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Rpamsa xapakmeapucmuxa Ha npogyxma [pusoxesiue |

1. HME HA JEKAPCTBEHHA ITPOAYKT

JlamukTan 5 mg Tabnetku 3a abBuUeHe/AMcneprupaily ce Taby¢PRy se. e ?7—-@0_}'\7
Paspawerive Ne

Lamictal 5 mg chewable/dispersible tablets amame. 6582 01 -07- 1014

| LGoBoRUe Ne oo

2, KAYECTBEH H KOIMYECTBEH CHCTAB

Bcsika Tabnetka 3a qnBueHe/aMcneprupaiua ce tabnetka Jlamukran 5 mg cbhabpxka 5 mg naMOTpHIruH
(lamotrigine).

3a OBLJIHUA CNHCHK Ha MOMOLLHHUTE BElUEeCTBA BUKTe Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

Tabnetka 3a AbLBYeHe/ AuCNeprupaiila ce Tabnerka

benu no noutu Genun npoabLAroBaTH ABOWHOM3NbKHANH TabneTku (rongma oc 8,0 mm: Manka oc
4,0 mm) ¢ apomaTt Ha 60poBHHKa U Mapkuposka ,,GS CL2" ot eanaTa c¢TpaHna 4 ,,5* oT ApyraTa
cTpaHa. BL3MOXHH ca TeKH HI0AHCH B OLIBETABAHETO Ha TabeTKHTe.

4, K/IHMHHWUYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHA
Enunencus

Bvspacmnu u onowu na u nao 13 200unu
- KoMOuH1paHa uaH MOHOTEPaNHUA Ha NAPLUHANIHK WIIH TEHEPANHIUPAHM NPHNaAbLH,
BIUTIOUHTESTHO TOHHYHO-KIOHWYHH NPHUTIaAbLA.
- [lpynantum, cebp3aHM cbe cuHapoma Ha Lennox-Gastaut. JlamuxTan ce npuaara 3a
KOMOHHHMpAaHa Tepanus, HO MOXE Aa CE W3MOI3BA H KATO HA4YATHO AHTHENHIENTHYHO
nekapcreo (AEJ]), ¢ koeTo xa ce 3anoune npun cuHapoma Ha Lennox-Gastaut.

Leya u ronowu na ev3pacm om 2 oo 12 200unu
- KoMOuHKpana Tepanus npy napUBanHy ¥ reHepanu3npaHy NPUNagbLUK, BKIIOYHTETHO
TOHHYHO-KNOHWYHH TIPHNAAbLHK H NPpUNaAbLUH, CBbP3aHH CbC CHHApOMA Ha Lennox-Gastaut.
- MoHoTeparnus Ha THNHYHH abcaHcH.

bUNONAPHO pa3CTPOHCTBO

Bw3pacmuu na eév3pacm Ha u Hao 18 200unu
- IIpeaoTBpaTaBale Ha AENPECHBHH €NMH30AH NPH NauneHTH ¢ Gunonspuo 1 pascTpoiicTso,
KOUTO UMAT NPCINMHO AENPECUBHH €NMU30AH (BXK. TOUKa 3.1).

JlaMHKTan He € NoKa3aH 33 HHTEH3UBHO JIEYEHHE Ha MAHHIIHU KK JEMPECHBHH EMU30H,




4.2 J03MpOBKA H HAYHH HA NPHICKEHHE

J1o3upoBKa

Jlamukran TabneTku 3a AbBYEHE/ANCNEprupaluy ce TabneTKH MOrar Aa ce AbBYAT, 4a Ce AUCheprupar
B MAJIKO KOJIMYECTBO BOAA (HaK-MaNko AOCTATHYHO 1a NOKPHE uanaTa TabneTka) WK Aa ce ruiaTar
LIeM ¢ MaNIKo BoJa. He ce onuTeaiiTe 1a npunarate 4acTHUHMU KOJTHUYECTBa OT TabAeTKHTE 3a
ABLBUCHE/OHCMEPTrUpaLnTe ce TabneTKH.

AKO H34yMcieHaTa A03a (Hanpumep 3a jieYeHHe Ha Jela C eNnUIencHa UK Ha NAUMEHTH C
YepHOAPOOHH HAPYLIEHHA) HE CE PABHABA HA ChABPKAHHETO Ha LieK TabneTku, TpabBa na ce npHema
Hail-ONK3KaTa Nno-HUCKA 4034, ChLOTBETCTBALLA Ha LeTH TabJlIeTKH.

IToemopno 3anousane Ha neuexue

[Tpn noBTOPHO 3anoYBaHe Ha NEUEHUETO C JIAMOTPUIMH MPH NMAUMEHTH, KOUTO MO HAKAKBa NPUYMHA ca
NpeKbCHAH NpHeMa My, TpaDBa 1a ce npeueHH HeoOXOAUMOCTTA OT NOCTENEHHO MOBULLABAHE HA
Ao03ata A0 NoAAbpXkKallaTa 1032, ThH KATO PUCKBT OT CEPHO3EH 0OpUB € CBbp3aH C BUCOKH HaYanHH
IO3W H NpeBULUABAHE HA MpernopbLYBaHaTa 4034 33 NOBULLABAHE HA NAaMOTPHIrHH (BXK. Touka 4.4).
KonkoTo no-ronsm € MHTEpBAN®LT OT BpEME ClleA MpHeMa Ha NPeAMLIHATA 1034, TOAKOBa NO-roAsMo
BHUMaHHE TpAOBa Ja ce 0ObpHE Ha NOCTENEHHOTO AOCTHIaHe Ha noaabpxKalara no3a. Korato
HHTEPBANBT OT BPEME C/IEA NPEKBCBAHETO HA JICUCHHETO C NAMOTPUIrHH HaJBHULLIABA NMET NONYXHBOTA
(BX. TOUYKA 3.2), 0OUKHOBERO NoAABLpPIKaLLATA A03a Ha JlamukTan Tpa6Ba da ce ROCTHrHE cnopea
NMOAXOAALIATa CXEMA.

IIpenopbura ce neueHreTo ¢ JlaMHKTan aa He ¢e 3aMo4Ba OTHOBO MPH NALMEHTH, KOMTO ca ro
MPEKbCHAIH NMOPaaH 0OPHB, CBBP3aH C MPEIULIHOTO JIEYEHHE C TAMOTPHIHH, OCBEH aKo
[OTEHUHANHATA NO/132 HECBMHEHO HAIBMILIABA PHCKA.

Enurencun

[Ipenopb»4BaHOTO NOCTENEHHO NOBHILABAHE HA 103aTA U NOATIbPXALIMTE JO3H 33 BL3PACTHH W IOHOLLM
Ha Bb3pacT Ha W Haj 13 roauuu (Tabnuua 1), 1 3a aeua v woHoww ot 2 10 12 roaunu (Tabnuua 2) ca
npeAcTaBeHu no-aoiy. Havannara n1o3a v nocneaBauoTo i NOBULLABaHe He TpaOBa na OuaaT
MpeBUIlIaBaHH (BXK. TOYKa 4.4) nopaau pMcK OT NoABA Ha oOpuB.

[Ipu npeycTanoBsaBane Ha cbnbTeTBall NpHeM Ha AEJI unu npu nobassne Ha Apyru
AEJl/nexapCTBEHH NPOAYKTH KbM TEPaneBTHYHH CXEMH, BKJIIOUBALLH JIAMOTPHIHH, Tps6Ba Ja ce uma
NpeaBHA €EKTHT, KOWTO TOBAa MOXKE J1a OKaXe BbPXY (PapMaKOKMHETHKATA HA JJAMOTPHUIHH (BXK.
TOUKa 4.5).




Tabruya 1- Bv3pacmuu u onowu va éb3pacm 13 u nogede 200uHu — RpenopyLY6ana cxema 3a 1eHeHue

HAd enulencun

CxeMa Ha JleueHUE

Ceamuun 1 + 2

CenMuum 3 + 4

O0unuaiiHa MOALBPKALLA 1033

MoHoTepanus:

25 mg/nen
(B€AHBXK
JHEBHO)

50 mg/neH
(BeAHBXK
JAHEBHO)

100-200 mg/neH
(B€THBX AHEBHO WJIM B Ba NpHEMA)

3a na ce NOCTHIrHE NOAABLPIKALLO
NeYEHHe, JO3IUTE MOXKE 1A Ce
nosHLWwAaBaT ¢ Makcumym 30-100 mg Ha
BCAKa elHa N0 ABE CCAMHILIH 10
NOCTUraHe Ha ONTHMAJIEH OTrOBOP.

[IpyM HAKOM NALIMEHTH ca HEOOXOAUMHU
500 mg gHEBHO 3a NOCTUraHe Ha
’KEJITAHUA TEPANEBTHUEH OTIOBOP.

KomGunupana tepanus C Baanpoat (MHXUOHUTOP Ha MNIOKYPOHHPAHETO HA NAMOTPHIHH ~ BXK. TOUKA

HEe3aBHCHMO OT
CBhITLTCTBALIMA NIPHEM Ha
APYTH JIEKapCTBEHH
NPOAYKTH

4.5):

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

TpadBa na 6bae (npuemany kato | (BeaHBXK (BeAHBXK AHEBHO WK B ABA HpHEMa)
H3NON3BaHA C BALNPOAT 25 mg npe3 neH) | AHEBHO)

3a fna ce NOCTUIHE NOAdbPKALLO
NIEUEHHE, N03UTE MOXKeE Ja ce
MOBMILABAT C MAKCHMYM 235-50 mg Ha
BCAKA eAHa A0 AB€ CEAMHLM A0
MOCTUraHe Ha ONTHMAJEH OTrOBOP.

TouKa 4.5):

Kom6uuupana tepanus BE3 sannpoar 1 C HRAYKTOPH HA IIIOKYPOHHPAHETO HA JaMOTPHIHH (BXK.

Ta3n cxema Ha no3upane
TpabBa na ce H3noa3Ba
He3 Bannpoar, HO C:

(peHUTOHH
KapbamasernuH
(enobapburan
NMPUMHIOH
pudaMnULHH
JIONMHHABHP/PHTOHABKP

50 mg/nex
(BEOHBXK
AHEBHO)

100 mg/nen
(B ABa npHema)

200-400 mg/neH
(B nBa npuema)

3a na ce NOCTUrHe NoAABLPMKAUIO
NEYEHHE, 103UTE MOXE Ja ce
NOBHLUABAT ¢ MaKCHMYM |00 mg Ha
BCAKA €Ha 10 ABE CeAMMWUM N0
MOCTHraHE HA ONTUMANIEH OTrOBOP.

[Tpy HAKOM NALMEHTH Ca HEOOXOAUMMH
700 mg AHeBHO 3a NOCTHraHe Ha
KEJIAHHA TEPATIEBTHUEH OTrOBOP.

_(BXK. Touka 4.5):

Komounupana repanus BE3 saanpoar u BE3 HHAYKTODR H2 NIIOKYPOHHPAHETO HA JIARMOTPHIHH

Ta3u cxema Ha po3upaHe
TpaOBa fa ce U3no/3Ba ¢
IPYTH JIeKapCTBEHH
NPOAYKTH, KOUTO HeE
WHXUOMPAT UK HE
HHIOYUHMPAT 3HAYHTEJTHO
FMIOKYPOHUPAHETO Ha
NaMOTPHIHH

25 mg/aex
(BEAHDBK
JHEBHO)

50 mg/neH
(BeAHDBK
AHEBHO)

100-200 mg/nen
(BEHBXK JHEBHO MJIM B ABa NpUeMa)

3a 1a ce NOCTHIHE MOAABPIKAILQ
JIEYEHHE, JO3IUTE MOXKE 1A CE
nosHLIABaT ¢ MakcHMyM 50-100 mg Ha
BCAKA €[Ha A0 ABE CEAMULM N0




[Ipn nauneHTH, NpueMaly NeKapcTBEHH NMPOAYKTH, 33 KOMTO HE ¢a W3BECTHH HapMaKOKHHETHYHH
B3aMMOACHCTBHSA ¢ TaMOTPHUIKH (BK. TO4Ka 4.5), TpaOBa 1a ce U3MON3BA CXEMa Ha JIEYEHHE KATO
NpenopbLUYAHATA 33 NAMOTPHIHH C €IHOBPEMEHEH NMPHEM Ha Balnpoar.

Tabruya 2: [leya u ionoww Ha ev3pacm om 2 00 12 200unu — npenopvyeana cxema Ka J1evenue Hd

enunencun (0bua onegrna 0oza 8 mg/kg menecro mezno/oen)**

Cxema Ha JeyeHUe

Ceamuuu | + 2

Ceamvuu 3 +4

O6uuaiiva noaabppxalla no3a

Mouzorepanusa npu
THNHYHA AOCAHCH:

0,3 mg/kg/nen
(BEAHDBXK JHEBHO
WU B JBA

npHueMa)

0,6 mg/kg/nen
(BeOHBXK
JHEBHO UJIH B
JB4 NpUEMa)

| — 15 mg/kg/aen
(BEAHBXK NHEBHO WM B 1Ba NpHeMa)

3a na ce NOCTHrHE NOAABPXKALLLO Neve-
HHE, NO3IUTE MOXKE [1a CE NOBULLIABAT
makcUMyMm ¢ 0,6 mg/kg/aeH Ha Bceku
eHa A0 JBE CEAMULIM 10 NOCTHIaHe Ha
ONTHMANEH OTTOBOP, C MAKCHMANHA
AHeBHa ao3a ot 200 mg/neH.

KomOununpana tepanuas C BaanpoaTt (MHXUOHUTOP Ha MIIOKYPOHHPAHETO Ha JJAMOTPHIHH — BX. TOUKA

4.5):

Ta3u cxema Ha ao3upaHe
TpadOBa oa ce U3N0A3BA C
BAJINIPOAT HE3ABHCHMO OT
CBIIBTCTBALUHS NPUEM HA
APYrd NEKapCTBEHH
NPOAYKTH

0,15 mg/kg/nen*
(B€AHBXK OJHEBHO)

0,3 mg/kg/neH
(BEAHBX
AHEBHO)

| — 5 mg/kg/nen

(BeAHBXK AHEBHO WM B JBa NpyUeMa)

3a pa ce NOCTUrHe NOAIbPKALLO Neye-
HHE, KO3UTE MOXKE Aa Ce NOBHILABAT
mMakcumyM ¢ 0,3 mg/kg/neH Ha Bcsika
€1Ha 10 B€ CEIMHLIM 10 NTOCTHraHe Ha
OTNITUMAJIEH OTIOBOP, I0 MaKCUMAJTHA
noasbpkaila rosa 200 mg/neH.

KomGrunpana repanus BE3 pannpoart u C HEIYKTOPH HA LIIOKYPOHHPAHETO HA NAMOTPHIHH (BX.

Touka 4.5):

Ta3n cxeMa Ha fo3upaHe
Tpsabsa aa ce u3nos3ea Oe3
BaNIpoAaT, HO C:

0,6 mg/kg/neu
(B IBa nNpHemMa)

1,2 mg/kg/nen
(B 1Ba
npyuemMa)

5 — 15 mg/kg/nen
(BEAHDBK AHEBHO MMM B JIBA OTAE/IHH
npueMa)

deHUTOUH 3a 1a ce NOCTUrHe MOAABPKALLO Neye-
kapbamazenuH HUE, JO3UTE MOXKE Ja Ce NMOBUILABAT
penobapOuran MakcHMYM ¢ 1,2 mg/kg/neH Bcaka eaHa
NPUMHUIOH A0 ABE CEAMMIIH 10 MOCTUIaHE Ha
pHpaMnULHH ONTHUMaNEH OTroBOp, 10 MaKCHMaJTHa
NONHHABHP/PUTOHABHD noaabpxkauia go3a 400 mg/nen




_(BXK. TOuka 4.5):

KomOnnnpasa Tepanus BE3 sannpoat n BE3 nuaaykTopu Ha riiioKyYpOHHpPAHETO HA JJAMOTPHIHH

Ta3u cxema Ha Ao3HpaHe
TpAOBa na ¢€ U3NOJ3Ba C
APYIY NEKAPCTBEHH
NPOAYKTH, KOUTO HE
MHXHOUpAT WK He
WHAYUHPAT 3HAYUTENHO
FIOKYPOHUPAHETO HA
NaMOTPUIHH

0,3 mg/kg/neH
(BEe/IHBbXK OHEBHO
WK B ABa

npuema)

0,6 mg/kg/nen
(BEeAHDBXK
AHEBHO WUJH B
ABa nprema)

| — 10 mg/kg/nen
(BeQHBXK AHEBHO MK B ABa NpUeMa)

3a na ce NOCTHrHE NMOJAABPKALLO Neve-
HHUE, 103UTE MOXE [ia Ce MMOBHILABAT
MakcHMYM ¢ 0,6 mg/kg/nen Bcaka eaHa
A0 ABe CEAMMUH O NOCTUraHe Ha
ONMTHMANEH OTrOBOP, A0 MAKCHMANHAa
noaabpxkaina nosa 200 mg/nex

I1pv nauneHTH, NMpHEMALLH JIEKAPCTBEHHU MPOAYKTH, 32 KOKHTO HE ¢a U3BECTHU (hapMaKOKUHETHYHH
B3aMMOACHCTBHUA C IAMOTPHUIHH (BXK. TouKa 4.5), TpaOBa a ce M3NON3BaA CXEMA HA JiEUeHHE KaTo
NpenopbYaHaTa 3a NaMOTPHIHH ¢ €AHOBPEMEHEH NMPUEM Ha BAJINPOAT,

* 3ABEJIEXKKA - Ako u3uncneHaTa AHEBHA 1032 NPH NALMEHTH, APHEMALIH BANNPOAT, € MEXAY 2,5 mg o
> Mg, MOXE NPE3 MbPBUTE JIBE€ CEAMMUM 1a Ce MPHEMA 1033 5 mg Ape3 AeH. AKO W3YKHCAEHaTa AHEBHA 4034
NPH NaLHEHTH, NPUEMALIH BAINPOAT, € MO-HUCKA OT 2,5 mg, TabneTkH 3a nbBYEHE/AUCTIEPrupaLLy ce

TabneTK NamMOTpUrKH He Tpsabsa aa ce nanonasar. HE CE onutaaiite na npuaarare 4acTHUHHW KOIHYECTBA
OT TaONETKHTE 32 ALBYEHE/AHCNEPrHPALLHTE Ce TabeTKH.

** AKO M3UYHCIICHATA 033 JJAMOTPHUIHH HE MOXKE 12 CE€ MOCTHIHE, KAaTO CE M3MON3BaT Lenu tabneTky,
no3aTa TpgOBa Aa ce 3aKpbriu 00 Hak-01M3KaTa No-HUCKA 4038, ChCTOSALILA CE OT UE/TH TabheTKH.

3a na e CUIypHO NOAABPIKAHETO Ha TepaneBTHYHATA 103a, TErNOTO Ha AeTeTo Tpabsa na ce
npocieaAsBa v 103ara Ja e NPOMEHA CRopea NnpoMeHuTe B Ternoto. [Ipeanonara ce, ue npu
MALMEHTHTE Ha BB3PACT OT ABE A0 LIECT FOAHHM LIE € HeOOXOAUMO NpUaarale Ha noAAbpkKalla 1034
Ha ropHaTa rpaHHLa Ha npenopbYaHHA HHTEPBAI.

Cnea nocTurane Ha KOHTPOJ BBLPXY 3a00ngBaHeTO NpH KOMOMHMPAHA Tepanus NPUEMbT Ha
cbnbTCTBaLIMTE AEJI MOXKe na ce cnpe, kaTo ce NpoabLIXKK ¢ MOHOTEpanHs ¢ JlaMukran.

Heya noo 2 codunu

JanuuTte 3a epUKACHOCT H H€30NacHOCT Ha NAMOTPHIHH NIPH KOMOKWHHpaHa Tepanns Ha napLuvaiHu
NMpUNaAbLLUM NPH A€LA Ha Bb3pacT OT | Mecel, A0 2 rOAUHH ca orpaHudeHH (BXK. Touka 4.4). Jiuncear
AaHHHU MpH Jeua Ha Bb3pacT noa 1 Meceu. CnenoearenHo ynorpebara Ha JlamukTan npu Aeua Ha
Bb3PACT NOA 2 NrOJAHHH HE CE MPenopbYBa. AKO BLNIPEKH TOBA, OCHOBABaMKH C€ Ha KJIMHMYHATA
HEODXOMMOCT, CE B3EME pEUICHHE 3a JieUeHHe, BHKTe ToukH 4.4, 5.1 n 5.2.

bunonapno pazcmpoiicmao

B TabaxLMTe NO-2011y ca NpeACTBEHH NPENOPbUBAHUTE CXEMH HA NMOBUILIABAHE HA 103aTa U
NMoAAbLPAKALLMTE A03M 38 NaLUMEHTH Ha Bb3pacT 18 u noeeve roauHu. [IpexoaHaTta cxema BKIIOUBA
MOCTENEHHO NOBHIABAHE HAa 103aTa HA JAMOTPUIHH A0 NOAALPXKALUA cTabuan3upallia 103a 3a NepHoa
OT wecTt ceaMuuH (Tabnuua 3), cnen KoeTo NpueMbT Ha APYTrH NCUXOTPONHM JIEKAPCTBEHH MPOAYKTH
w/unn AEJT moxe na 6bae npeycTaHoBeH, ako € KNMHHHYHO nokasaHo (Tabanua 4). Kopekuunre Ha
no3ara cnea nobassHe Ha APYrd NCUXOTPOMNHH JieKapcTBEHH npoaykTd W/unu AEJI cbwo ca

npeacTaBeHu no-gony (Tabauua 5). [lopagu puck ot pa3suTne Ha 06pHB He TpaOBa 4

TOUYka 4.4).




Tabauya 3. Byvipacmuu nayuenmu Ha 18 u noeeye 200unU - NPenopvLYEARA CXEMA 30 NOSUILABAHE HA
dozama 0o nedovpicawa cmabunuzupawia obuia OneeHa 003a Npu Aeyexue Ha OUNQIAPHO

pDA3CMPOUCME0

CxemMa Ha 1e4yeHue

CeaMuuu 1 +2

CeamMuum 3 +4

Cenomuua 5

Tapretna
crabuavsupaina no3a
(Ceamuua 6)*

MonoTtepanns ¢ namorparan HIH xoméuanpana repanua BE3 saanpoar u BE3 uuaykropu na
IIIOKYPOHHPRHETO HA JAMOTPHTHH (BXK. Touka 4.5):

Ta3su cxema Ha ao3upaHe
TpAOBa Ja Ce U3non3Ba ¢
IOPYTH JIEKApCTBEHH
[IPOAYKTH, KOUTO HE
HHXHUOUpAT HIIH He
HHOYLHpAT 3HAYUMO
FTIOKYPOHHPAHETO Ha
JTAMOTPUIrHH

25 mg/neH
(BEAHDBXK
NHEBHO)

50 mg/nen

(B€IHBXK OHEBHO

“JM B 1Ba
npuema)

100 mg/neH
(BeAHbK
JHEBHO UJTH
B [Ba
[pHema)

200 mg/nen —
obuyaiiHa TapreTHa
N03a 33 ONTHMANEH
OTTOBOP ( BEAHDBXK
AHEBHO WU B ABA
npuema)

B K1TMHHYHY WINHUTBA-
HUSA ca NMpUaraHu

0O3H B HHTEpBaNa
100 - 400 mg/nen

KomOnaupana tepanua C saanpoat (MHXHOMTOP Ha MMIOKYPOHHPAHETO Ha TAMOTPHIHMH — BXK. TOUKA

4.5):

Ta3u cxema Ha neueHue
TpaOBa na ce U3Noa3Ba ¢
BANMNpPOAT HEIABUCHUMO OT
CBITBTCTBALLUA TIPUEM Ha
APYrd NEKapCTBEHH
NPOAYKTH

12,5 mg/neH

(MpueMaHu Karto
25 mg npe3 aeH)

25 mg/neH
(BeAHDBK
AHEBHO)

50 mg/nen
(BEOHBXK
IHEBHO WK
B /IBA
rpyHeMa
JAHEBHO)

100 mg/neH -
obuyaitHa TapreTHa
034 32 ONTUManeH
OTrOBOP (BEAHDBXK
AHEBHO WIH B 1Ba
NPpHEMA)

B 3aBHCHMOCT OT
KITHHHYHHSA OTTOBOp
MOXE J1a C€ MPHUJIONKH

MaKCHMaJTHa [103a OT
200 mg/neH

KomOunupana tepanus BE3 sainpoar u C HEAYKTOPH HA INIIOKYPOHHPAHETO HA JAMOTPHIHH (BXK.

TOo4Ka 4.5):

Ta3un cxema Ha neyeHue 50 mg/nen 100 mg/nen 200 mg/neu | 300 mg/neH npe3
TpAOBa na ce npunara 6e3 (BEOHDBX (pazneneHu B (pazaeneHn | ceamuua 6, npu Hy»xna
BJINpPOAaT, HO C: NHEBHO) ABa Npuema) B ABa MOBULLABAHE 10
npyema) obduyaiiHaTa TapreTHa
(eHUTONH no3a ot 400 mg/neH
KapOamasenuH npes ceamuua 7 3a
dhenobapouTan MOCTHIAHE HA
NMPUMHUAOH ONTUMAJIEH OTIOBOP
pudaMnUUMH (pazaeneHH B JBa
NOMUHABUP/PHTOHABHP npuema)

[Tpn nauneHTH, NnpHeMaluy IeKapCTBEHH NPOAYKTH, 32 KOMTO HE €A U3BECTHH (HAPMAKOKHHETHYHH

B32UMOACHCTBHSA C TAMOTPHIHH (BXK. TOUKA 4.5), TpabBa na ce U3MON3BA CXEMA HA JICYECHHE
MpEnopbL4YaHaTa 3a JaMOTPUTHH C €IHOBPEMEHEH NPHEM Ha BAJINpPOAT.

* TapreTHara ctabunvsupaiua 103a Bapupa Cnopel KIMHUYHUA OTTOBOP




Tabruya 4: Bv3pacmuu nayuenmu na 18 u nogeue 200unu - no00wpicawa cmaburuzupaua obya

OHEBHA 003Q C1e0 NPEYyCmAaH06A6aHe HA TeYEHUENMO CHC CHbNbMCMBAUY NEKAPCMBEHU HPOOYKMU NPU
AeueHue Ha bunoaapHo pazcmpoucmeo

Cnea A0CTHraHeTo Ha TapreTHaTa JHEBHA NOAABPIKAlLA cTaban3npatia 103a NPUEMDBT Ha APYrHTE
JIEKAPCTBEHH NPOAYKTH MOXKe a ObAe NpeyCTaHOBEH KAKTO € NOCOYEHO No-A0Nny.

CxemMa Ha 1eueHMe

HacTosmia

cTabunusvpawia nosa

HA NaMOTPUIHH
(npeaw

NpEyCTaHOBABAHE HA

npueMa)

Ceamuua |
(3anoysaiua c
npeycTaHo-
BABaHE Ha
NpUemMa)

Cenmyna 2

Ot cenmMuua 3
HATATBLK™

Codpane Ha pHeMa HA BAANPOAT (MHXHOUTOP HA MMIOKYPOHUPAHETO Ha JAMOTPHIHH — BXK. TOuka 4.5), B

3aBUCUMOCT OT NMbPBOHAYANHATA 0034 HA JIAMOTPHIHH!

Cnea cnupaHe Ha npuema Ha
Bannpoar, ctabunusmpaiuara noza
Ce YABOABA, KATO HE Ce NMPeBUILIABA
HapacTBAHETO OT MOBEYE OT

100 mg/ceamuua

100 mg/nen 200 mg/neH Ilogabprkane Ha Ta3u 1o3a
(200 mg/nen)
(pasaeneHa B ARA NpHEMaA)
200 mg/nen 300 mg/nen 400 mg/nen | IlogabprxaHe
Ha Ta3W 4034
(400 mg/neH)

Cnnrpase Ha npueMa Ha HLAYKTOPH HA NIIOKYPORRPAHETO HA JaMOTpHraR (BK. Touka 4.5), B

3aBHCHMOCT OT IMTbpBOHAYa/IHATa 4034 Ha JIaMOTPDHUI'HH.

Ta3u cxema Ha no3mnpane Tpabea aa
CE€ H3NOJI3BA NPH CMHPAHE NMpUeMa
Ha:

¢eHUTOUH
kapbamMazernux
deHobapOuTan
MPUMHUIOH
pUdaMnUuUH
JIOTIMHABUP/PHTOHABUP

400 mg/neH

400 mg/neH

300 mg/nen

200 mg/neH

300 mg/neH

300 mg/neH

225 mg/neH

150 mg/neH

200 mg/nen

200 mg/aeH

150 mg/nen

100 mg/neH

Cnrpane HA NpHeMa Ha JeKAPCTBEHH NPoAYKTH, KOHTO HE unxnéupar nan HE nuayuupar
JHAYHTENHO NTIOKYPOHHPDAHETO HA JIAMOTPHIHH (BX. To4Ka 4.5):

Ta3n cxema Ha no3upane Tpabea ga
CE€ M3MON3BA NPH CIUPaHE Ha
NPUEMA HA APYrH JIEKAPDCTBEHH
NPOAYKTH, KOUTO HEe HHXHOUpaT
WK HE HHAYLUPAT 3HAYUTETHO
rMIOKYPOHUPAHETO HA JAMOTPHITHH

[lonabp)xaHe Ha TapreTHaTa 403a, AOCTUIHATA NPH NOBULLABaHE HA
no3ata (200 mg/neH; pasaeneHa B ABa NpHEMA)
(no3oB ananazoH 100 - 400 mg/nen)

[Ipu nauKeHTH, NpHeMalLlH JIEKapCTBEHH NPOAYKTH, 33 KOHTO HE €A H3BECTHH GapMaKOKHHETHYHH
B3aHMOACHCTBUA C NAMOTPHIHH (BXK. TOuKa 4.5), CxeMaTa Ha JleyeHH e, MpenopbyaHa 3a NTaMOTPHIHH, €
NbPBOHAYAIHO Aa ¢€ NOAAbPIKA HACTOAULATA 4034 H JICYEHHETO C NAMOTPHIHH Aa CE MPOMEHS Bh3 OCHOBA

Ha KJIHHHYHHA OTroBOp.

¥ I1py HeobxoauMocT ao3arta MoXke Aa ce noBHIIK A0 400 mg/neH




Tabauya 5: Bv3pacmnu nayuenmu na 18 u nogeie 200unu — adanmupare Ha OHeeHama 003upoeKka Ha
RamMompuzun cied 00baesHe HA Opy2u JeKapCcmeeny NPOOYKMY RPU TeYeHUemo Ha OUROIAPHO
pascmpoucmso

HaMa KNIMHKYEH ONHUT B aJanNTUPAHETO Ha AHEBHATA 034 HA JJAMOTPHIHH cliell 100aBAHE Ha ApyTrH
NEKapCTBEHH MPOAYKTH. O0aye Ha OCHOBATa Ha U3NUTBAHKA 332 B3AUMOJEHCTBUS C APYrH
NEKAPCTBEHM NPOAYKTH MOraT 6b4aT HalpaBeHH CAEAHUTE NMPENOPBKH:

Cxema Ha JicueHue Hacrosa Ceamuua | Ceamuua 2 Ot ceamnua 3
ctabununsupaiia (3anoupaiua ¢ HAaTATBLK

1033 JTAMOTPHUIHH nobaBaHeTo )
(npeau nobassHETO)

HobaBaHe Ha BAINpPoaT (MHXUMOMTOP Ha NTIIOKYPOHHPAHETO HA NAMOTPHIHH — BXK. To4ka 4.5), B
3aBHCUMOCT OT MBPBOHAYANHATA A03a HA TAMOTPHUIHH:

Ta3u cxema Ha nosupane Tpadea aa | 200 mg/nex 100 mg/ nen | Ja ce noaaspxa a3z 003a

¢€ H3noJ3Ba Npy nobaBAHE Ha (100 mg/nen)

BaNNpoaT, HE3aBUCUMO OT 300 mg/ aeH 150 mg/ nen | Jla ce noaabpxka Ta3zu 2032

CBNBTCTBALLUA IPUEM HA APYTH (150 mg/nen)

JICKapCTBEHH NMPOAYKTH 400 mg/ nen 200 mg/ nen | [Jla ce noaabpika Tazu po3a
(200 mg/neH)

HobaBsne HA HHAYKTOPH HA I'TIOKYPOHHPaHeTO HA JIAMOTPHIHH NpH nanuentH, konto HE npuemar
BAJIPOAT (BXK. To4ka 4.5), B 3aBHCHMOCT OT ITbpBOHAYA/IHATA 1033 HA JJAMOTPHIHH:

Ta3u cxeMa Ha no3upaHe Tpadea ga | 200 mg/nen 200 mg/ nen | 300 mg/ nen | 400 mg/ neu
ce u3non3sa Oe3 Bannpoar npu

A00aBsgHe Ha HAKOH OT ClNEAHHUTE 150 mg/ nen 150 mg/ nen | 225 mg/ new | 300 mg/ neH
NEKAPCTBEHU NPOAYKTH:

| 3

100 mg/ nen 100 mg/ ned | 150 mg/ nen | 200 mg/ nen
bEeHUTOUH

xkapbamaszenuH
dheHobapbuTan
[PUMHIOH
pyudaMnULUH
JIOTINHABHUD/ PUTOHABHP

HobaBane na asexapcreenn npoaykTu, KoATo HE unxutuapar naw HE nraynupar snauurenno
rIIOKYPOHHPAHETO HA JIAMOTPHIHM (BX. TouKa 4.5):

Taaun cxema Ha nosupane TpabGea ga | Mla ce nopabpxa TapreTHata 103a, JOCTHIHATA MPH MOBHLIABAHETO
C€ M3NOA3Ba NMpH fobaBsiHE Ha Ha po3ara (200 mg/nen; pozos auwanazon 100-400 mg/nen)

APYFH NEKAPCTBEHH NPOAYKTH,
KOMTO HE UHXHOMpAT UK He
HHAYLUMPAT 3HAYUTETHO
FMIOKYPOHHPAHETO Ha JAMOTPUIKH

[Ipy naumeHTH, NpUeMalliy JIEKapCTBEHH MPOAYKTH, 338 KOMTO HE ¢a H3IBECTHH (hapMaKOKMHETHYHH
B3aHMOACHCTBHUSA C JJAMOTPHIMH (BXK. To4Ka 4.5), TpsaOBa na ce H3noN3Ba ¢XeMa Ha JIeYeHHE KaTo
NpeNnopbYaHaTa 3a JaMOTPUIUH C €1HOBPEMEHEH NPUEM Ha BAJIIPoAr.

Cnupane na nevenuemo c Jlamuxmai npu nayuenmu ¢ OUNOARPHO pazcmpoiicnieo
[lo BpeMe Ha KIHHHYHHWTE H3NKMTBAHUA HE € HAONKOAABAHO YBENHYEHHE HAa YECTOTATA, TEKELTT
BM/1a HA HEXKEIAHUTE peaKLHH Clie], BHE3AMHO CIUPaHe Ha TAaMOTPUIHH CNIPAMO Ma / oJ
TE/IHO NalMEHTHUTE MOraT Aa NPEKbCHAT JIEYEHHETO ¢ NAMOTPUTHH 0€3 NOCTENEHHO ‘




A03aTa.

Heya u wonowu noo 18 coounu

JlaMHKTan He € noKasaH 3a NpUNoKeHHe Npy aeua noa 18 roamuu, Thil KATO paHAOMH3IMPAHO, C
NpeyCcTaHOBABAHE Ha NPHEMa NPOYUBAaHE, HE MOKAa3Ba 3HaYKMMa €PHKACHOCT U NMOKa3Ba NMOBHLUEHO
choOLaBaHe Ha CyMUMAHOCT (BXK. Touka 4.4 n 5.1).

Obwgu npenopwvxu 3a oozupane na Jlaviuxman npu cneyuanuu zpynu nayuenmu

Kenu, npuemauju XOpMOHQIHU KOHMPayenmusu
[lpueMbT Ha KOMOHHaUMATA eTHHUNecTpagHon/neBoHoprecTpen (30 pg/150 ug) nosHinasa KnMpbHCa

Ha JaMOTPUIHH NPUOTHIMTENHO ABa MbTH, KOETO MPEAH3BHKBA NOHWKEHWE HA HUBATA Ha
NaMOTPHTHH. Chen THTpUpaHe MOrar Ja ca HeoOXO0AWMM NMO-BUCOKH MOALBPIKALLM A03H Ha
NaMOTPUIruH (A0 ABYKPaTHO NO-BHCOKH) 32 MOCTUTAaHE HA MAKCHMaNeH TepaneBTH4eH otrosop. [pes
ceaMuLIaTa 6€3 MpHemM Ha KOHTPALENTHB € HabnoAaRaHO ABYKPATHO NOBHIIABAHE HA HUBATA Ha
naMOTPUrMH. He morat na 6baat M3kimoueHd 10303aBHCHMH HeXeNaHHu peakumu. ETo 3awo karto
MbpBY U300p TpadBa Oa ce pasriexkaa NpUIOKEHHETO HA KOHTPALIENTHBY 6e3 ,.ceamuua 6e3 xanue™
(HanpuMep HENPEKbCHATH XOPMOHANHUA KOHTPALIENTHBH HAH HEXOPMOHAIHU METOAM; BX. TOYKH 4.4 1

4.5).

Janoyeare Ha npuem Ha XOPMOHQRHYU KOHMPAYEHMUSH RPU NAYUEHMY, KOUMO 6e4e npuemMam
no00BpIIcauiY 003u Jamompuzun u HE npuemam unOyxmopu Ha 2HIOKYPOHUDAREMO HA AGMOMPULUH
[Toaabprkaiuara 0o3a Ha N1AMOTPHIHH B MOBEYETO Ciyyad TpabBa aa 6bae ysenanHeHa A0 ABa MbTH
(BX. TOUkH 4.4 U 4.5). [IpenopbunTenHo e OT HAYaNOTO Ha XOPMOHANHATA TEPANHA A03aTa Ha
NaMOTpHruH aa 6bvae nosuwasana ¢ 50 no 100 mg/neH Beaka ceaMULa, CbOOPA3HO MHAHBUAYATHHA
KIIMHHYEH OoTrosop. [loBuiuaBaHuATa Ha A03aTa He TPAOBA Ja HAABHILABAT TA3H CTENEH, OCBEH aKO
KITHHHYHHAT OTrOBOP HE NOAKpPEns No-rojieMH NoBHLIaBaHMUA.

Mosxe na ce 00ChIH n3MepBaHe Ha CEpYMHHTE KOHUEHTPAIIMH HAa NaMOTPUIHH NMpEAH U clel
Ha4aJl0TO Ha MPUEMa Ha XOPMOHANTHHTE KOHTPALIENTHBH 32 NMOTBbPXKAABAHE, YE C€ MOAAbPKA
H3X0/HaTa KOHUCHTpaUUA Ha 1aMOTpHIrHH. [1pn HeobOxoauMocT no3ara Moxe aa 6bae ananTupaHa.
[Ipy xeHn, NnpueMaliii XOPMOHANHU KOHTPALMNTHEH, KOUTO BKJIIOYBAT €/1HA CeaAMMLIA €3 aKTHBHO
BewecTso ("'ceamuiua 6es xanye"), Tpabea aa 6bae NpocneasBaHO CEPYMHOTO HHBO HA TaMOTPHIMH
npe3 ceAMULA 3 HA aKTHBHOTO NieUeHue, T.€. B AHWTE OT 15 a0 21 Ha UMKBIA Ha npHeMaHe Ha
Tabnerkure. 3aToea Tpabea Aa ce obMucau ynorpebata Ha KOHTpauenuus 6e3 ceamuua 6es xanue

KaTo NneveHHe mbpBH H300p (HaNpHMEp HENPEKbCHATH XOPMOHANHH KOHTPAUETITHBH WITH
HEXOPMOHAIHH METOAU; BXK. TOUKH 4.4 u 4.5).

Cnupane na npuema Ha XOpMOHATHYU KOHMPAYSNMUBY NPU RAYUEHMU, KOUMO 6eNe npueMam
noGObLPXCauiU 003u ramompuur u HE npuemam unOyKmopu Ha 2RIOKYDORUPAHEMO HA AAMOMP U UH
B noBe4eTo cnyyar e HeoOX0aWMO NoAABLPIALLATA A03a HA TAMOTPHIHH Aa 6bae Hamanena ¢ o 50%
(BK. ToukH 4.4 u 4.5). Ilpenoprusa ce nocTeNneHHO HaManABaHe HA NHEBHATA 1032 HA JIAMOTPHIHH ¢
50-100 mg Bcaka ceamuua (B cTeneH, HeHaaXBbpAAia 25% ot obluara AHEBHA 1034 3a ceaMuua) 3a
EpHOA OT 3 CeAMMLIM, OCBEH aKO KJIMHWYHHMAT OTIOBOP HE Hafara pasjiHuHo rnosegeHHe. Moxe ja ce
00CHAN H3MEpPBaHE HAa CEPYMHHMTE KOHLIEHTPALMH Ha JJAMOTPHIHH MPERH H CJIE] CIUPaHE Ha
XOPMOHAJIHHTE KOHTPAUCNTHBH 3a NOTBbPXKAABAHE, Ye C€ MOAABPIKA U3XOAHATA KOHLIEHTpaLHs HA
NaMOTPHUrHH. TIpH XKeHH, KOHUTO KENAAT Aa cnpaT NpHeMa Ha XOPMOHAJIEH KOHTPAaLUENnTHB, KOHTo
BIJIKOUBA €AHA ceaMuLla Oe3 akTMBHO BelecTBo ("ceamuLia 6e3 xanue"), npocieaAsBaHeTo Ha
CEPYMHOTO HHUBO Ha JJAMOTPUTHH TpabBa Ja ce npoeex/ia npes ceaMuita 3 oT NpHeMa Ha
KOHTpaLIENITHBA C aKTHBHO BELIECTBO, T.€. OT AeH |5 a0 aeH 21 Ha uMkbaa Ha NpUEMaHe H
Tabnetkute. [pe3 nbpBata ceaMuLa cnel TpalHOTO CNHPAHe HA NPHEMa Ha KOHTpaLe
TpAOBa fa ObaaT B3eMaHH NpobH 3a OLEHKAa Ha HMBATA HA IAMOTPHTHH.
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3anoY8ane HA MEPanus ¢ AIAMOMPUSUH NDU NAYUEHMKY, KOUMO 8eYe NPUeMam XOPMOHATHUY
KOHMpAayenmueu
ITopuitaBaHeTO Ha J03aTa TpAOBa Aa cleBa HOPMATHUTE NPENOPbYAHH J03H, ONUCAHH B TabnKLIUTE.

3anoyeane u Cnupane Ha npuemMa Ha XOPMOHAIHY KOHMPAYenmuay Npu NAYUEHMKY, KOUMO BeYe
npuemMam noddvpxcauiu oo3u ramompueun u IIPHEMAT undykmopu na 2moxyporuparemo Ha
AAMOMPUSUH

Moxxe Aa He ce HaN0XaT KOPEKUWH Ha NpenopbYBaHaTa NOAAbPXKALLA 1034 TAMOTPUIHH.

Ynompeba ¢ amazanasup/pumonasup

He 6u Tpabaano na ca HeOOXOAMMH KOPEKLIMH B NPENOPBLUYBAHOTO NOBULIABAHE HA [03aTa Ha
NaMOTPHTHH, KOFaTO JaMOTPHIMH ce 100aBa KbM CbUICCTBYBALLIA TEPANMUS OT aTa3aHABUD/PHTOHABHP.
[TpK nauneHTHTE, KOMTO BEYE NpHUeMaT NOAAbPXAILM A03H JJAMOTPHIHH M HE IPHEMAT HHAYKTOPH Ha
FOKYPOHHPAHETO Ha NTAMOTPHIHH, MOXE ia C€ HANTOXH NOKAYBaHE HA 03aTa Ha NTaAMOTPHIHH, 2KO C€
N00aBAT ATa3aHaBMP/PUTOHABUP WK [03aTa HA TAMOTPUIHH Jia C€ MOHWKH, aKO NMPHEMBT Ha
aTa3aHasHpP/PUTOHABHP ce NpeycTaHoBaBaBa. [lpocnensBaHe Ha naasMeHHs NaMOTPHUIHH TpabBa na ce
NpoBeXJa npeax U B NPOIb/KEHUE Ha 2 CeAMULM CNel 3aN0UBAHETO HIIH CNIMPAHETC Ha
aTa3aHaBAP/PUTOHABHP, 3a 1a C€ YCTAHOBH AAJIH CE€ HaJlara KOPeKLMA Ha 03aTa Ha JJAaMOTPHIUH (BX.
Touka 4.5).

Ynompeba ¢ 1onunasup/pumonagup

He 61 Tpabsano na ca HeoOX0AUMH KOPEKLIMM B NPENOPBUYBAHOTO NOBUILIABAHE Ha J03aTa Ha
NIaMOTPHI'HH, KOraTo JJaMOTPHIHH ¢e A00aBs KbM CbLUECTBYBALla TEpanus OT JONHHABUD/PUTOHABUP.
[Ipn nauneHTHTE, KOHTO BEYE NPUEMAT NOJABPMALUK AO3H JJAMOTPHIHH H HE IPHEMAT HHAYKTOPH Ha
FIIOKYPOHUPAHETO Ha JTAMOTPHIHH, MOJXKE J1a C€ HA0XKH MOKAaYBaHE Ha 103aTa Ha JJAMOTPHIUH, aKo e
106aBAT NONMHHABUP/PUTOHABHP UMK A03aTa Ha JAMOTPHIHMH Ja C€ MOHWKH, aKO MPHEMBT Ha
NIONWHABUP/PHTOHABUP Ce NpeycTaHoBaBaga. [Ipocneassane Ha nia3MeHHa NaMOTPUruH TpaGBa aa ce
pOBEX[ja MpeaH U B NPOABLIKEHHE HAa 2 CEAMMLH CNell 3a11I04BAHETO HITH CNTHPAHETO Ha
NOMUHABHP/PUTOHABHP, 3a 1a CE YCTAHOBU JIATM C€ HaAJlara KOpekiMa Ha 1034Ta Ha JJaMOTPHIMH (BXK.
TOUKa 4.5).

Ilayuenmu e nanpeornana ev3pacm (Hao 635 200unu)

He ca HeoOX0aMMH KOpEKLUMH B NPENOPBbYBAHUTE CXEMH Ha JleueHHe. PapMakoKHMHETHKATa Ha
NIAaMOTPHIHH MPH Ta3H Bb3pacToBa rpyna He ce pa3iuvaBa 3HAYUTENTHO OT Ta3u MPH NALHEHTHTE B
no-Mjaaa Bb3pacT (Bx. Touka 5.2).

bvbpeuno yepesicoane

JlaMukTan TpsadBa Aa ce npujara BHUMATENHO NpyY nauueHTH ¢ 6v6petiHa HegocTaThbuHOCT. [pK
MALUMEHTH B KpaeH CTaAxuH Ha 010peYHa HeAOCTATLYHOCT HaYAIHWTE J03H NAaMOTPUIrHH TpaOBa Aa ca
CNnopeA CbObTCTBALLHMA NPHEM HA JIEKAPCTBEHHU NPOAYKTH OT nauneHTa. [Ipy nalMeHTHTE CBC
3HauYUTENHO OBOpEeUHo yBpexaaHe MOoXKe J1a ca epUKACHU HAMAJIEHH NOAIbPXKALLH A03M (BXK. TOUKMU

4.4 u5.2).

Yeprodpobro yepexcoane

Hauanuara, noaabpxallata M Ao3ata NpH NOBUIIaBaHe TpAOBa aa ce peayLHpar NpHOIHIUTENHO ¢
30% npu naumentu cue cpeaHotexko (Child-Pugh crenen B) uepHoapo6uo yepexaane v cbe 75%
npu TexkKO (Child-Pugh crenen C) uepHoapobuo yspexxnane. Jlo3ara npy noeuiLaBaHe U
noaabpxalaTa 103a Tpabsa na ce onpeaenAaT B 3aBUCHMOCT OT KITHHHYHHSA OTrOBOP (BXK. Touka 5.2).
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HauuH Ha NpUAOKEHHE

[TepopanHo npunoxeHue,
4.3 IlporHBONOKazaHus

CBpPBbXUYBCTBHTENHOCT KbM aKTHBHOTO BELLIECTBO WK KbM HAKOE OT NMOMOLIHHKTE BELLECTBA,
U30poeHn B T. 6.1.

4.4 CrenHa/IHH npeaynpexIeHHs H npeIna3Hu MepKH NpH ynorpeda

Koxen o6pus

Crobwasanm ca HexenaHu peakuMH OT CTpaHa Ha KOXaTa, KOUTO e MPOABABAT NPe3 MNbPBUTE OCEM
CEAMHLIH OT HA4YAJIOTO Ha TepanuaTa ¢ NaMOTPUTruH. [1oBeueTo OT OOpUBHUTE Ca NEKO NPOSBEHH H
MOKa3BaT CKIOHHOCT KbM CaMoOrpaHUyaBane, 00aue ca ONMUCBAHU H TEKKO NPOsiBEHH 00pHBH,
H3UCKBaLLH OOJIHUHYHO JICYEHHE KW NPEKpaTABaHE NPUTIAraHETO HA NaMOTPpHryuH. Te mMorarT aa 6baar
MOTEHLHATHO »)KHBOTO3acTpallaBsallii 0OpuBM KaTo CHHApOoMa Ha Stevens-Johnson (SJS), TokcHuHa
enuaepmanta Hekposusa (TEN) u nekapcTaeHa peakums ¢ €03HHODWINSA U CHCTEMHH CHMITTOMM
(DRESS); cbiio H3BeCTHO kKaTo CHHAPOM Ha CBpBXUYBCTBUTENHOCT (HSS) (Bk. Touka 4.8).

[1pH BB3pacTHY NALMEHTH, BIUTIOYEHH B H3MWUTBAHHA, H3MNON3BALUH JAMOTPHIHH B MPENOPLUBAHHTE
LO3H, YECTOTATa HA TEXKKHUTE KOXKHHU 00puBH € npubanzutenHo 1 cnyyaii Ha 500 nauueHTH ¢
enunencus. [Ipudbausurento nonosunara ot Te3u ciyyau ¢a GUAH AOKNAJBaHH KATO CHHIAPOM Ha
Stevens-Johnson (1 Ha |1 000). B KNIHHHYHK U3NHTBAHUSA NPH NALMEHTH ¢ GUNONAPHO Pa3CTPONHCTBO
OposaT Ha HabnrogaBaHUTe CyvaM ¢ TeXbK 06puB e npubauzurenHo | va 1 000.

PUCKBT OT pa3sBHTUE Ha TEKKH KOXKHH OOPHUBH MPH Aeua e No-BUCOK OT TO3H MPH Bb3pacTHH. JlaHHuTe
OT M3NHUTBAHHUATA OKA3BAT, Y€ YECTOTATA HA OOPHUBUTE, CBBP3aHH C XOCTIMTAIH3ALMA NPH Ae1a € OT

! na 300 no | x#a 100.

Hauanavre npoAsy Ha oOpuB npu aeua Morat aa 6bAaT NOrpeLHO AMArHOCTULIMPAHH KaTo
HHexuus. [pe3s mbpBHTE 0CceM ceaAMHULM OT NEYEHHETO TPH NPOSBH Ha debpunuteT n 06puB NpH
Aeua TpAOBA J1a Ce UM NPEABUA BE3MOXKHOCTTA OT Pa3BHTHE Ha HEXKeNlaHa peakLUa, CBbp3aHa C
JIEYEHHUETO C JIAMOTPHIHH.

B nomrbIHEHHE PUCKDBT 3@ pa3BUTHE HA OOPHBH 3aBUCH OT:
- NPHEM Ha BUCOKH HAYallHH A03U JJAMOTPHIHH U NTPEBHILABaHe HA NpenopLYaHaTa 03a 3a
NOoBHLWIABAHE (BX. TO4Ka 4.2).
- €AHOBPEMEHHO NpunaraHe ¢ BaINpoar (BX. Touka 4.2).

[lo BpeMe Ha NeYEHHETO HA NMALMEHTH ¢ aHAMHe3a 3a KoxeH o0puB WM aneprus kKbm apyru AEJI ce
U3HUCKBA CNELIHANHO BHUMAHHE, Tbi KATO YCTAHOBEHATA YECTOTA HA HE3HAUMTENHO U3pa3eH oOpus
ciel JieMeHHe ¢ NaMOTPHIHH € OKOAO TPH N'bTH NO-BUCOKA NMPH TAKUBA NALMEHTH B CPaBHEHHUE C TE3M
be3 nogobHa aHaMHE3a.,

YcranoseHo e, ue anensT HLA-B*1502 npu nuua ¢ a3Matcky npousxoa (NMPpeAHMHO KHTaHLK OT
CTHHUECKATA Ipyna XaH W TaiNaHALUK) € CBBbP3aH C PHCK OT pasBMTHE HAa CHHAPOM Ha Stevens-
Johnson/TokcuyHa enuaepmManHa HEKPOM3a NPH NIEYEHHE C TaAMOTPHXHH, YroTpeba Ha NaMOTPHXUH

NPK TaKHBa NaLMeHTH TpaOBa Aa 6bae BHUMAaTENHO 0OMUCIEHA, aKO € U3BECTHO, YE Ca MOJIOKHUTENHH
3a HLA-B*1502.
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[Ipn passuTHe Ha OOpHB NpH BCUYKH NaLMEHTH (Bb3PacTHHU W Aela), € HeoDXOAUM Npernaen Ha
nauMeHTa U He3abaBHO crivpaHe NpUAMKeHUeTo Ha JlaMUKTan, OCBEH aKo ChC CHIYPHOCT €
YCTRHOBEHO, Y€ OOpPHBBLT HE € CBBbP3aH C NpHema Ha nekapcTroTo. [IpenopbuBa ce neyeHHeTo ¢
Jlamukran aa He ce 3ano4Ba OTHOBO AIPH NMALIMEHTH, KOMTO Ca ro NPEKbCHANH NOpaan o0pHB, CBLP3aH
C NPEAHLIHO JIEYEHHE C JITAMOTPHIHH, OCBEH a8KO NOTEHLHATHATA 10132 HECbMHEHO HAJIBHLLIABA PHCKA.
AKO NallMeHTHT pa3BHe CHHAPOM Ha Stevens-Johnson, TOKCHYHA eNHAEPMATTHA HEKPOIHM3a U
NEeKapCTBEHA peaKLHA ¢ €03HHOPHANA U CUCTEMHH CHMITOMH NPH NPHIIOKEHHE HA TAMOTPUTHH,
HWKOra noseye He TpadBa na nprema ToBa JIEKapCcTBoO.

Obpus e crobasaH U kato yacT ot DRESS; cbio u3secten kato cuHapom Ha
CBPBX4YYBCTBHTETHOCT. TOBa ChbCTOAHHUE BKIKOUBA Pa3MYHH CHCTEMHH CUMIITOMM KATO MOBULLIEHA
TeMnepaTypa, TumMPpageHonaTHsa, OTOK Ha TMUETO, NPOMEHH B KPLBHATA KAPTUHA, QYHKLIMUTE Ha
YepHHUA Npod, OLOpeLnTe U acenTHUEH MEHUHIHUT (BX. To4Ka 4.8). TexecTTa Ha KITHHHYHHUTE MPOSBH
Ha TO3H CHHAPOM € Pa3/IHYHa NMPH OTAENTHHUTE NAUHEHTH, KaTO B PEIKH Cliyuyad MOXE Ja JOBe/1€ A0
pa3sBUTHE HAa AMCEMHUHHPaHA BLTPECHAOBA KOArynauus U MyJTHOpraHHa HeaocTaTbuHOCT. BaxkHo e na
C€ UMa NMPEABHI, Y€ PAHHHUTE NMPOABH Ha CBPbXUYBCTBHTEITHOCT (HanpuMep NOBHLLEHA TEMIIEpaTypa,
numeaneHonaTHa) Morar Aa ce nposBatT 6e3 noana Ha oOpus. [1pu ycraHoBsBaHe Ha nogoBHM
NPU3HaLH H CHMNTOMH € HeoOXoAMMa HE3aDaBH2 OLIEHKA HA CHCTOSHUETO HA NALUEHTA W CTIHPAHE
NPUNOXKEHHETO Ha JlaMHKTaN NpH JIMNCa Ha Apyra €THONIOTHA 3a Pa3BUTHE HA TE€3H PEAKLIUM.

B noBeueTo cnyuau acenTHYHHUAT MEHUHTHT € 0OpaTHM MpH CRUPaHE TIPHEMA Ha 1EKAPCTBOTO, HO NMPH
HAKOH CllyyaM C€ MOBTapA NpU NOBTOpHA ynoTpeba Ha namoTpuruH. [MosTopHara ynotpeba soam 1o
OBbp30 BL30OHOBSIBAHE HA CHMOTOMMTE, KOHTO HECTO ¢a NO-TEXKKH. [IpHEMBT Ha TaMOTPHIHH He
TpsOBa Aa ce Bb300HOBABa NPH MALIMEHTH, IPH KOWTO € CNPAH NOpaiyd aceNTHYEH MEHUHTHT,
CBBbP3BaH C NPEAHLIHO JICUYECHUE C NAMOTPHTHH.

Mma chbuwio chbo0uIeHHs 3a peakLMK Ha HOTOUYBCTBUTETHOCT, CBBLP3aHH ¢ ynoTpedaTta Ha 1aMOTPUruA
(BK. TOUKa 4.8). B HAKONKO Cilyvas peakumaTa e HacTbNUa Npy Bucoka Ao3a (400 mg unu noeeue),
NPH NOBULLIABAHE HA 103aTa WIH NPH O30 BL3XOAALUO TUTPHPAHE. AKO MPH NALMEHT, KOHTO
NpoABABA NPH3HALM Ha POTOUYBCTBHTEIHOCT, UMa CbMHEHHE 3a CBBHP3AHA C JIAMOTPUIHUH
(POTOUYBCTBHUTETHOCT (HAlp. MPEKOMEPHO CITLHYEBO H3rapaHe), Tpa6sa Aa ce 0OGMHCIH NpeKpaTaBaHe
Ha NEYECHHETO. AKO NMPOABIKABAHETO Ha JIEYSHHETO C TAMOTPHIHH CE CUMTA 33 KJIMHHYHO
00ocHOBaHO, MAaUHEHTLT TPAOBa ga Obae NoCkBETBaH Ja U304rsa UafaraHe Ha CILHYEBA CBET/IHHA H
Ha n3kycTBena UV cBeTMHA Y 1a B3eMa NpeaAna3Hy MEPKH (HANP. W3NOI3BAHE Ha 3allUTHO 001eKo
H CIIBHUE3ALUHTHH KPEMOBE).

XemoparountHa numboxuctrountosa {Haemophagoeytic lymphohistiocytosis, HLH)

HLH e cvobena npu naumeHTH, koUTO NnpuemMat namMotpHriH (Bx. Touka 4.8). HLH ce
XapaKkTepu3Hpa ¢ NpU3HaLUK U CHMINITOMH KaTO NNOBHILEHA TEMIEpaTypa, OOPUB, HEBPOJOrHYHH
CHMNTOMH, XeNaToCMAEeHOMETAIHA, IMMPANCHONATHS, LMTONEHUH, BACOKH CTOHHOCTH Ha CEpyMeEH
(PEepPUTHH, XHMEPTPHIIHLIEPHAEMNUA, OTKIOHEHNS BbB QYHKUMATA HA uepHHS Apo6 U Koarynawua.
CUMNTOMHTE HACTLNBAT OOMKHOBEHO B PAMKHTE Ha 4 CEAMHLUM OT HAYATIOTO Ha JIEHEHHETO.
XemodaroudTHaTa JHMPOXUCTHOLIUTO3a MOXKE a Ob1e XKHBOTO3ACTpalliaBalLa.

[launenTuTe TpaOBa na 6uaat HHGOPMHpaHY 32 CHMNTOMKTE, CBbp3aHH ¢ HLH u Tpabea na 6vaar
NOCHBETBAHH 1A NOTLPCAT HE3a0aBHO MEAHLIMHCKA NOMOLL, aKO NOAYYAT T€3M CHMNTOMM, MO BpeMe

Ha JICYEHHUETO C JIAMOTPHIHH.

He3abaBHO oLeHeTe ChCTOSHUETO Ha NALMEHTHTE, KOUTO Pa3BHUBAT TE3H NPHU3HALIM
obmucnere auarnosa HLH. IpueMbT Ha namoTpuruH Tpabea HezabasHo aa ce npe
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aKO MOXC [a CC YCTAHOBH Apyra €THONOrMA 34 pa3BHTHCTO Ha TC3H peaKLHA.

Baoumapale Ha KNTHHHYHOTO CHLCTOSRHUE M CYHLIHACH PUCK

I1pu nauneHTH, nexysanun ¢ AEJI no paznuunu nokasanus ca cbo01IaBaHH CYHULIMAHH MHCITH W
noBeaeHHe. EAWH MeTa-aHanKW3 Ha paHOIOMU3KPAHH MAaLeb0-KOHTPONUPaHH W3NHTBaHUA Ha AEJ]
CBILO € NOKa3an HEIHAYHTENHO NOBULLEH PUCK OT CYHUMAHW MHUC/IH K NMOBEACHHE. MeXaHH3MBT Ha
TO3H PUCK HE € ACEH H HATMYHHTE AaHHH HE M3KJIOUBAT BH3MONHOCTTA 33 NOBHIUIEH PHCK NPH
NaMOTPHTHH.

3aToBa nauHeHTHUTe Tp2OBa Aa ObAAT NpocneasBaHH 3a NPU3HALIK HA CYULMIHK MUCJIM W MOBEACHHE H
TpAOBa Na ce MMa NPeaABHI CHOTBETHO JieueHue. Ha nmaumeHTHTe (M XOpaTa, KOWTO Ce rPHKaT 3a TAX)
TpsOBa na ce 00bpHE BHUMAHHE 1a NOTHLPCAT IEKAPCKU CHBET, B C/Iyyail Ye ce NOABAT NMPH3IHALIK Ha
CYHLUHAHH MHCJIU U NOBEJICHHE.,

[Ipy nauvenTHTe ¢ OGUNONIAPHO PA3CTPOHCTBO MOXKE /14 HACTHNAT BIOLIABAHE HA JENPECHBHHUTE
CHMMNTOMH W/MJIM NOABA Ha CYHUHAHOCT HE3aBUCUMO Jalli NMPHEMAT WIIH HE NPHEMAT JIEKAPCTBa 3a
neyeHHue Ha OUNOJAPHO pa3CTPOHUCTBO, BIIIOUMTENHO JlaMHUKTaN. 3aTOBa NaLMEHTHTE, NPHEMALIIH
JlamMHkTan 33 GUNONAPHO pa3cTpoiCTBO TpadBa Aa ObAAT BHUMATEIHO NPOCNEASBAHM 34 BIOLLIABAHE
Ha CbCTOSTHHETO (BKJIIOUHATEIHO MOABA HA HOBH CUMITTOMH) M 38 CYHLIMAHOCT, 0COOEHO B HA4YaN0TO Ha
Kypca Ha NIeYeHHE WJTH NPH NPOMEHHU Ha J03aTa. HAKOM NalLKeHTH, KaTO HanpuMep TAKHMBa ¢ aHaMHe3a
332 CYHUMAHO NOBEACHHE WIH MHCITH, Bb3PACTHH B MJiaJa Bb3PacT MAM NAUMEHTH CbC CHAHO M3Pa3eHHM
CYRUUIHM HIOEH NPEAH HAYANOTO Ha ICYEHHUETO, H3TEXAA Ca C MO-BHCOK PUCK 3a MHCIH M OMHTH 3a
caMOyOHHCTBO M TpabBa na ObvaaT npocneagBaHU BHUMATEIHO 110 BPEME Ha JIEUEHHETO.

Tpnabsa na ce obOMKcAn NpoMAHa Ha cxemaTa 3a JIeUeHHe, BKJIIIOUYHTENHO Bh3MOXHO NPEYyCTAHOBABAHE
NpHeMa Ha NCKapCTBOTO, MPH NALMUEHTH € BIOLIABAHE HA KIIMHHYHOTO ChCTOSHHUE ( BKITKOYHTEAHO
NOABa HA HOBH CHMIITOMHM) W/W/IM NOSABA HA CYHLIMAHH MHCTH/TIOBEAEHHE, OCOOEHO aKO CHMNTOMMUTE
Ca TEXKH, BHE3AMHO NOSBABALUY CE MJIK HE €A 4aCT OT HACTOALLHTE CUMITTOMMU Ha NaLUEHTA.

XODMOH&HHH KOHTPALCTITUBH

Egexmu na xopmonannume xonmpayenmueu 6vpxy equxacHocmma Ha 1aMompuen

YcTaHOBEHO €, 4e¢ KOMOMHauuATa eTUHUNEeCTpagron/nesoHoprecTpen (30 pg/150 ng) nosuwmasa
KNHPBHCA HA TAMOTPHIHH NPUOAM3HUTENIHO ABA MTH, KOETO BOJAM A0 HAMANABAHE HAa HUBATa Ha
NaMOTPHIHH (BXK. Touka 4.3). [loHnkapaHeTO Ha HUBATa Ha NAMOTPUTHH € CBBP3AHO CbC 3aryba Ha
KOHTPON BBPXY NPUNaaAbLUTE. 32 NOCTUIAHE HA MAKCUMAIIEH TEPANEBTUYEH OTFOROP B NOBEYETO
ClyyaH MOXe Ja € HE0OX0AUMO UPe3 TUTPHUPAHE Aa CE JOCTUTHAT NO-BUCOKU MOAAbPXKAIIN J03H HA
NaMOTPHIruH (NpubIN3NTEHO ABa ITbTH No-BUCOKK). [Ipy npeycTaHopABaHeTO Ha NpHEMA Ha
XOPMOHATHHTE KOHTPALICNITHBH, KIUPBLHCHT HA JJAMOTPUIHH MOXE Ja HaMasiee HanoJIOBHHA.
[loBH1IABAHETO HA KOHUECHTPALMHTE HA JJAMOTPHIHH MOXeE J1a ObJIE CBBP3aHO ¢ A0303aBUCHMHU
HexXenaHu cbOUTHA. 1o Ta3u NpHUHHA CHCTOAHHETO Ha NaLHEeHTHTe TpaOBa na Obae npocieasBaHo.

Ilpy XKEHN, KOUTO HE MpUEMAT HHIYKTOP Ha MIOKYPOHUPAHETO Ha JIAMOTPHIHH M €& Ha XOPMOHAJIEH
KOHTPALECTITHB, YHATO CXEMA BKIIKOYBA €/1HA CEAMHLIA HA HEAKTHBHO JieyeHHe (ceamnua 06e3 npuem Ha
KOHTPALENTHBA), € YCTAHOBEHO NOCTENEHHO BPEMEHHO NMOKAYBaHE HA HUBATA HA JTAMOTPHIHH O
BpeMe Ha ceaMHLaTa b6e3 npHeM Ha KOHTpaLenTHBa (Bx. Touka 4.2). Bapuauuvre B HUBaTa Ha
JTAMOTPHIHH OT TO3H NOPAIBK MOrar Aa 0b/aT CBbP3aHU ¢ HEXKENaHUW peakUuMH. 3aroBa TpsaGBa 1a ce
oOMuKcIH ynoTpebara Ha KoHTpauenuus 6e3 ceaMuLia 63 NpHEM HA KOHTPALIENTHBA KATO NIEYEHUE OT
MbPBa JIMHHA (HanpHMEp NPOABIKHUTEIHA XOPMOHATHA KOHTPALIENLIHA X HEXOPMOHAs ).
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He ca npoBexnaHu nNpoy4BaHKs 3a B3aUMOAECIHCTBUA C IPYTH NIEPOPAIHH KOHTPALICITUBH WK
XOPMOHAJIHY 3aMECTUTEHU TEPANMHHU H JIAMOTPHIHH, BBIIPEKH YE € BE3MOXKHO TE Ja MOBAHAAT
(papMaKOKHHETHYHWTE NAPaMETPH HA TAMOTPUIUH MO MOA0OEH HAUYMH.

Ehexmu na namompueur svpxy eduxacrocmma va XOpMOHAARUME KOHMPAYCHIMUGHU

Pesyntatute OT nipoyuBaHe 3a B3aHMOACHCTBHA NMpH 16 3apasy 106GpOBONKH NOKA3BaT, Y€ NpH
€AHOBPEMEHEH MPHEM Ha JIAMOTPHIMH U XOPMOHAJIEH KOHTPAaLENTHB {KOMOHHALMS
€THHHIECTPAAHOJ/AEBOHOPTECTPEN) € HANHLIE YMEPEHO YBETMUEHHE Ha KITHPBHCA Ha JIEBOHOprecTpen
H NPOMEHH B CEPYMHHUTE Qonukynctumynupany xopmon (FSH) n nyreunnsupain xopmon (LH) (8.
TO4YKA 4.5). He € U3ACHEHO BAUAHUETO Ha T€3W POMEHK BbPXY OBAPUAIHATA OBYIATOPHA AKTUBHOCT.
He mMoxe obaue na 6nae u3KIoueHa Bb3MOXKHOCTTA MIPH HAKOM NAUMEHTH, MPHEMALLIH 1aMOTPHUIHH
3a€HO C XOPMOHA/IHH KOHTPALEeNTHBH, TE3H NPOMEHH Aa MPEAU3IBUKAT HAMANSBAHE HA
KOHTpaLeNTHBHATA €(PUKACHOCT. 3aTOBA TE3W MAUMEHTKH TpAOBa Aa ObJAT HHCTPYKTUPAHH A4
CbOOLIABAT 33 MPOMEHH B MEHCTPYANHHSA CH LUIMKDBJ, HATNP. HHTEPMEHCTPYAITHO KbpPBEHE.

Juxunpodonarpeaykrasa

JlamoTpurus uMa cnab nuxuburopet edext BLpXy peayKrazara Ha AUxuapodonresara kucenusa. [lo
Ta3u NPHYUHA MTPH NMPOALIKUTEITHO JIEUeHNE MOXKE Aa osause gonaTHUA MeTabonusbm (BX. ToUKa
4.6). Bonipexku ToBa, NpH NPOABLJINKHUTENHO JEUCHHE C TAMOTPHUIHH THPH XOpa HE C€ YCTaHOBABAT
3HAYMTEJIHH NIPOMEHH B XEMOFI00MHOBATa KOHUGHTPALUSA, CPEAHHA 00eM HA EPUTPOLIMTHTE U
CEPYMHHWTE WNH CPUTPOLIMTHH KOHLIEHTpaLUMH Ha oJiaT 3a nepuoa A0 €aHa roauHa. He ce ycTaHOBABa
MPOMAHA ¥ B KOHHEHTPALUKHUTE HA (PONAT B EPUTPOLIMTHTE 33 MEPHOA IO 5 rOAHHHU.

bu0OpeyHa HENOCTATBYHOCT

[Ipy n3cneaBaHHA HA MALMEHTH ¢ TepMHUHANHA 6BOpeuHa HEAOCTATLYHOCT NPH NPUIOKEHHE HA
€IHOKpaTHa 1033 JJAMOTPUIHH He ¢€ YCTAHOBABAT 3HAYUMHU NTPOMEHH B MTA3MEHHUTE KOHLEHTPALIMU HA
NaMOTPHUIrvH. Bbnpeku ToBa, Moxxe Aa Obae 04aKBAaHO HATPYIBAHE Ha IIOKYPOHUPAHHS META0ONUT
Ha npoaykra. [Ipenopbusa ce NOBHIIEHO BHHMaHUE NPH JIEYEHHE HA NMALIMEHTH ¢ GbOpeuna
HEIOCTAaTHYHOCT.

ﬂaguemu, JICKYBAHH ¢ NPYTrH NPOAYKTH, ChAbPXKallH JaMOTPUTHH

JlamukTan He TpaOBa na ce npunara 6e3 KOHCYATALKA ¢ IeKap MPH MaLIHEHTH, NEKYBAHU
MOHACTOAWIEM ¢ APYTH NPOAYKTH, ChAbPXKALW TaMOTPUTHH.

EKT” tin Brugada u apyru HapyuwieHus Ha Cbpa€4HHMS PUTHM M IPOBOAUMOCTTA

[Ipy nauueHTH, IEKYBaHH C TAMOTPHTHH, € CHOOILEHO 32 APHTMOTEHHO HApYIIEHHE ChbC

ST-T aHoMang W XapakrepeH 3a cuHapoMa Ha Brugada Tin EKI". Bv3 ocHoBa Ha in vitro Haxoaku
JTaMOTPUI'MH NOTEHUXAIHO MOXE /1a 3abaBu KamepHaTa nposoauMocT (pasimupsasade Ha QRS) v na
MHJIylHpa NPOAPUTMHA B TEPANEBTHYHO 3HAYHMH KOHLEHTPALIM#A NPU MALUMEHTH ChC ChPIEUHM
3a0onsABaHuUs. JIaMOTPUrHH eiicTBa KaTO ¢1ab0 aHTHAPMTMHUYHO CPEACTBO OT Khac IB ¢be cRbp3anu
[MOTEHLHATHH PHCKOBE 32 CEPHO3HH HJIM JIETATHH ChpAEYHH cbOUTHSA. ETHOBPEMEHHOTO MPUJIOIKEHHE
Ha ApYrH OJIOKEPH Ha HATPHEBHTE KAHAU MOXE AOITbIIHUTENIHO Aa MOBHILHU PUCKOBETE (BXK.

TOuka 3.3). B TepanesTHunu 1031 10 400 mg/aeH namoTpuruH He 3a6aBs KaMepHaTa NMPOBOAHMOCT
(paswkpasane Ha QRS) n He npuurHABa yawbkaeaHe Ha QT npu 3apaBH JTHLA B LANOCTHO
npoyusaHe Ha QT. Ynorpebara Ha 1aMOTPUruH TpAGBa BHUMATEIHO Aa C€ OOMHCIIH NPH NALMUEHTH C
KNMHKYHO 3HAYHMH CTPYKTYPHH WIH (YHKLIMOHAIHU ChpPEYHH 3a00JIIBAHUS KaTO CHH




CbpUeTo, CbhpAeyueH 610K WK KaMepHH apUTMHUKH. AKO ynoTpebaTa Ha TAMOTPHIHH € KIIHHHYHO
OTNpaBJaHa MpH T€3X NAUMEHTH, TpAOBa 1a ce¢ OOMHCIIH KOHCYITALMA ¢ KapaAKOOT, NPe/k Aa ce
3aMO4YHe NPUIOKEHUE Ha JTAMOTPHIHH.

[loMOLIIHK BelllecTRa

Jlamukran TabneTku 3a AbBUECHE/AUCTIEPrUpaLK ¢€ TAONETKH ChAbPKAT NO-MaKo OT | mmol HaTpuit
(23 mg) Ha TabneTka, T.€. MOXE 1a CE KaXe, Y€ NPAKTUYECKU HE ChABPXKAT HATPHIA.

PazsuTHE HA Aeuarta

HsaMa naHHM 3a edexra Ha TaMOTPUIHH BbPXY pacTexka, MOJOBOTO Ch3PABAHE U KOTHMTUBHOTO,
€MOLIMOHAITHOTO W MOBEAEHYECKOTO Pa3BUTHE Ha AcLlaTa.

[Ipeana3zHu MEpKH NpH eNUAENCUS

KakTo npu apyru AEJL, BHe3anHOTO cnupaHe Ha npreMa Ha JIaMMKTan MOXE Na A0Beae A0 HOBA
nossa Ha npunaabuM. Jlozara Ha Jlamvkran tpabBa na 6bae HamangaBaHa NOCTENEHHO 3a NEPHOA OT
ABE CCAMMHLMH, OCBEH NPH CboOpaxeHHa 3a 6e3onacHoOCT (Hanp. OOPHB), HIUCKBALIH PAZKO
NPEKPaTIBAHE HA JICUEHHUETO.

Cnopen NaHHK OT JIMTEpaTypaTa NpH NAUMEHTH ¢ TEXKH KOHBYACHBHY OPMH Ha ErHencHs,
BKIIIOUUTEITHO status epilepticus, Moke aa ce pa3Bue pabaoMHOSH3a, My ITHOPraHHa AMCHYHKLNS H
ANCEMHHHpPaHa BLTPECHAOBA KOATryaUMs, B HAKOH Clly4aH ¢ jeraled n3xoa. Onuceanu ca noaobHuU
CJIy4aH, CBbP3aHH ¢ NPWIOKEHHETO Ha NAMOTPHIHH.

Moxe na ce HabnIoAaBa KITMHHYHO 3HAYMMO BAOLLABAHE B YECTOTATA HA MPHNAABLIUTE BMECTO
noaobpenue. [pH nauueHTH ¢ MoBeye OT €4HH THN NPUNAABLUM, YCTAHOBEHATA 110132 OT KOHTPOIa Ha

€/IMH TUI NpUNaasK TpadBa Aa Ob/e npeueHeHa cpelly KakBOTO M 1a € HabnoaasaHo BiolllaBaHe NpH
APYrdTe TUMOBE NPUNAABLIM.

MUHOKIOHHYHHTE NPHNAaAbUK MOXe na ObOaT BIAOLUEHH OT NAMOTPHIHH.
Hanuie € npeanonokeHUe OT HAIMYHUTE JaHHH, Ye OTTOBOPHUTE NMPH KOMOMHAUMATA C EH3UMHH
MHAYKTOPH Ca No-cnabu B cpaBHEHHE ¢ KOMOMHALMATA C aHTHENHIENTHUHH ATEHTH, KOUTO He

HHAYLUHPAT CH3IHMH. an'-IHHaTﬂ HC € H3ACHCHA.

[1pn neua, KOKTO NPHEMAT NAMOTPHIHH 32 NeHeHUe HA TUIMHYHH aGCaHCH, € Bb3MOXKHO ehMKACHOCTTA
Aa HE CE MOAABLPXKA NPH BCHUKH NALUEHTH.

[Ipeana3Hn Mepku Npu GunonspHo pa3cTpOHCTBO

Heya u ronouwtu noo 18 zoounu
JIe4eHHETO C aHTHAENPECAHTH € CBLP3AHO C NMOBHILEH PUCK OT CYHLIMAHU MUC/IH H NOBEAeHHE npH
AcUa W KOHOLWIH C ronsM ACNPECHBEH €NH301 W APYTrH NCUXHATPHYHH pasCTpoiCTRA.

4.5 B3aumoaeHCTBHE ¢ JPYTH JeKaAPCTBEHH NPOAYKTH H APYrA GOpMH Ha B3anMoIeiicTBHe

[IpoyuBanus 3a B3aMMOIeHCTBMATA Ca NPOBEXKIAHH CAMO NPH BH3PACTHH.

16




YcTanoBeHo e, uye ypuauH-5'-audoctdo (UDP)-rmokyponun tpaucdepasure (UGTs) ca eHzuMure,
OTrOBOPHH 32 MeTaboNn3Ma Ha 1aMOTPUrHH. ClieloBaTeNHO NeKapeTBaTa, KOUTO HHAYLMPAT HiH
HHXHOUPAT rIIOKY POHHPAHETO, MOXKE Aa NMOBNHAST NPHBHAHHUS KAUPBHC Ha NaMOTPUrHH. CunHuTe
WK YMEPEHHTE HHAYKTOPH Ha eH3uM UMTOXpoM P450 3A4 (CYP3A4), 3a KOUTO € H3BECTHO, Y€
nHayuupat UGTs, cbo Moxe aa yCKOpAT MeTabonu3Ma Ha NaMOTpHrHH. HaMa JaHHHM 33 KIMHWYHO
3HAYUMH HMHIYKLUHA WIH HHXHOUpaHe Ha uMTOXpoM P 450 eH3uMKTe, NPUUHUHEHH OT JIJAMOTPHIHH,
JIaMOTpHIrUH MOXe Ja HHAYLHpa CBOA cOOCTBEH MeTabONH3IBM, KaTO TO3H eEKT € YMEPEHO NPOABEH
Y HAMA KJIMHUYHO 3HAYKUMH NOCNICACTBHA.

Teaun nekapcTea, 3a KOMTO € A0KA3AHO, Y€ UMAT KIIWHHYHO 3HAYHMO BBb3CHCTBUE BHPXY
KOHLUCHTPaUHUATA Ha NTAMOTPHIHH, ca nocoueHHn B Tabnnua 6. CneunduuHuTe yKazaHHUA 3a N03HpaAHE
Ha T34 ICKapCTBa, Ca NpeacTaBeHH B Touka 4.2. B nonbnuenue Tazu Tabnuua n3bpossa tesu
JIEKapCTBa, 38 KOUTO € A0KA3aHO, Y€ UMAT MaNbK UK HAMAT €(eKT BLPXY KOHLIEHTPALMUATA Ha
NaMOTpUryH. [1o NPUHLMN He Ce 0YaKBa €AHOBPEMEHHOTO NPUNAraHe Ha TAKKHBA IEKAPCTBA Aa JOBEAE
JO HAKAKBO KJIIHHHYHO Bb3aeHcTBHE. Bhnpeku ToBa Tpadea na ce 00bpHe BHUMAHKE HA NALIHEHTH,
HUATO EMHUNENCHS € OCODEHO HYBCTBUTENHA KbM KONeGaHHATA B KOHLEHTPALMHMTE HAa NaMOTPHIHH.

Tabruya 6: Edexmu na rexapcmeenu npodykmu 8bpXy KORYERMPAUUAMA HA TAMOMPUSUH

JlekapcTBeHH NPOAYKTH, JlekapcTBeHH NPOAYKTH, KOHTO JlekapcTBeHH NPOAYKTH, KOUTO
KOHTO MOBHUIABAT MOHHKABAT KOHUEHTPALHATA HA HMAT MAJTBLK HJIA HAMAT eeKT
KOROEHTPANHATA Ha JIAMOTPHIHH BbPXY KOHIEHTPAIlHATA HA
JAMOTPHIHH JTAMOTPHIHH
Bannpoar ATa3aHaBHp/puToHaBUp* Apununpa3zon
Kapbamazenun bynpomuoH
KombuHauudTa denbamar
€TUHUNIECTPAAKO/I/NIEBOHOprecTpen™
JlonuHaBHp/pUTOHABHP ["abaneHTHH
Denobapburan Jlakozamun
(DeHUTOUH JleBeTHpaueTaMm
[1lpuMHaOH JIuTui
PupamMnuumx OnaHzanux
OxckapbazenuH
[TapaueramoJ
[lepamnanen
[perabanun
Tonupamar
30HH3aMH]

*3a ykazaHMs 3a no3upaHe (BX. Touka 4.2), CbLIO 3a XKEHH, NPHEMALLH XOPMOHANHH KOHTPALIENTHRH,
BHXKTE CBLLIO XOPMOHATHH KOHTPALENTURY B TOUKa 4.4.

BB&HMOQ&ﬁCTBHH C AHTHEMNUACTITHYHR JIEKAPCTBA

Bannpoat, koitTo HHXuGHpa raoky poHHpPaHETO Ha NaMOTPHIKH, 3a6aBa MeTaBoNKM3Ma HA NAMOTPHIUH
H YABKABa CPCAHNA MOITY>KHBOT HA JIRAMOTPHIMH NPHOIM3UTENHO ABa MbTH. [Tpy nauueHTH,

NOAJIOXKEHH Ha CHITBTCTBALA TEpamnua ¢ Bannpoar, Tpabea aa O6bae npunarayd noaxoasil nevebeH
nnaH (8x. Touka 4.2).
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¢penobapburan unu npumuaoH Tpabea aa 6bae npunaraHa NOAXOASWA TEPANEBTHYHA CXEMa (BK.
TO4Ka 4.2).

[Ipu sxnousaHe Ha KapbaMazenvH B X0/1a Ha JieHeHHe C TAMOTPHTHH C€ ONKUCBA Pa3BUTHE Ha
CHMNTOMM OT CTPaHa Ha LEHTPAJIHATA HEPBHA CHCTEMA, BKIKOUUTENHO 3aMagHOCT, aTaAKCHA, 1BOHHO
BHXKIAHE, 3aMbITIEHO 3peHHE H raacHe. Te3n nposer 0OMKHOBEHO H34e3BaT NMPH HAMAISBAHE Ha
no3ara Ha kapbaMasenuH. [Tono6HuM edekTu ca HabmoaaBaHu No BpeMe Ha U3MUTBAHE C TAMOTPHIHH
H OKCKapOasenuH NpH 31paBK Bb3pPAcTHY A0OPOBOJILIK, HO HE € NPOYUYBAHO HAMANABAHE Ha A03aTa.

B nuTepatypara HMa ChODLLEHHUS 32 NOHWXXERW HUBA HA IAMOTPHUTHH NPH NMPHEM HA JIAMOTPHIHH B
koMOHHauma ¢ okckapbaszenun. Obaye, B NPOCNEKTHBHO NPOYYBaHE NPH BL3PACTHH 34PaBH
[00poBONLM NPH NpHUeM Ha o34 ot 200 mg namMoTpurkH U 1 200 mg okckapGasensH, e yCTaHOBEHO,
Ye OKCKapOa3senHuH He mpoMeHd MeTabonn3Ma Ha TaMOTPUIHH M TAMOTPHTHH HE MPOMEHA
MeTabo1M3Ma Ha OKckapOazenHH. 3aToBa NPH NAUMEHTH, NPHEMAUIM CHITBTCTBALIA TEpanHs C
okckapba3enuH, Tpabra Aa ce U3NONI3BA CXeMa Ha eveHHe 3a KOMOMHHpaHa Tepanus ¢ JaMOTPHIHH
0e3 sannpoar M 6€3 HHAYKTOPH Ha MTIOKYPOHHPAHETO Ha JTaMOTPHUIHH (BX. Touka 4.2).

[1pn npoyuBaHe ¢bC 3apaBH A06pOBO/ILM, €THOBPEMEHHOTO NpHOXeHHE Ha denbamar (1 200 mg asa
NbTH AHEBHO) ¢ 1aMOTPHIruH (100 mg npa nbTH AHERHO 32 10 AHK) HE e AOBENO N0 KIIMHHYHO
3HAYHMMHU €(PeKTH BbPXY PapMaKOKMHETHKATA HA NAMOTPHIHH.

Ha ocHoBaTa Ha peTPOCNEKTHBEH aHANW3 HA NJIA3MEHHTE HUBA MPH NALHEHTH, MPHEMAIIH JTAMOTPHIHH
¢ ¥ 0e3 rabaneHTHH, H3rexAa ye rabaneHTHH He NPOMEHSA KIIMPBHCA Ha AaMOTPHTHH.

[loTeHUHanHATE B3IaUMONEHCTBUA MEXKY IEBETHPALIETAM M NAMOTPHIHH Ca U3CNEABAHH Ype3 OLICHKA
Ha CepPYMHHTE KOHLEHTPALIMK Ha ABETE NIEKAPCTBA 110 BpeMe Ha niauebo-KOHTPONHpaHH KIIHHHYHH
M3NUTBAHKA. Te€3M JaHHH NOKa3BaT, Y€ JAMOTPHIHH HE NMOBNHABA (PAPMAKOKMHETHKATA HA
NEBETHUPALIETAM H Y€ JIEBETHpALIETaM HE NMOBAKMABA (GapMAKOKHMHETHKATA Ha JJAMOTPHIHH.

HaH-HHUCKHUTE NNasMeHy KOHLEHTPALMH Ha IAMOTPHIHH B CTALLMOHAPHO ChCTOSHUE HE CE NOBIWABAT
OT CBABTCTBALIKMA NpHeM Ha nperadbanuH (200 mg, 3 mbTH Ha aeH). He ca yctaHoBeHu
dapMakOKHHETHYHH B3aUMOACHCTBUS MEXY NAMOTPHUIUH U nperabanuH.

TonupamaTt He npeaH3BHKBA NMPOMAHA B Ma3MEHNTE KOHLIEHTPALUMH Ha famoTpuruH. [IpunoxeHueTo
Ha TaMOTPHUIrHH BoAHK A0 15% NOBHLIABAHE HA KOHLUEHTPALMKTE HA TONHPAMAT.

B €aHO H3NMKTBaHE NPH NALMEHTH C ENUIENCHS, eAHOBPEMEHHHAT NpHeM Ha 30HH3aMua (200 xo
400 mg/aeH) ¢ naMotpuruH (150 no 500 mg/nex) 3a 35 AHHK He € NOBEN A0 3HAUUMU eDEKTH BbPXY
(hapMaKOKHHETHKAaTa Ha NaMOTPHIHH,

FlnasMeHHUTE KOHUEHTPALMHM HA NAMOTPHUTHH He Ce MOBIHABAT OT CLNBLTCTBALLMA NPHEM Ha aKO3aMH
(200, 400 win 600 mg/nen) B nnanebo-KOHTPONMPAHH KIMHHYHU H3NUTBAHHA NPU NMALMEHTH C
NpUNaabuUU ¢ GOKATHO HA4ano.

B cbopeH aHanNH3 Ha AaHHWTE OT TPH MIALEOO-KOHTPONHPAHH KIHHWYHH H3NUTBAHUS, U3CIEABALLM
KOMOMHMPAH MPHEM Ha NepaMnaHen NpH NaUUEeHTH ¢ NPUNagbuM ¢ GOKANHO HAYAN0 U MHPBHYHO
reHEpPaNM3UpPaHH TOHHYHO-KNOHHWYHHU NPUNAAbLM, Hali-BHCOKATA OLIEHEeHA 1034 repaMaHen

(12 mg/nexH) noBrIaBa KIMPBHCA HAa TAMOTPHTHH ¢ no-Manko ot 10%.

Buripeku ye ca cbobLuaBaHy NPOMEHH B MIa3MEHUTE KOHUEHTPaLHUH Ha aApyrH AE Q}NEHWOO
KOHTPOJMPAHUTE UINMHTBAHKS HE € YCTAHOBEHO NAMOTPHIHH Aa NMOBIHABA M1asmes
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Ha enHOBpeMeHHO npunarauure AEJL. lanauTe OT in vifro n3nuTBaHWs NOKa3BarT, Y€ IAMOTPHTHH HE
HaMmecTBa Apyrd AEJI oT mecTaTa Ha CBBP3BAHETO UM C NNIa3MEHUTE MPOTEUHM.

B3auMoaencTBUA ¢ APYTU NCHXOQAKTUBHH 8reHTH

QapMaKOKHHETHYHHTE CBOHCTBA Ha TUTHI cien npueM Ha 2 g 6e3BO/IeH THTHEB TIKOKOHAT, IpUeMaH
ABA MNBTH AHEBHO 3a WIECT AHH OT 20 3ApaBH LA, HE CE MPOMEHAT NPH €IHOBPEMEHHOTO MY
npunarade ¢ec 100 mg AHEBHO NAMOTPUIHH.

MHorokparHuTe nepopaiHu 1031 OyNponuoH He OKa3BaT CTATHCTHYECKH 3HAUHMH €EKTH BBPXY
dapMakOKHHETHKATa Ha €AHOKPATHA 103 JIAMOTPUIHH NpK 12 iwua, kato € HabnogaBaHo caMo JIEKO
yBenuueHHe Ha AUC Ha 1aMOTPUIrdH rMIOKYpPOHUA.

Ilpx eaHO W3NUTBaHE CbC 3ApaBH Bb3PACTHH NOOPOBOIILIM NPHEMBT HA | 5 mg ofnaH3an1H NOHWXKaBa
AUC u Cyax Ha TAMOTPUIHH CHOTBETHO CpeaAHO ¢ 24% un 20%. YcTanoBeHo e, ue npuem Ha 200 mg
NAMOTPHIHH He NOBNUABA QPapMAKOKHHETHKATA Ha ONaH3aNuH.

MHOrokpaTHuTe nepopainHu A03u NaMOTPHriH oT 400 mg QHEBHO He OKa3BaT 3HAUHM KJIMHHUYEH
edexr BbpXy (papMakOKMHETHKATA Ha €AHOKpATHA 103a OT 2 mg pucnepracH npH 14 3apasu
BB3pacTHH A0OpoBosiLM. Cliea eAHOBPEMEHEH NPHEM HA PUCNEPHAOH 2 Mg C IAaMOTPHUIHH, |2 oT
14 nobposonuu cboOLWABAT 32 CHHIIMBOCT, B cpaBHeHHe ¢ | o1 20 NpHU caMOCTOATENEH NPHEM Ha
PMCNEPHAOH, H HUTO €AMH NMPH CAMOCTOATENHHUA NMPHEM Ha NAMOTPHIHH.

B npoyusane npH 18 813pacTHH nauMeHTH ¢ THN | GUnonapHO pascTpoiCTBO, NPHEMALLIH JTAMOTPHIHH
no yCTaHOBeHaTa cxema Ha Jo3upane (100-400 mg/aeH), no3ute Ha apunUNpa3on ca NOBHILUEHH OT

10 mg/nen no TaprerHa ao3a 30 mg/aeH 3a nepuoa ot 7 OHH, NOCIEABAHO OT NPHEM BEIHBK AHEBHO
3a oute 7 aHu. Habnonaeano € nonuxerue Ha Crnax 1 AUC Ha naMoTpuruu cue cpeano 10%.

Pe3ynTaTh OT ONUTH in vifro nokasear, 4e 0Bpa3yBaHeTO Ha OCHOBHHS METabOJIUT Ha JITAMOTPHIHH, 2-
N-rHokypoHua, ¢e¢ Hixubnpa MMHUMATHO OT CbBMECTHA HHKYDaLus ¢ aMUTPUNTHAKH, BYTIPONHOH,
K/IOHa3enam, Xanonepuaoon Wiy Jopasenam. PezyntaTiure oT T€3W ONUTH Npeanonarar 1 ve
METa00IU3MDBT HA TAMOTPUTrHH € MaJlKO BEPOATHO 1a Obae WHXUBUpaH OT KN03anuH, GIyOKCeTHH,
deHEeN3HH, PHCTIEPUIOH, CEPTPAJIHH WK Tpa3oaoH. OCBEH TOBa, H3CAeABaHe Ha meTabonau3ma Ha
Oydypanon B npenapat OT MMKPO30OMH OT HOBELLKH YepeH apol npeanonarart, 4e NAMOTPHIHH HeE
HaMaJIfiBa KJIMPHHCA HA JICKAPCTBEHHUTE MPOAYKTH, KOUTO e eTUMUHUPAT npegumHo upe3 CYP2ZD6.

B3anMOOEHCTBUA C XOPMOHATHH KOHTPALIENTHBY

Edyexm na xopmonannume xonmpayenmugu 6vpxy (QapmMaxoxunemuxama Ha AaMOmMpueuH

[Ipy KNHHHYHO H3NHTBAHE C Y4acTHETO Ha 16 xeHH NoOpOBONKH, NpHeM Ha KOMOGHHHUpaH NepopaneH
kKoHTpauenTHs 30 pug etununectpaauon/150 pg neBoHoprecTpen € A0BEN A0 NPHOITH3IUTETHO
ABYKPaTHO MOBHULIABAHE HA KIIUPBHCA HA TAMOTPUIHH Cle NepopanHO NPUIMKEHHE, UMALLO 34
pe3ynTaT HamaliaBaHe cpeaHo ¢ 52% U 39% cborBeTHO HA AUC M Crax Ha 1aMOTpUTHH. CepyMHUTE
KOHLEHTPALMWH Ha TAaMOTPHIHH Ca C€ NOBULLUKAHU npe3 ceamuuara 6e3 KOHTPAUENTHBHO aKTHBHO
BELLECTBO ( BKAOUYHTENHO Npe3 ,,cemuuara 6e3 xanue™), Kato KOHUEHTPaUMHUTE Npeau JO3HTE B Kpas
Ha ceAMHLIaTa O€3 KOHTPALIENTHBHO AKTUBHO BELUECTBO ¢a DMK CPEAHO OKOJIO ABA NbTH MO-BHCOKM B
CPaBHEHHE ¢ NEPHOAA HA €IHOBPEMEHHO MpUaraHe Ha iekapcTearta (BxK. Touka 4.4). He e
HeOoOXOANMO aJanTHpaHe CbIIaCHO NPENopbYaHUTE YKasaHHA 3a NOBHLLIABAHE HA 103aTa Ha
NAMOTPUIHH Ha OCHOBATa €HHCTBEHO Ha yNnoTpe0daTa Ha XOPMOHAIIHH KOHTPAUENTHBH, HO
noaabpXKallaTa 103a Ha NaMOTPHIKH B NOBEYETO CAy4vad TpaOBa na Obae noBHuicHa W




Edhexm na ramompucun evpxy papmarxoxuremuxama Ha XopMOoHaIHumMe KOKmMpayenmusu

ITpH KNHHUYHO M3MKTBAHE C YYACTHETO HA |6 keHH NoOPOBONKH, NPUEMBLT HA CTALMOHAPHA 1032 OT
300 mg naMOTpHIKH He e oka3zan eekt BbpXy apMaKOKUHETHKATA HA ETUHHIIECTPAAUOIOBATA
ChCTaBKa Ha KOMOMHHpaHaTa NepopaiHa KOHTpaUENTUBHA TabneTka. YCTaHOBEHO € YMEpEHO
YBENHUYEHHE HA MEPOPATHHA KNMPBHC Ha CbCTABKATA ICBOHOPrecTpen, BOACLLO A0 HAMAABAHE
cpearo ¢ 19% n 12% cvoteeTHo Ha AUC u Cinax Ha nesoHoprectpen. MaMepsakeTo Ha cepyMHMTE
FSH, LH u ectpagnon no Bpeme Ha M3NHTBAHETO NOKA3Ba HAMAABAHE HA CYNPECHATA HA
OBapHa/IHaTa XOPMOHATHA JEHHOCT MPU HAKOH JKEHU, BLIIPEKH Y€ U3MEPBAHETO HA CEPYMHHA
MPOrecTEpOH MOKa3Ba, Y€ HAMA XOPMOHAIHY JaHHH 3a OBYNALMA MPU HUKOS OT LIECTHAAECETTE XKEHH.
He € H3scHeHO BBb3AECHCTBHETO Ha YMEPEHOTO NMOBHILIABAHE HA KAWPBHCA HA JIEBOHOPrecTpen H
npoMeHnte B cepyMHHst FSH u LH Bbpxy oBynaropHarta aeHHOCT Ha sifiuHKka (Bx. Touka 4.4). He ca
NpOYy4YBaHH €PEKTHTE HA TAMOTPHIHMH B HEBHHW A03H, pa3intiby oT 300 mg, KakTo v He ca
NMpOBEXKAaHH H3NHUTBAHHWA C APYTH XOPMOHANHH JIEKAPCTBEHH NPOAYKTH.

B3auMOIEeHCTBHA ¢ APYrH IEKAPCTBEHH NPOAYKTH

B wanuteane ¢ yuactneto Ha 10 Mbxke 106poBONLM € YCTaHOBEHO, Y€ pHdaMNHLIMH NOBHLUABA
KAMPBbHCA H HAMATABA BPEMETO Ha MNOAYKHBOT Ha JJAMOTPMIHH NOpaid HHAYKLHS Ha YepHOApOoOHHUTE
CH3HMH, OTTOBOPHH 32 rMiOKypoHHpaHeTo. [1pyu nauuneHTH, NneKyBaHH €1IHOBPEMEHHO ¢ pUPaMTTHLIUH,
TpAOBa a ce U3NON3Ba NOAXOASILA CXEMA HA JleyeHHe (BXkK. Touka 4.2).

B n3nurBaue npy 3apasH A00pOBOILM NONKHABHP/PHTOHABHP NPEAN3BUKBAT NPHUOIH3HTENHO
ABYKPATHO NOHHXXABAHE HA MJIA3MEHUTE KOHLIEHTPALIWK HA JIAMOTPHTHH, BEPOATHO YPe3 WHAYUUPAHE
Ha rIKOKY poHHpaHeTo. [1pH nauneHTH, npHeMaluy eAROBPEMEHHO JIeUeHHe ¢ TONHHABHDP/PUTOHABHP
TpabBa na 6bae U3MOA3BAH NOAXOAAL TEPANEBTHYEH PEXHM (BX. TOuka 4.2).

B eaHo npoyusane npu 3apaBH Bb3pacTHH 100poBONLK, aTazaHaBHp/puToHaBup (300 mg/100 mg),
npuiaraiy 3a 9 aHu, nourxasar nnasmeHuTe AUC u Chax Ha NaMOTPUriaH (eJHOKpaTHa A03a OT

100 mg) cpeaHo cboTBETHO ¢ 32% M 6%. [lpK nauneHTH, NpHeMalLIH EOHOBPEMEHHO NEYEHHME C
ara3aHaBdp/pHTOHAaBUp TpabBa ga 6bae M3NON3BaH NOAXOAALL TEPANEBTHUYEH PEXUM (BXK. Todka 4.2).

B u3nvTeane npy 3apaBy BL3pacTHU JoOpoBoNLM, napaueTamon | g (YeTHpH MbTH AHEBHO) NOHHKABA
niaasmMeHuTe AUC U Cin Ha 1aMOTPUTHH CpeiHO CbOTBETHO ¢ 20% n 25%.

HaHHu OT in vitro npoy4BaHe NOKa3Bar, 4e NaMOTPHIHH, HO He U N(2)-rmokyponua MetabonuTa, e
HuxubuTop Ha Oprannunus Tpancnoprep 2 (OCT 2) B MOTEHUHATHO KJIIHHHYHO 3HAYHUMH
KOHLIEHTpALIKK. Te3u AaHHU NOKA3BaT, Ye NaMOTpUruH € HHXHOUTOop Ha OCT 2 ¢ IC50 cToitHocT

53,8 uM. EaHOoBpeMEHHOTO NPHACKEHHE HA TAMOTPHIHH C IEKAPCTBEHH MPOAYKTH, KOHTO CE
eNMMHUHHpAT npe3 6bbpeunte U ca cybetpatu Ha OCT2 (Hanp. MeTdhopmuH, rabaneHTHH U
BapeHHUKJIUH), MOXKE Aa NOBEAE 1O NOBHLUEHH MJ1a3MEHHY HUBA Ha Te3H JIeKapCTRa.

KAMHHYHATA 3HAYUMOCT Ha TE3U PE3YNTATH HE € ACHO onpeaeacHa. Bhnpeku ToBa, NpHIOKEHHETO Ha
NIEKAPCTBOTO TPAOBA 12 € C NOBHILIEHO BHUMAHHUE MPH NALIMEHTH, KOUTO €JHOBPEMEHHO MpHEMAT
HSAKOH OT TE€3U JIeKaApPCTBEHM MPOAYKTH.

4.6 DpeMEeHHOCT H KbpMEHe

PHCK, CBbP3aH ¢ aHTUENWISNTHYHHUTE NEKAPCTBA KATO LIAJO

JleueHHETO Ha KeHHUTe ¢ AeTepoAeH NoTeHUMan Tpabea aa 6bae Noa KOHTpOJa Ha cne




IaHupa aa 3abpemenee. [Ipu xeHuTe, nekyBaHu 3a enuaencus, BHE3aMHOTO CNUPAHE HA JIEYEHHETO C
AEJ]I Tpabsa na ce u3bdarsa, Thit KaTO TOBa MOXE 12 AOBEAE A0 NMOKBA HA MIPHMAABLH CbC CEPUOIHH
MOC/ICACTBUSA BLPXY JKEHATa H HEPOAECHOTO aeTe. BuHaru, korato € Bb3MOXKHO, TpaOBa aa ce
[peanocYrTa MOHOTEPANWA, 3aL0TO JieHeHHETO ¢ HAKONKO AEJ] Moxe aa 6bae CBbp3aHO ¢ NOBHILECH
PMCK OT BpOAEHHK Man(dopMaLiMM B CPABHEHHE C MOHOTEPAIIHATA, B 3aBHCHUMOCT OT M3MO/I3BAHHTE
aHTHENHJIENTHYHH JIEKapCTBAa.

PUCK, CBbp3aH € NaMOTPUIHH

bpemenrnocm

"onam obem aaHHH NpH OPEMEHHM JKEHU, MPUEMATH TAMOTPHIHH KaTO MOHOTEPANMs No BPEME Ha
MbPBHA TPUMECTBP OT OpeMenHocTTa (noBeue ot 8 700), He npeanonara CbIECTBEHO MOKAYBAHE Ha
PHCKa OT roI€EMH BPOAEHHU MaI(POPMALIMUK, BKIIIOUUTENHO 3a€llKa YCTHA H BB/T4a NacT.
[TpoyuBaHHATa NpU XKHUBOTHH Ca NOKA3ANH TOKCHMHOCT 3a Pa3BUTHETO (BXK. TOUKa 5.3).

AKO € HaJTOXKHUTENHO JIeueHue ¢ JlamukTan no speMe Ha HPEMEHHOCT, NMPENOPHLYBA CE NPUIOKEHHUETO
Ha HaH-MaJlKaTa BL3MOXKHA TEpaneBTHYHA A03a.

JlaMOTpHIrHH MMa cnab MHXWOMTOpEH edexT BLPXY peayKTa3aTta Ha JUXHAPOdOIHEBATA KHCENHHA,
NOpaau KOEeTo MOXE TCOPETHYHO Ja NMOBHLIH PHCKA OT eMOpHOodeTanHo yBpexXaaHe uUpe3 NOHHKABAHE
HHBaTa Ha GonKHesa kucenHHa. [lpenoprunTeneH e npreM Ha GonMeBa KUCETNUHA NPU NTAHKWPaHE Ha
OpEMEHHOCT ¥ B paHHUTE NEPHOOH Ha OPEMEHHOCTTA.

PU3HOJOrHYHHUTE NPOMEHH, HACTDBIBALLM NO BpeMe Ha HpeMeHHOCT, MOTaT Aa MOBIUAAT HUBATA HA
JIAMOTPHIHH H/UNH TepaneBTHUYHMA edekT. UMa choblueHHs 33 nOHMWKaBaHe Ha M1a3MEHUTE HUBA HA
JIAMOTPHIHH NO BpeMe Ha OPEMEHHOCT ¢ MOTEHUHANEH PUCK OT 3aryba Ha KOHTPOJ BbPXY
npunaabLuTe. Chex paxIaHeTo HHBATa Ha JAMOTPHIHMH MOraT Obp30 Aa ce MOBHILAT ¢ PUCK OT
AO30CBbP3aHH HEXETaHHU peakUHH. [lopanu ToBa cepyMHUTE KOHUEHTPALUK Ha JIAMOTPHIUH Tpabaa
Aa ObAaT NpoCNEAABaHH NPERH, MO BPEME Ha H clel OpeMEHHOCTTa, KaKTO H 3a KpaTko ciel
paxkaaHeTo. [ Ipu HeobxoaumocT nosata Tpabsa aa 6bae aganThpaHa, 3a Aa ce NOAALPKA CepyMHaTa
KOHLICHTpaLKA Ha NaMOTPUIrHH Ha HUBOTO OT npean OpeMeHHOCTTa, MK 1a ObAe ananTupana crnopen
KNHHWYHUSA oTroBop. OCBEH TOBaA el paXkaaHeTo TpAbBa aa ce cneau 3a NposBa Ha A030CBbP3aHH
HEXEaHH PEaKLIHH,

Kvpmene

CpobluaBa ce, e 1aMOTPUIHH NpEeMHHABa B KbpMaTa NPH MHOrO Paz/IHYHH KOHUEHTPALIUU, KOETO
BOAM 10 OOIM HHBA Ha JIAMOTPUTHH NPH KbpMaueTaTa oT npubausurento 50% ot MaitunHuTe.
CrneaoBaTeNHO NPy HAKOH KbpMaveTa CePYMHHTE KOHLEHTPAUUH Ha JJAMOTPUIHMH MOXKE 14 JOCTUrHAT
HHMBA, NPU KOUTO ce HabnrogaeaT hapMakonorHyHH epeKTH.

[loreHunanHuTe nonsu ot KbpMeHeTO TPAOBRa Ja 6bAAT MpeLeHeHH CPeLly MOTEHLIMATHNSA PHCK OT
NposBa Ha HE)KEJIaHH PeakLMK NPH KbPMaUeTO. AKO XKEHaTa pellin Ja KbPMH, JOKATO € Ha IeYeHHe ¢
JTAMOTPHTHH, KbpMayeTo TpabBa na 6v1e NpocnensBaHo 3a NOABa Ha HEXKENaHH PEaKUUH, KATO
ceaauus, oOpue M ¢nabo HagaaBaHe Ha TErno.

Depmunumem

M3cnenBaHuaTa NpH KUBOTHH HE NOKa3BaT HeGNAaronpHATHO NoBIHABaHe HA QEPTHANTETA OT
NaMOTPHIHH {BX. TOUYKa 5.3).
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4.7 EdexTH BLpXy cnocobHocTTA 32 mModHupaHe H paboTa ¢ MAIIHHHA

T®Bi KaTo CBLIECTBYBAT MHAMBHAYANHHU PA3/IMKU B NOBIUABAHETO OT AeueHHeTo ¢ AEJL, Ha
NAUHECHTHTE, NpHeMalliy JIaMHKTan 3a neyeHue Ha enuiaencus, ¢e MpenopbyuBa Aa Ce KOHCYATHPAT C
NEKYBaLUIWA JieKap OTHOCHO CeUH@PHUYHHU BBNPOCH, CBLP3aHH € OMHPAHETO H eNUIIENCHATA.

He ca nposexaaHu H3NHUTBaHHA 3a ePEKTHTE BLPXY CNOcoOHOCTTA 32 rodupaHe U paboTa ¢ MaLKHH.
[Ipy ABE H3NHTBAHHA C AOOPOBOJILM € YCTAHOBEHO, Ye eeKTHLT HA NAMOTPUTHH BbpXY PUHATA
3PHTEJIHA ABHIATENIHA KOOPAUHALIHA, ABUXKCHUATA HA OUYHTE, PABHOBECHETO H CYOEKTHBHHUTE
CEIaTUBHK €QeKTH He Ce pa3nnyaea B cpaBHeHHe ¢ nnauedo. [IpH KIHHHYHH K3INHTBAHKA C
NaMOTPHIHH Ca AOKNAABAHH HEXKENAHHU PEaKUWH OT HEBPOJIOrHUeH XapaKkTep KaTo 3aMaitBaHe U
ABOHHO BiKAAHE. [lopanu Tasu napUunHa npeau aa wodupar uau aa paboTaT ¢ MalMHH NALMEHTHTE
TpaOBa MbLPBO 14 YCTAHOBAT KAK UM BiKfAE NevYeHHeTo ¢ JlaMukran.

4.8. Hexenann NekapcTBeHH PeAKIHH

HexenaHuTe IEKapCTBEHH peakUMH 33 NOKA3aHUATA eNUIencHa U OHNONIPHO pa3CcTPOMCTBO ca
CMIOpeA 1aHHHW OT KOHTPOJKPAHH KIIMHHYHHW WINIUTBAHHA U ApYr KNIHHHUYEH OTNT U ca U30pOoeHH B
Tabnuuara no-gony. Kareropuute no yecrora ca U3BeIeHH OT KOHTPOIHPAHH KIIMHUYHH U3NMUTBRAHUA
(MoHOTepanus 3a enunencus (0603Ha4eny ¢ kpbeTyel) U 32 GunonapHo pascTpoiicTBo (0603HaUEHH
CbC 3HaK 3a naparpad?)). [1py pasnuka B KATEropuATa NO HECTOTA MEXKAY AAHHHUTE OT KITHHUYHH
H3NUTBAHWA NPH ENUNENCUA U NPU OUNOARPHO Pa3CTPOCTBO € NoKa3aHa Haii-KOHCEePBATHBHATA
4yecToTa. Bbripekn ToBa, NpH AUNCa HA AAHHH OT KOHTPOJIUPAHH KIIMHUYHH U3MHTBAHHA KATErOPHHUTE
MO YECTOTA €A UIBECACHM OT APYr KIIMHHYEH OFHUT.

Bw3npuera € cneqHaTta K1acHpHKaLMs Ha HEXETaHUTE JIEKAPCTBEHH PEAKLIMM;
Muoro yectH (=1/10); uectn (>1/100 no <1/10); Hewectu (=1/1 000 o <1/100); peaku (=1/10 000 no

<1/1 000); mHoro peaxu (< 1/10 000); ¢ HeussecTHa yecToTa (OT HATMYHUTE JAHHU HE MOXKe Ja Obae
HarpaBeHa OLIeHKA).

CHcTeMoO-0Oprasnen Hexenana peakuns YectoTa
KJIAC
Hapywenua Ha XeMaTOIOrHYHH OTKJIOHEHHS |, BKJTIOUBALH
KPbBTa H INM(pHATA | HEYTPOMEHHA, TEBKOMICHUA, aHEMHA, TpoMOOLIMTONEHHA, | MHOro peaku
CHCTEeMa NaHLUKUTONEHHUA, aNAACTUYHA aHEeMHS, arpaHyJIOLIMTO3a
XeMmogarountHa numdoxuctuountosa (HLH) (Bx. MHoro peaku
TOYKa 4.4)
Jiumdanenonarus', Mcepaonnmdom C HensBecTHa
HECTOTA
Hapyweuna Ha CHHAPOM Ha CBPBLXYYBCTBUTEIHOCT 2 MHOro peaku
MMYHHATa CUCTEMA
XunoraMarnobynuHemus C HeusBeCcTHa
4eCcToTa
[Tcuxuunn Arpecus, pa3apa3HUTENHOCT YecTn
HAPYUCHUA Ob0bpKkBaHe, XanioLWHALMH, THKOBE (ABUrATETHH W/ HIH MHoro peaku
BOKANHHA THKOBE)

Kotumapu
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Hapywenus Ha
HEpPBHATA CHCTEMA

nasobonuelts

CuHnusocT 'Y, 3amaiipane’’, TpemopT, 6e3cnuuel,
Bb30yaa’

ATakcust
HHCT&I"’bMT, acenTHYeH MEHUHIUT (BXK. TouKka 4.4)

HectabunuocT, ABWratenHy HapyiieHuns, BJIOLIABaHE
ChCTOAHHUETO HA MAaLMEeHTH, CTpaaally oT OonecTra Ha
[Tapk1HCOH®, EKCTPANMPAMHAHH CHMIITOMH,
xopeoareTosal, ysenuuena uectota Ha npUNagbUKTE

MHoro uecrtu

YecTH

HeyecTH
Peaku

MHOro peaku

Hapywenus Ha ounte | unnonuaT, zambraeno 3peHHe)f HeuectH
KOHKHKTUBUT Peakwu

CTOMalIHO-YPEBHH lanene’, noppbiuanet, nnapusat, cyxora s ycrara YectH

HapyLUIEeHHA

Xenaro-OunvapHu YeproapobHa HeAOCTATLUHOCT, OTKJIOHEHHS B MHoro peaku

HAPYILCHWS uepHOAPOOHHTE PyHKLUMH?, NOBHLWIEHK CTOHHOCTH Ha

NnoKasaTeNIuTe Ha YepHOAPOOHHUTE DYHKLIHOHAJIHU
TECTOBE

Hapywenus Ha
KOXaTa H
NOAKOXXHATA THKaH

Koxen 06pus’Ts
Anoneums, peakuusa Ha GOTONYBCTBHTEIHOCT
Eputema myntudopme, cuaapom Ha Stevens—Johnson ?

TokcuuHa enuaepManHa HEKpou3a

MHOro uecTu
HeuecTtH
Penku

MHoro peaku

JlekapcTBeHa peakums ¢ €03HHODUNHA K CHCTEMHM? MHuoro peaku
CUMIITOMH
Hapywesus Ha Aptpanrus® Yecty

MYCKYJIHO-
CKCJICTHATA CHCTEMA
H CHbEAHUHHUTCIIHAaTA
ThKaH

Peakuuu, HanonoOABamH nymnyc

MHuoro peaku

HapyuwieHusa Ha

TyOynouHrepcTHunaneH HeppUT, CHHAPOM Ha

C HeusBecCTHA

O6bvOpeuuTe M TYOYJIOMHTEPCTHLHMANEH HEDPUT H YBEUT 4ecToTa
NAKOYHUTE NMBTHLLA
O61un HapywieHus v | YMopaemoct!, 6onkad, 6onka B rep6a’ YectH

epeKTH HA MACTOTO
HA MPHJIOKEHHE

OnuMcanue Ha U30paHU HEXKEJIaHU PEAKLIMH

' XeMaTONOrHYHHTE OTKAOHEHHS 1 IMM(PANEHONATHATA MOTAT Aa 6bIAT WK Aa He 6bAaT CBbP3aHH C
JIEKAPCTBEHATA Peaklna ¢ eo3uHoPunsg W cucteMHu cumnromu {DRESS) / cunapoma Ha

CBPbXUYYBCTBUTEITHOCT (BXK. CneLHaTHK npeaynpexaeHus U NpeanasHi Mepk nNpy ynoT

HapyuieHus Ha UMYHHATa CUcTeMa).
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20O6pus e cLOBIaBaH KATO YACT OT TO3H CHHAPOM, H3BecTeH cblio kato DRESS. Toea cheTosiHHe e
CBBP3aHO C pPas/IMYHH CHCTEMHH CHMNTOMH KaTO NOBULIEHA TeMNnepartypa, TuMdaaeHonaTsa, OTOK Ha
JIHUETO ¥ NPOMEHH B KPbBHATA KapTHHA, PYHKUHHTE Ha yepHHUa aApob u OubpeumTte. ITpossute Ha
TO3H CHHAPOM €a C PAa3NIHYHA KJIHHWYHA TEXECT, KaTO PAAKO MOraT aa ZOBeJaT 40 JUCEMHHHpaHa
MHTpaBacCKy/japHa KoaryJjauus H Mya1THOpraHHa HeaocTaTb4yHOCT. TpsnbBa na ce Uma npeasua, ue
PaHHUTE NPOAEHN HA CBPBLXUYBCTBUTENHOCT (HANPUMEP NOBHILEHA TeMNepaTypa, tMMpaneHonaTns)
MOXKE [1a €a MIPOIBEHH H Oe3 N0IOBUMO pa3BUTHE Ha oOpHB. [1pH ycTaHOBABaHE HA ONMCAHUTE
NPU3HALUH H CHMITTOMH € HeoDOXoaHMa He3abaBHa OLIEHKA HA CCTOAHMUETO HA MALMEHTA H CTIHPAHE
npuema Ha JlaMukTan npy 1MNca Ha Apyra €THONOrMUA 3a Pa3BUTHE HA TE3H peaKUuWH (BXK. TouKa 4.4).

* Te3n peakluH ca NOKAAABAHH M0 BPEME HA APYrHA KIWHHWYEH onuT. MMa crobiueHns, ye
NPHUICKEHWETO HA JIAMOTPUIHH MOXKE Aa BIIOWIM CHCTOAHHETO HA NALMEHTH, CTpadalll oT boecTTa
Ha [lapkHHCOH. MMa oTaenHn cvobuuerns 3a nossa Ha eKCTpanupaMuaAHY CHMITOMH K XOpeoaTeTo3a
NpH NaureHTH 6e3 ToBa CLNBLTCTBALLO 3a00N9BaHe.

‘YeproapoGraTa AucdhyHKLHMS OGMKHOBEHO CE NPOABABA BbB BPb3KA C PEAKLIMHTE Ha
CBPBXYYBCTBUTEIHOCT, HO B OTAENHH cliyuaH € HabnoaasaHa caMoCcTOSTENHO.

> B KITHHHYHH H3NIUTBAHKSA NPH BL3PACTHH, KOXKHH OOPHBM ca Habnogasauu npH 1o 8-12% ot
NaUUEHTHTE, MPHEMALIH JJAMOTPHTHH, W NpH 5-6% OT nauneHTUTe, Npremaiuu nnauedo. Pazsutuero
Ha OOpUBH BOAW 10 CITHpPAHE HA NMPHEMA HA NAMOTPHIUH npH 2 % oT naudeHTHTEe. OOPHBLT, B
NOBEUETO CyYaH MaKylonanyno3cH, 0OMKHOBEHO Ce pa3BUBa NPe3 MbPBUTE OCEM CEAMULIM OT
Ha4anoTo Ha JIEYEHHETO, KaTo MPpEeMHUHABA Cell criupaHe Ha npueMa Ha JlamukTan (BxK. Touka 4.4).

Chobitasann ca cCepHO3HH NOTEHUMANHO XHBOTO3aCTpallaBaLIX OOPHBH, BKIIOUYHTEIHO CHHAPOM Ha
Stevens-Johnson ¥ TokcH4YHa enuaepManHa Hekpoausa (CHHAPOM Ha Lyell) n nexapcTBeHa peakuus ¢
€03MHOPUIHA K cucTeMHn cumntomu (DRESS). B noseueto cnyuan Te3m peakumu npeMUHABAT Chef
CnHMpaHe Ha NpHeMa Ha NAaMOTPHIUH. BbNpeku ToBa, NPH HAKOH NAUMEHTH Ce pa3BUBaAT HeoOpaTHMU
LIMKaTPHUKCH, CHLLO Taka HMa PEOKH CliyUyaH Ha JieTaneH U3xon (BkK. Touka 4.4).

OO1HAT pucK 3a nosBa Ha OOPUB NOKa3Ba CHIHA B3aHMOBPH3KA C!

- TIPHEM Ha BHUCOKH HAYaJTHH JO3H JJaMOTPUIrHH M MPEBHILIABAHE HAa Npenopb4aHaTa A03a 3a
MOBHUILNABAHE HA TAMOTPUINHH (BX. TO4Ka 4.2)
-  €JHOBpPEMEHHO MPHNAraHe Ha BANMPOAT (BXK. Touka 4.2).

Hima cpo01LeHHs 3a HaManeHa KOCTHa MUHEpaNHa MTbTHOCT, OCTEONEHNS, OCTEONOPO3a U HpakTypH
NMPH NALKUEHTH Ha JLATOCPOUHO IEYEHHE C NaMOTPHUIMH. He e yCTaHOBEH MEXaHW3MBT, FI0 KOUTO
JITAMOTPUTHUH NMOBAHSBA KOCTHUA METADOIUIBM.

CroOuwaBane Ha [10A03UPAHY HEXENAHW PEAKLIMK

CpobliaBaHeTO Ha NOJO3MPAHH HEXKENAHH PEaKLUMH Cell paspelilaBaHe 3a ynotpeda Ha JieKapcTBEeHHS
NPOAYKT € BaXKHO. ToBa no3sonssa aa NpoabIKH HabMIOJ€HHETO Ha ChOTHOIWEHKETO MOJ3a/PUCK 3a
JeKapCTBEHHA NpoaykT. OT MEIHMLUMHCKHUTE CNELMATHCTH ¢€ U3UCKBA J1a ChoblaBaT BCsIka
NOAO3UpPAHA HEXKENaHa peakLMa Ha:

HM3nbiHUTENHA areHUHs 1o JIEKapCTBaTa

yi. ,Jlaman ['pyeB* Neo 8

1303 Copus

Ten.: +359 2 890 34 17
yeGcaiiT: www.bda.bg
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4.9 IIpenoznpane

CHMNTOMU U NPpU3HALM

CpobluaBaHH ca ciyuyaiiHu npeno3dpaHus ¢ gosu 10 go 20 nbT no-roieMH OT MakCHMAaTHaTa
TepanesTH4HA J03a, BKIIIOYHTEIHO CMbLPTHH Ciiyyad. B pesynrar Ha npeao3dpaHeTo ce yCTaHOBABAT
CHMITTOMM, BIJTIOYBALLH HHCTArbM, aTakKCHA, MPOMEHH B Cb3HAHHETO, FEHEPATU3MPAHH TOHHYHO-
KIOHHYH#H rppuoee (grand mal) u koMa. Paswupasane Ha QRS (3a6assne Ha HHTpaBeHTPHKYapHaTa
MPOBOAHMOCT) H yab/ikasaHe Ha QT cbuio ca HabnionasaHu NpH NaLMEHTH C NPEeLO3UPaHE.
Pasimmpasaxe Ha QRS npoasmkuTennoctTa o nosede ot 100 msec MoXe 12 ce CBBLPKE € MO-TEXKa
TOKCHYHOCT.

Jleuenue

[1pu npeao3npane nauneHTHT TPAOBa 12 NOCTHNH B DOAHMYHO 3aBEACHHUE U Ja ObAe NOANOKEH Ha
aneksaTHo nedeHHe. [Ipn HeobxoaumocT Tpabea na 6bae HanpaBeHO NeYeHHE HACOUEHO KbM
HaMansBaHe Ha pezopOuuaTa (axTueeH Bbriaen). [No-HaTaTeiHOTO NoBegeHye TpaOBa aa Obae KakTo e
KNHHUYHO NOKAa3aHOo, KaTo C€ B3EMAT NPEABH/ NOTEHUHAIHHUTE e(eKTH BbPXY ChpIeYyHaTa
MPOBOAMMOCT (BXK. Touka 4.4). Moxe ga ce OOMUCTN UHTPABEHO3HO NPUICKEHHE Ha JTUMH/H 3a
NCYCHHUE HAa KapAHOTOKCHYHOCTTA, aKO TA HE CE [OBJIMABA NOCTATHYHO OT HaTpHeB OukapboHaT. Hama
OIHT C XeMOAHANKH3aTa B IEYEHHETO Ha npeno3vpaHeTo. [lpu wect aobposonum ¢ 6ubpeyHa
HEAOCTATBYHOCT, 20% oT namMoTpHrHHa ca 6UNKM OTCTpaHeHH OT OpraHH3Ma Mo BpeMe Ha 4-yacosaTa
XEeMOoaHalu3Ha cecust (BXK. ToUuka 5.2).

5. ©®APMAKOJIOTHYHU CBOMCTBA
5.1 PapMaKOIHHAMUYHH CBOJicTBa
(OapmakoTepaneBTHYHA rpyna: Apyru autuenunenthutu nekaperea, ATC koa: NO3AX09.

MexaHu3bM Ha AeHCTBHE

PesynraTiTe 0T papMakoJOrHHHUTE NPOYUBaHUS NOKA3BAT, Y€ TAMOTPHIHH € ynoTtpeba- v BONTax-
3aBHCHM ONOKEP HA BONTAK-aKTHBUPAHMTE HATPHEBH KaHa K. Toi HHXHOKpPA NTPOABIKHUTENHOTO

NOBTAPSUIO ¢€ Bb30YKACHHE HA HEBPOHHUTE W MOTHCKA OCBOOOXKIABAHETO HA rNyTaMaT
(HEBPOTPAHCMHUTEP, KORTO UMA KJTIOYOBA POJIA B FTEHEPHPAHETO Ha eNWIENTHYHKTE rupuoBe). Tesu
¢()eKTH BepOSTHO AONPHHACAT 3a CBOHCTBATA HAa TAMOTPHIHH KaTO aHTHKOHBY/ICAHT.

3a pa3JIMKa OT TOBA MEXAHH3MHTE, N0 KOMTO IRMOTPUIMH OKa3Ba TEpPaneBTHYEH edeKT npy
OMNONAPHO pa3CTPOHCTBO HE €38 YCTAHOBEHH, BLNPEKH Y€ CE 0TAaBa 3HAYEHHE HA NMOBJTMABAHETO Ha
BOJITAXK-aKTUBUPAHHTE HATPHEBH KaHalH.

(DapMakoIHHAMHYHU ¢DEeKTH

Hpw u3cnenBanns 3a oucHKa Ha edekTa Ha IEKapCTBaTa BLPXY LICHTPANHATA HEPBHA CUCTEMA
yCTaHOBEHHTE edeKTH OT npunaraHe Ha 240 mg NaMOTPUrHH Ha 3apaBH JOGPOBONLIM, ca 6UAH
noaoOHH Ha Te3n 3a anauebo. Ot apyra cTpaHa ciea npunarake Ha 1 000 mg dbeHHTOMH MK
10 mg nuazenam ce ycTaHOBABAT 3HAYHTENTHO HapyLiaBaHe Ha UHATA 3PUTENHA ABHraTenHa
KOOpAWHAUMA, ABUKEHHUATA HA OUNTE, PABHOBECHETO U CYOEKTHBHH e(PEKTH Ha CeAUpaNE,
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[Ipu Apyro u3nuTBaHe cnea nepopaneH NpueM Ha eIHOKpaTHa no3a or 600 mg kapbamaszenuH ce
YCTaHOBABA 3HAYHTEJIHO BJIOLIABAHE HA (PHHATA 3PUTENHA NABHraTeNIHA KOOPAHHALIMA, IBMXEHUATA HA
OYHTC K PAaBHOBECHETO U MOBHIUABAHE Ha ChpAcYHaTa yeCToTa. OT Apyra cTpaHa clief, NpuiaraHe Ha
NaMOTPHruH B 1034 oT |50 mg 1 300 mg ycraHoBeHUTE edexTi ca nonobHK HA Te3H NPHU NPUEM Ha
nnauebo.

H3cneosane na eghexma Ha 1aMompucun 6bpxy CopOCYHAMA NPOBOOUMOCT

EdexTbT Ha MHOrOKpaTHOTO NprunaraHe Ha namoTpurud (10 400 mg/neH) BbpXy chpacuHaTa
npoBOAHMOCT, oLieHeHa 4pe3 EKT ¢ 12 oreexkaanus, e u3cneapaH npu npoy4BaHe 8bPXY 37paBu
Bb3pacTHH 100POBOJILK. He € OTHETEH KNHHHUYHO 3HAaYUM eeKT Ha JaMOTPHTHH BBpXY QT
MHTEpBAJIA B CpaBHEHUE ¢ nauedo.

KnuHuyHa ehHKACHOCT H 6e30nacHoCT

IIpesenyus na enuz00u Ha NPOMAKA HA HACMPOEHUEMO NPU NAYUECHMY C DUROIAPHO PAZCMPOUCMEO
J1B€ W3MUTBAHHA OLIEHABAT €(PHKACHOCTTA Ha AMOTPHIHH NMPH NPEBEHUMNS HA €MU30AH Ha NMPOMAHa Ha
HaCTPOCHHETO MNPH MaLMEHTH ¢ OMNoaspHo | pascTpoiicTro.

[ipoyusarero SCAB2003 e mynTuueHTpORO, ABOMHOCAANO, ABOKHO3ACIENEHO, MIaLUeBo U NHUTHIA-
KOHTPOJIMPAHO, PaHAOMH3HPaHO, ¢ (PHKCHpaHa 103a 32 OLEHKA Ha AbJrOCPOUHHATA NPEBEHUNWA HA
penanc H NoBTOPHA MNOABa Ha AENPECHs W/UAKW MaHUA NPH NAUKEHTH ¢ OUNonapHo | pazcTpoiicTso,
KOMTO HACKOpPO H/IH B MOMEHTa HA M3MHTBAHETO ca OunK B rosigM aenpecuseH enuszoa. Cnen
cTabunusnpane ¢ MOHOTEpanus C TAMOTPHIMH WK C KOMOHHHpPAHA TEpanHs, NauHEHTUTE ca Gun
PaHAOMHU3HPAHH B €IHA OT NETTE IPYNH Ha jeyeHue: naMoTpuruH (50, 200, 400 mg na neH), NUTHIA
(cepymum HuBa ot 0,8 no 1,1 mmol/l) unu nnauebo 3a makcumym 76 ceamuum (18 mecena).
[IbpBUuHaTA KpaitHa Touka € Ouna "Bpeme 10 Hameca nMpH enu30 Ha NPOMSHA Ha HACTPOEHHETO
(TIME)", kbieTo RamecHTe ca AONBAHUTENHA NEKAPCTBEHA TEPanHA WK eEKTPOKOHBY/ICHBHA
tepanua (EKT). Ilpoyusanero SCAB2006 ¢ 6uno ¢ noaoben ausaiii kato npoyusanero SCAB2003,
HO ce pa3iinuasa or SCAB2003 no oueHkara Ha ¢pnekcubunua no3a namotTpuruH (100 no 400 mg/nen)
M BKTIOYBA MALUEHTH ¢ OMNOaApHO | pa3cTpoiCTBO, KOMTO ¢a MMATH HACKOPO WM B MOMEHTA €A B
MaHHEH enu3on. PesynrartuTe ca npeacraeeHd B Tabnuua 7.
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Tabauya 7. Pezlome na pezyrmamume om npyusanusma, uzcredsamuu eguxacrocmma Ha
AAMOMPUSUH NPU NPEGEHYUANMA HA eNU300U HA NPOMAHA HA HACMPOECHUEMO NPU NAYUEHMU C
bunonapro I pascmpoicmeso

‘Aan’ na nannentTuTe 6e3 cnbuTHE HA ceamMHuna 76

IIpoyusane SCAB2003 [IpoyaBane SCAB2006
bunoasapHo I bunoaspso 1
Kpurepnii 3a ["onam genpecueeH enuzon ["onaM maHuWeH enuson
BKJIKOYBAHE
JlamotpuruH | Jiuruit | Tlnauebo | Jlamotpuruu | Jlutuit | Tlnauebo
bez Hameca 0,22 0,21 0,12 0,17 0,24 0.04
P-CTORHOCT 0,004 0,006 - 0,023 0,006 -
NOrapUTMHYHO
TpaHcopMUpaH
PEHKOB TeCT
(Log rank test)
bes aenpecus 0,51 0,46 041 0,82 0,71 0,40
pP-CTOMHOCT 0,047 0,209 - 0,015 0,167 -
AOrapUTMHYHO
TpaHchopMupaH
PEHKOB TECT
(Log rank test)
bes maHus 0,70 0,86 0,67 0,53 0,64 0,37
p-CTOWHOCT 0,339 0,026 - 0,280 0,006 -
NOrapUTMHYHO
TpaHCHOPMHPaH
PEHKOB TeCT
(Log rank test)

[1pn aHanu3u, noaxpensityu BpeMeTo 10 MbPBUA JENPECHBEH €MU30] H BPEMETO 0 MbPBHA
MaHHEH/XHMTOMAHHEH HIH CMECEH €NU30[, IEKYBAHHTE C NaMOTPHIHH MAUMEHTH €4 UMAITH 3HAYHMO
NO-ABJIMA BpEMEHA 10 MbPBH ACTIPECHBEH €MH30 B CPABHEHHE C NMAaUMEHTHTe HA naauebo, 1
pa3nuKara B TPETHPAHETO HE € HMAJa CTATHUCTHYECKA 3HAYUMOCT MO OTHOLLEHHE HA BPEMETO 10
MaHHeH/XHNOMaHWEH WUIH CMECEHH €NH3O0OH.

EdHkacHoCTTa Ha N1aMOTPHUTHH B KOMOHWHALMS CbC CTAOHIN3ATOPH HA HACTPOEHHETO HE € A0CTATHHHO
NnpoyueHa.

[leauaTpuyuHa NonNynaLus

Heya na evapacm om | 0o 24 meceya

E¢dukacnocTra M 6e30nacHOCTTa NpH KOMOHHMPaHa Tepanus Ha NApUMATIHK NPUNAALLUM NPH
NMaLMeHTH Ha BBb3pacT ot | 10 24 Meceua ca OLlEHEHH B €JHO MANKO, ABOHHOCAANO, nauebo-
KOHTPOJIHPaHO NpOY4BaHE C APEYCTAHOBABAHE Ha NpueMa. JleueHuero € vHHUMHUpaHo npu 177 nnua
NO CX€Ma 3a THTPUPAaHE Ha Ao3aTa, NnogoOHa Ha Tas3H NpH [ela Ha Bb3pacT oT 2 A0 12 roanHm.
JIaMOTpHruH TabneTkH oT 2 mg ca Hali-MaKOTO HATHYHO KOJHYECTBO Ha AKTHBHOTO BELLECTBO B
€QHa TabJieTKa ¥ 3aTOBA CTAHAAPTHATA CXEeMa Ha [O3HPAaHe € aaNTHPaHa B HAKOH C/y4aHu No BpeMe Ha




H34YHCAeHaTa 103a € No-Manka oT 2 mg). B kpas Ha BTOpara ceaAMULIZ OT TUTPHPAHETO Ca U3MEPEHMH
CEPYMHHTE HUBA H MTOC/ICBALIlATa A03a € HAMA/IEHA WK HE € MOBHLUEHA, aKO KOHLIEHTPaLHATA
HaasHwaea 0,41 pg/ml, ouakBanaTa KOHUEHTPALKA NPH BL3PACTHU NO TOBA BpeMe. [Tpu Hakow
MaLHEHTH B KpasA Ha BTOparTa CeAMHLA Ce € HANTOXKHIO HaManaBaHe Ha Ao3ara ¢ a0 90%. TpuaeceT u
ocem pecnonacpu (> 40% namanssaHe Ha 4eCTOTATa HA NPUNAIbLUMTE) Ca PAHAOMH3HPaHU Ha
nnauedo WNH Aa NpoabkaT Ha NaMoTPUrHH. [1poLeHTLT Ha NHUATA, NPH KOUTO TEpanHATa €
HeycnewHa, € 84% (16/19 nuua) npu pamoTo Ha nnauedo u 58% (11/19 nuua) npu paMoTo Ha
NaMOTPUIrHH. Pa3znukaTa He € CTaTUCTHYECKH 3HaUYUMa: 26,3%, 95%-eH NOBEpPUTENIEH HHTEPBA]
[2,6%; 50,2%], p=0,07.

Obwo 256 nHua #a Bb3pacT oT | 10 24 Meceua ca ¢ eKCNo3uLMS HA NaMOTPHIHH B 10308 HHTEPBAN OT
[ no 15 mg/kg/neH 3a nepuon ao 72 ceamuun. IpodunsbT Ha 6€30NacCHOCT HA JIAMOTPHTHH NPHU Acua
Ha Bb3pacT OT | Mecel A0 2 roanHM € NogobeH Ha TO3W NPH NMO-TONEMH A€Ld, ¢ HIKITIOUEHHUE HA TOBA,
4ye KIMHHYHO 3Ha4YKMMO BlIolaBaHe Ha npunaasLuTe (> 50%) e AoknaaBaHO NO-4ECTO MPH Jela Ha
BB3PACT NOL 2 roanHu (26%) B cpaBHeHHe ¢ no-ronemure acua (14%).

Cunopom na Lennox-Gastaut
Hsama naHH# 3a MOHOTEpAanuKA NpH NpUNaabLK, CBLP3aHKU CbC CHHApoMa Ha Lennox-Gastaut.

IIpesenyua na enu300u Ha NPOMAHA HA HAcMpoerueno npu deya (na evapacm 10-12 200urnu) u
WHowY (ha evipacm 13-17 zoounu)

MHOrOUEHTPOBO, NApPaneHOrPYNOBO, MAAUEO0-KOHTPOMUPAHO, ABOHHOCAANO, PaHAOMH3HPaHO, C
NMpCyCTaHOBABAHE HA NpUEMa NMPOYUBaHe OLEHABA €(HUKECHOCTTa H He30nacHOCTTa Ha N1aMOTpUrvH IR
KaTo AOMbJIBALA NOAABPIKALIA TEPANHUA 3a 3a0aBsHE HA €NW304M HA NPOMSHA HA HACTPOEHHETO NPH
ACUA U FOHOLLH OT MBXKKH H XKEHCKH no (Ha Bb3pacT 10-17 roaMHu), KOMTO ca NHArHOCTULIMPAHH C
THI | OMNONAPHO Pa3CTPOHCTBO W NPU KOHTO € OTAMKEH WK ca MOYyUHIn noaobpenne Ha GunossapeH
€Nn304, 10KaTO €a JIEKYBaHU C IAMOTPUTHH B KOMOMHAUMSA CbC CHIIBTCTBALIM AHTUNICHXOTHYHH
NeKapcTsa WK ApYTH JIeKapcTBa, CTaDMIM3AaTOPH Ha HACTPOEHUETO. Pe3yNTaThT OT NbPBHYHHS
aHaN3 3a ePUKACHOCT (BpeMe A0 NosARa Ha Sunonspuo cubuTie (time to occurrence of a bipolar event
— TOBE)) He noctura cratuctruecka sHauumoct (p=0,0717), cneqosaTenHo He € nokasaHa
e(pHKacHOCT. OCBEH TOBa, pe3yNTaTHTE 3a 6€30NacHOCT NOKAa3BaT NOBULIEHO CHOOLIIABaHE HA
CYHUHAHO NOBEACHHE NPH MALHEHTHTE, JIEKYBAHHU € NaMOTPUruH: 5% (4 nauueHTH) B paMOTO Ha
naMOTpHIrHH B cpaBHeHue ¢ 0 npu nnauedo (BXK. Touka 4.2).

Hicneapane Ha edexra Ha NAMOTPHTHH BbPXY ChDEUHATA IPOBOAHMOCT

EdekTbT Ha MHOrOKpaTHOTO Npunarade Ha nNaMoTpUruH (a0 400 mg/neH) BLPXY ChpaeUHATA
npoBoAKMOCT, oueHeHa upes EKI ¢ 12 oTeexnanua, € uscaeapaH npy W3NHTBAHE BLPXY 3ApaBH
Bb3PacTHU A0BPOBONLKM. He e oTueTeH KTHHUYHO 3HaYMM e(eKT Ha TaMOTpHIHH Bbpxy QT
HHTEpBaia B CpaBHEHHUE ¢ nnatedo.

3.2 @PapMAKOKHHETHYHH CBOHCTBA

AbBcopbuns

JlamoTpHruH ce pesopOupa 6-p30 M M3UAN0 B YEPBATA, KATO HE CE€ YCTAHOBIBA KIMHUYHO 3HAYUM
MeTabO0JIH3BM NPU MLPBO NIpEMHHABaHe. BLpXOBH MJIa3MeHH KOHUEHTPALMH e NOCTUraT
NpUOH3UTENHO 2,5 Yaca cnell NEpopaiHO MPHUIOKEHHE Ha namoTpuriH. Cnea npuem Ha XpaHa
BPEMETO 3a NOCTHIraHE HA MAKCHMA/IHA KOHLIEHTPALIUA JIEKO CE YAb/KaBa, HO CTENeHTa Ha pe3opbums
He ce npoMeHa. MakcHManHuTe KOHUeHTpaUKHH B CTALHOHAPHO CHCTOSIHHUE NTOKA3BAT
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HHTEPHHAUBUAYANHA BApHAOHUNHOCT, HO NMPH BCEKH HHAUBHAYAJIEH MALIMEHT TE3H CTOMHOCTH ce
pa3nu4aBaT MHOTO PALKO.

PaznpeaeneHue

CBBbp3BaHETO C NNA3MEHHUTE NPOTEUHH e npudnu3uTeNnHO 55%. He ce ouakBat nNposBH Ha TOKCHUHOCT
MPH H3MECTBAHE OT MACTOTO HA CBBP3BAHE C MJIA3MEHHUTE NPOTEHHM.

ObembT Ha pa3npenenenue € ot 0,92 no 1,22 I/kg.

buotpancdopmauus

JlamoTpuruu ce Metabonusupa ot ensumure UDP-rarokyporun tpancdepasm.

B MHOro Manka creneH B 3aBUCHMOCT OT J03aTa JJAaMOTPHIHH MOXE Na HHAYLHPA COOCTBEHHA CH
MeTaboM3LM. Hama nokaszaTencTea 3a BAMSHHE HAa 1aMOTPUIKH BbpXY dapMakOKHHETHKATa Ha ApYyTH
ALEJL He ce ouakBaT B3auMoaeHCTBUS MEXAY NJAMOTPHIHH U JIEKAPCTBEHUTE NPOAYKTH, KOUTO C€
MeTaboaU3UPAT OT UMTOXPOM Piso eHIUMMKTE.

E1uMHHKpaHe

[[nazmMeHHIT KNTHPLHC NpH 34paBy auua € npubnusurearo 30 ml/min, KnupbHCHT HA NAMOTPUIHH €
MPEAUMHO 4pe3 MeTaboNU3HpaHe ¢ MOCIEABALILO eTHMHHUpaHe noa jopMara Ha MIIOKYPOHH-
KOHIOrar ¢ ypruHara. [lo-manko ot 10% ot n1aMOTpPUruH ce eKCKpeTHpaT HENPOMEHEHM C YPHHATA.
Camo okono 2% ce ekckperupar ¢ $peueca. KNHpbHCBT M BpeMETO Ha NONYKHBOT HE ¢4 3aBHCHMH OT
no3ara. [lnasMeHHaAT NonyKUBOT NPH 34PaBH NHLA € H3YHCIEH NPUONHUIUTENHO Ha OKONO 33 yaca
(uatepsan ot 14 no 103 yaca). [1pn npoyusane ¢ nauneHTH cbe cuuaApoM Ha Gilbert, cpeannaT
KJIHPBHC € NOHHXeH ¢ 32% B CpaBHEHHE C HOPMATHUTE KOHTPOJIH, HO CTOMHOCTHTE Ca B FPAHHLIMTE 3a
ofbuiara rnonynauus.

BpeMeTo Ha noAyKHBOT Ha IAMOTPUIMH CE NIPOMEHS 3HAUYHTENIHO NPH €AHOBPEMEHHO NpHAAraHe ¢
Apyry nekapctea. [Ipy e1HOBpeMEHHO NpwiaraHe ¢ 1EKapCcTBa, KOUTO aKTHBHPAT IJIKOKYPOHUPAHETO,
KaTo KapbamasenuH u GEeHUTOHH, CPEAHOTO BPEME Ha NOJY)KUBOT HAa NAMOTPHUIHH CE€ peayLvupa
npubansnTenHo Ao 14 yaca, cbulo Taka, NpH CLBMECTHO NPHJIaraHe ¢ BAINPOAT, C& YABLKABa CpeaHO
npubnusutenHo Ao 70 yaca (Bxk. Touka 4.2).

JIMHeHHOCT

MapMakOKHHETHKATa Ha JAMOTPUIHH € nuHeHHa A0 450 mg — Hali-BUCOKaTa €AHOKPATHA H3NKTBAHA
HO34d.

Creuyantu rpynu Nalu|eHTH

Heya
[1pn onpenensiHe Ha KIMPbHCA CPEMO TENECHOTO TENJIO, NPH ACLIA CE YCTAHOBABAT MO-BUCOKH
CTOHHOCTH OT T€3H NpH Bh3PaCTHH, KATO HAl-BHCOKH ca NMpH NKLa noa 5 roaukd. BpemeTo Ha
NOAYKHBOT HA TAMOTPHIHH MPH AeuUa Hak-00110 € NO-MANKo OT TOBa NMPH Bb3PACTHH KATO cpelHarTa
CTOMHOCT € NpubNM3NuTENHO 7 Yaca npu nNpuiaraHe ¢ 1eKapcTBEHH NPOAYKTH, KOUTO WHAYLHMpaT
CH3HUMHH CUCTEMH KaTO KapbaMa3enuH H GEHUTOMH H ce yALKABa 10 CPEAHH CTOHHOCTH OT 45 1o
50 4aca npy eHOBPEMEHHO NpUNaraHe camo ¢ Banpoar (Bx. Touka 4.2).
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Manku Oeya na ev3pacm om 2 0o 26 meceya

[Ipu 143 neanaTpHUYHHU NALMEHTH Ha Bb3pacT oT 2 10 26 Meceua, Texalli oT 3 10 16 kg, KIUpBHCBT €
HAMAaJleH B CpaBHEHHE C MO-rONEMH AELA ChC CHLUIOTO TEJIECHO TEMN0, NpUeMalllH NoJ06HH nepopanHy
A03# Ha kg TeIeCHO TErNo KaTo Aeuara, no-roneMu ot 2 rogutu. CpeaHoTo BpEME Ha NONYKHBOT €
H3YHC/IEHO HA 23 4aca NpH AieLaTa Ha Bb3pacT Noa 26 Meceua, KOMTO ca Ha Tepanys ¢ EH3IUMHH
HHAYKTOPH, Ha 136 yaca npH eAHOBPEMEHHO NpWIaraHe ¢ Bannpoar 1 Ha 38 yaca npu nMua, JieKyBaHH
0e3 eH3UMHHN HHAYKTOPH/ HHXKOUTOPH. UHTEpHHANHBHAYaHATA BAPMaOWITHOCT Ha NepopatHUs
KIIUPBHC € Mo-ronisMa B rpynara Ha neJuaTpuuHuTe NnauHeHTH Ha 2 0o 26 Meceua (47%).
[lpeanonaraemMure HHBA Ha CEPYMHA KOHLIEHTPALMA NPHU Jeua oT 2 A0 26 MeceLa KaTo LAl0 ¢a B
CHIIMA HHTEPBAl KaTO NPH NO-TOJEMHTE AeUa, BLIPEKU Ye NMPH HAKOHU AELla C TENECHO TErJI0 Noa

10 kg MOoxe na ce ycTaHOBAT NO-BUCOKH Cpay HHBA.

Iayuenmu 6 cmapuecka ev3pacm

[IpoBeneH e nonynaunoHeH GapMakOKHHETHUYEH aHANH3 NPH MJIAAH MALUHEHTH W NPH MALHEHTH B
HanpeaHata Bb3pacT ¢ €MUJIETICHA, KOHTO Ca BKIIFOYEHHU B €IHH M ChIIK M3nUTBaHHA. [IpH olieHka Ha
Pe3yJITaTUTE HE CE€ YCTAHOBABAT KJIHHUYHO 3HAYUMH NPOMEHH B KJIHPbHCA HA NaMOTpHTuH. Ipu
MPUEM Ha €AHOKpAaTHA 1033 C€ YCTaHOBABAT C 12 % no-HUCKH CTOMHOCTH HA NPUBHUAHUA KJIHPBHC,
KaTo ChOTBETHO 3a 20 roaMiwiHa Bb3pacT ca okosio 35 ml/min, nokaTo npu nauveHTH Ha 70 roauiHa
eb3pact ca 31 ml/min. [Tonnxasane or 10 % ce ycTaHoBABa cae NeyeHHe B MPOABAKEHHE Ha 48
CEIMHLIH, KATO CTORHOCTHTE CHTBETHO ca oT 41 10 37 ml/min 3a ABeTe BL3pPacTOBH rpynHu.
[IposeneHy ca n NpoyusaHis Ha (papMaKOKMHETHKATA Ha IAMOTPHIHH Clel eIHOKPATEH MPHEM Ha
150 mg npu 12 3apaBu nuua B cTapuecka Bb3pacT. CpeAHHTE CTOWHOCTH HA KJIMPBHCA MPH TE3H
nauneHTH (0,39 ml/min/kg) ca B pamkure Ha cToliHocTuTe (0,31 0 0,65 ml/min/kg), ycTaHosenH crieq
[IPOBEACHH [IEBET KMMHWYHH W3CJI€ABAHHA MPH Bb3PACTHH (KOHUTO HE Ca B CTapuecka Bb3pacT), ciel
npunaraHe Ha eIMHUYHN 103K OoT 30 1o 450 mg,

bvbpeuno yepexcoane

Ha aBaHaaeceT noOpoBosuM ¢ XpoHHYHA ObOpeyHa HEAOCTATLYHOCT H Ha JAPYTH LIECT MAUKEHTH HA
XeMoaHanu3a ¢ 6runa npunoxkeHa exHoKpaTHa 103a ot 100 mg namorpurud., CpeaHuTre CTOHHOCTH Ha
KnnpbHca ca 0,42 ml/min/kg (xpoHnuna 6b6peuna venocraTbuHocT), 0,33 ml/min/kg (B nepuoaa
MEXAY XeMOAWaln3HuTe ceCud) U 1,57 ml/min/kg (no Bpeme Ha xeMoauanu3a), B CpaBHEHHE C

0,58 ml/min/kg npu 3apaen no6poronun. CpeaHOTO BpeMe Ha NOMYKUBOT Ha TAMOTPHIMH B NNa3MaTa
e 42,9 yaca (xpoHnuHa 6LOpeuHa HeaocTaTLuHOCT), 57,4 uaca (Mexay xemoananusute) u 13,0 uaca
(no BpeMe Ha XxeMOAKnanuK3a), B CpaBHeHHE ¢ 26,2 yaca npu 3apasu nodposoaun. CpeaHo,
npHbnusuTenHo 20% (mexay 5,6 v 35,1) OT KONHYECTBOTO JIAMOTPUTHH, HAJTHYHO B TANOTO, € 6Uno
CNTHMHHHPAHO MO BpeMe Ha 4-4acoBa XeMOAWanH3a. 3a Ta3u rpyna nalHeHTH HaualTHUTE 103K
NIAMOTPUrHH TPAOBa Aa ce OnpenenaT Cnopen CbbTCTBAILHA NPHEM HA JIEKAPCTBEHH NPOAYKTH.
Hamaneuu noagbpaxaium no3u Morar aa 6baat epHKacHH Npy NaUKeHTH ChC 3HAUYNTENTHO YBPEXAaHe
Ha OBbOpeunaTa pyHkuMA (BXK. ToUkH 4.2 1 4.4).

Heproopobro yepeocoane

[Ipv 24 nuua c pasnnyHa CTened Ha 4YepHoApoOHO yBpexcaaHe U 12 3ApaBH KOHTPONH € NPOBEAEHO
¢apMaKOKHHETHUHO NPOYUBAHE C NMPUNaraHe Ha eAHOKPaTHA 103a NaMOTPHIrMH. Meanaxara Ha
NMPUBHAHHA KIHPBHC HA NaMOTPpUruH € 6una 0,31, 0,24 uan 0,10 mi/min/kg npu naunenrure ¢
4yepHOAPOOHO yBpexkaane crened A, B, unn C (Child — Pugh xnacudmkauua) cLoTBeTHO, CpaBHEHA C
0,34 ml/min/kg npu 3apasute KoHTpoau, HauanHata no3a, 1o3arta Nnpy NOBMILABAaHE H NOAABLPKALLATA
A03a TpsabBa Aa OvaaT peayLuHpaHH NPH NAUUEHTH C YMEPEHO WIIH TEXKO HEPHOAPOOHO yBpeXKAaHe
(BXk. TO4Ka 4.2).
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5.3 IlIpeak//mHHYHN JaHHH 32 6e30DACHOCT

HexIMHHYMHHTE NaHHH HE NOKa3BaT 0co0eH PUCK 3a Xopa Ha 6a3a HAa KOHBEHLIMOHAIHHUTE
¢dapMaKkonoruyHM Npoy4saHus 3a 6€30MacHOCT, NPOYUYBAHHS 38 TOKCHUYHOCT [TPH MHOTOKPATHO
fp1naraHe, FeHOTOKCHYHOCT M KAHLIEPOreHEH NOTEHLMA,

[1pu npoyuBannaTa 3a penpoaAyKTHBHA TOKCHYHOCT U TOKCHYHOCT 3a PasBUTHETO NPH MPH3AYU M
3aiLIH, He ca Ha0/110AaBaHH TEePaTOreHHH eeKTH, HO ca YCTAHOBEHH NMOHKWKEHO (eTanHo Terio H
3a0aBsHe Ha CKeneTHaTa OcHUKALUS TTPH HHBA HA €KCTNIO3HLIMA, MO-MaNlKK WK CXOIHH C OYAKBAHHTE
NpH KIHHHYHA €KCNO3HUHUA. ThiH KaTo NO-BHCOKH HHMBA Ha €KCNO3MIIMA He 6uXxa Mornu na 6baar
H3CNeABAHH AIPH KHBOTHH NOPAAH TEKKOTO TOKCHUYHO Bb3ACHCTBUE BbPXY MAatUHHHA OPraHH3bM,
TEPATOrEHHHSIT NOTEHUHA HA TAMOTPUIrHH He € XapakTepH3HpaH Hall KIHHHYHATE eKCMO3HLIMA.

ITpyu nabxoBe € HabNO1aBaHO yBenHUeHHe Ha GeTaTHATA U NOCTHATANHATA CMBPTHOCT MpPH
MpUAaraHe Ha TJaMOTPHIHH NpPe3 KbCHHA MeCTaUMOHEH Y PaHHMA NOCTHaTaneH nepuoa. Tezu edexTu
ca OuitH HabmonaBaHKH NpH €KCMO3KLMA, MO-HUCKA OT OYaKBAHATA B KIIMHWYHATA [1PaKTHKA.

[Ip1 nnbXxoBe B 1OBEHUIHA BBb3pacT ca HabmonaeaHu edekT Bbpxy obyueHHeTo npu Biel maze tecra,
ieKko 3abapsHe Ha DanaHo-npenyuManHaTa cenapauMs M Ha BariHaIHaTa APoOXoAUMOCT, KaKTO
HaMaleHo HAJAaBaHEe HA TErno chel paxxaaHeTo NpH Fl XKUBOTHH MPH €KCMO3ZHLKH, NMO-HHCKH OT
TEPaNEeBTHYHUTE €KCNO3HLIHK NPH XOpa, Bb3 OCHOBA HA TE/IECHATA NOBBPXHOCT.

OnuTHTE NPH KUBOTHH HE NOKA3BAT HEONArONPHUATHH e(PEKTH Ha TAaMOTPHIHH BbpXy hepTuauTeTa.
JIaMOTpHruH ¢ n0Ben 10 HaMaNABaHe Ha GeTaTHUTE HHBA Ha (hosMeBa KHCEAUHA Npu nibXxose. CMaTa
ce, Ye AePHUUMTLT Ha PoareBa KUCENTHHA € CBbP3aH C MOBULIEH PHCK OT BPOAEHH MaihopMaLMy MpH
>KHBOTHH H XOpa.

JIaMOTPHIHH BOAK N0 10303aBHCHMO HHXUOHpaHe Ha hERG kananuera npu 4oseilikk eMGproHanHuU
ObOpeunu knerku. IC50 e npubAM3UTENHO AeBeT MLTH HAA MaKCHMaNHaTa TepaneBTHYHa cBOBOIHA
KOHUCHTpaLHA. JIaMOTPUrHH He Npean3BHKBa yawkaeaHe Ha QT uHTepBana rpv »HBOTHH NPH
€KCMNO3HUHHK NPHONH3IUTENHO A0 ABAa MbTH HaA MaKCHMAaJIHaTa TeparneBTHuHa ¢soboaHa
KOHUeHTpauus. [1pn kNMHHUHO poyuBaHe CbC 3ApaBH BBH3PAacTHH AoOPOBONLM HE € HabM0JaBaH
KITHHHYHO 3Ha4YHM edeKkT Ha n1aMOTpUruH Bupxy QT MHTepBana (Bx. Touka 5.1).

[TpoyuBanus in vifro nokaseart, ue B TepaneBTHYHO 3HAYUMH KOHLEHTPALMH NAMOTPUIHH NPOABABA
aHTHApPUTMHYHO AcHCTBHE OT Knac IB. Ilpu xopa Toi uHxHOHpa HaTpHeBHTE HOHHH KaHaNU B ChPLETO
C KHHETHKA ¢ Obp30 HACTBLNBAILM HAYAJIO M Kpail Ha AEHCTBHETO H CHIHA BOJTAXKHA 32BUCUMOCT,
noao0HO Ha APYTH aHTHAPHTMHUYHH CpeacTBa OT knac IB. B TepaneBTHUYHK 1034 NAMOTPHIHH He
3a0aBa kamepHaTa MpoBOAWMOCT (pa3wiupsBade Ha QRS) npH 3apaBH nMLa B UAIOCTHO MPOYYBAHE Ha
QT, HO NPH NAUKEHTH ¢ KIHHHYHO 3HAYHMH CTPYKTYPHH HITH QYHKLHOHATHU CbPACYHH 3a00NABaHHUA
TAaMOTPUIHH MOXE NOTEHLHANHO Aa 3a0aBy KamepHaTa NpoBoAUMOCT {pasiupsaeate Ha QRS) u na
npeau3BUKaA NMpoapUTMHA (BX. Touka 4.4),

6. OPAPMANEBTHYHHU JAHHHA

6.1 CnHcbk HA NOMOIIHHTE BeniecTRa
Kanuues kapboHar

XHIOPOKCHITPONUIILIENTY103a, HACTHYHO 3aMecTeHa
ANYMHHHEBO-MarHe3neB CHIIUKAT
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HaTpuer HHLIECTEH raukonat (Tun A)
[Tosunon K30

3axapHH HATPpHIA

Marsxesues creapar

Apomat Ha HOpOBHHKA.

6.2 HecnhLBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

3 rOOUHM.

6.4 ChneunajHH yC10BHA HA ChXpaHeHHe
To3u nekapcTBeH NPOAYKT HE H3UCKBA CNEUMANTHH YCIIOBUS Ha ChXPaHEHHE,
6.5 Buau cbabpxkaHHe HA OIAKOBKATA
bauctep ot PVC/PVdAC/anymunneso donuo.

Onakoskn ¢ 10, 14, 28, 30, 42, 50 unu 56 TabneTky 3a AbBUEHE/ AUCTIEPrypalnH ce TabrneTkH.

byTWiikH OT nonueTnneH ¢ Bucoka nbTHocT (HDPE) cbe 3awmTeHa oT aeua/3aldTeHa ot oTeapsHe
3anyLuaiKa.

OnaxoskH ¢ 14, 28, 30, 42, 56 nau 60 TaGneTku 3a AbBUEHE/AUCNIEPrUpalLU ce TAONETKH,
He BcHuku BHAOBE OnakoBku mMoraT aa 6baaT nycHAaTH Ha nasapa.
6.6 Chnennannn npeInasHH MePKHA NPH HIXBLPJIsSHE

Hama cneunanHy U3MCKBaHUs 3a H3XBLPISHE.

7. INPHUTEXATEJI HA PABPEINIEHHETO 3A YITIOTPEBA

GlaxoSmithKline (Ireland) Limited
12 Riverwalk

Citywest Business Campus
Dublin 24
HUpnauana

8. HOMEP(A) HA PAPEILIEHHUETO 3A YIIOTPEBA

Per. Ne 6700508
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9. HATA HA ITbPBO PA3PEIIABAHE/TIOJHOBSABAHE HA PA3ZPEILIEHHETO 3A
YIIOTPEBA

JlaTta Ha mbpBo pa3dpelwiaBaHe: |17 oktomepu 1997 r.
JlaTta Ha nocneaHo noaHoBABaHe: 22 oktomBpH 2009 r.

10. HAATA HA AKTYAJIU3UPAHE HA TEKCTA
04/2024
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