moxe 1a ce HaGmozaBa KIHHHYHO 3HAYHMO BJIOMIABAHE B YECTOTATA Ha MPHITAXLIHTE BMECTO
nonobperue. TIpy TanUeHTH ¢ TOBEYE OT €AHMH THII NPUIIAThHIH, YCTAHOBEHATA 10134 0T KOHTPOIa Ha
CIIMH THI OPUIATBK TpAGBa fa Obae mpetieHeHa cpenly KaKBOTO U a e HaOaI0JaBaHO BIOIIABAHE HPH
IPYTUTE TUIOBE IPHNATHIH.

MuoxnommaunTe NpHOATBIH MOXKE Oa OBJAT BIOLICHH OT JTaMOTPHIHH.

Hanuue ¢ mpeanonokesne o1 HAMYHHTE JaHHH, 9e OTTOBOPHTE NPH KOMOHHAIMATA ¢ eﬁsmmu
HHAYKTODH Ca NO-C1abu B CPABHCHHE ¢ KOMOMHAUMATA ¢ aHTHETTHICHITHIHHA Ar¢HTH, Ko‘;no HE.
HHAyIHpar ensumy. TIpuannara He e w3scHEHa. g

L .
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{Ipn Aena, KOHTO MPHEMAT NTAMOTPHTHH 3a TeYCHHE Ha THITHTHA a(CaHCH, € Bb3MOKHO e(pHKacHOCTTa
A2 He C¢ NOTBPIKA IPK BCHYKH MALHEHTH.

peanasan MepKH ApH OUNOIAPHO PasCTPOHCTBO

Heva u onow nod 18 200unu

JleueHHETO ¢ ARTAICTIPECARTH € CBBP3aHO C IOBWIICH PUCK OT CYWITHIHH MYCITH H TIOBeICHHE IIPH
Jena ¥ I0HONTH C IOIAM NSTPECHBEH SMH30A H APYTH NCUMXHATPHYHH pascTpoHcTra.

4.5 B3aumonelicTBHE ¢ APYIH IEKAPCTBEHH NPOAYKTH H APYrA GopMHA HA B3auMoaeiicTBHE

H3nuTBanus, CBLP3aHH C IEKAPCTBEHH H APYTH B3aHMOIEHCTBYS, ca IPOBEKIAHH CAMO TIPH

BB3PaCTHH NAlHECHTH.

YcraroBeHO €, ge ypunas-53'-mudocdho (UDP)-mnokyporun tpancdepasure (UGTS) ca ensumure,
OTrOBOPHH 32 MeTaboiaMa Ha 1aMoTpureH. CleoBaTen o NeKapCTBaTa, KOHTO HHAYIHPAT HiH
HHXHOUpAT NIOKYPOHHPAHETO, MOXKE 4 MOBIHSAAT IPUBHAHHA KIHPBHC Ha TaMoTpurud. CuranTe
WIH YMEPeHKHTE HEAYKTOPH HA ¢H3HM nHToxpoM P450 3A4 (CYP3A4), 32 KOUTO € N3BECTHO, 9
uHgyuupar UGTS, chmo Moxe g8 yekopar Metabomisma Ha naMoTpurid. Hama 1aHuR 38 KIIHHMYHO
IHAYUMH HEYKUHA HaH gaxia0Gupade qa nuToXpoM P 450 eHsuMuTe, npHUIMHEHH OT JAMOTPHTHH.
JIaMOTpHTHR MOXe J2 HEIYIMpa CBOg coOcTBEH MeTaboIH3®EM, KaTo TO3H eexT € yMepeHO NpOSBEeH
M HIM2 KIMHMYHO 3HA9HMH NOCTENCTBUS.

Te3u nexkapCTBa, 3a KOHTO € JOKA3aHO, e MMAT KIMBHIHO 3HAYHMO BEIICHCTBHE BRPXY
KOHIICHTpanuATa Ha TaMOTPHIWH, ca nocodery B Tabnuia 6. CnenndrunuTe yKasaHHs 3a LO3Hpane
Ha Te3W NeKapcTea, ca Mpe/CTaBeH: B Touka 4.2. B mombrHeHue Ta3u Tabnuila n3dpossa

TE3H JIeKapCTBa, 33 KOHTO € JOKa3aHO, 4e HMAT MAITbK WK HAMAT e(eKT BhpXY KOHIEHTPalHaTa Ha
naMOTpHrHH. [lo NPHHIMIT He Ce 09aKBa €JHOBPEMEHHOTO MPUIIATAaHE Ha TAKHBA JICKAPCTRa Aa NOBEAE
II0 HAKAKBO KJIIMHUYHO BH3ACHCTBYE. Bhupekn ToBa Tpa0dBa ga ce 00bpHE BHHMAHHE HA TIRLMEHTH,
YUATO enuiencus ¢ 0coGeHo JyBCTBHTENHA KbM K01e6aHUATa B KORIEHTpaHETe Ha JAMOTPHIHH.

Tabruya 6: Edexmu na rexapcmeenu RpoOyKmu 8spxy KOHYCHIMPAYUAMaA HA JAMOMPUZUH

JlexapcTBeHn APOIYKTH, KOMTO
NOBHINARAT KOHNEATPANUATA
HA JAMOTPHIHH

JlexapcTBeHM MPOAYKTH, KOKTO
NOHMAKABAT KOHICHTPAIHATA Ha
JAMOTPHIHH

JleKkapceTEeHH IPOIYKTH, KOKTO
UMAT MAJBK UJIH HAMAT edexr
BhPXY KOHNBEHTDAHMATA Ha
JAMOTPHTHH

Banmpoat ATa3aHaBHMD/PUTOHABHD™ ApuitHnpason
Kapbamazenun BynponHoH
KoMOHHANHATA eTHHHICCTPAARO/ Penbamar
JIEBOHOprecTper®
JlonmMuABHD/ PHTOHABHD TaGanenrnn
Pberobapbirron JaxozamMuz
Denuronn JleseTupaneram
HpuMuAoH JinThii
PadaMuuina Osanzanue
' ‘ Oxckapbazenns

Ilapaneramon
TlepaMmanen
Mperabanun
Tommpamar

JoHmiaMu

*3a ykasanua 3a qosupase (BkK. To4ka 4.2), CHILO 33 XeHH NPUEMANTY XOPMOHAITHH KOf

BHXKTE CbIo XOPMOHATHH KOHTPALENTHBH B TOYKA 4.4,
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BzaHMoOIeHCTBYS C aNTUENHIENTHYHH IEKapPCTBA

Banmpoar, ko#To HEXMCHpPA IMIOKYPOHHPAHETO HA NaMOTPHTHH, 3a6aBa MeTab0mM3Ma HA TAMOTPHTHH
H YALIDKABA CPEIHHA OTYXKHBOT Ha JIAMOTPHTHH NpHOIM3HTENHO ABa WhTH. IlpH matmenTH,
NIO/UTOKEHH HA CHITBTCTRANIA TEPAIHA C BANIIPOAT, TpaORa Ja 656 NpiIaran NOOXOAAI Nedelen
mIaH (BX. Touka 4.2),

Onpexnenenn AEJL (xato dhenuronn, kapdaMazenus, pero0apOUTOH H IPHMHAOH), KOMTO aKTHBHpAT
muToxpoM P450 enspmMute, nHIyImpar ¢bmo UGTS u ciaexopaTe sHO yCKOpPABAT MeTabomH3Ma Ha
namotpHrun. [Tpu naunenty, nojysaBaniy ChILTCTRaIa Tepanus ¢ heHHTOHH, KapbaMasenuH,
tbeHOGapOHTOH WIIH MPUMHIOH TPAORa Aa OB MpHIaraHa NOIXOANNIA TCPANICBTHIHA CXeMa (BIK.
TouKa 4.2).

I[Ipu Bxmo9BaHe HA KapGaMasenHE B X044 Ha TEREHHE C TAMOTPHIHH CE ONECBa Pa3BHTHE Ha
CHMITOMH OT CTpaHa Ha LIEHTPAIHATA HEPBHA CHCTEMA, BKMIOYHTEIHO 3aMasHOCT, ATAKCHA, JBOHHO
BIDK/IaHe, 3AMEIICHO 3pEHNE H rajicee. Tesu mposey o0HKHOBEHO H3UC3BAT IPH HAMASIBAHE HA
no3ara Ha KapGamasennn. [Tono6uu edexTH ca HAOMOAABAHH MO BPEME HA H3NMTBAHE C IAMOTPUTHH
M OKCKapBGa3enyH NpH 37paBH BE3PACTHH JOGPOBOIM, HO He € IPOydBaHO HaMaBaHe Ha J03aTa.

B nureparypata HMa Cro0ICHHA 38 NOHMKEHH HYMBA Ha JAMOTPHIHH [IPH IIPHEM HA JJAMOTPHIVH B
koMOuHain ¢ okckapbazenun. Obade, B IPOCNEKTHRHC NPOyIBAHE IPH BH3PACTHH 3/IPaBH
IoOpPOBONIM NPH MpHEM Ha 1031 0T 200 mg namotpurul H 1 200 mg oxckapbasenuH, ¢ yCTaHOBEHO,
3¢ OKCKaplasenuH He IpoMeHa MeTaboMH3Ma Ha IAMOTPHIHH M IAMOTDHIHH He ITPOMEHS
MeTabonn3Ma Ha OkcKapOasenus. 3aToBa IPH NAIHEHTH, NPHEMalll CLIETCTBANNA TEPATHS C
okckapOasenun, Tpabpa fa ce H3NMON3Ba CXeMa Ha JedeHue 3a KoMOMHIpasa Tepanus ¢ JAMOTPHIHH
6e3 samipoar H 6e3 HHAYKTOPH Ha ITIOKYPOHHPAHETO Ha NaMOTPHTHH (BK. Touka 4.2).

IMpu npoyyBane ChC 3XpaBH A0OPOBOIIM, €THOBPEMEHHOTO NpHIOKeHHe Ha denbamar (1 200 mg asa
ITTH JHEBHO) ¢ TaMOTpHraH (100 mg npa obTH qHEBHO 3a 10 AHH) He € JOBENO A0 KNHHHIHO
3Ha9UMH ¢heKTH BspXY $apMaKOKMHCTHKATA HAa JAMOTPHTHH.

Ha ocuoraTa Ha PETPOCNIEKTHBCH aHAJIM3 Ha [ITa3MCHATC HHBA NPH NAHEHTH, HPHEMANH JTIAMOTPHTHH
¢ H be3 I‘aﬁaHeHTHH, H3rTexAa 9¢ rabancHTaN He HPOMCHA KIHPBHCA Ha TAMOTPHIHE.

IToTernuananTe B3aHMOACHCTBHEA MEKIY JIEBETHPALIETAM M TAMOTPHIMH Ca H3CNIENBAHHA Ype3 OleHKa
Ha CEPYMHHTE KOHIIEHTPAUHH HA JBETE JIEKAapCcTBa N0 BpeMe Ha NTaneGo-KOHTPONUPaHH KIHHIHIHH
W3NKTBaHHs. Te3H JanHU [OKa3IBaT, 4e TAMOTPUTHH HE MOBAUABA (apMaKOKHHETHKATA HA
NEeBETHPALSTaM H Y€ JIEBETHPAIIETAM He NOBIHUABA GapMaKOKHHETHKATA Ha JTAMOTPHTHE.

Haii-Huckure Ina3Meny KOHNEHTPAVMH HA TaMOTPHIHHE B CTALHOHAPHO CHCTOSHHUE HE CE NOBIHABAT
OT CBHITLTCTBADGMA MpYieM Ha nperabanuu (200 mg, 3 nbTH Ha neH). He ca ycranosenu
($hapMaKOKHHCTHYHYH B3aUMOJICHCTBHA MKy TaMOTPHIHH H Operabanuy.

Tomnmupamat HE NMPeAM3EHKBA MPOMAHA B IIA3MEHHTE KOHICHTPAHK Ha NAMOTPHIHE, [IpanoxenneTo
HAa JTaMOTPHIHH BoiH 1o 15% nosriliapade Ha KOHI\CHTpAlMHTe HA TONMPaMAaT.

B eaHo Y3anuTRAHS IPH TAUHCHTH C CTHASICHA, eIHOBPEMEHHUAT MpueM Ha 3o0HM3amu] (200 1o
400 mg/nen) ¢ namorpuryd (150 no 500 mg/nen) 3a 35 nuu He e JoBen A0 3HaTUMH edexTH m.pxy
¢$hapMaKOKWHETHKATa Ha JIAMOTPHT MH. e

[Lna3MennTe KOHIEHTPAIHH Ha TaMOTPHTHH HE CE OBIHABAT OT CHITLTCTBANHA aneM‘éa JiakoaaMH,t(

(200, 400 wru 600 mg/neH) B mrane60-KORTPONHPAHH KJIHHHIHH H3HTBAHMY NIPH nam{cmn c. X

HpHAABIY ¢ (POKATHO HAYAO. T

B c6open aHAN3 HA TAHHHTE OT TPH MWIaNe60-KOHTPOINPAHH KIHHHYHH H3NUTBAaHHMA, ﬁacnema'am:?l

KOMOHHUpaH pHeM Ha nepaMIaHe]l NpHi HAIMEHTH C MPUIIaTBIH ¢ HOKATHO HAYAIO H mpsmmo
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TEHEPATIH3PaHH TOHHIHO-KIIOHHIHY NPHNaThilH, Haii-BHCOKATA OMCHEH 1033 IepaMIaHe
(12 mg/nen) nopunraBa KIHPHHCA HA JAMOTPHTHE € NO-Manko ot 10%,

Bernpekn ue ca choOIapaHy NPOMEHH B IUIAa3MeHNTE KOHIEHTpanuu Ha npyra AEJL, B
KOHTPOITHPAaHATE K3INHTBAHHA HE € YCTAHOBEHO JIAMOTPHIHH Ja NIOBNHABA IU1a3MEHHTE KOHIICHTPALHM
Ha cAHOBpeMeBHO npwiaranute AEJL. JlaHHWTe OT in vifro H3NUTBAHAA IOKA3BAT, UE JAMOTPHIHH HE
HiMecTBa Apyra AEJI oT MecTaTa Ha CBLP3BAHETO MM ¢ IUIA3MEHUTE IPOTEHHH.

BzanMozelicTRUA ¢ APYTH ICHXOAKTHBHH ATCHTH

DapMaKOKHHETHIHNUTE CBOHCTBA HA JIMTHH clIen npHeM Ha 2 g G€3R0CH INTHEB ITHOKOHAT, IPHEMAH
IBa IILTH JHEBHO 3a MecT MHH o1 20 3ApaBu JKlia, He CE IPOMEHAT NIPH SAHOBPEMEHHOTO MY
npuiarade ¢s¢ 100 mg/IHEBHO TaMOTPHTAH.

MHOroKpaTHHTe NepOpATHE A03H OYMPOMMOH HE OKA3BAT CTATHCTHISCKH 3HAYHMH e(EKTH BEPXY
dapMakOKHHETHKATA Ha STHOKPATHA 2032 JIAMOTPHTHH IIpH 12 nuna, kato e HabmonasaHo caMo Jieko
yrenugenne Ha AUC wa 1aMOTPHTAH TIICKYPOHRA.

ITpu enno HANHTBABE CHC 30paBH BLE3PACTHH NOOPOBOIM MPHEMET Ha 15 mg onan3ankH NOHWKABa
AUC ¥ Ciax HA TAMOTPHUTHH CHOTBETHO cpedHO ¢ 24% H 20%. YcranoBeHo €, 9e mpueM Ha 200 mg
TaMOTPHTHH HE TIOBIHARA (PAPMAKOKHHETHKATA HA O/IaH3aMmKH.

MHorokpaTHHTe NepOpanAy o34 NaMoTpureH oT 400 mg JHEBHO He OKA3BaT 3HATHM KIHHHICH
edexT BEpXy DhapMaKOKHHETHKATA Ha eTHOKpPaTHA 71033 OT 2 Mg PUCIIEPHIOH NpH 14 31pasu
Bb3pacTHH AoOporomy. Ciel eMHOBPEMEHEH IPHEM HA PHCIIEPHAOH 2 Mg C TaMOTPHTHH, 12 ot
14 nobpoBonuu crobuIaRaT 3a CHHIIMBOCT, B cpaBHEHHE ¢ | oT 20 npy caMOCTOATENCH HPHEM Ha
DPHCNEPHIOM, H HATO €IHH TIPH CAMOCTOATEIHHS IPHEM Ha NaMOTPHIHH.

B npoyusase pu 18 Bp3pacTHA nauHeHTH ¢ Tun | Gunondpno pazcTpoicTBo, NPHEMAIH TAMOTPHIUH
0o ycTaHOBeHaTa cxema ua nosupaue (100-400 mg/nueBHo), fo3UTe Ha APHIKUIPA30I Ca NOBHILIEHH OT
10 mg/nuesro 10 TapreTaa no3a ot 30 mg/aHeBHO 3a HCPHOA OT 7 AHH, GOCACOBAHO OT MPHEM
BEINEXK JHEBHO 3a ome 7 mau. Habnonanaso ¢ noHmwkeHNe HA Crax H AUC Ha IaMOTPHTHH CBC
cpenro 10%.

Pesysrrarti OT ONNTH in Vifro NoKa3ear, 9e¢ o0pa3ypaHeTo Ha OCHOBHHS METabOIHT Ha NAMOTPHTHH, 2-
N-TIIOKYPOHHA, ¢¢ HHXKOUPa MHHUMATHO OT ChBMECTHA HHKYOaUHa ¢ aMHTPHNITHAAH, OYyNponnos,
KIOH&3eNaM, XalonepHo/l WiM JIopasenaM. PesyntaTvre 0T Te3H OMTH NpeATIONarar | 9e
MeTaboMM3MbT Ha JAMOTPHIHH € MaJIko BepoiaTHO fa 6bae nHxubnpan ot Kio3anHH, GiIyokceTHs,
{henen3vH, pHCIIEPKAOH, CEPTPAIMH Wi TpasonoH. OCReH TOBa, H3cHenBaHe Ha MeTabolH3Ma Ha
Gydypanon B mpenapaTi 0T MHKPO30MH OT JOBEMIKM YCPEH Apod UpeAnonarart, ue NaMOTPHIHH He
HaMalsBa KIMPBHHCA Ha JIEKAPCTBEHHTE NIPOAYKTH, KOHTO Ce eTMMHHHpAT npefuMHo 9pe3 CYP2D6.

BaauMoaeHcTBHA ¢ XOPMOHAIHH KOHTpanenTHBY

Egbexm na XopMOHanHume KORMpayenmusy evpxy PapMaKoKuHemukama Ha AAMOMPUuH

[IpH KIHHWIHO H3MMTBAHE C YYACTHETO Ha 16 JKeHH TOOPOBOIKH, MPHEM Ha KOMOHEHMpPaH nepopareH
koHTpanenTHe 30 pg erununectpaguon/ 150 ug neBoHOprecTpen ¢ KoBeN N0 MPUOIUIHTEIHO
JIBYKpAaTHO MOBHIIABaHE HA KI¥MPEHCA Ha IAMOTPUTHH CIe] NIEpOpalTHo DpUIIOKEHHE, HMaIIO 38
PE3YNTAT HaMalsBaHe cpemHo ¢ 52% u 39% croteTHO HA AUC B Crax Ha TAMOTPHTHH. CepyMHme
KOHLCHTPALMH Ha JAMOTPHTHH Ca C€ NOBHIIMITH Ipe3 CeAMHIATa Ha HEAKTHBHO JICICHAE
{RRIOYMTENHO Ipe3 ,,ceaMunara (€3 KOHTPAIENTHR "), KaT0 KOHUCHTPAUMNTE IpeIH noskp'e'_; : Rpasf
CEIMHIIATA Ha HEAaKTHBHO JICICHHE ¢a MM cpeIHO OKONO JBa MHTH NO-BHCOKH B cpanaﬁﬁne e .
MEpUONa Ha EIHOBPEMEHHO NTPWIAraHe Ha AeKapcTRaTa (BK. To9ka 4.4). He ¢ Heoﬁxozggue
aJanTHpaHe CHIIACHO MPENOPBIAHATE YKAa3aHHA 32 TOBHIIABAHE Ha 403aTa HA namm#m'un Ha
OCHOBAaTa €AMHCTBEHO H2 YNOTpehaTa Ha XOpMOHAJIHHM KOHTPALICTITHBH, HO nonm.pyxahxa'ra 71033 Ha
JIAMOTPHTHH B IIOBEYETO chydad TpsOBa na Oblie MOBHIlIEHA WA MOKIDKEHA IPH 3anoqnauc wm
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CIHpAaHE PHEMa Ha XOPMOHAJHHTE KOHTPANENTHEH (BK. TOYKa 4.2).

Echexm na ramompuzin 6vpxy PapmMaxoxuxemuxama Ha XOpMOHAAHUME KOKMPAYenmusy

IIpH KIHHEMYHO HIMHTBAHE C YIACTHETO Ha 16 skeHu R0OpOBONKH, MPHEMBT Ha CTAIIHOHAPHA 034 OT
300 mg namoTpuruH He e 0Ka3an edbekT BepXy $apMaKOKHHETHKATA HA €THHHMICCTPaXHOIOBATA
CBCTABKA H3 KOMOHHMpaHATA IEPOPATIHA KOHTpALeNTHBHA Tabnerka. YCTAaHOBEHO € YMEPEHO
YBeJIHICHHE HA IEPOPATHHA KIMPHHC Ha CHCTABKATA IEBOHOPTECTPET], BOAEINO J0 HAMAABAHE
cpemno ¢ 19% 1 12% crotserno Ha AUC u Ciex Ha neBoHOpTECTpell. H3MepBaseTO Ha CEpyMHHTE
FSH, LH 4 ectpannon mo BpeMe Ha H3MHTBAHETO OKA3Ba HamMalgBAHE HAa CYMPECHATA HA
OBapHANHATA XOPMOHANHA ACHHOCT MIPH HAKOH XEHH, BRIPEKH Ue H3MEPBAHETO HA CEPYMHHSA
IPOTECTCPOH TI0Ka3Ba, 1€ HAMA XOPMOHATIHH JaHHH 34 OBYJIAIMHS NPH HAKOA OT MIECTHANIECETTE JKEHH.
He e u3ACcHEHO BB3ACHCTBHETO Ha YMEPEHOTO NOBUIIABAHE Ha KITHPHHCA HA ICBOHOPreCTpen W
npomennte B cepyMuns FSH u LH popxy obynartopnara aeiiHocT Ha sifynmka (Bk. Touka 4.4). He ca
Ipoy4YBarH ¢(ekTHTe Ha TaMOTPUIMH B THEBHH J03H, padiHduH oT 300 mg, KakTo ¥ He ca
OPOBSIK/IAHA H3NMTRAHKA ¢ APYI'H XOPMOHATHE ICK4PCTECHH MPOIYKTH.

BiaumogeicTBHA ¢ JPYIU JEKAPCTBEHY NPONYKTH

B usnutBane ¢ ysacTHeTo Ha 10 MEXKe KOOPOBOIIIN € YCTAHOBEHO, 1€ PHAMITHIIHY TOBHIIGRA
KIIMPBHCA H HAMAIBA BPEMETO Ha HOMYXHBOT HA JIAMOTPHIHH TOPaIH HHIYKIMS HA 9epHOIpoOHHTE
€H3MMH, OTTOBOPHH 33 MIFOKypOHHpaHeTo. [IpH NalreHTH, NICKyBaHy e THOBPEMEHHO ¢ pHaMITHIHH,
TpalBa 12 Ce H3NOoIIBA NOAXOAAMIA CXeMa Ha JiedeHne (B, Touka 4.2).

B usnuTBaHe npn 3apasd JoGPOBONIM JONHHABHD/PUTOHABHD IPCAH3IBHKBAT MPHOTHIMTEIHO
ABYKDaTHO MOHHXKABAHE Ha NITA3MCHUTE KOHUEHTPAMA HA TAMOTPMIHH, BEPOATHO 4pe3 HHAYUHPAHe
HA IMIoKypoHHpaneTo. IIpu nmaupeHTH, NpHeManIH eHOBPEMEHHO NCIeHHE C AOMHHABHD/PHTOHABH]
TpsaGBa na ObAe HAMON3BAH MOXXONMIL TEPANEBTHIEH PEXHM (Bk. Toqka 4.2).

B eano mpoy4BaHe MpH 3APABH B3pacTHH foGposonuy, atasanasup/puronasup (300 mg/100 mg),
Mpunarany 3a 9 ey, normkasat mwiasMesnTe AUC | Chux Ha TAMOTPHTHH {€XHOKpATHA 1032 OT

100 mg) cpenso choTBeTHO € 32% M 6%. [IpK MalMeHTH, NpHEMAlllH eIHOBPEMEHEO JICICHHE C
aTaszaHaBup/pUTOHAEHDP TpAGBa Ka 6bae MINON3BAH NOAXONALT TEPACBTHICH P&XHM (BX. TOUKa 4.2).

B m3nutsane npu 31pasH BLIPACTHY NOOPOBOMIM, HapaneraMol 1 g (4eTHPH TBTH JHEBHO) NOHIDKABA
wasmernte AUC o Crin Ha TAMOTPHIHE CPERHO CBOTBETHO ¢ 20% u 25%.

Jasuu OT in vitro npoydBaHE NOKA3BAT, W€ IAMOTPHIHH, HO He H N(2)-rmoxyporus Merabonuta, e
uaxubHTOp Ha Opranwuuns TpaRcnoprep 2 (OCT 2) B NoTeHNMANHO KIHHHYHO 3HAYHMH
KOHIIGHTpanuH. Te3u TaHHH MOKAa3BaT, Ye JaMoTpurud ¢ KHXubutop Ha OCT 2 ¢ IC30 crofnocr

53,8 uM. EqHoBpeMEHHOTO MIPHIIOKEHHE HA TAMOTPHIHUH C ACKaPCTBCHH [IPOAYKTH, KOMTO Ce
enMMHHHDPAT npe3 Gu6pewnre u ca cyGerpary Ha OCT2 (Harp. MeT@OpMHE, rabaneHTHH H
‘.BapeHPIKIIHH), MOXKe Ja JOBEAE A0 MOBHINICHH ILTa3MCH HHBA Ha TE3H JICKapCTBa.

KnnAuYHATA 3HAYHMOCT Ha TE3W PE3yNTaTH HE € ACHO OnpeRencHa. BanpekH ToBa, NPHIOXEHHETO HA
TeKapcTBOTO TPA0BA /1a € ¢ IOBHIICHO BHHMAHHE NpPY TaRHEHTH, KOHTO ¢IHOBPEMEHHO NIPUEMAT
HAKOH OT T€3H IeKapPCTBEHH MPOJYKTH.

4.6 bpeMeHHOCT M KhpMeHe

PHCK, CBEP3aH ¢ AaHTHSMHUICNTHIHHWTE TCKEPCTEAG KaTe HANO

Jeuenuero Ha KeHHTe C JCTepOncH NoTeRMan TpabBa da ObAe NOJ XOHTPONA Ha cnenua,gi_l X
Jledenneto ¢ AHTHENHIENTHIHH JiekapCTBa TpaOBa fa Gbae mpepasriefato, B clydai ue fkenata ™ _
mannpa na sabpemenee. Ipn xenmnre, TexyBany 3a eNAICNCHS, BHE3ATHOTO CIIMpaHe Ha netxeﬂnc'ro c
AEJI 1pabea 1a ce u304rsa, Thil KaTO TOBAa MOXE 113 TOBEAE IO NOABA HA NPUNATBIM ChC cepnosﬂn

NOCIIENCTBAS BHPXY HKECHATA H HEPOREHOTO AeTe. Beeku pT, KOTaTo € BE3MOKHO, TpaORa na ce’
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HA3HAYaBa MOHOTEPAIIHA, 3aII0TO JIEIEHHETO ¢ BAkonko AEJT Moxe na 6bae CRBP3aHO € MOBHOICH
PHCK OT BPOACHH MaIGOPMAIHE 8 CPABHEHHE C MOHOTEPANHATA, B 3aBUCHMOCT OT H3NO/I3BaHHTE
AHTHENHIENTHIHH JICKapCTBA.

Puck, cppp3an ¢ TaMOTPHTHE

Bpemennocm

Fomsamo KoltudecTso AaHHH IPH OpeMEHEH XeHH, OPHEMATH JJAMOTPHTHH KaTo MOHOTEPAIIH 110
BPEME HA ITEPBHA TPHMECTHP 0T OpeMerHOcTTa (ftosede o1 8 700) He npeamonara CHIECTRCHO
MOKAYRaHE Ha PHCKA OT TOJIEMH BPOACHY MANQOpPMAlHHK, BKITIOUHTE/IHO 336IIKa YCTHA ¥ BEIYa NacT.
ITpoyusanuATa MPH XKHBOTHH Ca MOKA3AIH TOKCHIHOCT BEPXY Pa3BHTHETO (BXK. TouKa 5.3).

AKO € HanOXHTeIHO edenye ¢ JlaMukTan mo BpeMe Ha GPEMEHHOCT, TPENIOPEHBA CE MPHITOKECHHETO
Ha Hali-MalKaTa BF3MOXHA TEPAICBTHIHA 033,

Jlamorpurnn nMa cnab uExubnTOpeH edekT BBHpXY peayKTazaTa Ha JMXHIApodoNHeBaTa KHCENKHA,
AOpazH KOeTo MOXKE TEOPETHYHO N3 IOBHIIM PHCKa 0T eMOpHOGdeTanHo YBpeKIaHe 9pe3 NOHHKaBaHe
HHBaTa Ha Qoauesa kucenmna. IIpenoprunTesncH e IpueM Ha (QonueBa KMCeNIHHa IPH MUIaHKpPaHe Ka
OpeMEHHOCT H B PaHHUTE NEpHOAM Ha bpeMeHHoCTTA.

OUIHOIOTHYHUTE IPOMEHH, HACTHITBALIM 10 BpeMe Ha OpeMEHHOCT, MOTAT 12 IORTHAAT HABATA HA
JIAMOTpPHI'ME WHIH TepanesTHarHns edekt. Fima cro0menns 3a NOHWKABAHE HA IVTA3MEHHTE HHBA HA
JIAMOTPHTHH TI0 BpeMe HA OPEMEHHOCT ¢ TIOTEHIMAICH PHCK OT 3aryfa Ha KOHTPOX BBpXY
npunaxsiEre. Cnell pakIaneTo HHBATA Ha TAMOTPHTHH MOTaT (Bp30 A3 C¢ MOBHINAT C PHCK OT
JI030CBEP3aKH HexeNnany peakuun. [Topagu Tosa cepyMHHTE KOHUCHTPALMM HA JIAMOTPHUIHH TPI6Ba
Za OBLaT mpoclengasand Npeay, NO BpeMe Ha H cnel OpeMEHHOCTTa, KAKTO ¥ 32 KPaTKO CIIe]
paxaadero, IIpy HeoOxomuMocT ao3ara TpAGBa Aa ObAe aganTHpaHa, 3a A2 ce NOAILPKA CEPyMHATA
KOHLEHTpalMy Ha TAMOTPHTUH Ha HHBOTO OT Npeny GpeMEHHOCTTa, WK Aa bie ajanTHpaHa ciopen
KnuaraErA oTrosop. OCBeR TOBA Clek pAKLAaHETO TPAOBA Ja Ce CEIH 3a NPOABA HA JO3OCELP3aHH
HEXEIAHH PEAKIIHH.

Kuvpmene

Coo0masa ce, 9¢ TaMOTPUTHH IIPEMHHABA B KEPMaTa NpH MHEOTO PayIHIRH KOHIEHTPAHY, KOETO
BOZHM 10 061IM HUBA HA TAMOTPUTHH MPH KbpMayeTara OT NpHOMH3nTeAHO 50% OT MalauHHTe.
CsemoBaTENnHO MPH HAKOH KBPMAYETa CCPYMHITE KOHUECHTPAUNA Ha TAMOTPHIMH MOXKE A2 ZOCTHIHAT
HHBA, [IPH KOHTO ce Hallnonasar GapMaKkonoruTHH edekrH.

[MorennmanupTe D034 OT KEPMeHeTo TPAOBa 1a GhaaT NpeueneHy cpemry NOTEHIHATHHS PUCK OT
npoABa HA HEeXKeMaHV peakuuy TpH KspMadeTo. AKO JKEHaTa PelM Aa KbPMH, JOKATO ¢ Ha JIedeHHE ¢
JIaMOTPHTHH, KEpMaueTo TpalBa a GbAe MpociensaBaHo 3a NOABA HA HEXKENaHW PeakIliy, KaTo
cenaas, oGpHB H ¢1abo HaANaBaHe Ha TEIJIO.

Depmunumem
H3cnensanuaTa IPH XKUBOTHH HE MOKA38aT HeORArOAPHATHO NOBINABAHE Ha (DEPTHIIHTCTA OT

TaMOTPMIHH (BX. TOUYKA 5.3).

47 EdexTn Bbpiy cnocofnocTTa 32 Woupane u pabora ¢ MAIIHEH

Thil KaTO CHIIECTRYBAT HHIHBHIYATHH PaxTHKHY B IOBIHABAHETO OT Jeuennero ¢ AEJL, ma .~~~ ..
manpeHTHTE, pHeMalH JlaMHKTal 33 ledcHUE Ha SIMICTICHA, Ce NPEnopbyBa Aa ce Konpﬁgﬁlpm &
JEKyBal#s NeKap OTHOCHO CeM(UYIHY BBIPOCH, CRHP3aHH ¢ IIOYUPARETO M eunengpuTa 2

He ca nposexIaHH H3NHTBaHHA 33 etheXTHTE BEPXY cnocoGHOCTTA 33 mlodupane H paﬁofa c" ManIHHy.
[pu B¢ M3NHTBAHHA ¢ ACGPOBOIIH € YCTRHOBEHO, 3¢ eheKTHT HA TAMOTPUTHE BhpXY PUHATA
3PUTEIHA JBUTaTe;THA KOODAWHALAA, ABHXCHHITA Ha O4YHTE, PARHOBECHETO U CyOEKTUBHMTE.
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CEeNATHBHY c(EXTH HE CC pa3NudaBa B cpaBHEHHE ¢ wianebo. IpH KIHHINRE HINMTBAHHS C
NaMOTPHTHH Ca JOK/IAJRAHHA HEXKENAHH PEaKIHA OT HEBPOIOTHACH XapakTep KaTo 3aMaiBaHe H
ABoiiuo BIkAaHe. [Topayy Ta3w MpU4MHEa Npean Ja modHpaT Wi Aa paboTAT ¢ MallHHA NAMHERTHTE
TpsGBa TBPBO [a YCTAHOBAT KAK MM B/IHAC JEUCHUETO ¢ JIaMHKTAIL.

4.8. Hexelann JeKApCTBEHH PeaKUAH

HesxenaHuTe 1CKapCTBEHH PeaKuHy 33 I0Ka3aHKATa SMWISNCHA H GHITONAPHO pascTpoiCTRO ca
CIOPEA NAHHH OT KOHTPOTAPaHH KIHHAYHH H3NUTBAHKS ¥ APYT KNWHHUCH ONHT B ca H36pocHH B
Tabnumara no-goay. Kareropaure 0o 9ecToTa ca H3BEICHH OT KOHTPOIHPAHH KIHHWYHH H3MTBaHUA
(MoHOTepanu 3a emmnencys (oGosnauerH ¢ kprerae’) u 3a GHnonapro pascrpoiicTo (06o3KateHn
CBe 3HaK 3a naparpad®)). IIpu pasnHuka B KaTeropuATa M0 9€CTOTa MEKY AHHHTE OT KIIHHHIHH
H3HMHMTBAHUA IPH CIHICTICHA ¥ MPU OUNOIAPHO Pa3cTpoHCTBO € MoKa3aHa HaH-KOHCEpBATHRHATA
gecToTa. BEIpexH TORa, IpH JIMNCa Ha JaHHM OT KOHTPOJIHPAHH KITHHWIHH H3IHTBARHA KaTerOPHHTE
TI0 4eCcTOoTa Ca H3BEJCHH OT JPYT KIHHHAICH OITHT.

Byanphera e cieAHaTa KIacHPUKALHS HA HEXKENAHATE JeKaPCTBCHH PEAKIHHA:
Muoro gectu (>1/10); wectn { 1/100 no < 1/10); newecern (=1/1 000 go < 1/100); pemxu (=1/10 000

o < 1/1 000); maoro peaxs (< 1/10 000); ¢ Her3BecTHA 9ecTOTA (OT HANMHYHKTE JAHHH HE MOXE Jia
On]1e HaNMpaBeHa OLICHKA),

CucTeMo-oprafen Hexenana peaxkuns Yecrora
Knac
Hapymenws Ha XeMaTonOrvIHy OTKIOHCHHA |, BRIIOTBANIH
KpbBTa H nnMbHATA HEYTPOTIeHHS, JICBKONCHH, aHeMus, TpomOoruTonesns, | Muoro penxH
CHCTEMa NSHIHTONEHH!, aNIACTHYHA aHEMs, arpaHyJIoHTo3a
Xemotaronurna muambpoxuctrounrosa (HLH) (Bx. MHuoro penkH
TouKa 4.4)
C "HeM3BecTHA
Jlumbagenonarus’ 9ecToTa
Hapymenus va CHBAPOM H3 CBPHXUYBCTBRTEIHOCT MHoro penxu
HMYHHATA CHCTEM
XunoramarnobynHHEMHS C HenssecTHA
9eCTOTa
Tlcuxuaan ATpecHs, pa3npasHUTETHOCT Yectn
Ha] CHHA
pym Ob6BpKBaBe, XaMIOLHHANYY, THKOBES Msoro pemxu
Kommapu C HeH3BECTHA
9eCTOTA
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Hapymienns Ha ['mapoGomue ™ MHnoro 9ecTH
HEpPBHATA CHCTEMA
Coumusoct s, zamaitsanets, tpemop?, 6escarue?,
BB30ynat YecTu
Araxcus’ HegecTu
Hucrarsm?, acentuaes Menuarut (BX. Touka 4.4) Penxu
HectaGHnHOCT, ABHTaTE/IHA HAPYIICHHA, BIOMABAHE Mmuoro peaxu
CHCTOAHWETO Ha MAUMEHTH, CTpajaniy ot Gonecrra Ha
TlapruHCOH®, CKCTPaNHMpPAMUTHA CHMIITOMH,
x0peoareTo3al, yBenuueHa JECTOTA HA NPHIATLIHTE
Hapymesns ua oaute | JIAIUIONHS |, 3aMBITEHO 3perue’ Hegectu
KOHIOHKTHBHT Penxn
Cromammo-upesun | Dagene!, nospsmane?, muapna®, cyxora B yerara® YecTn
HAPYIIEHHS
Xenato-0HIHapHU YepHonpolGHa HEAOCTATEIHOCT, OTKIIOHEHHH B Maoro peakH
HAPYHICHAS gepHonpobHuTe $yHEIMU®, NoBHmEHH CTOMHOCTH HA
NOKa3aTenuTe Ha YepHOApOOHITE GYHKIHORAIHH
TECTOBE
Hapymesns ua Koxen o6pue°ts Muoro gectn
KOXAaTa ¥
HOJKOXKHATA THKAH Anonernus, peakisi Ha GoTo9yBCTBHTENHOCT Heuectu
Cuuzapom Ha Stevens—Johnson Penxu
ToxcuiHa enHaepManHa HEKPOIH3a MHuoro penku
MeaukaMeRTO3Ha peaknnA ¢ co3unoGmIns u cicreMun’ | MHoro penxu
CHMITOMH
Hapynienus Ha Aptpanrus® Yecrn
MYCKYJIHO-
CKeNETHATa cHeTeMa | Peakinm, HanomoOaBamy ymyc Muoro peaxu

H CHhEAHHHTCIHATA
TbKaH

Hapymenus Ha

TyOyIOMHTEPCTHIHANIEH HEPPUT, CHHAPOM Ha

C HEeHIBECTHA

6nOpenure u TYOYNOHHTEPCTHIHANCH HEDPHT H YBEHT YecToTa
NIMKOYHHUTE TETUINA

O6im napymenus # | Ymopsemoct!, Gonka’, Gonka s rbp6a’ YecTu
edeKTH Ha MACTOTO

Ha MPHI0KEHHE

Quucanvie Ha y3IGpaHH HEXETAHH PCAKIHH

! XemaTONOrMuHHTE OTIIIOHEHAA H THM(aTeHONATHATa MOTaT fia O34T Wik fa He OblaT CBLPIAHY £..

MEXHKaMEeHTO3HATa peaxuus ¢ eosuHodmwwa u cuctemuu cuMaTomu (DRESS) / curapo fla‘
CBPBXYYBCTBHTENHOCT (BiK. CelUalHA TPeAyNPCHKACHHA H TPERTAIHH MEPKY [TpY yro

Hapymiedns Ha IMYHHATA CHCTEMa).

206pus ¢ cLoBIMasaH KaTO YaCT OT TO3M CHHAPOM, H3BeCTeH chiio kato DRESS. To
CBBP3aHO ¢ PA3THYHM CHCTEMHH CHMITTOMH KaTO [IOBMIIEHA TEMIEPaTypa, nmd;aneubnam OTOK Ha
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THUETO H MPOMEHH B KPLBHATA KapTHHA, QYHKUMHTE Ha depHud apod u &b6penure. [Iposente Ha
TO3H CHHADPOM €2 ¢ PajJIHTHa KIHHHIHA TEKECT, KaTo PANKO MOTAT fia IOBEIAT SO AHCCMHHUpaHA
HHTPABACKY/JapHa KOATYIALHA X MyJITHOPI'aHHA HEAOCTATHYHOCT. Tpabsa na ce UMa peBun, ge
PaHHKUTE [POABY Ha CEPBXIYBCTBHTEIHOCT (HANpUMED IIOBMIIEHA TEMIIEpATYpa, TNMbaTeHONATHA)
MOXe Ja Ca NposiBeHH H 6e3 ToMOBAMO pa3BHTHE Ha 00pwB. IIpH ycTaHOBABaHe HAa ONMCAaHATE
pPH3HALM H CUMITTOMH € Heo0XoauMa He3abaBHa OLCHKA Ha ChCTOSHHETO HA NAIMCHTA M CITHpaHe
nprcmMa Ha JIaMHUKTaN IPH JTHIICA HA APYTa eTHONOIHA 3a PasBHTHE HA TE3IH PeaKum (Bx. TOUKa 4.4).

* Tesu peakuMy c2 IOXIAA8aHY N0 BPeME Ha IPYTHS KITHEUIeH omiT. FiMa chobmenus, e
MPHAOKEHHETO Ha IAMOTPHTHH MOXe JIa BIOUIH CHCTOAHHETO Ha NALWEHTH, CTPaAalii oT bonecTra
Ha [Tapkurcod. MMa otaemss ¢robmeHHs 32 10983 Ha CKCTPATIHPAMHIHH CHMIITOMH H XOPE0aTeTo3a
pH naunesTy 6e3 ToBa ceIRTCTRamO 3abonaBane.

4Yepuonpobuara muchyHKima 0GMKHOBEHO ce NPOABABA BBB BPBIKA C PEAKIMHTE Ha
CBPBXTYBCTBHTENHOCT, HO B OTIIC/IHH CIy9aH ¢ Hab/ofaBaHa CaMOCTOATENHO.

5B KNHHWYHY H3MATBAHAS TPH BB3PACTHH, KOKHE 0GpHBY ca HabmogaBany npd g0 8-12% ot
DANHEHTHTE, IPHEMAIIM JTAMOTPHIHH, H IpH 5-6% OT NallMeHTHTE, NpHEMAIH wiane6o. PaserrHeTo
Ha 0OpHBE BOIM 10 COMPAHE HA MPUEMa Ha NAMOTPHIHH ITPH 2 % oT nansexTHTe. JOpHBET, B
NOBEYETO CITyHaH MaKynonamyioieH, 0OMKHOBEHO ce pa3BHBA Npe3 EPBHTE OCEM CEIMHIM OT
HavaJ0TO HA JTEICHUETO, KATO IPSMHHABA CNeJl CUpaHe Ha npHeMa Ha JlaMukTan (Bx. Touka 4.4),

Cro6iiaBaHH ¢a KHBOTO3ACTPANIABAIH OOPHBY, BKIIIOUUTENHO CHEAPOM Ha Stevens-Johnson i
TOKCHYHE CHACPMATHA HEKpOomH3a (cuuapoM Ha Lyell) 4 MeTAKaMEHTO3HA PEAKIIUA ¢ €O3HHOGHIMS
u cucreMud civuromu (DRESS). B oseverc cilydas Te3H peakllAH NPEeMHHABAT clIcH CMPAHE Ha
NpHEMa Ha TAMOTPHIHH. BBOpPEKH TOBA, NP HAKOH MANHEHTH C€ Pa3BYBAT HeOOPaTHMH NUKATPHKCH,
CHII0 TaKa HM4 PelIKH CITy4ad Ha JCTAICH H3X0X (BX. To9Ka 4.4},

O6IuaT PUCK 33 N0%BA Ha OGPUB TOKa3Ba CHITHA B3aMMORPHB3KA C:

- OpHeM Ha BHCOKH HAYANIHHM JI03Y TaMOTPWIHH Y NIpeBHIIABAHE HA NPETIOphYaHaTa 1034 3a
DOBMINABAHE HA JJAMOTPHIMH (BX, Touka 4.2)
- eZHOBPEMeHHO OpHIaraHe Ha BaNnpoar (8. Todka 4.2).

Hma crolImedHs 3a HaManeda KOCTHa MHHEpaIBa INTETHOCT, OCTCONCHAA, OCTEOLOpo3a i cbpax'rypn
IpH NAUAECHTH HA ABJTOCPOYHO ICHCHHUE C TaMOTPHIHH. Hee YCTaHOBCH MEXAHH3MET, 110 KOHTO
JAMOTPHUIHH NOBITHABA KOCTHHA MeTal0NHIEM,

B00 € Ha NOAOZHPAHYN HEIK H pe
CrpobuiasaHeTo Ha MOX03MPaHy HEXKENAHH PeakIiH Cliell paspemasane 3a ynorpeda Ha TCKapCTRCHEHA
OpOLYKT € BaikHo. TOBa MO3BONABA A3 NPOXBIDKY HAOIONECHUETO Ha CHOTHOMIEHUETO NON3a/PUCK 32
ACKapCTBeHHA NPponyKT. OT MeIHITMHCKMTE COEHATHCTH Ce H3HCKBA 43 ¢boOUIaBaT BeAKa
HOAO3HPaHa HEXKEIAHA Peakiud Upe3 HallHOHATHA CHCTEMA 3a cholmlasase:
H3nenHUTENHE arcHOMA [0 TeKapCTBaTa
yn. ,Jaman I'pye” Ne 8
1303 Copua
Tem.: +359 2 890 34 17
yebcaiit: www.bda.bg

4.9 TIlpenoznpane

CHMOTOMH ¥ MPH3HAIH 0o
. . i
Cnobmasann ca cryvaiisi npeao3upanus ¢ 2o3u 10 zo 20 mbTH No-TONEMHE OT MAKCHMAHATa -
TepaneBTHYHA 1032, BKIIOYHTENHO CMBPTHH ClIydaH. B pe3ynTar na NpejOsHpaHeTo ce YCTAHORABAT
CHMITTOMH, BKJTIOUBAIM HUCTAl'bM, ATAKCH, [IPOMEHY B Ch3HAHHETO, TCHEPATH3HPAHY TOHHYHO-
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KIOHWIHY ThpaoBe (grand mal) u koMa. Pasmmepasane Ha QRS (3abapane Ha HHTPaBeHTPUKY/IapHATa
IPOBOIHMOCT) ¥ yALIDkaBaHe Ha QT cbinio ca HabnonaBaHH NPH MALMEHTH ¢ IPEI03HPaHE,
Pasmupssare Ha QRS npoospxureTHOCTTa OO oRe4e 0T 100 msec MOxke Ia ce CBBpKe ¢ NO-TEXKa
TOKCHIHOCT.

Jleuenpe

Tipu npenosupaHe NAMMEHTHT TPAOBA 13 NOCTHNH B GOMHMIHO 3aBEACHAS H 13 OBAE HOAIOKEH HAR
afeKxeaTHO nederue, [Ipu HeobxomumMocr TpAGBa Aa OBAE HAIPABEHO JIEYCHHE HACOYCHO KBM
HaMmajgpage Ha pe3opOuusra (aktuper prraen). [lo-watarsimmoro noeegeHue TpabBa Aa GBI KAKTO €
KAHHHYHO TOKa3aHO, KaTo ¢e B3EMAT MPeASHI NOTeHIHATHHTE eheKTH BRPXY ChPACTHATA
OpOBOTHMOCT (B, TO%Ka 4.4). HiMa OIAT ¢ XeMOAHAIN3ATA B JISYCHHETO Ha NMpenosupatero. [lpu
mrect go6posom ¢ 6u6peana HeaocTaTEHOCT, 20% OT NAMOTPHIHHA ca GMIIN OTCTpaHEeHH OT
OPTaHu3Ma IO BpeMe Ha 4-1acoBaTa XeMOTHAIR3HE CeCHA (BXK. Todka 5.2).

5. ®APMAKOJOTAYHH CBOHCTRA
5.1 @apMaxkoIHHAMHYHH CBOHCTBA
dapMakOTEpPANEBTHUHA IpyTIa: JPYTH auTHemunentauH nexapersa, ATC koa: NO3AX09.

MexaHH3LM Ha AeHCTBHE

Pesyararute oT HapMaKOIOTHIHHTE NPOYIBAHUA TIOKA3BAT, M€ JIAMOTPHIHH € ynoTpeba- M BonTax-
3aBHCHM GITOKED Ha BONTAX-aKTUBHPAHHTE HATPHEBH KaHauH. ToH WHxMOHMpPA NPOABIDKHTEIHOTO
HOBTaPANIO ce BL30YXICHHE Ha HEBPOHATE H IMOTHCKa 0CBODOXKAaBaHETO Ha NIYTAMAT
(HeBpOTPaHCMUTED, KOHTO HMa XINOY0RA PONA B FEHEPHPAHETO Ha ENRICNTHIHATE TEpYoBe). Tesn
ethexTH BEpoATHO AONPHHACAT 33 CBOHCTBATA Ha JIAMOTPUTHH KaTO AHTHKOHBYIICAHT.

3a pasimKa OT TOBa MEXaHH3MHTE, [10 KOUTO JAMOTPHTHH OKa38a TepanesTwdeH edeKT npH
OHNONIAPHO PasCTPOHCTRO HE €2 YCTAHOBEHH, BHIPEKH Y€ C¢ OTAABA 3HAMCHUE HA NORIUSBAHETO HA
BOTITAX-AKTHBUPAHUTE HATPHEBH KaHATH.

DapmakonHaMUIHH e(exTh

ITpu u3cnenBanms 3a OLCHKA Ha eeKTa Ha ICKapPCTBATa BBPXY ICHTPAIHATA HEPBHA CHCTEMA
ycraHoBeHHTE edexTu 0T npuiarane Ha 240 mg IAaMOTPHTHH Ha 37pasH JoOporomy, ca GHm
monobru Ba Te3u 3a nranebo. Ot apyra crpana crien npunarase Ha | 000 mg denurons wim 10 mg
IMA3ETaM Ce YCTRHOBARAT 3HAUHTCIHO HAPYIIaBaHe Ha (PHHATA 3PHTEIHA ABHTATENHA KOOPAHHALIHNS,
HNBIDKEHUATA HA OYHTE, PABHOBECHETO U CyOeKTHBRY eEKTH Ha cEqUpaHe.

ITpu apyro usnuTBaHe CIeA MEpopancH MPHEM Ha eIHOKPAaTHA J103a oT 600 mg kapbamasenin ce
YCTAHOBSBA SHAYWTENHO RIOIIaBaHe Ha GhUHATA 3pUTEITHA JBHTATENHA KOOPIVBALNA, ABKEHIATA HA
OYMTE H PABHOBECUCTO H MOBHIIABAHE HA CLpAEYHATa JecToTa. OT Ipyra CTpaHa e NpuiaraHe Ha
aaMOTpuryH B 1o3u ot 150 mg 1 300 mg yeTanoBenuTte eeKTH ca Mogo0HM Ha Te3H IpH IPHEM Ha
nnanebo.

Hzcnedsawe na efhexma Ha RAMOMPUZUR 6bPXY CbPOEUHAINA NPOSOOUWOCHT
EdexTsT Ha MHOTOKPATHOTO NpHiIarane Ha namMoTpurud (no 400 mg/nen) BbpKy cnp.ne'mgm
npoBosumocT, oneHena upes EKU ¢ 12 orBexzanus, € H3cneqBan NpH IpOyYBaHe BEPX
Bh3pacTHH Fo0posomy. He € oTaeTeH KIHHHYHO 3HAYMM edEeKT Ha TaAMOTPHIHMH B'I:pr
HMHTCPBANA B CpaBHEHHAE ¢ Hiauebo.
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Kn e CHOCT H TIacHOCT

IIpesenyus Ha enu300U HA NPOMAHA HA HACMPOEHUEINO NPY RAYUCKMY ¢ GURGIRPHO PAICMPOTICMBD
JBe H3NHTBAaHUA OLEAABAT ePHKACHOCTTA Ha JJAMOTPHUTHHE IIPH NPEBERIHA HA eNH30MH HA MPOMAHA Ha
HaCTPOCHHETO NPH NALMEHTH ¢ SunonspHo 1 pascrpolictro.

IIpoyusanero SCAB2003 ¢ MyITHICHTPOBO, ABOHHOCHANO, JBO#HO3ACTENEHD, TNaneto K MHTHIA-
KOHTPOJIKPAHO, PAHIOMU3HPAHO, ¢ HHKCHPaHa [03a 34 OLEHKA Ha pATOCPOTHATA APCBEHIH Ha
peNanc H roBTOpHa N0ABa Ha JeTipecHs W/NIM MaHud NpH nanmenTtH ¢ 6unonapuo I pascrpoiicteo,
KOHTO HaCKOPO HJTA B MOMEHTA Ha H3IMTBaHETo ca 1 B rosisM AenpecuBen ennsoa. Cren
cTabwiIn3upane ¢ MOHOTEPANHA ¢ TAMOTPHIHH Wik ¢ KOMOHHApaHa Tepamnud, nauMenTuTe ca Gwm
PaHIOMHIMPAHH B ¢IHA OT MIETTE IPYIH Ha jIedeHHe: taMoTpuraH (50, 200, 400 mg Ba nen), murnit
(cepymun uusa ot 0,8 go 1,1 mMoV/l) wnn nnaneGo 3a MakcumymM 76 ceamui (18 Mecena).
ITnpeuynara kpalina Touka ¢ 6wia "Bpeme 1o HaMeca npH eny3o Ha NIPOMAHA HA HACTPOCHHETO
(TIME)", kpa¢T0 HaMeCHTe Ca JOMbIHHTETHA JEKaPCTREHA TEPAMA WK EIEKTPOKOHBYICHBHA
tepamus (EKT). [Ipoyusanero SCAB2006 ¢ 610 ¢ mozoben nusaiin xaro npoyusaneto SCAB2003,
HO c¢ pasmuuasa o1 SCAB2003 no ouenxara Ha prekcubumua nosa namorpurus (100 no 400 mg/nen)
H BKTIOYRA NALMEHTH ¢ Oumo/spHo I pascTpoHcTBo, KOMTO Ca HMATH HACKOPO HIIH B MOMEHTA Ca B
MaHHeH enmm3o]. Pesynrarture ca npeactapenm B Tabnuma 7.

Tabnuya 7: Pesiome na pezyamamuine om npyyeaniimd, U3creosamy euxacnocmma g
H(}MOMPNZNH nRpUu npeceHiima Ha gnus'odu H RPOMAHRAQ HQ Hacmpoenuemo Frfaris RAYUEHIRU C
bunorspro CMpOolicmeo

‘flaa’ Ha nagnreHTHTE De3 cLiuTHE Ha ceqMHIa 76
IIpoyusaune SCAB2003 Hpoyunaue SCAB2006
bunoaspuo I banosupao 1
Kpurepnit 32 l'omaM nenpecupen enH3o0Nn ConsaM MaHHEH ETTH30X
BKIIIOYBAHE
Jlamorpurun | Jlurmit | Ilnanebo ( Jamorpuruu | Jlutmii | Ilnanebo

Be3 nameca 0,22 0,21 0,12 0,17 0,24 0,04
p-croiiroct 0,004 0,006 - 0,023 0,006 -
TOTAPHTMHYHO
TpaHC(QOpMHpaH
PEHKOB TECT

{ (Log rank test)
Bes menpecus 0,51 0,46 041 0,82 0,7) 0,40
p-croifHocT 0,047 0,209 - 0,015 0,167 -
JIOTapHTMUYHO
TpaschopMupaH
PEHKOR TeCT
(Log rank test)
Be3 madus 0,70 0,86 0,67 0,53 0,64 0,37
p-cToiiHOCT 0,339 (4,026 - 0,280 0,006 -
JOTAPHTMUTHO
TpanchopMupan
PEHKOB TecT AR
(Log rank test) Al

i
TIpH aHa/IH3H, IONKPENSIH BPEMCTO 10 TbPBHS ICNPECHBEH CIM30M H BPEMETO 0 HPHHi
MAHHEH/XUTIOMAHHEH KIH CMECEH ETH30J1, TEKYBAHMTE C IAMOTPHIMH NALHEHTH €2 HMajiu 3HAYHMO
T0-ABITY BPEMEHA JI0 OLPBY ACTIPECHBEH STH30/ B CPABHCHHE C NAINMEHTHTE Ha I1anedo, M.

25




pa3HKaTa B TPETHPAHETO He € HMaila CTAaTHCTHYECKA JHAYMMOCT IO OTHOILICHHAE Ha BpEMETO IO
MAHHSH/XHITOMAHHEH HIH CMECEHH CNR301N.

EduxacrocTra Ha 1aMOTPHTHE B KOMOUHAIMA Che CTAOMIM3ATOPH HA HACTPOSHHETO HE € ROCTAaTLIHO
IPOYyY€eHa.

COna Ha DOy IALIHA

Aleya na ev3pacm om 1 0o 24 meceya

EduxacHocTTa # 6€300acHOCTTa IipH KOMOMHMpaHa Tepanus Ha NapuyaiHy NPUIaabLi NP
IAMHEATH Ha BB3PAacT 0T 1 10 24 Mecena ca OLCHEHH B €IHO Malko, ABOHHOCIANO, Juratebo-
KOHTPOJIMPAHO HIPOY4BaHE ¢ NpeycTaHOoBABaHE Ha npueMa. JlevenneTo ¢ uHMupado pu 177 nuna
mo cXeMa 3a THTPHUPAHE HA K03aTa, Noao0Ha Ha Ta3d NpH Aclia Ha Bu3pact oT 2 1o 12 roguan.
JlaMOTpHUruH TabneTky OT 2 mg ¢a Hali-MaAIKOTO HAIHIHO KOIWISCTBO Ha aKTHBHOTO BELIECTRC B
e1Ha TabneTka M 3aT0Ba CTAHAAPTHATA CXEMa HA NOSHPAHE € ANANTHPaHa B HAKOH CIIYUaH NI BpeME Ha
eTana Ha THTPHPaHeTo (HanpHMep uUpes IpHIaraHe Ha eana TabneTka of 2 mg npes AeH, KOraTo
H3IYHCIIEHATA 1034 € No-MasiKa oT 2 mg). B kpad Ha propara ceaMuita 0T THTPHPAHETO Ca UIMEPEHH
CEpPYMHHTE HHBA H NIOCNEBANIATa 4033 ¢ HaMaIeHa MiIH HE ¢ HOBHILICHa, aKO KOHIICHTPAllHITA
Hapeumaea 0,41 pug/ml, oyakBaHaTa KOHOEHTpANKMA IIPY BE3PacTHH N0 ToBa Bpeme. [Ipa HKOH
FAALHEHTH B Kpad Ha BTOPATa CEIMHIA C¢ € HANOXKUI0 HaMalgsaHe HA 7o3ata ¢ 10 90%. Tpusgecer u
oceM pecuorieps (> 40% naMangpaHe Aa YECTOTATA HA IPHNAXRINTE) Ca PAHAOMHIHPAHH HA
mnaneto Win 13 NpoNbIDKAT HA TaMOTPHTHH. IIpONEHTHT HA THIIATA, IPH KOKUTO TEPanuaTa ¢
Heycnemsa, ¢ 84% (16/19 mua) npu pamoro Ha auedo H 58% (11/19 nuuga) npy paMoTo Ha
aaMoTpurud, Paznukarta He € CTATHCTHISCKH 3HauuMa: 26,3%, 95%-eH qoBeputened HATEpBAN [2,6%;
50,2%), p=0,07.

O6nio 256 mmna #a Be3pact or 1 1o 24 Mecena ca ¢ eKCNO3HINS Ha IAMOTPHIMH B 10308 HHTCPBAl OT
1 mo 15 mg/kg/men 3a nepuo go 72 ceamuiin. IpodunsT Ha Ge30NaCHOCT Ha NAMOTPHTHH MPH KA
Ha BB3pacT OT 1 Mecen 10 2 rogHHy € noR0OeH Ha TO3H ITPH MO-TONEMH Aela, ¢ HIKTIOMEHHE Ha TOBa,
ge KIMHHYHO 3HAa4YHMMO BIOIIaRaHe Ha npunagsuure (> 50%) e fokiansalo mo-4ecTo npH ACHa Ha
BB3pacT nog 2 romHy (26%) 8 cpapHeHuUe ¢ no-ronemute acna (14%).

Cundpom na Lennox-Gastaut
Hsama maHAH 33 MOHOTCpANHS PH NPUIIaABNH, CREP3aHM CBC CHEApoMa Ha Lennox-Gastaut,

Ilpegenyun na enuz0du na npoMana na racmpoenuemo npu Oeya (na évspacm 10-12 zo00unu) u
1onowy (Ha evgpacm 13-17 200uun)

MHoroleHTpoBO, HapanenHOTPynoBO, NIANe60-KOHTPOIHPAHO, ABOHHOCIANO, PaHIOMU3APAHO, ©
IpeycTaHOBABAHE Ha NIPHEMA ITPOYydBaHe oueHsABa edukacrocTTa H GesonacHocTra Ha TaMoTpHraH IR
KaTo JONBJIBALIA OLATHEPHKANIA Tepanus 3a 3a0apiaHe Ha eNu304H Ha MPOMSAHA HA HACTPOCHHETO MPH
Jelia H IOHODIA OT MEKKH i XeHCcKH noi (Ha 8s3pacT 10-17 rogunm), KOUTO ca JHATHOCTHITUPAYM C
THN | GANONAPHO PA3CTPOHCTBO U IPH KOHTO € OTI0KEH HIH ca NoaydYnny nonoSpenne Ha GunosIpen
€MH304, TOKATO Ca NIEKYBAHY C JJAMOTPHTHH B KOMOHMHAIHA CHC CHITRTCTRAIIH aHTHIICHXOTHIHH
JIEKAPCTBA WIH OPYTH ACKapCTBa, cTalhnnys3aTopy Ha HacTpOeHHeTo. Pe3ynTaTsT OT MbpPBAIHHA
aHaTH3 33 edUKacHOCT (BpeMe N0 oABa Ha Gunonspho cebHTHE (time to occurrence of a bipolar event
-- TOBE}) ue goctdra cTarucTiyecka 3nauumoct (p=0,0717), cnenosarenso He ¢ NOKalaHa
cukacnoct. OcBeH TOBS, PeRyNTAaTHTE 34 6€30IacHOCT NOKa3BaT NOBHIIEHO CLODIABAHE Ha
CYHUULHO TIOBEHCHUE NPH MNALMEATHTE, TEKyBaHH ¢ IaMOTpurHH: 5% (4 naiyeHTH) B paMoTo Ha
JaMOTpHI'yH B cpaBHeHHE ¢ 0 ipu mnane6o (Bx. Touxa 4.2).

Wacnenpane Ha edexra fa JAMOTPHCHE BEPXY ChPICYHATA NPOBOJIAMOCT
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EdexThT Ha MHOTOKPATHOTO NpHIAraHe Ha JaMOTpuriH (10 400 mg/neH) BbpXy ChpACTHATA
npoBoxuMOcT, olieHena pes EKT ¢ 12 oreesxnanus, ¢ w3cneIBad MpH H3NHTBAHE BEPXY 3OPaBH
pp3pacTay JobSposomuu. He e oTaeTeH KTHBWYIHO 3HATHM ceKT HA TAMOTPHTHH BRpXy QT
HHTEPBANA B CpaBHEHHE ¢ wiateho.

5.2 JapMaxkoKHHETUYHM CBOHCTBA

A6copOuua

JlamoTpuryH ce pe3opOupa 6Bp30 M H3LAIO B YEPBATA, KATO HE CE YCTAHOBABA KIHHHTHO 3HATHM
meTaboaH3BM NIPH ThPBO NIPEeMHHABaHe. BEPXOBH NnasMeHH KORIEHTPAIMH CE NOCTHIAT
npubnn3nTenHo 2,5 gaca cliex MepopaiHo NPHAMKeHHe Ha TaMOTpuray, Cnen npHeM Ha XpaHa
BPEMETO 33 JOCTHTAHE HA MAKCHMAITHA KOHIISHTpallHA IEKO Ce YAbIDKaBa, HO CTCNCHTa Ha pesopOrma
He ce npoMeHd, MakcuMaTHITe KOHICHTPALHH B CTALHOHAPHO ChCTOAHHE TIOKAIBAT
HHTEPHAIHBHAYATHA BAPHAOMIROCT, HO IPY BCEKH HHAHBHIyaJleH TIAHEHT Te3H CTOHHOCTH ¢¢
Pa3MHYaBaT MHOTO PHIKO.

Eaaggegenenge

CBBP3BaHETO C IWIA3MEHUTE NPOTeHRM ¢ NpubmusuTento 55%. He ce o7akBaT nposBY Ha TOKCHIHOCT
IIPH M3MECTBAHE OT MACTOTO Ha CBBP3BAHE ¢ IWIA3MECHATE IPOTCHHH.

O6emeT Ha pasnpeacncsne € ot 0,92 go 1,22 Vkg.

Ewnorpauchopmanps

Jlamotpurus ce MeTabomusupa ot eqsumure UDP-rmoxyponmn Tpascdepasn,

B mporo Manka cTenes B 3aBHCBMOCT OT J103aTa IAMOTPHIHH MOXKE Ja HEXYLHPa COOCTBEHHA CH
MeTaboanssm. HaMa AoKa3aTencTBa 32 BIMIHHE HA IAMOTPUTHH BEPXY $apMaKOKHHETHKATa HA IPYTd
AEJL He ce 04aKBaT B3aHMOREHCTRIA MEXKTY TaMOTPHTHH H JCKAPCTBEHHTE OPOSYKTH, KOHTO ce
MeTaBomu3upat ot NHTOXpoM Paso enstmure.

HMH aHe

YinasMeHnaT KIMPBHC NPH 34pasy Imua e npudmsyrento 30 mL/min. KNMpeHCET HA TAMOTPHIHH €
MpEMHMHO 9pe3 MeTaboH3Apake ¢ NocIeABaNIo eNMMAHAPAHE N0 POpPMATa Ha IIIOKYDOHMA-
KOHjoTaT ¢ ypuHata. [To-Mamko ot 10% oT J1aMOTPHIHH ce eKCKpeTHpaT HENPOMEHEHH C YPHHATA,
Camo okono 2% ce exckpernpar ¢ dereca. KnMpbHCBT H BpeMeTO Ha MONYKKBOT HE Ca 3aBHCHMH OT
nosara. [lnasMeHHAT NOMYKMBOT NPH 3[PaBH NHIA e H3UACIeH NPUOTH3NTENHO HA oKono 33 yaca
(uArepBan ot 14 xo 103 waca). [IpH npoyusaHe ¢ NalHEHTH ChC CBHApoM ¥a Gilbert, cpenansr
KIHPBHC € NOHIDKEH ¢ 32% B CpaBHEHHE C HOPMATTHUTE KOHTPOJIM, HO CTOHHOCTHTE €a B TP2HHIMTE 33
obuIaTa Monynanus.

BpeMeTo Ha nOMYXUBOT Ha IAMOTPYUIHE C€ HPOMEHA 3HAYHTENHO NPH CAHOBPEMEHHO NPATIATAHE C
IpyTH nexapcTea. [Ipd eIHOBpeMEHHO NIpHTAraBe ¢ JIEKapCTBa, KONTO aKTHBHPAT DIIOKYPOHHPARETO,
KaTO xapbamazenuy i GeHUTOHH, CPETHOTO BPEME Ha IOIYKHBOT HA JTAMOTPUTHH Ce penyimpa

npubnH3nTEnEo a0 14 yaca, CHINO Taka, APH CHBMECTHO NPIIAraHe C BAIIPOAT, ¢ YIbikaba cpenuo
npubnusnTenno aoc 70 gaca (BX. Touka 4.2).

JIHHESHHOCT

DapMaKOKHHETUKATA HA JIAMOTPHTHH € MUHeHHa 10 450 mg — Hail-BHCOKaTa CAHOKPATHA HINATBAHA
J03a.
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CITHATHH 1T CHTH

Heya

ITpu onpenessHe Ha KIMPBHHCA CIIPAMO TENECHOTO TETNO, NPH Jella C& YCTAHOBSBAT IO-BUCOKH
CTOHHOCTH OT TE3H MpH BB3PACTHH, KATO HAH-BHCOKH €4 NPH JHla M0x 5 roguHN. Bpemeto Ha
[OTYXHBOT Ha JJAMOTPHTHH NIPH AeNa HaH-00II0 € IM0-Maliko 0T TORA NPH FBE3PACTHHE KATO CpeAHATA
crolinocT e npubmu3titenao 7 Haca IPH OPHAAraHe ¢ NEKAPCTBEHY NPOIYKTH, KONTO HHIYIHPAT
SH3MMHH CHCTEMH KaTo KapOamasenuH H GeHETOHH U Ce YABDKABa A6 CPEdHH CTOHHOCTH 0T 45 10
50 gaca npu eHOBPEMEHHO NPHIATaHEe CaMO C BATIpoaT (BXK. Touka 4.2).

Manxu deya na ev3pacm om 2 6o 26 meceya

IMpa 143 neanaTpHYHH MANMEBTH Ha BH3PacT 0T 2 10 26 mMecera, Texand oT 3 70 16 kg, XIMpBHCET
HaMancH B CpaBHEHHE C MO-TOIeMH ACHa ChC CHRIOTC Te/IeCHD TETI0, NPHEMAIY Nofo0HY epopaTHy
Z03H Ha kg TeJecHo Terno KaTo Aeuara, nHo-rojieMu ot 2 roxHun. CpeaHoTo BpeMe Ha ONYKHBOT &
H39HCACHO Ha 23 9aca mpH jelaTa B2 BE3pacT Moz 26 Mecena, KOMTO ¢a Ha Tepanus ¢ CHIHMHH
MHAYKTOPH, Ha 136 yaca npu eqHOBPEMEHHO NpHIarade ¢ BaATIpoaT # Ha 38 4aca NpH JIHIA, NeKyBaHH
Oe3 en3uMHEM HEAYXTOpH/viXubuTopn. UnrepuHauBiayanuaTa BapualutHOCT Ha NEpOpATHHL
KIHMpPhHC ¢ TO-TONAMa B TPYTIaTa Ha IeRHATPHYHHTE NayueHTd Ha 2 1o 26 Mecena (47%).
IIpeanonaraeMuTe HURA HA CEPYMHES KOHIEHTPALNS IPH JeLa OT 2 /10 26 MEcena KaTo Ao 3 B
CHIUHA HHTESPBAJI KaTO NIPH NO-TOIEMHTE Jelia, BHNPEKH 4€ NPH HAKOH JEa C TEJIECHO TErII0 Moz

10 kg Moxe fa ce yCTaHOBAT Mo-BHCOKH Crax HHBA.

Hayuenmu & emapuecka avspacm

ITporenen e monynauuoneH GapMaKOKHHCTHYCH SHATH [IPDH MIIAZH NALHEHTH H IPH NaNUEHTH B
HalpeZHana BH3PAcT C eNMIISNCHS, KOHTO Ca BIITOUCHY B eJHY | CHIUM H3NHTRaHRA. [IpH oueHKa Ha
PE3yATATHTE HE C€ YCTAROBABAT KIMAMYHO 3H3YHMH NPOMEHH B KITMPbHCA Ha NaMoTpuruH. [Ipu
TpHEM Ha €JHOKPATHA /1033 C¢ YCTaHOBABAT ¢ 12 % Io-HHCKH CTOHHOCTH HA MPUBNIAHMA KIHPBHC,
KaTo CLOTBETHO 3a 20 rogHmHa RB3pacT ca okono 35 mi/min, Zokaro NpH MadHeHTH Ha 70 roxuEa
BB3pact ca 31 ml/min. Ilormxkaeane or 10 % ce ycTaHORARA Clie]l NCICHHE B MPOIBKEHUES HA 48
CEAMHIM, KaTO CTORHOCTUTE CHTBETHO ¢a 0T 41 A6 37 ml/min 3a ABeTe BH3PACTORY IPYITH.
ITporenenu ca u nMpoyvnaHusi Ha GapMakoKMHeTHKaTa HA IAMOTPHTHH CACK SAHOKPATCH IIPHEM Ha
150 mg npw 12 3apasy nuy2 B cTap9ecka Bh3pacT. CPeRHHTE CTOHHOCTH HA KIIHPLHCA OPH TE3H
naumentH (0,39 mi/min/kg) ca B pamkiure Ha crofinocrure (0,31 no 0,65 mY/min/kg), ycrasosenn cuen
TPORE/IEHH JeBeT KIHHWIHA H3CIIC/[BAHHA NPH BH3PAacTHH (KOHTO He ca B CTApIECKa BB3pacT), clex
fpunarage Ha eXHHHIHN 4038 o1 30 1o 450 mg.

Bvbpeuno yapedicoane
Ha nBananecer ro6poBotiH ¢ XpoHHdHa 650pedHa HENOCTATEIHOCT U Ha JAPYTH NISCT NANMECHTH Ba
XeMoaManH3a e Owia npuioxeHa eAHOKpaTHa Ko3a ot 100 mg naMoTpuryud. CpelHHTE CTOMHOCTH HA
xnapeHca ca 0,42 mi/min/kg (xporwana 6s6peusa negocrarsaroct), 0,33 mi/min/kg (B nepuoaa
MEXIY XCMOAHANH3HHTE cecud) H 1,57 mi/min/kg (no BpeMe Ha XeMOAMAIK3a), B CpaBHEHHE C

0,58 ml/min/kg npu 3apapu goGposomuu. CpeHOTO BPEME HA HOIYKHBOT HA 1aMOTPHTHH B NJAa3MATa
e 42,9 gaca (xporngna 6p0pevYHAa HENOCTATEYHOCT), 57,4 waca (Mexny xeMoxnamuzute) ¥ 13,0 waca
(mo BpeMe Ha XEMOJHANH34), B CpaBHCHHE ¢ 26,2 yaca npu 3apasn Jobposonmm. CpenHo,
nprdansuTenHo 20% (Mexmy 5,6 ¥ 35,1) OT KOMMYECTBOTO JIAMOTPHIHE, HATHIHO B TATIOTO, € 6uno
ETAMHHAPARO [0 BpeMe Ha 4-9acoBa XeMOAHATN33, 3a Ta3H IPyna NanMeHTH HAJaNHHTe 03K
TAMOTPHTHH TPAOBA Ia C& ONPEIEITAT CIOPE] ChIBTCTBAIHA HPHEM Ha JICKAPCTBCHY NIPONYKTH,
Hamajieaw DOQABpKAMY 103M MOrart 1a 6L1aT ¢UKacHH HpH HaNHCHTU CHC 3HAYHTEIHO prexc,aaHe
Ha Gubpevnara Qyaxius (Bx. Touku 4.2 1 4.4).

Yeprodpobro yspesicoane

Tlpu 24 nuua ¢ pa3nadHa CTENeH Ha 9epHOAPoOHO yBpexnane ¥ 12 3npasH KOHTPOITH €
bapMakokHHETHYHO IPOYYBAHE ¢ NPUIATAHE Ha SAHOKPATHA N03a TaMOTpUTHH. Menu :
IpHBUAHHA KIHPHHC Ha NTaMOTpHruH ¢ Suna 0,31, 0,24 uinn 0,10 ml/min/kg mpu maukeHTY
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0,34 mi/minvkg npu 3xpaguTe KoHTpoan. Hasannara 1033, A03aTa K NOBHIABAHE H NMOTLPKAIATA
Jo3a TpsaORa na OBAaT peIyIMpatH Mpy NAaMEHTH ¢ YMSPSHO WM TEKKC YEpHOIPOOHO YBpEKAaHe
(Bx. Touka 4.2).

5.3 Ilpearinanaun JaHRH 33 6e300ACHOCT

Hex/mHHMHATE TAHAK HEe TOKA3BAT ocobeH PHCK 3a X0paTa Ha (a3a Ha KOMBERITHOHATHATE
Qaapmmconomqﬁn USTIHTBAHKSA 34 6e30nacHOCT, TOKCHIHOCT IIpY MHOTOKPATHO IIDHIIATaHe,
TFeHOTOKCHIHOCT H KaDITHHOTCHCH NOTEHIUA.

TIpu npOy4BaHMATa 38 PEIPOAYKTUBHA TOKCHIHOCT H TOKCHIHOCT BHpXY Pa3BHTHETO IIPH IPH3ATH H
3aifiE, He ca HabmonasaHH TEPATOreHHH ePEKTH, HO Ca YCTaHOBCHM NMOHWKEHO (PETaHO Terno u
3abapsHe HA CKeNETHATA OCUMKALNA UPH HHBA HA CKCIO3HIHA, I0-MAIKH HIHM CXOJHH ¢ OYaKBAHHTE
NpH KIHHHIHA ekcno3ynua. Tri XaTo mo-BUCOKH HMBA Ha SKCNO3HMA He Guxa Morw 1a Gbaar
H3CIENBAHM TIPH XKHBOTHH MOPaTH TEKKOTO TOKCBYHO BB3ACHCTBYE BEPXY MAIWHHA OPTaHH3IEM,
TEpaTOreHHMAT NOTEHIHAT HA NTAMOTPUTHH HE € XapaKTepH3HpPaH HaJl KIHHUIHATA KCITO3HLIAL.

IIpn nuTbXoBe e HabNMIONABAHO YBEIMYCHHE HA (eTaTHara i NOCTHATAIINATA CMEPTHOCT HPH
NPHIATAHE HA TAMOTPHIHH OPe3 KHCHHA FeCTANMONEH ¥ PAHHMs NOCTHaTaneH nepuoy. Tesu edexktn
ca 6unn Habmo1aBaHK TIPH EKCTIO3MIINA, TO-HUCKA OT OMAKBAHATA B KITHHHYHATA [IPAKTHKA,

TlpH rwTsXoBe B IOBEHWIHA BB3PACT ¢a HaOmoaasauu edexr BepXy ofydennero npH Biel maze tecta,
neko 3abassHe Ha Ganano-NpenyiyATHATa ceriapallii ¥ Ha BarHHAAATA IPOXOIMMOCT, KakTO H
HAMACHO HaJlaBate Ha TErIIO Ciael paxXIaneto npd F1 xHBOTHE NpH eKCIO3HIMH, TO-HUCKM OT
TCPANEBTHYHHTE CKCIOZHIMH NIPH X0Pa, B3 OCHOBA Ha TENecHaTa MOBLPXHOCT.

OnutHTe OPH KMBOTHH He NIOKA3BaT HeOnaronpuaThu eexTH Ha TAMOTPUrHH BLPXY depTanureTa.
JlamMoTpuruH e [oBen 50 HaMAIABaHe HA (heTanHuTe HUBA HA (ONHEeRa KHCEINHA IPK MThXoBe, CMiaTa
ce, ge JebuiuThT Ha HOIMEBA KHCETHHA € CBBP3aH ¢ NOBHIIEH PHCK OT BPOASHH Manhopmaliy npy
YHBOTHH H X0pa.

JaMoTpRrH#H BOR# A0 A0303asuckMo nExHGHpane Ha hERG kaRandeTa IpH Y0BCUIKH eMOPHOHAIHH
Ob6peanu knerkn. IC50 e NpuGIH3KTEIHO ZEBET WHTH HAZ MaKCHMAJIHATA TEPANeBTHYHA CBO6OAHA
KOHIERTpauns. JIaMOTPHIMH He IpeM3BUKBA YEb/kasane Ha QT wHTEepRaNa NpH KHBOTHH NPH
EKCMO3HLMM HPHONH3HTENHO [0 JBa THTH HAJ MAKCHMANHATA TEPaNeBTHIHA CBoOOIHA
kouHenTpain. [Ips KIHHAYBO IPOYUBaHE ChC 3APABY BH3PACTHH JOOPOBONLM HE € HabmoNaBaH
KINMHHMHO 3HaYHM eekT Ha taMoTparud Bepxy QT naTepsana (Bx. Touka 5.1).

IIpoydBanua in vilro TOKa3BAT, 9¢ B TEPANEBTHIHO 3HAYHMM KOHUECHTPALVH JaMOTPHIHH DPOABARA
aHTHAPUTMHYHO AckcTrre o1 Knac IB. ITpu xopa Toif HuxuOupa HaTpPUEBHTE HOHHM KaHATH B CLPUETO
¢ KHHETHKa ¢ GBP30 HACTHIIBANIA HAYATIO H Xpail Ha AEHCTBHETO H CHMIIHA BONTAXKHA 3ABHCHMOCT,
noxobHO Ha JPYrH AHTHAPHTMUYHM CPEACTBA OT Kiac IB. B TepancaTHyny 1034 NaMOTPUTHH He
3a0aBA KaMEpHATa APOBORUMOCT (pasnmpaBaHe Ha QRS) npu 31paBH uNA B IFINOCTHO OIPOYYBAHE HA
QT, HO NpH MANMERTH ¢ KIMHAYHO 3HaYHMH CTPYKTYPHH HJIH (DYHKIMOBaIIHH CEPACYHH 3a001aBanus
NaMOTPHMIHH MOJKE TIOTEHIHATHO Ja 3a0aBH kaMepHaTa poBoaumocT (pasmupssare #a QRS) n na
TPEAM3BHKA MPOApUTMAS (BXK. ToIKa 4.4).

6. GAPMAHEBTHYHH JJAHHU

6.1 ChoHCBK HAa NOMOIIBHTE BeIIeCTBA
Kannues xapbonar

XHIPOKCHIPOMMNIENYI03a, 9JaCTHIHO 38MECTEHA

AJNyMHHEHEBO-MAarHE3MEB CHIHKAT
Harpues mumrectTen rmuxonat {Tuno A)
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Hosunon K30

3axapuH RaTpHi
MarHesnes creapar
Apomart Ha GOpOBHHKA,
6.2 HecnBMecTHMOCTH
Henpunoxumo.

6.3 Cpox na roasocy

Omnaxoska fmuctep
3 ronuamN.

Onaxozrka 6yruaka
3 ropuHm.

6.4 Crnennajnn ycI0BHH HA ChXpaHeHHe
Tosu nexapcTBeH NPONYKT HE H3UCKBA CIICIHATIHH YCIOBHA Ha ChXPaHeHHUE.
6.5 BunH chABLPKAHHE HA ONAKOBKATA

5 mg TabneTku 33 KLEUEHE/ MUCTIEpTHpamM C¢ TabIeTKH:
Banctep ot PVC/PVAC/amymunueso donno,

Onaxopxy ¢ 10, 14, 28, 30, 42, 50 nnu 56 TabneTky 3a TpRYCHE/ TNCIICPIHPALTH C€ TAOTETKH,

5 mg 1abneTky 3a TeBUCHE/MUCTIEPTHPAIIH CE TaOIeTKH:

ByTIKH OT nomueTHICH ¢ BRCOKa TsTHOCT (HDPE) che 3amdTena ot gena/3alIMTeHa OT OTBAPAHES
3alymasKa.

Omaxoexu ¢ 14, 28, 30, 42, 56 unu 60 rabnerxu 3a FppycHe/aucieprapamy ce Tabnerxd.

He BcHaxH BHEOBE OMaKOBKH MOTAT Aa ObaT MyCHATH B IpoaaxOa.

6.6 CpennajJny HpeANa3sHH MepKy NPY H3XBLPIAAHE

Hama cienpanHi H3HCKBAHHA 334 H3XBLPIIAHE.

7. IIPHUTEXATEJI HA PA3ZPENIEHHUETO 3A YIIOTPEBA

GlaxoSmithKline (Ireland) Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Wpnanana

8. HOMEPF(A) HA PASPERIEHHMETO 3A YIHOTPEBA

Per. Ne 9700508
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9. JATA HA IIbPBO PA3BPENIABAHE/MOTHOBSBAHE HA PASPEIIEHMETO 3A
YHOTPEBA

Jata Ha mepBo paspemasane: 17 okroMspu 1997 1.
Jara na nocnenno nonHosgsaHe: 22 oxtoMepH 2009 r.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
01/2022
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