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1. UME HA JIEKAPCTBEHHA ITPOAYKT

JIAMOTPHKC 25 mg Tabnerku
LAMOTRIX 25 mg tablets
JIAMOTPHUKC 50 mg Tabnerku
LAMOTRIX 50 mg tablets
JIAMOTPHUKC 100 mg TabneTku
LAMOTRIX 100 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
JIAMOTPHUKC 25 mg TabneTku: Bcsika Tabnerka cbabpka 25 mg naMoTpurul (lamotrigine).

JIAMOTPHUKC 50 mg tabnerku: Bcsaka Tabnerka cuabpxa S0 mg namorpurus (lamotrigine).
JIAMOTPHUKC 100 mg Tabnetku: Bcsika Tabnerka cbabvpxka 100 mg namorpurun (lamotrigine).

[loMOLIHO BELIECTBO C H3BECTHO JIEHCTBHE: JIAKT03a MOHOXH/IPaT.
Beska tabnetka IAMOTPHUKC 25 mg cbaspka 24,7 mg n1akTo3a MOHOXHAPAT (€KBHBAJIEHTHO

Ha 23,47 mg JaKTo3a).
Beska tabnerka JIAMOTPHUKC 50 mg cbabpxka 49,4 mg nakro3a MOHOXHApPAT (€EKBHBAJIEHTHO
Ha 46,93 mg nakTo3a).
Bcesika Tabnerka JIAMOTPUKC 100 mg cbabpxka 98,8 mg nakro3a MOHOXHApAT (€KBUBAJIEHTHO
Ha 93,86 mg nakTo3a).

3a MbJIHHUA CNTHCHK HA NMOMOILIIHUTE BelllecTBa BUXXTe Touka 6. 1.

3. JJEKAPCTBEHA ®OPMA

Tabnerka

JIAMOTPHUKC 25 mg ca 6ex0BH, KpbIJIM, MJIOCKH TabneTku ¢ Haanuc MC oT eaHaTa crpaHa W

auameTsp 6 mm.
JIAMOTPHUKC 50 mg ca 0ex0oBH, KpPbIJIH, MJIOCKH TaOJIETKH C JEJIUTEJIHA YepTa U JHaMeTbp 8

mim.
JIAMOTPUKC 100 mg ca O0exo0BH, KpPbIJIM, MJIOCKH TAaOJIETKH C JE/IMTE/IHA YepTa U JHaMeTbp

9.5 mm.
Tabnerkure Morar na Obaar pas3jiefieHH Ha JIB€ paBHH JI03H, C HU3KJIKOYEHHE Ha TabIeTKUTe oT 25

mg, KOMTO HAMAT ACJIMTC/IHA HEPTA.

4. KJIMHUYHHU JAHHH
4.1. TepaneBTHYHH NOKA3AHHUSI

Enunencus

Bw3pacmnu u onowu na u nao 13 2oounu
- KOMOHMHHpaHa WM MOHOTEpAanHus Ha MNapudaliHd MM TEeHEpaIU3MpaHu MPUNALBLH,
BKJIFOYUTETHO TOHHYHO-KJIOHHYHH NMPHUNAAbLH

- npunaabLUM, CBbp3aHH cbC cHHApoMa Ha Lennox-Gastaut. TJAMOTPUK

(AEJI), ¢ koeTo n1a ce 3ano4He npu cuHaApoMa Ha Lennox-Gastaut.




Heya u onowu na ev3pacm om 2 0o 12 2oounu

- koMOHMHHMpaHa Tepanus HA NaplLHaiHd HIH IeHepaIM3UPaHH NPHUOATBLM, BKIIOYHTEIHO
TOHHYHO-KJIOHHYHH [TPHNaABLM ¥ NPUNagbLH, CBEP3aHH CbC CHHAPOMA Ha Lennox-(astaut.

- MOHOTEpAINUA Ha THITHYHYU abCcaHCH.

bunonaapHo pa3cTpoRCTBO

Bw3pacmuu na ev3pacm na u Hao 18 2o00unu
- NpeAOTBpaTABaHE Ha NETIPeCUBHH €MU30AU NpH nauueHTH ¢ dSunonspHo I pa3cTpoicTso,
KOHTO HMAT NPeIHMHO ACPECHBHH €304 (BXK. To4Ka 3.1).

JTAMOTPHKC e e nokaszaH 3a HHTEH3HUBHO JICYCHHUE HA MAHUHHH WIH ACTTPECHBHU €TTM30/H.

4.2. 103HPOBKA H HAYHH HA NPHIOKEHHE

ﬂﬁilﬂ@ﬂl(a

AKo H34HcIeHaTa A03a (HanpuMep 3a jledeHHe Ha Jela ¢ eMUJICIICHS MK HA NAIHEHTH C
yepHOApOOHH HapyILIEHHA) He ce paBHABA Ha ChAbpkaHHeTo Ha ugina (JIAMOTPHUKC 25 mg; 50
mg & 100 mg) nnu nonosuH Tabnetka (JIAMOTPHUKC 50 mg & 100 mg), Tpsabea na ce npuema
Hall-Onu3KkaTa No-HHCKA 1033, ChOTRETCTBALLlA Ha ITCJIOBHMH UITH LidJa TabneTka.

IToemopno 3anoueane Ha neuenue

[lpy noBTOpHO 3amno4YBaHe Ha JE€YEHHETO ¢ JAMOTPUIHH MpPH NALHEHTH, KOWTO MO0 HAKAKBA
NMPHYKHA ca MPEKbLCHANIU NpHeMa MY, TpAOBa Aa ce mpeueHd HeoOXOAUMOCTTa OT MOCTENEHHO
MOBHMIABaHE Ha J03aTa A0 NOAIBPXKAIaTa 033, Thil KATO PHCKBT OT cepUo3eH OOpPHB € CBBP3aH
C BHCOKH HavYaNHU J03H H NpeBHLIaBaHE Ha TMpenopb4BaHaTa J[A03a 3a MOBHLIABAHE HAa
NAMOTPUIHH (BXK. TOYKA 4.4),

KonkoTo mo-rojiiM € HHTEPBAIBT OT BpeMe Chell NpHeMa Ha NpeAulliHaTa A03a, TOJNKOBa I0-
rolsMo BHHMaHHe TpabBa ja ce oObpHE Ha NOCTENEeHHOTO JOCTHraHe Ha NoAIbpikaulaTa 4o3a.
Korato uHTEpBaNbT OT BpEME Cliel] NPEKHCBAHETO HA JICYEHHETO ¢ JAMOTPUIHH HAJBMIIABA MeT
MOJMYKHBOTa (BX. Touka 5.2), 0OMKHOBEHO MOATBPXKALLATATA A03a HA JAMOTPHIrHH Tpabsa na ce
NOCTHIHE CIIOopeA MOAXOAAILATA CXEeMa.

[IpenopruBa ce JIeYEHUETO ¢ JIAMOTPHIHH 1A HE €€ 3anoMBa OTHOBO MPH MALKEHTH, KOUTO ¢a Io
NpeKbCHaNKW nopaau oOpHB, CBLP3aH ¢ MNPEAULIHOTO JIGYEeHHE C JIaMOTPUIHH, OCBEH ako
MOTEHIHAJHATA N10Ji3a HECBMHEHO HaJBHINaBa PHUCKA.

Enunencus

[Ipenopp4BaHOTO NMOCTENEHHO MOBHIIABAHE HA J03aTa M MOJAIBPXKALIMTE J03M 3a Bb3PAacCTHH H
IOHOIIIM Ha Bb3pacT Ha W Haj 13 rogunu (Tabnuua 1), n 3a Aaeua ¥ 0HOWH OT 2 A0 12 roauHu
(Tabnmuua 2) ca npeAcTaBeHH no-70jy. HavanHara go3a M NMOCHEABallloTO #i NMOBHUUIABAHE HE
TpabGBa na OpAaT NpeBHLUABAHHU (BXK. TOUKA 4.4) mopaaM pKHCK OT nossa Ha oOpus.

[Ipn npeyctaHoBABaHe Ha chIbTCTBall npueM Ha AEJl uau npuw nobaesHe Ha aApyru AEJl/
NEKAPCTBEHH NMPOAYKTH KbM TE€PaNeBTHYHH CXEMH, BKIIOUYBAUIH JIAMOTPMIHH, TpaOBa Ha ce uMma
npeaBu eQekTbT, KOHTO MOXe Ja OKaXe TOBAa BbPXY (apMakOKHHETHKATA HA JTAaMOTPUIrHH (BXK.
TOYKA 4.5).

Tabruya 1. Bv3pacmuu u wonowu na evspacm 13 u nogeye 200unu — npenops
JEYEeHUEC HA ENUIENCUR




CxeMa Ha leyeHHe Cepmuun 1 +2 | Ceamuum 3 +4 | ObuyaliHa noaabpikaiiia 103a
MosoTepanns 25 mg/pen 50 mg/nen 100 — 200 mg/nex
(BeAHBX (BeaHBX (BeAHBXK MHEBHO MM B JBa
JHEBHO) JHEBHO) npHeMa)

3a Aa ce NOCTUrHE MOAILPKALIO
JEYEHHEe, OO3UTE MOXKe Ja ce
nopuaBar ¢ Makcumym 50 — 100
mg Ha BCAKA e€OHa [0 [BE
ceAMHLIM OO0 TNOCTUraHe Ha
OITHMAJIEH OTT'OBOP.

[I[py HAKOM  TNAUNUEHTH  Ca
HeoOxoamMu 500 mg AHEBHO 32
MOCTHTaHe Ha XXENaHus
TepaleBTHYEH OTTOBOP.

KomOnaHpana Tepanaa C Baanpoat (MHXHOUTOP Ha IMIOKYPOHHPAHETO HA TAMOTPHIHH — BXK.

TOUKa 4.3)

Tazu cxema Ha | 12,5 mg/nen 25 mg/nen 100 — 200 mg/nen

no3upane TpaOBa na | (mMpUeMaHu KaTto | (BEOHBX (B€AHBIK MJHEBHO HIM B JBa
Obae H3noN3BaHa ¢ | 25 mg npe3s AeH) | AHEBHO) npHeMa)

BaJINpoar
He3aBHUCHMO oT
ChN'bTCTBAITAS
npueM Ha
NeKapCTBEHH
NPOIYKTH

APYT'H

3a pa ce MOCTUrHE NOITBPXKallo
JIeYeHHe, NO03UTE MOXKE Ja Ce
NIOBHINABAT ¢ MAKCHMYM 23 — 50
mg Ha BCAKA €JHa OO0 [HOBE
CeIMHLH [JO [OCTHraHe Ha
ONTHMAJIEH OTIOBOD.

KomOnnupana tepanas bE3 Banopoar @ C HHAYKTOpPHA HA IMIOKYPOHHPAHETO HA
JaMOTPHIHH (BXK. TOYKa 4.5)

Tazm cxema Ha
no3upaHe TpAOBa Ja
ce H3nonlpa Oes
BAIIpoAar, HO C:

(heHHUTOHH
kapbamazenuH
denobapbuTan
MPUMHAOH
pHdaMNHIHH
NONHHABHD/
PUTOHABHP

50 mg/nex
(BEAHDBX
JTHEBHO)

100 mg/nen
(B 1Ba Npuema)

200 — 400 mg/nen
(B ABa NpHeMa)

3a ga ce MOCTHrHe NOANBPKAIL0
JICYCHUE, AO3MTE MOXE Ja ce
noBuuapar ¢ MakcumMyM 100 mg
HA BCSKA €7iHa A0 ABE CEIMMUH A0

[OCTHraHe Ha ONTHMAaNEH
OTIOBOD.
I[lpn HaxkoM  nalLMEeHTH ca

HeoOxomumu 700 mg aHeBHO 3a
NOCTUraHe Ha KeJTaHNA
TEpaneBTHYEH OTTOBOP.

KomOnnupana tepanas bE3 Baanpoar m BE3 HHAYKTOPH Ha rJIIOKYPOHHPAHETO HA
JAMOTPHIiH (BX. TOUKa 4.5)

Tazu cxemMa  Ha
AosupaHe TpabBa na
ce H3NoNn3Ba ¢ ApYyru
JIEKAPCTBEHH

25 mg/nex
(BEAHDK
JIIHEBHO)

50 mg/neH
(BeaHDXK
JIHEBHO)

100 — 200 mg/nen

(BEAHBLX JHEBHO HIH B
npueMa)




NPOAYKTH, KOUTO HE 3a 7a ce MOCTHIHE MOJAbpIKALLO
MHXHOHpAT HNH HE JieyeHHe, MAO3UTE MOXe Ja ce
HHIYLIMpaT nosumaear ¢ MakcuMym 50 — 100
3HAYHTEJIHO mg Ha BCAKA e€JHa J0 JBE
MIOKYPOHUPAHETO CeIMHIM JO TIOCTHraHE€ HAa
Ha JJAMOTPHTHH ONTHMAJIEH OTIOBOP.

[lpy mnanMeHTH, nNpHeMalld JIEKAPCTBEHM MNPOJAYKTH, 33 KOHTO HE Ca H3BECTHH
dapMakOKHHETHYHH B3aMMOACHCTBHA C NaMOTPHTHH (BX. To4ka 4.5), TpadBa ga ce H3Non3Ba
CXeMa Ha Jie4eHHe KaTo IPCNopbyYBaHaTa 3a JIJAMOTPHIHH ¢ €AHOBpEMEHEH IPHEM Ha BaJNpoar.

Tabruya 2: Heua u ionowiu na gv3pacm om 2 00 12 200utu — npenopvyueana cxemda 3d ReYenue Ha

enunencus {obwa Oneana 0o3a ¢ mg/kg menecHo meano/Oen) **

Cxema Ha neyenne | Cenmuuu 1 +2 Ceamuuu 3 +4 | ObuyaliHa moiabpKaLia no3a

MonoTtepanus npm | 0,3 mg/kg/nen 0,6 mg/kg/nen 1 — 15 mg/kg/nen

THOHYHHE abGcancn | (BeAHDX AHEeBHO | (BeJHDBK JOHEBHO | (BEAHBXK J[AHEBHO HWIH B JBa
HJIM B ABA UJIH B JIBa npHeMa)

IpHEeMa) npuemMa)
3a Aa ce NOCTUTHE NOAABPXKAIN0
NeyeHHe, JO3WTEe MOXKE Ja ce
MOBUIIABAT MAKCHMYM ¢ 0,6 mg/
kg/acH Ha BcAKa eaHa A0 /Be
CEAMHIH JAO TMOCTHraHe Ha

ONTHMAJIEH OTTOBOp, C
MAKCHMAaJIHA JHEBHa J03a OT
200 mg/neH.

KomOuuapana Tepanusa C Baanpoat (MHXHOHTOP HA MNIOKYPOHUPAHETO Ha JJTAMOTPHUIMH — BXK.

To4YKa 4.5)

Ta3n cxema Ha 0,15 mg/kg/nen* | 0,3 mg/kg/nen 1 — 5 mg/kg/nen

no3upaHe TpAOBa ce | (BEAHBX AHEBHO) | (BEAHBK (BeAHBXK [AHEBHO WIH B JBa

H3M10JI3BA C IHEBHO) npHemMa)

BaJINpoar

HE3ABUCHUMO OT 3a 1a ce NOCTUrHE NOAABPKALLO

CBITBTCTBAIHS JIEeYEHHE, MO3UTE MOXKE Ja Ce

NPUEM Ha OPYTH noevinasar Maxkcumym ¢ 0,3

NEKAPCTBEHH mg/kg/neH Ha BCAKa eJHa [0

POAYKTH JBE CEAMHIH A0 MOCTUraHe Ha
ONTHMAaJIEH OTrOBOP o
MaKCHMajlHa MOJAAbpaalla 1034
oT 200 mg/nex.

KomOuaupana Tepanns BE3 Baanpoar B C HBAYKTOPH Ha rAIOKYPOHHPAHETO HA
JAMOTPHIrHH (BX. To4ka 4.5)

Tazu cxema Ha 0,6 mgkg/nen | 1,2 mg/kg/nex 5 — 15 mg/kg/nen
Jo3upaHe TpsOra Aa | (B ABa npuemMa) | (B ABa npveMa) (BeIHBXK JOHCBHO HIM B [Ba
ce u3noj3ea 6e3 npuemMa)

BaJIIIpOAaT, HO C.
3a 1a ¢e MOCTHIHe noaaepXKalo

¢eHUTOUH NevYeHne, AO3HTEe MOXKe Ja ce
kapbamazenuH MOBHIIABAT MaKCHUMyM ¢ |1
¢eHobapburan mg/kg/oeH BcAka €AHa Y
NpUMHCH CeAMHUIIN 0 TNOCTHA/ANES




pudaMITULINH ONTUMAIEH OTIOBOP, 10
NONHHABUP/ MaKCHMaJHA MOAAbpXaila 103a
 PUTOHABHp oT 400 mg/neH.

Kombnaapana Tepanas BE3 sannpoar m BE3 mEayKTOpH HA IAIOKYPOHMPAHETO HA
JAMOTPHIHH (BXK. TO4Ka 4.5)

Tasm cxema  Ha | 0,3 mg/kg/nen 0,6 mg/kg/nen 1 — 10 mg/kg/nen

no3upaHe TpaOBa Aa | (BeAHDBK JHEBHO | (BEAHBXK JHEBHO | (BEAHBXK [JHEBHO HAIM B JBa

CE¢ U3MON3BA C JPYTH | HJIH B ABA 15017 B IBa | npHeMa)

JTeKapCTBeHH npueMa) IpHUeMa)

MPOAYKTH, KOUTO HE 3a na ce MOCTUTHE MOAABPAKALLO

HHXHOHpAT HIH He JEYCHHE, NO3UTE MOXe Ja Ce

HHIYLIHPAT noBMinaBaT MakcuMym ¢ 0,6

3HAYHTEHO mg/kg/meH BcAka enHa 40 JBe

FIOKYPOHUPAHETO CeAMMIH A0 [OCTHraHe Ha

HA JTAMOTPUTHH ONTUMAJIEH OTTOROP, hi (v
MaKCHMAaJIHa TOJThpAKAla 1032
ot 200 mg/nen.

[Ipy nDalMeHTH, [pHEMalld JISKAPCTBEHW TMNpPOAYKTH, 3a KOMTO HE ¢a H3BECTHH
¢apMaKOKMHETHYHH B3auMOENHCTBHs C JaMOTpHIHH (BkK. Touka 4.5), Tpsabpa ga ce U3mONA3Ba
CXeMa Ha JIeYeHHe KaTo [perophyaHara 3a JaMOTPUIHHE C €THOBPEMEHEH NIPHEM Ha BAINPOAT.

* SABEJIEJXXKA: Ako U34ncieHara JHEBHA 034 MPH NMALUEHTH, IPUEMALIH BAJIIIPOAT, € MEXITY
2,5 mg U 5 mg, Moxe mpe3 nbpBUTE 2 CEAMHIM Ja c€ MpUeMa J03a 5 mg Mnpe3 JeH. AKO
U3YMCIeHaTa AHEBHA Jo3a TNpHE NMauueHTH, NpHeMallld BallpoaTr, € Mo-HUCKa oT 2,5 mg,
Ta0NeTKH 3a AbBUEeHe/ AUCTIEPrUpaIl ce TabNneTKH 1aMOTPUrHH He TpAOBa Aa ce usnonsear. HE
CE onwuTBaiiTe 1a npuiarate YaCTUMHH KOJIMYECTBA OT TaO/METKH 3a AbBYeTe/ JUCTIEPrHpallH Ce
Tabnerku.

** AKO H3YHCJIEHATA 1032 JAaMOTPHMIMH HE MOXeE Aa C€ MMOCTUrHe KaTo ce M3NOJN3BAT LEIU
(JAMOTPUKC 25 mg; 50 mg & 100 mg) wiu nonosuH Tabiaetku (JIAMOTPHUKC 50 mg & 100
mg), Do3ara TpadBa Aa ce 3aKpbpIVIM 10 Hal-OnM3Kara NO-HUCKa [033, CHOTBETCTBAINA Ha
MONOBHH MJIM 1i5N1a TabJeTKa.

3a [1a € CUFYPHO MOAOBPKAHETO Ha TepaleBTHYHATA A03a, TETJ0TO Ha JeTeTo TpAbBa na ce
MpocieasaBa H 1034Ta TpAOBa /la ce NpoMeHs cropen IpoMeHnuTe B Ternoro. [Ipeanonara ce, ye
MpH TAHEHTHTE Ha Bb3pPacT OT JBe A0 ILIecT IOAUHKM WE € HeoOXOMHMO NpHnaraHe Ha

MOAALPKALIA 4032 Ha MOpHATA rPaHULIA HA NPENOPbYaHUs HHTEPBAJI.

Crnen mocTHraHe Ha KOHTPON BbpXy 3a0ondBaHeTo NpH KOMOMHMpaHa TepanHs IIPUEMBT Ha
cprbTeTBaluTE AEJ] MOXeE Ia Ce cripe, KaTo C€ NPOARIKH C MOHOTEpPAIHS C TAMOTPHTHH,.

Heya noo 2 200unu
JauuuTe 3a eHKacHOCT M Oe30macHOCT Ha JIAMOTPUIrHH Np¥ KOMOHHUpaHa Tepanus Ha

NapUHATHY NPUIIagbUM IPH JeLA Ha B3pacT oT 1 Mecel 10 2 roAuHHU ca OrpaHU4YeHM (BX. TOYKa
4.4). Jluncear NaHHHM OpH Aela Ha Be3pacT non 1 Mecen, CnemoratrenHo ynotpebata Ha
JaMOTPHIHH TIpH J€lUa Ha BB3pAcT noj 2 roJAHHH HE C€ MNpenoppuBa. AKO BBIIPEKH TOBA,
OCHOBAaBalKH c€ HAa KJIMHHYHATA HEOOXOAUMOCT, C€ B3EME PELICHHE 3a JIeUEHHe, BXK. ToUkd 4.4,
5.1 u5.2.

bunonapno pascmpoucmeo




B tabmuuuTe mo-10ay ca NpeicTaBEeHH MPEnopbYBAHUTE CXEMM HA NOBHMLIaBaHe Ha J03ara H
NoAABPKALIMTE J0O3H 33 MALHEHTH Ha Bb3pacT 18 u noseue roguHu. Ilpexoanara cxeMa BKIKOYBA
NOCTENEHHO MOBHLIABAHE HA A03aTa Ha JAMOTPHTHH RO NOAAbpXAlla CTaDMIIH3Hpallia [03a 33
nepdon ot iect ceaMuuu (Tabamua 3), cnex koero TMPHEMBT Ha JApPYrH NCHXOTPOIHH
nekapcTBeHd NpoAykTH W/unn AEJl moxe na 6bae npeycTaHOBEH, aKO € KIHHHYHO MOKa3aHo
(Tabnuua 4). KopexunnTe Ha go3ara ciaei AoOaBAHE Ha APYrH TNCHXOTPONHH JIEKAPCTBEHH
npoaykty w/unn AEJ] ceuio ca npeacraseHu no-gony (Tabnuna 3). Ilopagn puck OoT pa3sBHTHE
Ha oOpHB He TpaOBa Aa ObAe NpeBUlIaABaHA HA4AIHATA 103a ¥ TpA0Ba 1a ce cna3Bar npenopbKUTe
33 NOBHMILIABaHe Ha J03aTa (BXK. Touka 4.4).

Tabnuya 3: Bwipacmuu nayuewmu na 18 u nogeue 200unu — npenopvyeaud cxema _3d
noguuiasane na 003ama 0g noddwpicawa cmabunusupawya obwa OnegHa 003a NPU AeHenue Ka

buUnoraprO pascmpoticmeo

CxemMa Ha n1eueHuUe

Cenmuim 142

Cenmuun 3+4

Ceamuua 5

Taprerna
cTabWiH3npala ao3a
(Ceamuna 6)*

HHAYKTOPH HA 110

OHHPaHETO Ha JAMOTPHIHH (BX. TO4Ka 4.5)

Monorepanus ¢ Jgamorparan HJIM xomGuampana tepanas BE3 sannpoat 5 BE3

MHXUOMpAT HIH He
MHAYLHPAT 3HA4YHUMO
FMIOKYPOHHPAHETO Ha
JIAMOTPUTMH

Tazu cxema  Ha | 25 mg/aeH | 50 mg/ned | 100 mg/nen | 200 mg/nen  —
no3upaHe Tpabsa Jna | (BEAHBX (BeAHBX (BeAHDBK obHuaiina Taprersa
Cce HM3NOoJ3Ba C LPYTH | AHEBHO) JHEBHO HJIH B | AHEBHO MMM | A03a 33 OINTUMAJIEH
JIeKapCTBEHH IBa NpHEMa) B aBa | OTFOBOpP (BEAHDBXK
MPOAYKTH, KOUTO HE npuemMa) JHEBHO HJH B JBa

npueMa)

B KITMHHYHH
M3MTUTBAHHUS ca
npujaraiy AO034 B
uHtTepBana 100 — 400

mg/neH

KomOnanpana tepanas C paanpoat (MHXHOHTOD Ha MMIOKYPOHHPAHETO HA NAMOTPHUTHH — BK.

TouKa 4.35)

Taszm cxema  Ha | 12,5 mg/oen | 25 mg/aed | 50 mg/aed | 100 mg/nen
nevyeHune TpsadBa Aa ce | (IpHEMaHH (BEAHDK (BeaAHBX obHyalina TapreTHa
M3MOJI3BR C Baampoar | Kato 25 mg | AHEBHO) JHEBHO UJIM | A03a 3a OlNTHMAaeH
HE3aBHCHMO OT | IIpe3 AeH) B ABAa | OTTOBOP (B€AHBX
npyeMa Ha JIpyru npueMa OHEBHO WIH B JABa
NeKapCTBEHH JHEBHO) nprema)

NPOAYKTH

B 3aBUCHUMOCT OT
KJIMHHYHUA OTIFOBOP
MOXE Aa ¢e NPHI0XKH
MaKCcHMaiHa J03a OT

200 mg/ neH.

KomOnaapasa Tepands BE3 saaopoar @ C HHAYKTOPDH HA TJHKYPOHHPAHETO HA

JAMOTPHIHH (BX. TOUKa 4.5)

Ta3u cxeMa Ha 50 mg/nen | 100 mg/men | 200 mg/nen | 300 mg/nen npes
neyende TpabBa Ja ce | (BEAHBXK (paznenenn B | (pasgeiieHn | ceaMuua 6,
npuaara oes IHEBHO) IBa MPUEMA) B IOBa | HyXJa [OBH
BA/INPOAT, HO C: MpHeMa) J0




TapretTHa go3a ot 400
dbenuTONH mg/neH npes
kapbamMasenus CenqMHIIA 7 38
¢enobapburan MOCTUraHEe Ha
NPUMHIOH ONTUMANEH OTrOBOP
pHdaMIUIMH (pasnencHH B ABa
NONHHABHP/ npUema)
 PUTOHABHP
[I[py nanMeHTH, T[pHEMAllH JIeKapCTBEHW NPOAYKTH, 38 KOHTO He ¢a H3BECTHH

dapMakOKHHETHYHH B3aMMOJeHCTBHA C NaMOTPUrHH (BX. Touka 4.5), TpabBa ma ce H3non3Ba
CX€Ma Ha JICYCHHE KaTO NPENophYBaHaTa 3a JAMOTPHIHH C ¢XHOBPEMEHEH NpHEM Ha BAJIIpOAT.

*Taprersara crabunu3npaiia A03a Bapupa cnopes KTHHHYHHA OTrOBOP.

Tabauya_4: Bvapacmuu nayuenmu na 18 u noeeue 20dunu — nododwvpoicawa cmabunusupaua

obwa OnesHa 003a CRed NpeycmaHO8ABAHE HA AEYEHUEMO CbC CbNLMCMEAWYU REeXAPCIEEHY

NpooyKmu npu 1eYenue Ha OuUNORAPHO pascmpoucmeso

Cnen nocruraHe Ha TApreTHaTa AHCBHA IOLAbpXKallla CT&ﬁHJIH?-Hp&IIIa A03a IIPUHCMDBT Ha APYTHTEC

JICKAPCTBCHH NMPOAYKTH MOXKE Ja Onae NpCYCTAHOBCH KaKTO € NOCOYCHO N0-A0JiY.

CxeMa Ha nedeHue

Hacrosina
cTabunn3ypalua
1032 Ha NTaMOTPHUTHH
(npeaun
IPEYCTAHOBABAHE HA
TpHEMA)

CeaMulla 1
(zamouBama ¢
NpeyCcTaHOBABA-

He Ha npHeMa)

Or ceaMmuna 3
HaTaTbk*

Ceamuua 2

CnHpane Ha npHeMa HA BaJNpoaT (MHXHOUTOp Ha IIMIOKYPOHHPAHETO HA JIAMOTPHTHH — BIXK.
TOYKa 4.5), B 32aBHCHMOCT OT ITbpBOHaYaJIHaTa 033 Ha JIAMOTPHTHH!

Cnea cnupaHe Ha
NpUeMa Ha BaJanpoar
cTabunusupaara
A03a Ce€ YABOABAa,
KaTo HE ce
NnpeBHilIaBa
HapacTBAHETO v
noseye ot 100 mg/

CCAMHLA

100 mg/neH 200 mg/nen [lopabpxane Ha Ta3sH Ao3a
(200 mg/nen)
(pasacnexa B 1Ba NpHema)
200 mg/neH 300 mg/nen 400 mg/nen | Iloaabpxane
HAa Tam Jo3a
(400 mg/nen)

CnHapane HA ApHeMA HA HHAYKTOPH HA IVIIOKYPOHHPAHETO HA JIAMOTPHTHH (BX. TOuKka 4.5),
B 3aBHCHMOCT OT [TbpPBOHAYAIHATA 1032 Ha JAMOTPHUIHH:

Taz3u cxemMa  Ha
nosupade Tpabea Ja
C€ M3MON3Ba IpH
CIIHPAHE NMPHEMA Ha:

(eHHUTOHH
kapbaMazenuH
¢enobapOuTan
NPHMHAOH
pudaMnuLIMH
JIOMTUHABHY/
 pUTOHABHP

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

CnmpaBe Ha nDpreMa Ha JIeKADPCTBeHH DPOZYKTH, KoATe HE




HHIYIHPAT 3HAYHTEHO IMIIOKYPOHHPAHETO HA JAMOTPHIHH (BX. TOUKA 4.5):

Tazm cxema  Ha | Ilogampxkane Ha TaprerHata A03a, AOCTHTHATa NMpH MOBHIDABAHE Ha
nosHpaHe TpsOea aa | mosara (200 mg/aeH; pasaencHa B ABa MpHEMa)

ce wm3nonspa 1npu | (mo3os auanaszon 100 — 400 mg/nex)

CIIHpAHE Ha fpHeMa
Ha IpyrH
JIEKapCTBCHU
NPOAYKTH, KOHUTO HE
HHXHOUpAT HIU HE
HHAYLMpAT
3HAYUTENIHO
IMOKYPOHUPAHETO
Ha TaMOTPHIHH

[Ipy nanWeHTH, TpHEMaIld JEKapCTBeHH MNPOAYKTH, 3a KOHTO He ca H3BECTHH
(dbapMaKOKHHETHYHH B3aUMOJEHCTBMA C JaMOTPHUrMH (BXK. Touka 4.5), cxeMara Ha JiedeHue,
IpenopbUuana 3a JAMOTPHIHH, € TbPBOHAYANIHO [a Ce NOJILPXKa HACTOgHIaTa 1032 W JICUSHHETO C
JIJAMOTPHIHH /14 C€ MPOMEHSA Bb3 OCHOBA HA KJIHHHMHHMA OTFOBOP.

*[Tpu HeoOXOAMMOCT [03aTa MOXKe Aa ce noeuinH a0 400 mg/aex.

Tabauya 5: Bw3pacmuu nayuenmu na I8 u nogeye 200unu — goanmupdne HA OHesHama
Q03upo8Ka HA ramompuzun_cred dobassne na Opyu JeKapCmEeHu nNPOCYKMu NP AeYeHuemo Ha
OUNOAIPHO PA3CMPOUCMEO

HsMa xIHHHYEH OMMT B AJANTHPAHETO HA AHEBHATA A038 JJAMOTPUTHH CleR Ao0aBsiHe Ha Apyry
JekapcTBeHH npoaykTd. (Obaue Ha oOCHOBaTa HA MU3MHUTBAHUA 3a B3AHUMOAECHCTBHA C HAPYIH

JIEKAPCTBEHH NMPOJYKTH MOraT a ObJIaT HANPAaBEHH CNIEAHHTE PENOPhKY:

CxeMa Ha JiedeHHe HacTosia CeamMuua 1 | Cenmuna 2 | Or ceamuHua 3
CTaOMIH3UpaLLa (zanoypawmia ¢ HaTATbHK

1032 Ha TaMOTPUTHH | AoOaBAHETO)
(mpean nobaBiaHETO)

MoGaBaae aa BaaAnpoat (MHXHOUTOP Ha IMNIIOKYPOHHPAHETO Ha JJAMOTPHIHH — BX. Touka 4.5), B
3aBUCMMOCT OT ITbPBOHAYATHATA 034 JAMOTPHIHH

Tasu cxema  Ha | 200 mg/nen 100 mg/neH Ha ce nmoamppika TasH JAo3a
no3vpaHe Tpabea aa (100 mg/nex)

ce wm3noasea npH | 300 mg/nen 150 mg/nex Ha ce noaamnpxka Tazd pnosa
nodapsiHe Ha (150 mg/nen)

BaJINpoar, 400 mg/neH 200 mg/nen Ha ce noaabpxka Ta3sd 1o3a
HE3aBHCHMO OT (200 mg/nen)

CBITBTCTBALLUSA

npueM Ha JpYIH

JIEKapCTBEHH

MPOAYKTH

Jo6aBane HAa HHAYKTOPH HA FIOKYPORHPAHETO HA JAMOTPHIER HPH NanHeATH, KoETo HE

NPREMAT BAJNPOAT (BX. TOYKa 4.5), B 3aBHCHMOCT OT MbPBOHAYAIHATA 4032 JJaMOTPHIHH

Tazu cxema  Ha | 200 mg/nen 200 mg/neH 300 mg/nen | 400 mg/neH
posupade Tpabsa na | 150 mg/neH 150 mg/nen 225 mg/ned | 300 mg/nex
ce wu3nomBa Oe3 | 100 mg/nen 100 mg/nen 150 mg/nen | 200 mg/nen
BAIIPOAT MpH

nobaBaHe Ha HAKOH

oT CNIEIHHTE

JICKapCTBEHH




NpPOAYKTH:

¢eHUTOHH
kapbamaszenuH
jpenobapburan
NPUMHIOH
pvdaMNHIHH
JOMUHABAP/

| pHTOHABHP

HoGaBate Ha JaexapcrBedHH nNpoAYKTH, KOoHTO HE nuxubupar sam HE meaynapart
3HATATEJNHO IIIOKYPOHHPAHETO HA IAMOTPHIHH (BXK. TOYKa 4.5)

Taszu cxemMa Ha | Jla ce moambpka TaprerHara J03a, JOCTHIHATA NPH MMOBHILABAHETO HA
no3npane TpsOea na | moszara (200 mg/aer; no3os auanasoH 100 — 400 mg/ren)

Cé UBMNOA3BAa MNpH
nobaBaHe Ha Apyru
JIeKapCTBEHH
IIPOAYKTH, KOMTO HE
MHXHOUpAT MIHA HE
HHAYLHPAT
3HAUHTEITHO
FIIOKYPOHHPAHETO
Ha TAMOTPHIHH

[Ipy nauMeHTH, TNpPHEMALH JIEKAPCTBEHH MNPOAYKTH, 34 KOHTO HE Ca H3BECTHH
dapMaKOKHHETHYHH B3auMOAelicTBHA ¢ JaMOTpUrHH (BxK. Touka 4.5), Tpabea Aa c¢e u3inomssa
CXeMa Ha JIeYeHHE KaTO NpenopbyaHaTa 3a JAMOTPHIHH ¢ €ITHOBPEMEHEH NPHEM Ha BaJINpOar.

Cnupane Ha JedeHuemo ¢ IaMOmpusun npu RAYUesmu ¢ BUNOAAPHO PA3CPOUCmeo

[To BpeMe Ha KIHHHYHHTE U3NHTBAHUA He € HaONJaBaHO YBEJIHYCHUE HA YECTOTaTa, TEXKECTTa
WM BHOa Ha HEXEIAHUTE PeaKitii cjie] BHE3aNHO CMHPaHe Ha JIAMOTPHIHH cnpaMo niauebo.
CnenoBaTenHo, MallMEHTHTE MOrar Aa NPeKbCHAT JIEUEHHETO ¢ JAMOTPHUrHH 6€3 NOCTEeneHHO
HaMaJiaBaHe Ha J034aTa.

Heya u ronowu noo 18 coounu
JIaMOTPHI'HH HE € IMoKa3aH 3a NMPUIoKEHHE NpH Aela 1o 18 roguHu, Teil kKaTo paHAOMU3HpaHO,

¢ MpeycTaHOBABAHE Ha IpUeMa MNpoyyBaHe, He I[IOKa3Ba 3HaYMMa cdMKaCHOCT M MOKa3Ba
MOBUUIEHO ChOOIABaHe HA CYHLUMAHOCT (BXK. TOUKH 4.4 1 5.1).

Obwu npenopvku 3a OO3UPAKRE HA AAMOMPULUH RPYU CREYUARHY ZDYNU RAKUEHMU

Kenu, npuemaiyu XopMoHanHy KoHmpayenmuguy
[IpHeMbT Ha koMOMHaUHMATA eTHHUIecTpanuon/aepoHoprectpen (30 ug/150 pg) nosumasa
KJIHPBHCA HA IAMOTPHUIHH NPHONIU3UTENHO ABA TbTH, KOETO MPEIH3BHKBA NOHHXECHHE HAa HUBATa
Ha naMOTpHUruH. Crea TUTpUpadHe MOraT ja ca HeoOXOAUMH NO-BHCOKH NOAABpIKallH A03H Ha
JJAMOTPHI'HH (00 JABYKPATHO IMO-BHCOKH) 3a MOCTUraHEe HAa MaKCHUMaJleH TEpale€BTHYEH OTIOBOP.
[Ipes cenmuuara Oe3 mpHem Ha KOHTpauenTtus ¢ HabnogaBaHO ABYKPATHO NOBHUIABAHE Ha
HHBaTa Ha NaMoTpHriH. He morar na 6baar u3knioueHu A0303aBHCHMH HekeNnaHd peakuud. ETo
3alll0 KaTo MbpBH M300p TpabBa 1a ce pasrnexaa NPUIOKEHHETO HA KOHTpauenTusu 6Oe3
LCenMHula ©Oe3 xanue“ (Hanpumep HENPEKbCHATH XOPMOHAIHHM KOHTPALENTHBH W
HEXOPMOHAJTHH METOH; BXK. TOYKH 4.4 1 4.5).




Janousane Ha npuem HA XOPMOHANHU KOKMPAYERMusU npu NAayuenmu, Koumo geue npuemam
nooobpXCcau 003U ramompuzur ¥ HE npuemam uHOYKMOpY HA 2RIOKVDOHUDAHEMO HA
JaMOMPUZUN

[Tommppxkamara a03a JaMOTPHIHH B NOBeYeTO ciyyan TpaOra aa Opae yBennyeHa 0 Ba IThbTH
(Bx. Toukn 4.4 u 4.5). IlpenoprunTenHo € OT HavanoTO Ha XOPMOHANHaTa Tepanud Jo3ara
naMoTpuriH gaa 6Objae mosumasana ¢ 50 mo 100 mg/neH Bcaka ceaMHua, ¢boBpa3HO
HHAYMBHIYANHUA KIHHH4YEH oTroBop. IloBHmaBaHusATa Ha Jo3ara He TpAOBa Aa HaJABUINABAT Ta3M
CTENEH, OCBEH aKO KIMHUYHUAT OTTOBOP HE MOAKPENA MO-roJIEMH NMOBUIIABAHKA.

Moxke ga ce 00ChAH U3IMEPBAHE HA CEPYMHHTE KOHLIEHTPALMH HA JAMOTPHUIMH OPEAH U Cliel
HA4Yal0TO Ha MpHeMa Ha XOPMOHAJIHHTE KOHTPALENTHBH 33 MOTBbPXIaBaHe, Y€ ce Nojabpka
H3XOAHATA KOHUEHTpalus Ha JaaMoTpuruH. IIpH HeoOXoauMoOCT no3zata Moxe pa Obue
anantupasa, IIpy xeHH, NpUeMalld XOPMOHAIHM KOHTPALENTHUBH, KOUTO BKIIOYBAT ¢/AHA
celMHIla Oe3 aKTHBHO BeilecTBO (,,ceamHla Oe3 xanue™), TpsbBa na ObJe npocieasBaHO
CEPYMHOTO HMBO Ha JIAMOTPUTHMH MNpe3 ceAMHila 3 Ha MpHeMa HAa KOHTpALENTHRA ¢ aKTHBHO
BEIECTBO, T.€. B AHHUTE OT 15 no 21 oT UKKbIa HA NpHeMaHe Ha Tabnetkure. 3arosa 1pabsa na ce
obMucnn ynorpebara Ha KOHTpauenuua 6e3 ceamuua 6e3 xanye Karo jJeyeHHe OT MbPBH HH3OOp
(HarpuMep HENPEKbCHATH XOPMOHAJTHH KOHTPALICNTHHBY WJIH HEXOPMOHAIHH METOIH; BXK. TOYKH

4.4 1 4.5).

Cnupare Ha npueMa HG XOPMOHARHU KOHMPAuenmMueu Npu nAyueHmu, KOumo geve npuemam
noQovpXcaui _ 0o3u _aamompuzur U HE npuemam uUHOYKMODYU HQ 2RIQKVDOHUDAHEMO HA
AAMOMPUSUH

B noeeyero cnyyau € HeoOX0AHMO NOAAbPKALNATA 034 HA NAMOTPUIUH 1a Obje HamaneHa ¢ 1o
30% (Bxk. ToukH 4.4 u 4.5). IlpenopbyBa ce nocTeneHHO HaMalsBaHe Ha AHEBHAaTa A03a Ha
namoTpurvH ¢ 50-100 mg Bcgka ceamHuua (B creneH, HeHaaxeepnauwa 25% ot obmwara qHEBHa
71032 3a cCeAMHUILIA) 3a NIepHoA OT 3 CEAMHLIH, OCBEH aKO KIIHHHYHHAT OTTOROP HE Hajara pa3jlH4Ho
noBsecHUue. Moxe Za ce 06cbaAM H3MEpPBaHe HAa CEPYMHUTE KOHLIEHTpALMH Ha JJAMOTPUTHH Npeau
M clel cnUpaHe Ha XOPMOHAJHHUTE KOHTpALENTHBH 3a NOTBHPXKIaBaHe, 4Ye €€ NOAObPKA
M3XOZHATa KOHLUEHTpauHs Ha JaMOTpHIrHH. IIpM >keHH, KOHMTO XKena’dT ja cnparT npuemMa Ha
XOPMOHAJIEH KOHTPALENTHB, KOHTO BKIIIOYBA €JHa ceAMHLA 0e3 akTHMBHO BeilleCTBO (,,ceAMMIIA
De3 xanue*), NpocneAsBaHETO HA CEPYMHOTO HUBO Ha JTJAMOTPUTHH TpAOBa Ja ce npoBexaa npes
ceAMHIIa 3 OT NpHEMa Ha KOHTpALENTHRA ¢ aKTHBHO BELUECTBO, T.€. OT AeH 15 no zeH 21 ot
UMKbIa Ha npueMaHe Ha Ttabierkute. [Ipe3 mbppara ceamuua cnea TpaliHOTO CIIHpaHE Ha
KOHTpalenTHBa He TpAOBa na ObAaT B3UMaHu npobH 3a OLICHKA HA HHBATA HA JIAMOTPHIHH.

Janoueane nHa mepanua ¢ iaMOmMpucun npu NAayueHmxu, Koumo 8eve npuemam XOPMOHQIHU

Konmpayenmusu
[loBHIIaBaHeTO Ha 103aTa TpﬂGBa Ada clchiBa HOPMAJIHHTE IIPCIIOpbYaHH J03H, OIIHCAHH B

TaDIUuUuTE.

Janoueare u cnupaHe Ha npuema Ha XOPMOHATHYU KOHMPAYSNMUGU NPU NAYUEHMKU, KOUMQ 8eye
npuemam noQovpxcawiu 0o3u namompuzun ¥ IIPUEMAT undykmopu na 2nioKypORUPAnemo Ha
AAMOMDUSUH

Moxe 1a He ce HaNoXaT KOPEKLUK Ha NpenopbiBaHara NOAIbPIKALLA 4034 TAMOTPUTHH.

Ynompeba ¢ amazanagup/pumonagup
He On TpabGBano na ca HeoOXOAMMH KOpPEKHUMH B MPENnoOpbYBaHOTO MOBHMIIABAHE HA J103aTa Ha

JIAMOTPHUTHH, KOraTO JaMOTPHrWH ce A00aBd KbM CBUIECTBYBAlla Tepanus OT aTa3aHaBHp/

NpHEMaT HHAYKTOPU Ha MNIIOKYPOHHPAHETO Ha NAMOTPHIHH, MOXE Ja C€ HAJIOXKH MO
A03aTa Ha NAMOTPHUIHH, aKko ce 1o0aBAT aTa3aHABUP/PUTOHABUD WIM A03aTa Ha JAMOTP




MOHMXKHM, aK0 INpHEeMbT HAa AaTa3aHABHpP/pPUTOHABUp ce MNpeycraHoBsBa. llpocnensBaHe Ha
1a3MeHHsd NaMOTPHMIrHH TpADBa Jia ce M3BLpIIBA NMPEAU H B NPOAbIDKEHUE Ha 2 CeAMHULIU Clel
3al0YBAHETO MJIM CIIHPAHETO Ha artasaHaBUP/PUTOHABHD, 32 Aa CE€ YCTAHOBM JQNM C€ Hanara
KOPEKLIHA Ha N03aTa Ha JAaMOTPHUIrHH (BX. To4Ka 4.5).

Ynompeba ¢ aonunagup/pumonasup

He 61 Tpabpaso aa ca HeoOXoauMHM KOpeKUHMH B MPENophYBaHOTO MOBHIIABAHE HA J03aTa Ha
NAMOTPHIHH, KOraTo JIGMOTPHIHH ce J00aBd KbM CBINECTBYBallla Tepanus Ha JONHUHABHp/
putoHaBup. [Ipy maunpeHTHTE, KOMTO Beuye NPHEMAT NOAABPKALIH AO3H JAMOTPHIHH H HE
npHeMaT HHIAYKTOPH Ha FIOKYPOHMPAHETO Ha JAMOTPHIHH, MOXKE Jla C& HaloXH MOKaYBaHE Ha
103aTa JaAMOTPHIHH, ako ce nobapsT NonMHABUP/PUTOHABHP, WIH 4034Ta Ha JJAaMOTPHIHH Ja ce
NOHWXH, aKo IpHEMbT Ha JIONHHABHD/PHTOHABHpP ce IMNpeycraHossBa. IlpocnenssaHe Ha
MIa3MEHHA AAMOTPHMIMH TpAOBa ja ce npoBexaa NpeJyd U B NpPOXb/DKEHHE HA 2 CEAMHLH Clel
3aMI0YBAHETO WIH CIIUPAHETO HaA JIONHHABHDP/PHTOHABHP, 34 Aa C€ YCTAHOBH AANiH ¢€ Hanara
KOPEKLHS Ha J03aTa JAMOTPHUIUH (BXK. ToUKa 4.5).

Hayuenmu ¢ nanpednana év3pacm (Hao 65 200unu)
He ca HeoOXxoauMH KOpEKIHHM B NPENOpbYBAHUTE CXEMH Ha JieyeHue. PapMakOKHMHETHKATa Ha

JIAMOTPUIHH NMPH Ta3H Bb3pacToBa Irpyla He ce pasNMyaBa 3HaYUTENHO OT Ta3H [PH MALUEHTUTe
B NO-MJ1aJ]a BB3pACT (BXK. TOUKa 5.2),

Bvbpeuno vapexcoane

JlamoTpurun TpabBa na ce npuiara BHUMATEIHO NMPH MalMEHTH ¢ ObOpeuyHa HeaOCTaTLYHOCT.
[Tpu mauweHTH B KpaeH cragufl Ha ObOpeuHa HeZOCTATHYHOCT HAYaJIHHUTE A03M JIAMOTPUTHH
TpAOBa Ja ¢a cnpAMO CHITBTCTBALMA NPHEM HA JIEKApPCTBEHH MNPOIYKTH OT MauueHta. IIpH
NALHEeHTH ChC 3HAUHTENTHO OBbOpeUHo yBpexJaHe MOXKe Ja ca epHKacHY HamajleHd NnodabpiKally
0034 (BX. TOYKH 4.4 1 5.2).

Yeprodpobuo yepexcoane

Hauannata, moggbppKailara i A03aT4 NpH noBuinasaHe TpAOBa Ja ce HaManaT MpUOMU3HTENHO ¢
50% npu naumeHTu cue cpenHoTexko (Child-Pugh crenen B) uepHoapobHo yBpexaaHe B CbC
75% npu rexko (Child-Pugh crenen C) yepHoapobHo yBpexxaaHe. Jlosata npy NOBUILABAHE H
MoAabpKalara A03a TpAOBa Aa ce onpenenar B 3aBUCHMOCT OT KIHHHYHHA OTrOBOP (BX. TOYKA
5.2).

HauyuH Ha NpUNOKEHHUE
[TepopanHo npuiIoKEHHE,

4.3. [IpoTHBONOKA3AHMA

CBPBXYYBCTBHTENTHOCT KbM AKTHBHOTO BELIECTBO HJIM KbM HAKOE OT NMOMOIHHTE BELISCTBA,
H30poeHH B To4Kka 6.1.

4.4. CnenuanHe NpeAyNpeXIcHAS A NpeANa3Hd MePKH OpH ynorpeba

KoxeHn odpub
CoollaBany ca HexeNlaHH peakliH OT CTpaHa Ha KO)KaTa, KOMTO Ce€ NpOABABAT Mpe3 I'bpPBUTE
OCeM CeXMHLUM OT HAYyaJoTO Ha TepamnHaTa ¢ JamMoTpuruH. IloBedyero oT OOpuBHTE ca JEKo
NPOABEHH M TNOKA3BAT CKIOHHOCT KBbM CaMoOOrpaHHuyaBaHe, obaue ca OIMMCBaHH H
npoABeHH OOpHBHM, H3UCKBallM OONHHYHO JevyeHHe H TNpeKparaBaHe Mpunar
namorpurud. Te morar Aa 6bAaT NOTEHUHANHO XHBOTO3acTpallaBall OOpHUBH KAT




Ha CtuBbHC-J[)KOHCBH (SJS), TokcHuHA enuaepmanHa Hekposin3a (TEN) u nexapcTBeHa peakius
¢ eosuHopunud W cucremHn cumnrtomH (DRESS); cbumio H3BeCTHO KaTo CHHAPOM Ha

cBpbxuyBcTBUTENHOCT (HSS) (BXK. TOUKa 4.8).

[Ipy BB3PACTHH TAUUEHTH, BKIOYMEHH B U3[HWTBAHHA, H3MOJA3BALIM JIAMOTPHIMH B
NpenopbYBaHHTE A03H, YECTOTATA HA TEXKUTE KOXKHH 0OpUBH e npubnu3urTenHo 1 cnydait Ha 500
naiHeHTH ¢ enuinencud. [IpuONH3HTENHO MONOBHHATA OT TE3H CJIY4aW ca OMNIH AoKNIaABaHH Kato
cuiapoM Ha CtusbHC-/DKOHCBHH (1 Ha 1 000). B KAHHHYHH H3NHTBAHMA TIPH NALHEHTH C
bUnoNApHO pascTpoiicTBO OposAT Ha HabmOaaBaHUTE ClyyaH ¢ TeKbK OOpHB € npuOIHU3HTENHO ]

Ha 1 000.

PuckbT OT pa3BHTHE HA TEXKH KOXKHH OOpDHMBH npH J€la € MO-BHCOK OT TO3M HpU BLIPACTHH.
JlanHMTE OT HM3CNENBAHMATA NTOKA3BaT, Y€ YECTOTATA HA OOPUBHTE, CBBP3AHH C XOCMUTAITH3ALMA
npu aena e 1 Ha 300 go 1 Ha 100.

Hauanuute nposBd Ha oOpHB npM Ielia MoraT Ja ObAaT MOrpeliHO AHArHOCTHLHpPaHH Karo
HHbeKiHa. IIpe3 mepBUTE OCEM CEAMHULM OT JE4YEHHETO NPpH NposBH HA Pedpunurer u odpus
npu peua Tpabsa na ce MMa MNpelBHI Bb3MOXXHOCTTAa OT Pa3BHTHC HAa HEXENaHa peakiui,
CBBp3aHa ¢ IEYEHUETO C JJAMOTPUIHH.

B nomenHeHue, puCKBT 3a Pa3BHTHE Ha OOPHBH 3aBHCH OT:

- NpHEM Ha BUCOKH HauajlHU AO03H JIAMOTPUTHH H NPEBKUIABAHE HA NIPENOPBLYAHATA 11032 33
nosuinaBaHe (BXK. Touka 4.2)

- €JHOBPEMEHHO MpUIarase ¢ BajJnpoar (Bx. Touka 4.2).

[To BpeMe Ha NEeUEHHETO Ha MALMEeHTH C aHaMHe3a 3a KOXeH oOpuB uinn aneprug keM Apyrd AEJ]
C€ W3HCKBA CNELMATHO BHUMAaHME, Thbil KaTO YCTAHOBEHAaTa 4E€CTOTAa Ha HE3HAYMTEHO H3pa3eH
oOpHUB cliel JeYeHHEe ¢ JAMOTPUIrHH € OKOJO TPH NBTH MO-BHCOKA NMpPH TakHBa IaLMEHTH B
cpaBHeHHe ¢ Te3d Oe3 nogodHa aHaMHesa.

YcraHoBeHO e, ye anensT HLA-B*1502 npy nuua ¢ a3naTcki npousxon (NpeauMHo KUTally or
eTHHYecKaTa rpyna XaH 4 TainadauH) € CBbP3aH ¢ PHCK OT Pa3sBUTHE HA CUHAPOM Ha Stevens-
Johnson/ TOKCHYHA enHJepMallHa HEKponu3a MNpH Jie4eHHe ¢ JIaMOTpUrHH. Ynorpeba Ha
NaMOTPUTHH NPH TaKHBa NalHEHTH TpAOBa Aa Obae BHUMAaTENHO OOMHCNEHA, aKO € U3BECTHO, Ye
ca nonoxureaHyu 3a HLA-B*1502.

[Ipn paseutHe Ha 0OpHMB NMpPH BCHYKH NALUEHTH (Bb3PACTHH M Jela), € HEOOXOIHM Iperie] Ha
MalUHeHTa M He3abaBHO CNUpaHe MPHIOKEHHETO HA JTAMOTPHI'HH, OCBEH aK0 CbC CHIYPHOCT €
YCTAHOBEHO, ue OOpUBBT HE € CBbp3aH C [pUeMa Ha JeKapcTBoTo. IlpenopbuBa ce neueHHuero ¢
JJAMOTPHIMH Ja He ce 3amoYBa OTHOBO NIPH NALMCHTH, KOUTO Ca I'0 MpeKbCHalK nopaau odpus,
CBBP3aH ¢ NPEJHIIHO JEYEHHE C JIaMOTPUIHH, OCBEH aKO MOTEHLMAIHATA NON3a HECBMHEHO
HaJBHIlaBa pHCKAa. Ako naunueHTbT pa3Bie CuHapoM Ha CruBbHC-IDKOHCBH, TOKCHYHA
enuaepManHa HEKpOJIH3a HIIH JIEKApCTBEHA peakLusa ¢ €03MHOPWIHA H CHCTEMHH CHMITTOMHM MNpH
NPHIOKEHHUE HA JJAMOTPHIHH, HUKOra NoBeYe He TpabBa fa npuemMa ToBa NEKapCTBO.

OOpuB e cwobmaBaH U Kkato 4act or DRESS; cbo u3BeCTeH Karo CHHAPOM Ha
CBPBXYYBCTBHUTENHOCT. TOBa CbCTOAHHE BKAKOYBA pa3jiidHH CHCTEMHH CHMIITOMH Karto

NOBHILIEHA TeMIlepaTypa, JUM(pAaACHONATHS, OTOK HA JHULETO, NMPOMEHH B KpbBHATa KapTHHA,
¢yHKUHHTe Ha ucpHHus Apob, OpdpeumTe U acenTuyeH MEHUHIMT (BXK. Touka 4.8). TexkecTra Ha




CBPBbXUYYBCTBMTENHOCT (HampuMep NMOBHLICHa TEMNepaTypa M JuManeHonaTHs) Morar ja ce
npoaBaT 6e3 mossa Ha oOpuB. [lpW ycTaHOBABaHE¢ Ha NMOAOOHH MpPH3HALK H CHUMITOMH, €
HeoOXxoauMa He3abaBHa OLIEHKAa Ha CHCTOAHHETO HAa MALHEHTAa H CIHpaHe NPHJIOKEHHETO HA
JTAMOTPHIHH IPH JIMTICA Ha APYyTa eTHOJIOTHA 3a pasBUTHE Ha Te3H peaKUHH.

B noBeyeHO ciayuad acenTHYHHUAT MEHUHTHT € o0paTuM npH CHYpaHe Ha MpHEMa Ha
JIEKAPCTBOTO, HO NPH HAKOH CIy4Yad C¢e MOBTApA MpPH MOBTOpPHa ymoTpeba Ha JAMOTPHUIHH.
[TopropHara ynotpeba Bogu 10 OBp30 BB30DHOBABAHE Ha CUMNTOMHTE, KOHTO 4e€CTO cCa IIOo-
yecTH. [IpueMbT Ha naMOTpurdH He TpsalOBa Aa ¢e Bb30OHOBsABAa NpH NMALMEHTH, NPH KOHTO €
CIIpAH NMOpaju acenTHYEeH MEHUHIUT, CBBP3aH C NPEAXOAHO JICYEHHUE C IAMOTPHIHH.

MMma cblio cboOlleHus 3a peakuud Ha (pOTOUYBCTBHTENHOCT, CBbp3aHM ¢ ynorpebara Ha
JAMOTpUMruH (BK. Touka 4.8). B HAKOJIKO ciyyas peakuuaTa € HacThMKHJIA NpH BHCOKa A03a (400
mg WJIH TIOBEYE), MpH NOBHINABAHE HA A03aTa WIH NpH ObP30 BBIXOAALIO THTPUpPaHE., AKO NpH
MalHeHT, KOHTO NpOsABABA NMpPH3HAUW HAa (POTOUYBCTBUTEIHOCT, UMa CbMHEHHE 3a CBBp3aHa C
NaMOTPHIHH (POTOYYBCTBUTENHOCT (Hamp. MPEKOMEPHO CJIBLHYEBO H3rapsHe), TpabBa na ce
OOMHCIH mpekpaTaBaHe HA JICYEHMETO. AKO NPOABKABAHETO HA JICYEHHETO C JJAMOTPHIHH C€
CYHTA 3a KJIMHHYHO 0DOCHOBaHO, nmauueHTHT TpaAbGBa Aa ObAe nocbBeTBaH fa M30Area WinaraHe
Ha CN'bHYEBa CBeTNHHA W HAa u3kycTtBeHa UV cBeT/IMHA ¥ pa B3eMa npeanasHH Mepkd (Hamp.
H3I10JI3BAHE HA 3allMHTHO 00JIEKNIO ¥ CIBbHUE3ALHTHH KpEMOBe).

XemodaronutHa nuMboxncTrounTosa (Haecmophagocytic lymphohistiocytosis, HLH)

HLH e cpobineHa npH nanMeHTH, KOHTO npHeMaTr naMoTpurdH (Bx. Touka 4.8). HLH ce
Xapakrepuzupa ¢ NpH3HAU¥ W CHMIITOMH KaTO NMOBHMINEHA TeMiieparypa, oOpHB, HEBPONOrHYHH
CHMNTOMH, XeNnaToCIUICHOMErainia, nuMdQpaacHoNnaTHs, UUTONEHHH, BUCOKH CTOMHOCTH Ha
cepyMeH (epUTHH, XHMEPTPUTIMUEPHAECMHS, OTKJIIOHEHHS BbB (PYHKLHUATA HA 4YepHUA JApod M
koarynauusa. CHMITOMHTE HAcCTBNBAT OOMKHOBEHO B paMKHTE Ha 4 CeAMMHLM OT HAYAIOTO Ha
nedyeHHeTo. XemodarouuTHaTa AMMPOXUCTHOLIHTO3a MOXKE Ja ObAe XXHBOTO3acTpalllaBalla.

[launenture Tpabpa na Obaar uHbOpMHpaHH 3a cUMNTOMHTE, cBbp3aHu ¢ HLH u TpsabOBa pa
O6bIaT NOCHBETBAHM Aa MOTHPCAT He3a0aBHO MEAMLIMHCKA ITOMOILL, aKO NOJIYYAT TE3H CUMIITOMH
[0 BPEME Ha JIeUEHHUETO C IAMOTPHTHH.

He3zabaBHO olieHeTe CHCTOAHUETO HA MALUECHTHTE, KOWTO PA3BUBAT T€3H NPH3HALK ¥ CHMIITOMH U
obmucnere auarHoza HLH. IlpuemMbT Ha namoTpurud TpadBa HeszabaBHO Ja c€ NpEeyCTaHOBH,
OCBEH aK0 MOXE J1a ¢ YCTaHOBH Apyra €THOJIONHsA 3a pa3sBHTHETO Ha TE3H PEeaKliHH.

BnoliapaHe HA KIHHHYHOTO CHCTOAHHE ¥ CYHLHIIEH PHCK

[pu nayuentH, nexysadu ¢ AEJI no pasiu4yHu mokaszaHus, ca CboOLIABaHU CYHLIMAHH MUCIH H
nopeaeHue. EQMH MeTa-aHanu3 HA pPaHAOMH3HpaHH, NAauedO-KOHTPONUPAHH M3INUTBAHHA HA
AEJl cpuo e nokaszan HE3HAYHUTENHO NOBHUICH PHCK OT CYHUMAHH MHCIH H TIOBEACHHE.
MexaHn3MbT Ha TO3HM DHUCK HE € #CEH H HAMHYHKHTE JaHHH HE HM3KII0YBAT Bb3IMOXKHOCTTZ 32

NOBHIIEH PHCK IIPKH TAMOTPHI'HH.

3aroBa nanMeHTUTe TpAOBa naa ObAaT MpPOCHCAABAHH 34 MPH3HALKM HA CYUUHMAHH MHCIH H
noBeAeHHe M TPAOBa Na ce MMa MpeJBHA CLOTBETHOTO jNeveHHe. Ha maumenTutTe (M xopara,
KOMTO C€ IpHXKAT 32 TAX) Tpabea Ba ce OoObpHe BHMMAaHHE Ja NMOTHPCAT JICKAPCKH CHBET, B
ciyvaii, ye ce noABAT MPU3HAUH HA CYMLIUIHHU MHCIIM H NOBEJIECHHE.,

[Tp nauueHTHTE ¢ OUMONAPHO Pa3CTPOICTBO MOXE Aa HACTHIAT BJIOLIABAHE HA Jenpe
CHMNTOMH W/ WM MOSBA HA CYHLHAHOCT HE3aBHCHMO Jajiy NMpHeMar WK He mpHeMart




3a JleueHHe Ha OHMOJMIPHO pasCTPOMCTBO, BKIIOYHTENHO JAMOTPHIHH. 3aToBa NAallHEHTHTE,
npHeMaluy JaMoTpurud 3a OumomsapHo pascrpolicTBo TpsbBa J1a ObaaT BHHUMATEIHO
MpOC/eAdBaHH 34 BIOLUIABAHE HA CHCTOAHHETO (BKIIOUMUTENHO M0fBA HA HOBH CHMNTOMH) H 3a
CYMIHAHOCT, 0COOGHO B HA4anoOTO Ha Kypea Ha JICUEHHE MJIH NMPH NPOMEHH Ha jJo3arta. Haxkon
MalHEHTH, KATO HAaMPHMEDP TaKHBa ¢ aHaMHe3a 3a CYULIHIAHO NOBECHUE WKW MHCIH, Bb3PaCTHH B
MJIaZa BB3pACT WMAH MAalMEHTH CbC CHIIHO HW3pa3cHH CYHMLUHMAHM HACH TNpEAd Ha4YalaoTo Ha
JIeYeHHETO, M3rJexaa ca ¢ MO-BUCOK PHCK 3a MHCIH M ONUTH 3a camoyOuicTBO M TpsadBa ha
Obaat npociaeAsBaHH BHUMATENHO MO BpeMe Ha JICUEHHETO.

Tpabsa na ce oOMHMCIH npoMfHAa B CXEMara Ha JIeYEHHE, BKJIIOYHUTENHO BbH3MOXHO
MpeyCTaHOBsABaHe IMpHEMa HA JIEKAapCTBOTO, NMPH NALMEHTH ¢ BJOLIABAHE HA KIHHHYHOTO
ChCTOSHHME (BKIIOMHTENHO TOABA HA HOBH CHMITOMH) W/ WM MOSBA HA CYMLMIOHH MHCHH/
NoBeZeHue, 0CO0EHO aKko CUMITOMHTE ca TeXKH, BHE3alHO MOABABAILH C€ MM HE Ca YacT OT

HACTOAINNTE CUMIITOMH HA NAallHCHTA.

XOPMOHAITHH KOHTPALETITUBH

Egexmu na xopmoHarHume Kovmpayenmusuy 8vpxy eqQukachocmma Ha 1aMompucun

YCcTaHOBeHO e, 4e KOMOHHALMATA eTHHUAeCTpaanon/iesoHoprectpen (30 pg/150 ug) mopuimara
KIHPBHCA HA NAMOTPHIHH NMPUOIU3UTENHO ABAa NBbTH, KOETO BOAU A0 HAMalsBaHE HA HUBATAa HA
naMoTpuruH (BX. Touka 4.5). [loHHKaBaHeTO Ha HHBATa Ha JAMOTPUIHH € CBBP3aHO ChC 3aryda
Ha KOHTPOJ BbpPXY OpUNaIbUMTE. 3a NMOCTHraHe Ha MaKCHMaJleH TepaneBTHYeH OTTroBOp B
MOBEYETO CJIY4YaH MOXe Aa ¢ HeoOxoaumMo upe3 TUTpUpaHE Ja ¢€ AOCTHTHAT IO-BHCOKH
NOAABPXKAIM JO03M Ha naMoTpuruH (MpuOAM3HTENHO JBa NOBTH NO-BHCOkH). [lpn
NpeyCTaHOBABAHETO HA NPHEMA Ha XOPMOHAMHUTE KOHTPALENTHBH, KIHPbHCLT HA JIaMOTPHUIHH
MOX<e Aa HaMayiee HanoJoBHHA. [oBHImIaBaHETO Ha KOHIEHTPALMHTE HA JIAMOTPHTHH MOXKE 1a
Obae CBBP3aHO € J03033aBUCUMHM HexenaHu cvbutHs. [lo Tasw fApHYHHA CBLCTOAHHETO Ha

nauueHTUTe TpAOBa Ja ObAc NpocaeasBaHo.

[Ipy keHH, KOMTO He MPUEMAT HHAYKTOP HA MIIOKYPOHUPAHETO HAa JIAMOTPUIMH M €4 Ha
XOpPMOHAJNIEH KOHTpALEeNnTHB, YHATO CXEMa BK/IIOYBA €4HA CEJAMHLA HA HEAKTUBHO JICYCHHE
(cenmuna 6e3 npHeM Ha KOHTpALENTHBA) € YCTAHOBEHO NOCTENEHHO BPEeMEeHHO MOKayBaHe Ha
HMBAaTa Ha JJAMOTPHIHH NO BpeMe Ha ceamuuara 6e3 npHeM Ha KOHTpalenTHBa (BxX. Touka 4.2).
BapuauuuTe B HUBaTa Ha TAMOTPHMIHH OT TO3U NOPAABLK MOrar Aa 6bJaT CBbpP3aHU ¢ HEXENaHH
peakuuu. 3aropa TpadBa aa ce obMucan ynorpebara Ha KOHTpauenuus 6e3 ceamMuua 6e3 npuem
Ha KOHTpAalLENTHBA KATO JCYCHHWE OT IbpBa JUHMA (HANPUMED NPOXBIDKHTENIHA XOPMOHAIHA
KOHTpaLENLIHA HIH HEXOPMOHAIHH METOAH).

He ca npoBexaaHH Npoy4YBaHHA 33 B3aMMOJAEHCTBUA C APYTH NEPOPAIHH KOHTPALECNTHBU HIIH
XOPMOHAIHH 3aMeCTHTEJIHH TepanHi H JJAMOTPUTHH, BBIIPEKH Y€ € Bb3MOXKHO Te Aa TOBIHAAT
dapMakOKHHETHYHHTE NapaMeTPH Ha JJaMOTPHUIHH NO MOA00EH Ha4MH.

Egbexmu na namompuzun 8bpxy egpuxacnocmma Ha XOpMOHARHUME KOHMPAYEenmMueu
Peayatatute OT nNpoy4BaHe 3a B3aUMOACHCTBHA NpH 16 3apaBH AOOPOBOJIKM NOKa3BaT, 4€ MPH
€IHOBpEMEHEeH TIPHEM Ha JaMOTPHFHH H XOPMOHaleH KOHTpauentus (KOoMOUHaLus
ETHHHJIECTPaAUo]/ NEeBOHOPrecTpe/i) € HAIULE YMEPEHO YBEIHMYEHHE Ha KIHpPBHCA HAa
JIEBOHOpPrecTpe/ll M TIPOMEHH B CepyMHHTe domukyiacTuMyndpaix xopmoH (FSH) n
nyrerHusupail xopMoH (LH) (Bxk. Touka 4.5). He € H3ICHEHO BIMAHHETO HA TE3H IIPOMCHH
BLPXY OBapHaJIHATA OBYNAaTOPHA akTHBHOCT. He moxe obaue na 6bae usknioveHa Bb3MOKHQ
Np¥ HAKOHW MALMEHTH, MPHEMAlUH JIAMOTPHIHH 3aeHO C XOPMOHANHH KOHTpalenTt
NpoMeHH Ja MpeAU3BUKAT HaMaJiiBaHe Ha KOHTpaHenTHBHATA e(HUKacHOCT. 3
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nauueHTKH TpAOBa Aa OBAAT MHCTPYKTHPAHH Ja cboOLIaBaT 3a MPOMEHH B MEHCTPYAJIHHS CH
LIHKBJ1, HANP. HHTEPMEHCTPYAIHO KbPBEHE.

EHMQ @QOH&:[:QEBVKTHB&

JlamoTpurun nma cna® uHXHOMTOpeH edexT PBbpXy peAyKTasaTa Ha Jauxulzpodonuesara
kucenuHa. [lo Tasd NpHYMHA MpU MPOABKHUTENHO JieWeHHe MOXe Aa noBause QonaTHuA
MeTabonn3bem (BXK. To4uka 4.60). Berpexn ToBa, 1p# MPOABILUKHTEIHO JICYEHHE C TAMOTPHITHH NpH
X0Opa HE Ce YCTAHOBABAT 3HAYMTENIHH NMPOMEHH B XEMOrnoOHMHOBATa KOHUEHTpPAUMA, CpPeIHHA
obeM Ha epHTPOLINTHTE H CEPYMHUTE HJIM EPUTPOLIMTHH KOHLICHTPALUH Ha (onat 3a nepuom or
eqHa roavHa. He ce ycTaHOBABa NMPOMSAHA H B KOHLUEHTpPALHHTE HAa POJiaT B epUTPOLIMTUTE 3a
nepuoa A0 S roaAHHH.

brOpeuHa He1OCTATHbYHOCT

[Ipn u3cneaBaHus Ha NALMEHTH C TepMHUHANHA ObOpeyHa HENOCTATHLYHOCT NIPH MPHIOKECHHUE Ha
eqHOKpaTHa [03a JaMOTPHUIHH He c€ VYCTaHOBSBAT 3HAYUMH NPOMEHH B [JIa3MEHHUTE
KOHUEHTpAlHH Ha NaMOTPUrMH. Bbnpeku ToBa, MOxe na Obae OYakBaHO HATpYNBaHE Ha
FMIOKYPOHHpaHHd MeTabosuT Ha npoAykTa. [IpenopbyuBa ce NOBHINEHO BHHMAHHE NPH JICUYCHHE
Ha naiueHTH ¢ OpOpeyHa HeAOCTATHYHOCT.

[TauMeHTH, JEKYBAHH ¢ APYTH NPOAYKTH, ChIbPXKALIH JaMOTPUIHH
JlamoTpuruH He TpabBa Ja ce npunara Oe3 KOHCYNTALMA ¢ AeKap NpPH NMaUMEHTH, JNIEKYBaHH

[TOHACTOALIEM € APYTH IIPOAYKTH, CbOAbPXKalll{ JTJAMOTPHI'HH.

EKI" tun Brugada u 1pyry HapyineHHus Ha ChPACYHHA PHTHM U NPOBOAHMOCTTA
[Tpu nanueHTH, NEKyBaHH C JAMOTPHIHH, € CHOOINEHO 3a apHTMOTreHHO HapyuweHue cbCe ST-T

aHOMAJIMA M XapakTepeH 3a CHHApoMa Ha Tun Brugada EKI. B3 ocHOBa Ha in vifro Haxolku
JIAMOTPHTHH MOTEHLHATHO MOXe J1a 3a0aBH kamepHaTa NpoBOAMMOCT (paswuupsaBaHe Ha QRS) u
Ja HHAYLOHpA NPOAapUTMHA B TEpaNeBTHYHO 3HAYMMH KOHLUEHTpALHH NpH MNaLUHEHTH CbC
cbpaedHH 3abongpanus. JlamoTpurus aeficTea xaro ¢j1ab0o aHTHAapMTMHYHO cpeAcTBO OT Kiac IB
CbC CBBpP3aHH [MOTEHUMATHH PHCKOBE 334 CEPUO3HH HAH JIETANHH CbPACYHH CHOMTHA.
EAHOBPEMEHHOTO MPUTOKEHHE Ha IpYrd ONMokepu Ha HATPUEBHTE KaHANH MOXe RONMBJIHHTEIHO
Ia MOBHIUM pHCKoBeTe (Bi. Touka 5.3). B Tepaneptunu o34 A0 400 mg/aeH naMOTpHIrHH He
3a6aBa kaMepHaTa NpoBoAUMOCT (pasmupaBaHe Ha QRS) u He npuuuHaBa yabmkapaHe Ha QT
npH 34paBM JMLa B LAIO0CTHO npoyusaHe Ha QT. Ynotrpebara Ha namoTpuruH TpsOBa
BHMMATEIHO Ja ¢e OoOMHCAH Ipd TALHEHTH ¢ KIHHHYHO 3H3aYWMH CTPYKTYPHH MM
¢YHKUHOHANHK CbpaeuHH 3abonsBanus kato cuHApoM Ha Brugada uam JapyrH ChpACYHH
KaHAJIONATHH, ChpAcYHA HEJOCTATbYHOCT, HCXEMHYHA 6onect Ha CHpPLETO, ChpaeyueH Onok UK
KAMEPHH apuTMHH. AKO ynotpedara Ha TaMOTPHUIrHH € KIHHHYHO ONpaBJaHa NpH Te3N MNalHEHTH,
TpabGBa 1a ce OOMHCIM KOHCYNTAllHA C KapAWOJOr, Npeid Ja ce 3anoyHe IPHIOXKeHHNEe Ha
JTAMOTPHUTHH.

[lomolLiHY BewlecTBa
JJAMOTPUKC crabpxka nakto3a. [lalenTuTe ¢ peky HacneACTBEHM NpodaeMn Ha rajakTo3Ha

HEMOHOCHUMOCT, ITBJIEH JIAaKTa3eH AeHLUT WIM rlII0K030-ranakTo3da Manabcopbuus He tpabea na
npUeMaT TOBa JIEKapCTBO.

Pa3BHTHe Ha AellaTa
Hsima naHHH 3a edekTa Ha JAMOTPUIHH BBPXY pacTexka, NOJIOBOTO Ch3pABaHE U KOTHHTHBHOTO,

CMOLHOHATHOTO H MOBCACHUCCKOTO pa3BHTHEC Ha ACLATA.

[Ipeana3Hy MEPKH NPH eNUJICACUS



Kakto npu apyrd AEJ], BHe3anHOTO CNHpaHE Ha NpHeMa HAa JaMOTPHIMH MOXE Ja JOBEAE [0
HOBA MOABA HA NpHnagbuM. Jlo3aTa Ha NaMOTPHruH TpsAOBa Aa ObAe HaMaNgBaHa MMOCTEIIEHHO 3a

nepuoa OT JBe CeJAMMUM, OCBeH NpH cboOpaxeHus 3a OesomacHocT (Hanmpumep OOpHB),
H3HCKBAILM PA3KO NpPEeKpaTABaHe Ha NEUYEHHETO.

Crnopen JaHHH OT JIMTEpATyparTa IPH NALMEHTH ¢ TEXKH KOHBYICHBHH (OPMH HA €IUNENCHS,
BKJIIOYUTENHO Status epilepticus, Moxe a ce pa3sHe pabaoMHONN3a, MyJITHOPraHHAa AHCPYHKIUA
M AUCEMHHMpaHa BLTPECHAOBA KOArynalMa, B HAKOH CIy4aW C JeTalneH H3xoA. OnucBaHH ca
noA0OHH CyvaH, CBhP3aHH ¢ MNPUIOKESHHETO HA JIAMOTPHUTHH.

Moxe na ce HaOmoAaBa KIMHHYHO 3HAYHMO BJIOLIABAHE B YECTOTATA HA NPUNATBUUTE BMECTO
nogoOpeHne. [Ipy nmaumeHTH ¢ noBede OT €AMH THN MPpHNaAeELM, YCTAHOBEHATa MOA3a OT
KOHTpOJia Ha €AMH THI npunaabk TpabBa Aa Obae npeLeHeHa cCpelly KakBOTO W Ja €
HabnonaBaHO BIOIIABAHE NPH APYTHTE THNOBE MPHNAABLH.

MHOKJIOHUYHHTE NpUIIAADbIIH MOKE Ja OBbAaT BJIOIIEHM OT JaMOTPHI'HH.
Hanune e npeaAnonoXeHHe OT HAJINYHUTE JaHHH, Y€ OTTOBOPHTC IIDH KOMOHNHALIUATA ¢ €eH3UMHH
HHAYKTOPH Ca no-ci1abu B CPABHCHHC C KOMOMHAIIMATA ¢ AHTHEIIUJIENTUYHA areHTH, KOUTO He

HHAYIHPpAT CH3NMH. HPH‘IHHB,T& HE € H3ACHCHA.

HPH Jela, KOHTO INpHEMAT JaMOTPHIHH 3a JICYHCHHC Ha THIIHYHH aﬁcaﬂcn, € BBb3MOXHO
E(l)HKﬂCHOCTI‘ﬂ Aa HE C€ MoaARpXa ITPH BCHYKH MALHCHTH.

[Ipeana3sHy MepKH NpH OMNOAAPHO Pa3CTPOHCTBO

Heya u ronowtu nod 18 2oounu
JleveHHEeTO ¢ AHTHAENPECAHTH € CBBP3aHO ¢ MOBHIUEH PUCK OT CHYHLHAHH MHUCIIH H IOBEACHUE
NpH Aela H IOHOIOH C ro/iIiM AENpPeCHBEH €MHU304 W APYTH NCHXHYHH Pa3CTpOHCTBA.

4.5. BzanMoaelicTBHE ¢ APYTH JIeKAPCTBeHH NPOAYKTH H APYrA OpPMR HA B3ARMO/eHCTBHE

[TpoyuBaHHs 3a B3aUMOIeHiCTBHATA ca NIPOBEXAAHU CaMO MPH Bb3PaCTHH MaLUEHTH.

YcraHopeHo e, 4e ypuauH-5'-audocdo (UDP)-rmwoxypounn TtpaHcdepasute (UGTs) ca
EH3MMHTE, OTFOBOPHHM 3a MeTabojiuzMa Ha AaMOTpuruH. ClEN0BATENHO JIEKAPCTBATA, KOMTO
HHIYLHPAT WJIM HHXUOUpAT TINIOKYPOHHPAHETO MOXE 1a MOBJIHAAT NPHBHAHHA KIHPBHC Ha
naMoTpurud, CHIHHTE WIH YMEPEHUTE HHAYKTOPH Ha eH3UM LuToXpoM P450 3A4 (CYP3A4), 3a
KOATO € U3BecTHO, Y€ HHAYLUUPT UGTs, chulo Moxe Aa yCKOpAT MeTabo/iHiMa HA TAaMOTPHUTHH.
Hama naHHM 3a KIMHHYHO 3HAYMMa HHAYKLMA WM HHxuOMpaHe Ha uuToxpoM P450 eH3zumurte,
MPUYHHEHH OT JIAMOTPUTHH. JIaMOTpPHUrMH MOXe Jda MHAYyLHMpa CBOS COOCTBEH METabONHM3IBM,
KaTo TO3H e(PeKT € YMEPEHO NPOABEH ¥ HAMA KJIMHUYHO 3HAYHMH NMOCJIEACTBHA.

Te3sn nexapcTBa, 3a KOHTO € [0Ka3aHO, Y€ HMMAT KJIMHHYHO 3HAYUMO BBIZCHCTBHE BBPXY
KOHLEHTpALHATA Ha JaMOTPHIrHH, ca nocoueHH B Tabnuua 6. CneunduyHute yKalzaHUA 3a
I03HpaHe Ha TEe3H JIEKapCcTBa, ca npeAcTaBeHM B Touka 4.2. B aombnnenne TasH Tabnuua
n30podaBa Te3W JIEKapCTBa, 3a KOMTO € J0KasaHo, Y€ HWMaT MAIbK WM HAMAr €QeKT BBPXY
KOHLUEHTPALMATA HA JAMOTPHIdH. [10 NpUHUKN HE Ce 04YaKBa €JIHOBPEMEHHOTO TIPHJIAraHe Ra——3
TaKHBa JIeKapCcTBa Aa AOBEAE IO HAKAKBO KIMHHUYHO BB3AECHCTBHE. BhIpeku Tora TpAd el 110 /?,Stzo

o

KOHUCHTPALHMTE Ha JTaMOTPHIHH.



Tabruua 6: Edexmu na nexapcmeenu npooyKkmu 6bpXy KOHUEHMPpayuama Ha AaMOmpPuUuzun

JleKapcTBEeHH NPOAYKTH, | JIeKAPDCTBE¢HH DPOAYKTH, | JIeKApPCTBEHH HPOAYKTH,
KOHTO NOBHHIABAT | KOHTO NOHHKABAT | KOKT0 HMAT MAJbK HJH
KOBIEHTPANHATA HA | KOHOEHTPANHAATA HA | HEMAT edexT BbLPXY
JJAMOTPHIHH JAMOTPHIHH KORODCHTPANHATA HA
JAMOTPHIHH
Bannpoar ATazaHaBup/puToHaBUp* ApPHIHITIpa3oJI
KapbamazenuH Bynponnon
KomOuHaLua denbamar
eTHHHecTpaanon/ ["abaneHTHH
neBoHoprepeTpen®* Jlako3zamun
JlonuHaBHp/ pUTOHABHP JleseTupaneTram
Mdenobapburan JInThii
DeHuTOHH OnaHzanuH
[MpumMuACH ' OxckapbazenuH
PudaMnuumH [1apaneramon
[lepammanen
[Iperabanuu
Tonupamar
30HN3aAMH]

*3a ykazaHuMs 3a Jo3upaHe (BX. Touka 4.2), CBIIO 3a JKEHH, TpHeMalllh XOPMOHAJHH
KOHTpALENTHBH BHXKTE ChII0 XOPMOHANHH KOHTPALECNTHEH B TOYKa 4.4.

B3auMonelcTBHS ¢ aHTHENHASNTHYHH JIEKAPCTBA
Bannpoar, kolfito HHXuOHpa TrMIOKYPOHHPAHETO HA JIAMOTPUIHH, 3abaBs MerabonusMma Ha

JIAMOTPHIHH ¥ YABIXKABA CpEAHHA IONYXKHMBOT Ha JJAMOTPUIMH NpHONKH3UTEAHO A8a MbTH. [IpH
MaluMeHTH, TMOAJOXKEHH HAa CBITLTCTBAllla Tepanus ¢ Bajanpoar, TpAOpa jAa Obae npuiaaras
noaxoadi edeOeH raH (Bx. Touka 4.2).

Onpenenedn AEJl (kato ¢enuroun, kapbamasenuH, ¢penobapburan 4 NPHMHAOH), KOHTO
akTHBHpaT uMTOoXpoM P450 ensumurte, unayuupar cewo UGTs u ciaepoBaTtenHo yckopsaBaT
mMeTabonusMa Ha naMoTpurdH. [1pU nauMenTH, nojy4yapaily CbIILTCTRALIA Tepanus ¢ PEeHUTOUH,
kapbaMazenun, ¢eHobapbutan wunu npumuaoH, TpsbBa pa Opae mnpHaaraHa noaxoAsina
TeparneBTHYHA CXeMa (BXK, Touka 4.2).

[Ipu BlUTIOYBaHE Ha kapDama3enuH B XOJa HAa JIEYEHHE C JJAMOTPHIHH CE€ ONKCBA Pa3BUTHE Ha
CUMIITOMH OT CTpaHa Ha LIEHTpajlHaTa HEpBHA CUCTEMA, BIJIIOYUTENHO 3aMagHOCT, aTaKcus,
ABOMHO BIDKAAHE, 3aMbIJIEHO 3peHHEe W rajeHe. Te3n mnposBn OOHMKHOBEHO H34YE3BAT NpHU
HaManABaHe Ha jo3aTa Ha KapbamazenuH. [logoOHM edexTd ca HabmoAaBaHu NO BpEME Ha
M3MUTBAHE ¢ JIAMOTPUTHH H OKckapba3zenHH NpH 3ApaBH Bb3pacTHH AOOPOBOJLHM, HO HE €
NpOy4YBaHO HaMAaJNisiBaHe Ha [03aTa.

B nuTepaTrypara HMa ChOOMIEHHA 32 NOHWKEHH HHBA HA TAMOTPUIHH NPHU NIpHEM Ha NaMOTPHIHH
B KOMOHHaLHA ¢ okckapbazenuH. Obave, B npoOCNEKTHBHO NMPOYYBaHe MPH BBIPACTHH 3ApPaBH
nobpoeonud npH npueM Ha no3d ot 200 mg namorpuruH ¥ 1200 mg okckapbazenuH e
YCTAHOBEHO, Ye OKCckapDazenuH He npoMeHA MeTaboin3Ma HA JNaMOTPUTMH H JIAMOTPHUTHH He
npoMeHs Merabonuzma Ha oxkckapbazenuH. 3aToBa NpH NALMEHTH, MPUEMAIH CbITBTCTB

4.2).




[Mpu npoyusaHe ChC 3APABH JOOPOBONILH, e THOBPEMERHOTO NpuioxeHue Ha ¢pendamar (1200 mg
nBa eTH AHeBHO) ¢ jgaMoTpurud (100 mg nea nmptu AHeBHO 3a 10 auu) He € AoBeno Ao
KIHHHYHO 3HAYUMH e(eKTH BbpXY (apMaKOKHHETHKATA Ha JIAMOTPHIHH.

Ha ocHoBaTa Ha peTpPOCMEKTHBEH aHaJH3 Ha MIA3MECHHMTE HHUBa MpH MALHEHTH, NpHEMaH
NIAMOTPHUIHH ChC WM Oe3 rabameHTHH, H3rnexna 4ye ra0aneHTHH He MPOMEHd KIMpPBHCA Ha

JTAMOTPHUTHH.

[ToTeHuManHATE B3aUMOAEHCTBHA MeXIY J€BETHPALETAM M JJAMOTPUIHH Ca HM3CICIBAaHH 4pe3
OLICHKA HA CEpYMHHTE KOHIIEHTPALMH Ha JBETEe NIEKApCTBa 110 BpeMe Ha mnauebo KOHTpOJIHpaHH
KIHHHYHH  H3NHTBaHudA, Te3sd JaHHM MOKa3BaT, 4Ye JIAMOTPMrHH HE MOBJIUABA
¢apMaKOKHHETHKATA HA JieBeTHpaLeTaM U JIEBETHpALeTaM He MOB/IHABA (apMaKOKHHETHKATA Ha
NAMOTPHIHH.

Hali-HNCKHTE MNMa3sMEHH KOHHEHTpalWM Ha JaMOTPUIHH B CTAllHOHAPHO CBCTOAHHE HE €€
NOBJIMABAT OT ChbIIbTCTBALLMA NMpHeM Ha nperabanud (200 mg, 3 nbTH Ha AeH). He ca ycraHOBEeHH
bapMakOKHHETHYHH B3aUMOJEHCTBUS MEA(TY JIAMOTPUIHH U nperabajiuy.

Tonupamar He nNpeIU3BHKBA NPOMAHA B INAa3MEHHTE KOHLEHTPAllHH HAa JAMOTPHUIHH.
MpunoxeHHETO Ha NTaMOTPHTUH BoAd 10 15% noBHilaBaHe HA KOHLUEHTPALHUTE HA TOITHpaMar.

B eaHo M3NHTBaHE NpH NAUMEHTH ¢ CMMIENCUA, AHOBPEMEHHMAT NpHEM Ha 3oHmM3aMuy (200 no
400 mg/nen) ¢ namorpuruH {150 no 500 mg/nen) 3a 35 AHHU € HOoBen A0 3HAYKUMHU eEKTH BbPXY
(papMaKOKHHETHKATA HA IAMOTPUTHH.

[Ina3MeHUTe KOHLEHTpPALHH Ha JaMOTPHUIHH HE C€ MOBAMABAT OT CBITLTCTBAIUMA ITPUEM Ha
nakosamug (200, 400 unu 600 mg/neH) B nnanedo-KOHTPOJIUPAHH KIHHHYHH H3NKTBaHHA MpPH
NallHeHTH ¢ NPUMNAAbLLM ¢ POKANHO HAYAO.

B cOopeH aHanW3 Ha JHJAaHHUTE OT TPH nNalLebO-KOHTPONUpAHU KIWHHYHH H3MHTBAHMI,
M3cnenBalld KOMOMHHpaH MpHEM HA NepaMiaHeSl NpH NaUMEeHTH C npunagbiud ¢ oxanHo
HA4Yaji0 W IMBPBHYHO IEHEPANM3UPaHH TOHHYHO-KJIOHHYHM MNpPHIAaAbLH, HaA-BHCOKATA OLCHEHA
A03a nepaMnaenn (12 mg/aeH) noBULIARBA KJIIUPbLHCA HA JAMOTPHIHH ¢ no-Mainko ot 10%.

Bbnpekn, ue ca cboOllaBaHH NPOMEHH B IMJA3MEHUTE KOHLEHTpaudu Ha apyrH AEJL, B
KOHTPOJNIMPAHHTE H3NHTBAHUA HE € YCTAHOBEHO JIaMOTPHIHMH JAa TMOBJHABA IJIa3MEHUTE
KOHIIEHTpallHH Ha eqHOBpeMeHHO npunaranute AEJL JlanuuTe ot in vitro M3NUTBaHHUS [TOKA3BAT,
ye JaMOTPUIrMH He H3MecTBa Apyrd AEJl oT MecTata Ha CBBLP3BAHETO MM C IUIa3MEHHTE

[MPOTCHHH.

B3aumonelicTBHA ¢ IPYTH ICHXOAKTHBHH areHTH
(dapMakOKHHETHYHHTE CBOHCTBA Ha JIMTHIF ciel mpHeM Ha 2 g 0e3BOJEH JIMTHEB TIJIIOKOHAT,

npyMeMaH JBa TbTH JOHEBHO 3a uiecT AHM or 20 374paBu JUlla, He ce TPOMEHAT IpH
eJHOBPEMEHHOTO My npuioxeHue ¢b¢ 100 mg/iHEBHO MTAMOTPUIHH.

MHOroXpaTHHTE MEpPOpaNHH A03H OYMPONHOH HE OKa3BAT CTATHCTHYECKH 3HAYMMH edeKkTH
BBPXY (hapMaKOKHHETHKATA Ha eJHOKPaTHA 1034 IAMOTPHTHH NpH 12 nuLa, KaTo € Hab/o1aBAHO~——
camo Jieko ysenu4apaHe Ha AUC Ha naMOTpHuruH rioKypoHHI.




[Ipn eqHO M3NMHUTBAHE CbC 3[paBH BB3PACTHH L0OpOBOILM, NMPHEMBT Ha 15 mg onaH3anuH
nounxasa AUC U Cmyx Ha JaMOTPHTHH CBOTBETHO cpeaHo ¢ 24% u 20%. YcraHoBeHO e, ue
npuem Ha 200 mg naMOTPHIUH HE IOBNUABa (papMaKkOKHHETHKAaTa Ha OJlaH3aIlHH.

MHOroKpaTHHTE nepopaiHy J03H JAaMOTPUIHH oT 400 mg NHEeBHO He 0Ka3BaT 3HAYHM KJIMHHYEH
edexT BEpXY (PpapMaKOKHMHETHKAaTa Ha €JHOKpaTHa A03a OT 2 Mg PHCIEPHIOH nNpH 14 3xpaBu
Bb3pacTHH jobpoBonuu. Cien eAHOBpEMEHEH MPHEM HA PHCIICPHAOH 2 mg € JIAMOTPHIHH, 12 OT
14 noGposonuM ch0OOIIABAT 33 CHHIHBOCT, B cpaBHeHHe € 1 OT 20 NMpH CaMOCTOATENCH NIPHEM Ha
PHCIIEPHIOH, H HUTO €AMH NPH CAMOCTOATENIHHA NPUEM HA JTaMOTPHTHH.

B npoyuBane npu 18 BB3pacTHH mnalueHTH ¢ TUn | OMNONApHO pascTpoicTBO, NpHEMAaIlH
NaMOTPHTHH TI0 YCTaHOBeHa cxema Ha josupade (100 - 400 mg/nHesHOo), no3uTe Ha
apHITHIPa3on ca noHeHH ot 10 mg/nen a0 tapreTHa fos3a ot 30 mg/aeH 3a nepuoA oT 7 JAHH,
NOCJIEABAHO OT MpHEM BEAHBbXK AHEBHO 3a oule 7 aHU. HabnioaaBano € noHHxkeHHE HA Cmax U
AUC Ha 1aMOTpHMruH cbC cpeqHo 10%.

Pezyntati OT ONWTH in vifro noka3sar, 4e oOpa3’yBaHETO Ha OCHOBHHA MeETabDoOIHT Ha
NaMOTPHUrHH, 2-N-TMIOKYpPOHMA, C€ MWHXuOMpa MHMHMMA@JIHO OT CBHBMECTHA HHKyOalMA ¢
AMATPHOTHIMH, OYNPONMOH, KIOHA3ENMaM, XanonepHaoN WIH nopazenaM. Pesynratute oT Te3H
OMHUTH NpeAnonarar ¥ ye MeTaboIM3MbT Ha TAMOTPUIHH € MalKO BEPOATHO Ja Obae HHXHOUpaH
OT KjJo3amuH, GAYOKCeTHH, (eHEN3HH, PHCHEPHAOH, CEPTPalHH MAH Tpa3oldoH. OCBEH TOBA,
H3caeaBaHe Ha MeraboausMa Ha Oydypapon B npenapaTd OT MHKPO3OMH OT YOBEIIKH 4Y€peH
apob npeanoyarar, 4e JaMOTPHIHH He HaMalfBa KIHPbHCA HA NIEKapCTBEHHTE NPOAYKTH, KOUTO
ce eIMMHHKpAT npeauMHo upes CYP2D6.

BiauMoneicrere ¢ XOpMOHAIHH KOHTPalleNITHBH

Edexm na xopmonannume xonmpayenmugu evpxy QapMakoxunemurama na 1aMompucun

[Ipy KIMHHYHO HM3NWTBAHEe C Y4acTHero Ha 16 xeHm A0OpOBONIKH, NpUeM Ha KOMOMHHpaH
nepopaieH KoHTpaunentuB 30 pg eruHunectpaauon/150 pg nesoHoprecTpen € Josen 1o
NMpUOJU3NTENHO ABYKPATHO I[IOBHMIIABAaHE Ha KIHPBHCAZ Ha JIAMOTPHIHH Cllel MNepopatHo
NPHJIOKEHHE, HMALIO 32 pe3yaTtaT HaMmanaBaHe cpeaHo ¢ 52% H 39% cpoTBeTHO HA AUC H Crax
Ha JaMOTpHIruH. CepyMHHTE KOHLICHTPALIMM Ha JAMOTPHIHH Ca ce NMOBHIIMIH Mpe3 ceaAMHLATa
6e3 KOHTpaUEeNTHBHO AaKTMBHO BeElLeCTBO (BKIIOYMTENHO Ipes ,ceaMuuara Oe3 xamue™), Karo
KOHLIEHTpaLHKHTE NpeAd JO3MTE B Kpas Ha ceAMHLaTa 6e3 KOHTPALENTUBHO aKTHBHO BELIECTBO
ca Oumnm cpeaHO OKOJO JABa MBTU IMO-BUCOKH B CpaBHEHHE ¢ MepHOAA HAa E€JHOBPEMEHHO
npuiaraHe Ha JekapctBata (Bx. Touka 4.4). He e Heobxonumo apanTHpaHe CbIJIacHO
MpenopbYaliTe YKa3aHHA 3a [OBHILABAHE HA A034aTa Ha TaMOTPUIHH HA OCHOBATA €AHHCTBEHO HA
ynorpebara Ha XOPMOHATHH KOHTpPAUENTHBH, HO I[OMABpIKALllaTA KO3a HA JIAMOTPHITHH B
rIoBe4eTo caydad TpAbBa aa ObA¢ nNoBHILCHA WM TMOHWXKEHa NpH 3alMouBaHe HIIH CIIHpaHe
IIpHEMa HA XOPMOHAJTHH KOHTpaLenTHBH (BXK. TOUKA 4.2).

Edexm na aamompuziun 6bpxy papMaxoxunemukama Ha XOPMORAIRUME KOHMPAuenmueu

[IpH KIHHMYHO H3NMHTBaHE C YHACTUETO HA 16 keHH NOOPOBONKH, NPHEMBT HA CTallHOHAPHa A03a
or 300 mg namMoTpUrMH He € oOKasan e(QekT Bbpxy (QapMakOKMHETHKaTa Ha
eTHHHJIECTPAIHONIOBATa ChCTaBKa Ha KOMOHWHHpaHAaTa nepopaliHa KOHTpalenTHBHA Talnerka.
YCTaHOBEHO € YMEPEHO YBEJIHYEHUE HA MEepOopalHHA KIMPBHC Ha CHCTABKATa JIEBOHOpPrecTpel,

BOJELLO A0 HamansBaHe cpeaHo ¢ 19% u 12% cvoTBeTHO Ha AUC M Cnax HA JI€BOHOPTECTPEL e .,
%

HaMangBaHE Ha CYINPECHATA HAa OBApHAJIHATA XOPMOHAJIHA AKTHBHOCT NPH HAKOH XKC
€ U3IMCPBAHCTO Ha CEPYMHHA NMPOreCTCPOH MOKA3B4d, YC HAMA XOPMOHAJIHH JaHHH




NpH HUKOA OT lecHagecerTe xeHH. He e u3dcHeHo BB3AeHCTBHETO HA YMEPEHOTO MOBHLIABAHE
Ha KIHpbHCA Ha NeBoHOprecTtpen U npoMeHute B cepymHus FSH u LH sbpxy oBynatopHara
AKTUBHOCT Ha Aifuduka (BX. Touka 4.4). He ca npoyyBaHH e(deKTHTe HA JIAMOTPMIHH B JHEBHH
0o3H, pasauyHl ot 300 mg, KaKTO M HE ca NpoBe}JaHHW H3MHTBAHHA C JPYTrH XOPMOHAJIHH

JEKAPCTBEHH NPOAYKTH.

B3auMoeACTBHA € IpYTH JEKAPCTBEHH TIPOAYKTH

B usnuTBaHe ¢ y4acTHeTo Ha 10 MBXke HOOPOBONLHK € YCTAHOBEHO, Y€ puaMnUlUMH NOBYINABA
KJYpPbHCA W HaMalsiBa BpPEMETO Ha IMONYXHBOT Ha JJAMOTPDHIHH IMOpaad HHAYKIHA Ha
YepHOIpOOHUTE eH3HMMH, OTFOBOPHH 3a IIIOKypoHHpaHeTo. [IpH MallMeHTH, I€KyBaHH
eNHOBpPeMEeHHO ¢ prdaMNULKH, TpAOBa fa C& M3NOoN3Ba NpPenopbyYHTEIHATA CXEMA Ha JICUEHHE

(BXK. TOUKa 4.2).

B usnuTsaHe npH 34paBH AOOPOBOIIH, JIONMHHABUP/PUTOHABUP NMPEAU3BHKBAT HPHOAHIUTEITHO
OBYKPaTHO IIOHM)KaBaHe Ha IUIa3MEHUTE KOHLECHTpalUWH Ha JIAMOTPHIHH, BEpOATHO 4Ype3
HHAYLUHpaHe Ha [IOKypoHHpaHeTo. [IpH mnauWeHTH, OpHeMally E€AHOBPEMEHHO JeYeHHE C

JIONHHABHP/PHTOHABHP, TPAORa Aa Obe U3NOA3BaH NOAXOJALI TepaneBTHYEH pexXHM (BXK. TOUKA
4.2).

B enHo npoyusaHe NpH 34paBH Bb3pacTHH A0OpoBOLH, aTazaHaBup/puToHaBHp (300 mg/100 mg
JLHEBHO), pHMaraty 3a 9 guu, nodwxkasar njaasMeHnTe AUC # Cmax Ha 1aMOTPUTHH (€HOKPaATHA
no3a or 100 mg) cpeano ¢bOTBETHO ¢ 32% u 6%. IIpH nauueHTH, nMpueMallld €JHOBPEMEHHO
JledyeHHe ¢ aTasaHaBHpP/pHTOHABUP, TpAOBa Aa ObAC H3NON3BaH MOAXOAALL TEPATNIEBTHYEH PEKHM
(BRK. TOuKa 4.2).

B u3nuTBaHe mpH 3/paBH BB3pacTHU HOoOpoBOJUH, mapaueramMon 1 g (YeTHpd NMbTH JHEBHO)
noHuxasa minasMeHuTe AUC # Cpin Ha TaMOTPUIHH CpeHO ChOTBETHO ¢ 20% H 25%.

J[aHHH OT in vitro NpoyyuBaHe NOKa3BaT, Y€ JaMOTPUIHH, HO He U N(2)-rmokypoHua metabonura,
e HHxubuTOop Ha OpranuyHua TpaHcrnoptep 2 (OCT 2) B noTeHUHANHO KIHHHYHO 3HAYHMH
KOHLIEHTpalMK. Te3n JaHHH [I0Ka3BaT, ue NaMOTpUruH € HHxubuTop Ha OCT 2 ¢ ICS50 crofiHocT
53,8 uM. EaHoBpeMEeHHOTO NPUIOXKECHHE HA JAMOTPUTHH € JIEKapCTBEHH NMPOAYKTH, KOHTO C€
enUMHHHPAT npe3 6b0peunte u ca cyOcrpatd Ha OCT 2 (manpumep MetdopMHH, rabaneHTHH H
BapEHMKIIMH ), MOXKe fa A0BEJE A0 NMOBUINCHHU NiasMeHH HHBA HA Te3H JICKapCeTsa.

KnuHuyHata 3HAYHMOCT HA TE3M PE3YJTATH HE € ACHO olpeleneHa. Bouhopekd ToOBa,
NPUJIOKEHHETO Ha JIEKApCTBOTO TpAbBa Ja € ¢ MOBHLIEHO BHMMaHHE MPH NAWHEHTH, KOHTO
€IHOBPEMEHHO NPHeMaT HAKOH OT TE3H JICKAPCTBEHH NMPOAYKTH.

4.6. PepTranTeT, OpeMEHHOCT H KbpMEHE

PUCK, CBBP3aHHU ¢ AHTUECMTHICNTHYHHTE JIEKApPCTBA KATO LIAJIO0
JleyeHHneTo Ha XKEHUTE C AeTEepOACH NOTEeHUHANn TpAORa Aa Obae NOA KOHTPOJa HA CMELHANHCT.

JleyeHNEeTO ¢ AHTHEMMMNENTHYHH JIeKapcTBa TpAOBa Aa ObAe npepasrieaaHo, B ciayyai 4e KkeHaTa
mIaHupa Aa sabpemenee. Ilpu xeHuTe, NEKyBaHH 3a EMWIENCHA, BHE3ANMHOTO CIHPaHE HAa
neyeHHeto ¢ AEJI TpsbBa na ce u3bArea, Thif KaTo MOXKe Ja JOBEAE AO NMOABA HA NPHNALBIH CbC
CEPHO3HH NMOC/IeACTBHA BbPXY XKeHaTa i HEPOAEHOTO JeTe. BUHAary, Xorarto € Bb3MOXHO, TpaOBa
7a ce IpeAnoYHTa MOHOTEpaNui, 3aoTo JeueHHeTo ¢ HAKonko AEJ] Moxe xa Obae cebp3aHo ¢
NOBUILIEH PHCK OT BpoJeHH MandopMauuu B CPaBHEHME C MOHOTEpaluATa, B 3aBHCH ‘
H3MON3BEHUTE AHTHEMUWISNITHYHH JISKAPCTRA.

PuCK, CBbp3aH ¢ TaMOTPHIHH




Bpemennocm

[lonam obeM gaHHH NpH OPEMEHHM XKEHH, MPHEMAIH JIJAaMOTPHIHH KaTO MOHOTEpAllHs 1O BpeMe
Ha I'bpBHA TpUMeCTBp OT OpemeHHocTTa (MoBede oT 8 700), He mpeanonara CbIIECTBEHO
oKa4yBaHe Ha PHCKa OT oJIEMH BpOJEHH MaldopMauuH, BKIIOYHTENHO 3aellKa YCTHa H BbJIYa
nact. I[IpoyH4BaHHUSTA NPH )KUBOTHH Ca NOKAa3aH TOXCHYHOCT 32 pa3BUTUETO (BXK. TOUKA 5.3).

AKO € HaJOXHTENHO JieYECHHEe ¢ MaMOTPUrHH no BpeMe Ha OpeMeHHOCT, npenopmpusa ce
NPHIKEHHUETO HA Hali-MaJlkaTa BRb3MOYKHA TepaneBTHYHA J034.

JlaMoTpHruH uMa cnab HHXHOMTOpEeH edeKT BbPXY peAYKTa3aTa Ha AMXHAPOPONUEBa KHCEIHHA,
NopajH KOETO MOXE€ TEOPETHYHO Ja MOBHIIM pHCKAa OT eMOpHodeTrasHO YBpeXAaHe upes
NnoHuKaBaHe HUBaTa Ha (oavena kucenuHa. [IpenoppuuTeneH e npueM Ha QonveBa KHCEIHHA
NpH IiaHupaHe Ha OpEMEHHOCT M B paHHHTE NMEPUOIH Ha OpEMEHHOCTTA.

(DHIKOTOrHYHHTE IPOMEHH, HACTBHIBALIH MO BpeMe Ha OpeMeHHOCT, MOraT Jla NNORNUAAT HHBATA
Ha JAaMOTPHIHH /MM TepaneRTHuHuA edexT. MMa choOieHUs 32 MOHMXKABAaHE HA TUJIA3MEHHTE
HYBa Ha JJaMOTPHMIHH 0O BpeMe Ha OpeMEHHOCT C MOTEHLMAJIEH PUCK OT 3aryba Ha KOHTpoOn
BbPXY NpHnaablLuTe. Clen paKAaHeTO HUBATa HA JJAMOTPHIHH MOrat Obp30 Ja ce NMOBHLIAT C
PHMCK OT JO30CBBP3aHH HEXeNnaHH peakuuu. Ilopaau ToBa CepyMHHTE KOHIIEHTpPALHH Ha
NaMOTPHrHH TpAOBa Aa ObAaT npocneadaBany Npelu, o BpeMe Ha | ciel OpeMeHHOCTTa, KakTo U
3a KpaTko cien paxjaaHero. [Ipn HeoOxoaumocT no3ara TpabBa Aa OnJe apanTupana, 3a Aa ce
NnoAIbPKa CEpYMHATA KOHLIEHTpalMA Ha JIJAMOTPUTHH Ha HUBOTO OT npeau OpeMeHHOCTTa WIH Ja
Obae aganTHpaHa cnopen KINHH4HKA oTrosop. OCBeH TOBA, CE] pAKAAHETO TPAOBa Na ce cleau
3a NIPOSABA Ha J030CBbP3aHN HEXENaHH PeaklinH.

Kvpmene

Crobl1jaBa ce, 4Ye TaMOTPHIHH IPEMHHABA B KbpMarTa NPH MHOIQ pasjivdHM KOHLEHTpPAluy,
KOEeTO BOOH A0 oOOIM HHBA Ha JIAMOTPUrHH MNpH KbpMauerata ot npubnusurenno 50% or
MaH4YuHHUTE.

CnegoBaTenHo, NpH HAKOH KbpPMayeTa CEPYMHHTE KOHLEHTpALMH Ha JIaMOTPHIHH MOXE Ja
IOOCTHTHAT HHBA, IPH KOUTO ce Habmoaapar dapMakoNorHuHy eexTH.

[ToTeHUHANTHHTE MON3H OT KbpMeHeTO TpAORa Ja ObAAT NpelLeHeHH cpeilly NOTEHIHATHHA PHUCK
OT TIPOABA HA HEXKENAHH peaKkuWH NMPpH KbpMauyeTo. AKO XXEHaTa pellu Aa KbPMH, JI0KaTo € Ha
JeYeHHe ¢ JJAMOTPMIHH, KbpMaueTo TpabBa a ObAe MpOCNEAABAHO 3a NOSBA HA HEXKEIAHH
peakiiii KaTo cepaluns, oOpuB u cnabo HaanaBaHe Ha TEro.

Depmunrumem
U3cnensaHuaTa NpH KHBOTHHM HE TMOKa3BaT HeOnaronpuATHO NOBJHABAHe Ha ¢epTHAMTETA OT

JTAMOTPHUTHH (BX. TOYKa 5.3).

4.7. EdexTH BBHpPXy cHOCOOHOCTTA 32 HIOPHPaAHE H pAab0OTA ¢ MAINHHEH

Toii kaTo ChINECTBYBAT WHAWBHAYATHU pa3iMKH B NOBAMABaHeTO OT aeueHuero ¢ AEJL, Ha
MalUeHTHTE, TpUEMAlllH JIaMOTPUIHH 3a JIEUEHHE Ha €eNMWIENCcHd C€ Mpenopp4ysa na ce
KOHCYJITHpAT C JIEKYBAiliHA JIEKAp OTHOCHO cnelMpUYHH BBIPOCH, CBBP3aHH C UJO(]JH]J&HBTO,_H.\
SIUNIETICUATA.

He ca nposexnaand H3NHTBaHUA 3a edieKTUTE BBPXY CrnocoOHOCTTa 3a mwodupaHe
MainpiHU. TIpy ABe M3NUTBaHWA ¢ AJOOPOROJILM € YCTAHOBEHO, Y€ edeKThT HA JIaMO



¢uHaTa 3pUTEIHA JBHUraTelHA KOOPAHHALMA, ABHKEHHATA HAa OYHTE, pPABHOBECHETO H
CyYOeKTHBHWTE CelaTHBHH e€(eKkTH He ce pa3nHuaBa B cpaBHeHHe ¢ ruiauebo. [lpH xiHHHYHH
H3MHTBAHHUA C JJAMOTPUIHH Ca NOKNAABAHH HEXENaHU PeakiUWH OT HEBPOJOTHUYEH XapaKTep KaTo
3aMatipaHe ® JpoifHo BHxkAaHe. [lopaau Tasy mpuyHHa npead Aa IOPHpPAT UMK Aa paboTaT ¢
MAalllHHH, NAHEHTHTE TpAOBa ITHPBO Ja YCTAHOBAT KaK HM BIIHAE JICYEHHETO C JIAMOTPHIHH.

4.8. HexxenaHE JeKAPCTBEHH peakugn

HexenanuTte NeKapCTBEHHW PEakiHH 3a NMOKA3aHUATZ enuienchus U OHNONAPHO pascCTpOHCTBO ca
cnopen JaHHH OT KOHTPOJHPAHH KNMHHUYHY H3MHTBAHUA H APYT KIHHHYEH OINHUT H ca H30pDOEH! B
Tabnuiara no-zony. KaTeropHure no 4ecTroTra ¢a H3BEAEHH OT KOHTPOJHpaHH KIHHHYHH
H3NHTBAHUA (MoOHOTepanus 3a enunencus (0003HAYEHH C KPBCTYE " u 3a 6Gunonspho
pascTpoiicTBo (o6o3HayeHH cbe 3Hak 3a naparpad *)). [pu pasnuka B KaTeropuaTa IO 4eCTOTA
MeXIY OAHHHMTE OT KIHHHYHH M3NUTBAaHHUA TMPH €NWICNCHA M NpU OUNONAPHO pa3CTpOHCTBO €
NMoKazaHa Hali-KoHcepBaTHBHAaTa t4ecoToTa. BBOpeku TOBa, NpPU NUNCa Ha JaHHH OT
KOHTPOJIMPAHH KIMHHYHH H3NHTBAHUA KATErOPHHTE 110 YECTOTA Ca U3BEAEHH OT APYT KIHHHYEH

OITHT.

Br3npuera € cneaxara KiacupHKalUa Ha HEXXEJIaHHTE JIEKapCTBEHH PEaKL|H:

Muoro uvectd (>1/10), wecrn (=1/100 mo <1/10), veuectu (=1/1 000 mo <1/100), peaxu (=1/10
000 no <1/1 000), muoro peaxu (<1/10 000), ¢ Heu3BecTHa 4YecTOTa (OT HAJMYHHUTE NAAHHH HE
MoOXe na ObJie HanmpaBeHa OlleHKa).

Cuacremo-opraner | Hexenana peaknusg YecToTa
KJIAC

Hapymenus Ha | XeMaTONOTHYHH OTKJIOHEHMS ', BKIIOMBAlK | MHOro peaku
KpbBTa U | HEYTPOTIEHHA, EBKONEHH, aHEMHS, TpoMboLMTONEH s,

JIUM(HATA CHCTEMA | MAHUMTONEHHA, aNNACTHYHA aHEMH, arpaHyJIoLHTO3a

XemogaromurHa JuMmdoxuctuouuTosa (HLH) (ex. | MHoOro peaku

Touka 4.4)
Jiumbanenonarus’', ncseaoauMGomM C HeusBecTHa
4eCcTOTa
Hapyiienns Ha | CHHAPOM Ha CBPBXYYBCTBHTEIHOCT’ MHoro peaku
MMYHHATA CUCTEMA
XunoramMarnobynuHeMus C HensBecCTHA
4eCTOTa
[1CUXHYHH Arpecus, pasapazHUTETHOCT YecTu
HapyLIEeHHUA
OObpkBaHe, XaNnOUMHALMH, THKOBE (IBUraTeNHH W/MIH | MHoOro peaku
BOKAJIHH THKOBE)
C Heu3sBeCcTHa
Kowmapu YecToTa
Hapywenus na | ['naBo6onue™ MHoOro 4ecTH

HepBHAaTa CHCTEMA
CoHanBocT'®, 3amaiiBane™, Tpemop', 6eacpuue’, | Uectn
pB30yaa’

1.

ATtakcug




KOXXaTa H

Hucrarem', acentuyen MEeHUHIHUT (BX. TOUKa 4.4) Penkwu

HectabunuocTt, ABUraTeNHH HapylleHus, BaomanaHe Ha | MHoro peaku

CBCTOAHHETO HA NALMEHTH, cTpajaild ot OGonecTra Ha

[lapkuncon’, eKCTpanupaMHaHH CHMIITOMH,

X0peoaTeTo3a’, yBeJIHYEHA YECTOTa Ha MPHNAaXbLHTE
Hapymenus  Ha | JIMmionua’, 3aMBricHO 3peHue’ HeuecTn
O4YHTE

KOHIOHKTHBHT Penku
CromamHo-upeBHH | ['ajicHe’, noBpbLIaHe', AMAPHA', CyXOTa B ycraTa’ Yecrn
HapyLIE¢HHs
Xenarobunuapud | YepHoapoOHa  HEAOCTAaTHYHOCT,  OTKIOHEHWA B | MHOro peaku
HapyLICHHA 4epHOApPOOHUTEe (YHKLUHMM®, TIOBHMIICHH CTOWHOCTH Ha

MoKazaTelIiTe Ha 4YepHOAPOOHUTE (YHKIHOHAIHH

TECTOBE
Hapywenus Ha | KoxeH o6pup’'® MHoOro 4ecTH

M edpekTH  Ha
MACTOTO Ha
[PHIIOKECHHE

NMOAKOKHATA TbKaH | AnOneuus, peakius Ha poTouyBCTBHTENHOCT HeuecTn
Eputema wmyntudopme, Cunapom Ha CTuBbHC- | Peaku
Ix0HCBHH®
MHoOro peaku
Toxcu4yHa enuaepMAIHA HEKPOJIN3a
MBHoro peaku
JlekapcTBeHa peakluus ¢ €O03HMHOQHINUA H CHCTEMHH
CUMINITOMM?
Hapyuienus Ha zﬁ\p'r;:)a.mm§ YecTn
MYCKYJTHO-
CKeleTHarTa Peakiiyn, HanmoaoOsBaiy aynyc MHoOro peaku
CHCTeMa H
CheIHHUTEHATa
TbKaH
Hapymenns Ha | TyOynouHTepcTHIHaleH  HedputT, cuHApoM Ha | C Heu3lBecTHa
opOpeunTe H | TyOYJIOHHTEPCTHLIHAIEH HEPPHT U YBEUT 4yecToTa
NMHKOYHHTE
nbLTHLIA
OO0uin HapyllieHHA YmMopsieMocT', Gonxafﬁnnxa B rbp635 Yectn

Onucanyre Ha Y30paHH HEXENAHU PEAKIIHH

! XeMaToNoOrHYHUTE OTKIIOHEHHA W JuMpaneHonatHaTa Moxe ga Obvaar uan aa He Obaar
CBbp3aHH C JleKapCTBEHaTa peakuWa ¢ co3uHopunua M cucteMHR cumntoMu (DRESS)/
CHHAPOMA Ha CBPBbXYYBCTBHTENHOCT (BXK. CNEUHATHH NPEeAYNPEXICHHA H NPEeaNa3zHl MEPKU
ynotpeda u HapyiieHns Ha UMyHHaATa CHCTEMA).




2 O6puB e cboOwWaBaH KaTO 4YacT OT TO3M CHHApPOM, H3BecTeH Cbulo kato DRESS. Tosa
CbCTOSHHE € CBBP3aHO C Ppa3snMYHH CHCTEMHH CHMIITOMHM KaTo I[OBMUIEHA TeMIeparypa,
nuMdageHonaTHa, OTOK Ha IHIIETO H MPOMEHH B KPbBHATA KapTHHA, QYHKUMHTE Ha YepHHUA Jpob
H 6bbperure. [1posBuTE HAa TO3M CHHAPOM Ca € pa3lIHYHA KIHHHYHA TEXECT, KaTO pRAKO Morar
la JoBedaT A0 JHCeMHHHpaHa HHTpaBacKyJiapHa Koarynailud W MYJITHOPraHsa HEAOCTAThbYHOCT.
Tpabsa ma ce HMa npeJBH, Y€ paHHHTE NPOSBU Ha CBPBXYYBCTBHTEIHOCT (HANPHMEP NOBHIIEHa
TeMineparypa, JJHMdaaeHonaTs) MOXe Ja ca MposBeHH H 6e3 nonoBuMoO pa3BUTHE Ha OOpHB.
[lpu ycTaHOBABaHE Ha ONMMCAHWTE MPH3HALM H CHMIITOMH € HeoOxoauma He3adaBHA Oll€HKa Ha
ChCTOAHHETO Ha MaLMEHTa U CIUPaHEe Ha IPUEMA HA TAMOTPHUIHH TIPH JIMIICA HA ApYyra eTHONOrus
3a pa3BHTHE Ha Ta3H peaklHuH (BX. Touka 4.4).

> Tesu peakuuu ca AOKJIAJBAHH NO BPEME Ha APYrHs KIMHHYeH onuT. Uma cboblueHus, ue
NPHIOKEHUETO HA JIAMOTPHIHH MOXe€ Ja BIIOLIM CHCTOAHHETO Ha NAHHUEHTH, CTPaAalld oOT
b6onectra Ha [TapkuHCOH. MMa oTaenHU ¢pobLUEeHNA 3a MOsABA HA eKCTpanupaMUIHH CHMIITOMH H
XOpeoareTo3a NpH NalHeHTH 6€3 TOBa CHITBTCTBAIO 3a00ABaHE.

Y YepHoapobHata auchyHkums OOMKHOBEHO Ce MpOABABa BLB BpPL3Ka C peakUHHUTE Ha
CBPBXYYBCTBHTENHOCT, HO B OTAEJIHU cly4yad e Habai0jaBaHa CaMOCTOSTEIHO.

> B KIMHHUYHM H3MHTBaHHA NPH BB3PACTHH, KOXHH oOpHBM ca Habmonxasanu npu 1o 8-12% ot
NalHEHTHTE, TpPHEMalld JAMOTPUIHH, H npH 5-6% OT nauueHTHTE, NpHeMalud Iiauedo.
Pa3suTHeTo Ha oOpHBH BOZM A0 CNHpAHe HA NIpHEMa Ha JIAMOTPUIUH NpH 2% OT MalHEHTHTE.
OOpHBBT, B MOBEYETO CAyUaK MaKyJonanyjo3eH, 0OUKHOBEHO C€ pa3BHBA MpPE3 MBbPBHTE OCEM
ceIMHLH OT HA4YAIOTO HA NIEYEHHETO, KaTO MTpeMHHABA Cle/ CIIMPaHe Ha NpHeMa Ha NaMOTPHUIHH
(BXK. TOUKa 4.4).

CroblaBaHH ¢a CEPUO3HM MNOTEHUHANHO XHBOTO3acTpallasaliy OOpPHUBH, BKIIIOYHMTEIHO
Cuaapom Ha CTHBBHC-I)KOHCBHH M TOKCHYHA enyiepManHa Hekponusa (CHHApoM Ha Jlaiwn) u
NeKapCTREHA peakiius ¢ eo3uHoguana U cucremMHd cumntoMd (DRESS). B noseuero cnyuam
Te3H peakLHH NpeMHHABaT CleA CNHpaHe Ha NTpHEMA Ha JaMOTPHUTHH., BLIpEKH TOBA, NpKH HIAKOH
NalLlHEHTH Ce pa3BHBAT HeOOpaTUMM LMKATPHKCH, CBLIO TaKka WMa PEJAKH CIy4au Ha JIETaNeH
u3xoz (BXK. Touka 4.4).

O61uAT puck 3a NosBa Ha OOPHB NOKAa3Ba CHIHA B3aUMOBPB3KA C!

- NpHEM Ha BUCOKH HaYaJHU JO03M JIAMOTPHIMH H MIPEBHIIABAHE HA NpenopbyaHaTa A03a 3a
MOBHINABAHE HA JJAMOTPHUIHMH (BX. TouKa 4.2)

- eJHOBPEMEHHO NpHJaraHe Ha Banmnpoar (Bx. Touka 4.2).

MMma choOlueHus 3a HaMajleHa KOCTHa MHHepa/iHa IUTbTHOCT, OCTEONEHMA, OCTEONnopo3a H
(bpaKTypH NpH NauMeHTH Ha IBIrOCPOYHO JieHeHHe ¢ JaMOTPUriH. He € ycTaHOBEH MEXaHH3MBT,
10 KOITO JaMOTPHIHH MOBIUABA KOCTHUA META0OIH3BM.

CroblliaBaHe Ha NOJO3HPAHH HEXENAHH PEaAKIIHH
CroOlaBaHeTo Ha IMOJO3HPAaHH HeXeNaHH peaklUWH cCclea pazpellaBaHe 3a ynotpeba Ha
JIEKApCTBEHWA MNpPOJYKT € BaXHO. ToBa MO3BOMABA J[a TNPOALIDKM HaOMIOAEHHETO Ha
CHOTHOLIEHHETO NMON3a/ PUCK 3a JIEKApCTBEHHA MPOAYKT. OT MEAHLIMHCKUTE CNEUHATUCTH Ce
H3MCKBA 3a chOOINABAT BCAKA MOAO3HMpAHA HekelaHa peakUds 4pe3 HAUWOHANHATA CHUCTEMAa 3a
choOilaBaHe:;

M3nbaHuTENHA areHUMA 10 JIEKAPCTBaTa
yi. ,, Jlamsau ['pyep” Ne 8
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Ten.: +359 28903417
yebcaiT: www.bda.bg

4.9, Ilpenoaapane

CHMIITOMH ¥ NpH3HAILIH

CrobluaBany ca ciydaiHd npego3vpanus ¢ go3u 10 g0 20 npTH no-roneMu OT MaKCHMalHara
TepaneBTHYHA 033, BKIIOYMTENHO CMBPTHH Cilyyad. B pesynrar Ha npejnosdpaHero ce
YCTAHOBABAT CHMIITOMM, BK/IIOYBAIIM HHCTarbM, aTakCHA, MPOMEHH B CB3HAHHETO,
reHEpATM3HPaHH TOHHYHO-KNOHWYHH repuoBe (grand mal) U koma. Paswmpasane Ha QRS
(3abaBAHe Ha MWHTpaBEeHTPHKY/JapHaTa MNPOBOAMMOCT) K yabmkaBaHe Ha QT crwo ca
HabnoaapaHy Mpu NalLHEHTH C MpeAo3HpaHe.

Pazinupapade Ha QRS npogpmkutensoctra no noseue or 100 msec Moxe Ia ce CBEpPXE € IO-
TEXKA TOKCHYHOCT.

Jleuenune

[Mpu npeno3upane nanueHTHT TPAOBA Aa NOCTHNH B OONHHYHO 3aBeAcHHME H Aa Obae noanoxeH
Ha aJlekBaTHO nedyeHue. [1pu nHeobxonumoct Tpabra Aa ObJae HanpaBeHO NEUYEHHE, HACOUYEHO KbM
HaMangBaHe Ha pe3opbumaTta (akTuBexn BbrieH). [lo-HaTaTbWHOTO noBeaeHHe TpadOBa aa Obae
KaKTO € KJIMHHYHO T0Ka3aHO, KaTO C€ B3eMAT MNpeABH] TNOTCHUHATHUTE e(QeKTH BBbPXY
ChpAE4YHATa NPOBOAUMOCT (BXK. To4Ka 4.4). Moxe 1a ce 0bMHCIH MHTPABEHO3HO NPHJIOKEHHE Ha
JRITHY 3a JIeYeHHe Ha KapAHOTOKCHYHOCTTa, ak0 T4 HE ¢€ MOBJHMABA AOCTATBYHO OT HATPHEB
OukapboHar. HaMa ONHT ¢ XeMOAHANM3ATa B JNICUYCHMETO Ha MNpenosHpaHero. JIpm wect
nobpoponid ¢ ObpOpeuna HepocTarhuHOCT, 20% OT JaMOTpUrHHa ca OHJIM OTCTpPaHeHH OT
OpraHu3Ma no BpeMe Ha 4-yacoBaTa XeMOJHaNn3Ha cecHs (BXK. ToUka 5.2).

5. PAPMAKOJOTHYHHA CBOMCTBA
S.1. ®apmakoAHBAMAYHH CBOHCTBA

dapMakoTepaneBTHYHA rpyna; Apyru antuenunentuyHy nexkaperea, ATC koa: NO3AX09.

MexaHn3nM Ha neHCTBRE
PesyntaTiute OT (papMaKOJOrMYHHTE MPOYYBAHHA NOKA3BAT, Y€ JIAMOTPUTHH e ynotpeba- u

BONTAX-3aBUCHM Onokep Ha BOAT@XK-aKTHBHpAaHHTE HATPHUEBH KaHanu. ToH HHxHOHUpa
NpOAbKHTENHOTO, NOBTAPAILO € BB3OYKACHHE HA HEBPOHUTE U NOTHUCKA OCBOOOXKIABAHETO Ha
rnyramMat (HEBpOTPRHCMHUTEDP, KOHTO MIpae KIIQYOBA POJiA B N€HEPHPAHETO HA ENHIJIENTHYHHUTE
repuoBe). Te3u eeKTH BepOATHO JONPHHACAT 3a CBOHCTBaTa Ha JIAMOTPUIHH Karo
AHTHKOHBYJICAHT.

3a pa3nuMka OT TOBA MEXaHM3MHTE, MO KOHTO JIAMOTPHMIMH OKa3Ba TepaneBTHYEH e(eKT npu
OunonapHo pascTpoliCTBO HE Ca YCTAHOBEHH, BBIIPEKH 4€ C€ OTAABA 3HAYEHHE HA MOBJIHABAHETO
Ha BONITAX-aKTHBHPAHHUTE HATPHEHH KAHAIM.

dapMakoJHHAMH4YHH edekTH
[Tpu n3cnensaHns 3a OLCHKA Ha edEKTAa HA JIEKAPCTBATA BBPXY LIEHTpalHATa HEpBHA CHUCTEMa

ycTaHOBeHUTe edekTH Ha mpujaraHe Ha 240 mg naMOTPHIHH MpH 34paBH 40OpoBOILH ca OuH
noao6HK Ha Te3u 3a maauebo. Ot apyra crpaHa cnex npunarade Ha 1 000 mg dpeHuTomnH uau 10
mg AuasenaM ce YCTAaHOBABAT 3HAYMTEJHO HapyllaBaHe Ha (pUHaTa 3pHUTeHa ABUraTellHa
KOODPAHHAIUSA, ABHXEHHUATA Ha OYHTE, PABHOBECHETO H CYOEKTUBHH €(eKTH Ha cequp |




[Mpu Apyro H3MHMTBaHE Clie] NepopaleH NpHeM Ha €AHOKpaTHa ao3a ot 600 mg kapbamasenuH ce
YCTAHOBABA 3HAYMTENHO BiOllIaBaHe HAa (QuHATA 3pHUTENHA [BHraTelHa KOOPAMHALKA,
JNBHXXCHHATA HA OYHTE H PABHOBECHETO M MOBHIIABAHE HA ChpAeYHaTa YectoTa. OT Apyra cTpaHa
cJieq npularaHe Ha J1aMOTpHIHH B 1o3u oT 150 mg ao 300 mg ycraHoBeHHTe eeKTH ca Nogo0HH

Ha TE€3H NIIPH NMPHCM Ha nnaueﬁa.

H3zcneosane na ehexma Ha ramMompuzut 8bpXy CopOeuRama nPposooOUMoCm

EdekTsT Ha MHOrOXpaTHOTO NpuiaraHe Ha namorpurud (4o 400 mg/neH) BbpXy ChbpI€YHATA
MpoBoIHMOCT, oueHeHa uped EKI ¢ 12 oTBexganus, e uscneBaH MpH NpoyuBaHe BPXY 37paBH
Bb3pacTHH AoOpoeonuu. He e oTdyereH KIMHHYHO 3HA4UM edexr Ha NaMmMOTpMruH Bupxy QT
HHTEpBAJa B CpaBHEHHUE ¢ Mianedo.

Kannnusa edbHkacHoCT U 6€30nacHOCT

Ilpesenyun Ha enuz00U HA NPOMAHA HA HACMPOERUEMO Npu nayuenmu ¢ Ounomapro
pascmpoucmeo

JIlBe W3NUTBAHHA OLEHABAT ¢(UKACHOCTTA Ha JIAMOTPMIHH TIPH NPEBCHLMS HA EMH3OAH Ha
NPpoMAHA Ha HACTPOSHMUETO NPH NanueHTH ¢ OunonspHo I pa3cTpoicTBoO.

[Mpoyusanetro SCAB2003 € MyJATHLUEHTPOBO, ABOHHOCIHAINO, ABOKMHO3acAeneHo, niauedo H
JIMTHU-KOHTPONHPAHO, paHAOMH3MpPaHO, ¢ (HKCHpaHa [03a 3a OLEHKa Ha JBJIroCpOYHAaTa
MpeBeHLiHs Ha penanc U MOBTOpHaA ITOABA Ha Aenpecus W/HJIH MaHHA MPH NalHEeHTH ¢ OHUIONAPHO
I pascTpoiicTBO, KOUTO HACKOPO HJIM B MOMEHTA HAa U3NNTBAHETO Ca OHIU B rojisiM ACNHpPECHBEH
enu3zod. Cnen ctabunu3HpaHe ¢ MOHOTEpanHs ¢ JNaMOTPUIHH HIM ¢ koMOMHMpaHa Tepamnus,
MaLHEHTHUTE ca OUIM paHZOMH3HPAaHH B €[Ha OT MeTTe IPYNH Ha Ne4yeHHe: namotTpuruH (50, 200,
400 mg Ha aeH), autuit (cepymuu mruBa or 0,8 no 1,1 mmol/l) unu nmnanedo 3a MakcumyMm 76
cenMulH (18 mecena). IlvpBuyHaTa KpaliHa Touyka e Ouna ,,BpeMe no HaMeca NpH env3ol Ha
npoMaHa Ha HacTpoeHuero (TIME)”, kpaero HamMecHTe ca JOIIBIHHUTEINHA JIEKAPCTBEHA TEparud
unu enexrpokoHByiacuBHa Tepanusa (EKT). [Ipoyusanero SCAB2006 e 6uno ¢ nonoben ausaiu
karo npoyuBaHero SCAB2003, Ho ce paznuuyasa ot SCAB2003 no oueHkarta Ha ¢QexkcHOHIHA
no3a namotpurdH (100 go 400 mg/nen) W BxmouBa naumeHTH ¢ OunmonspHo I pascTpoficTBo,
KOHTO €4 HMaJIH HACKOpO HJIH B MOMEHTa Ca B MaHHMeH enu3oA. PesynraTure ca npencTaBeHH B
Tabauua 7.

Tabauya 7. PesloMme na pezyamamume Om npoyYeanuamd, UICRe0gaiu eQuxachocmma Ha
AAMOMPUSUH _NPU NPEBEHYUR HA Enu300U HA NPOMAHA HA HACMPOEHUemo npu nayuesmu ¢

6unomgno I ﬁmgoﬁcmso

»Aud% Ha nanaeaTaTe 63 cLONTHE Ha ceaAMANRA 76

IIpoyusane SCAB2003 IIpoyusane SCAB2006
banoaspno 1 brnoaspao I
Kputepuik  3a ["onaM fenpecHBeH €NMH30A ['onaM MaHHEH enU30A
BKJIIOUBAHE
JlaMmoTpuruH | JluThii [lnaunebo | JlamoTpurus | JinTui [1nauebo

Be3 Hameca 0,22 0,21 0,12 0,17 0,24 0,04
p-CTOMHOCT 0,004 0,006 - 0,023 0,006 -
JIOTapPHTMHYHO
TpaHcpOpMHUpaH
peHKOB TECT

| (Long rank test)




bes aenpecus 0,51 0,46 0,41 0,82 0,71 0.40

p-CTORHOCT 0,047 0,209 - 0,015 0,167 -

JIOTAPHTMH4HO
TpaHCpOpMHpaH
PEHKOB TECT
(Long rank test)

bes3 mMauug 0,70 0,86 0,67 0,53 0,64 | 0,37

p-CTOHHOCT 0,339 0,026 - 0,280 0,006 -
JTOTAPHTMHUYHO

Tpancopmupan
PEHKOB  TECT

(Long rank test)

[Ipu aHaNM3H, NOAKPENAIIH BpeMeTO IO ITbpPBHA ACNIPECHBEH €NH30J H BPEMETO A0 IIbpPBHA
MaHHeH/ XWMOMaHHEH WIH CMECEH enu3oi, JEKyBaHHUTE ¢ JIaMOTPUTMH MALMEHTH ¢4 HWMAJH
3HAYMMO TO-ABAMH BpPEMEHA A0 IbPBH JEIPECHBEH €NMH30J B CPaBHEHHE C MallHeHTHTE Ha
nianebo, H pa3INKaTa B TPETUPAHETO HE € MMala CTATUCTHYECKa 3HAYHMOCT MO OTHOLIEHUE Ha
BpEMETO A0 MAHHEH/ XUIIOMAHHEH WU CMECEHH ETTU30/HM.

EdpukacHOCTTa Ha NaMOTPMIruH B kKoMOMHaAUUA CbC CTaOMIIM3ATOPH Ha HACTPOCHUETO HE €
AOCTATHYHO MPOYUEHa.

[legaTpyyHa nonynauus

Heya na ev3pacm om 1 0o 24 meceya

EduxkacHoctra M 6e3onmacHOCTTa nMpH KOMOHHHpaHa TepanuA HA NapuWajlHH MpHNaabUH MpH
MauMeHTH Ha Bb3pacT oT | 10 24 Meceua ca OLEHEHH B €1HO MANKo, ABOWHOCIANO, INiaLedo-
KOHTPOJKPAHO [IPOYYBAHE ¢ NIpEeyCTaHOBABAHE Ha npHeMa. JleyeHHeTo € HHHUMHpaAHO npu 177
Avla no cxema 3a TUTPUpAHE Ha Jo3ara, noaoOHa HA Tasu OpH Jella Ha BB3pacT oT 2 1o 12
rogfuHy. JlaMoTpuruH Tabnerkd oT 2 mg ca Hal-MajJKOTO HAJIMYHO KOAHYECTBO Ha aKTHBHOTO
BEIIECTBO B €7Ha TaDNeTKa U 3aTOBA CTaHAAPTHATA CXE€Ma Ha AO3MpaHe € afanTHpaHa B HAKOU
cJIy4ad [0 BpeMe Ha eTana Ha TUTpHpaHeTo (HampuMep upe3 fpujaraHe Ha egHa tabnerka ot 2
mg npe3 JeH, KOraro M34dMcieHara Ao3a € no-Majka ot 2 mg). B kpas Ha 2-paTta ceaMuua OT
THTPHPAHETO Ca HM3MEPCHUM CEpPYMHHTE HHBA M MOCHEeZBalliaTa A03a € HaMalleHa MWIIH HE €
MOBUIIIEHA, akO KOHUEeHTpauuara Haasumaea (0,41 pg/mi, ouyakBaHata KOHLIEHTpAlUHA IpH
BB3PACTHH 10 TOBA BpeMe. [IpH HAKOM MalMEeHTH B Kpas Ha BTOpaTa CEAMHLIA CE€ € HAIOXKHIO
HaManABaHe Ha po3ara ¢ A0 90%. Tpuzecer m oceM pecnonaepu (>40% HamanssaHe Ha
YeCTOTATa Ha NIPHNIATBLUTE) ca paHAOMHU3HPAHH Ha Miauebo WK Ja Npoab/XKaT Ha JJAMOTPHUTHH.
[IpoueHTHT HA NMLIATA, IPH KOHTO TepanuaTa € HeycneluHa, € 84% (16/19 nuua) npu pamoro Ha
nnauedbo u 58% (11/19 nuua) npu paMOTO HAa NAMOTPHrHH. Painukara He € CTATUCTHUECKH
3HaYuMa: 26,3%, 95%-eH JdoBepuTeneH uurepnain [2,6%;50,2%], p=0,07.

O6wo 256 nuua Ha BB3pacT oT 1 1m0 24 mecena ¢a ¢ €KCNO3ULMA HA JIJaMOTPMIHH B J1030B
uHTepBan ot 1 go 15 mg/kg/nen 3a nepuoa a0 72 ceamuuu. [Ipodgunst Ha Oe30MacHOCT Ha
JIAMOTPUTHH NIPH Ji€lla Ha Bb3pact or 1 mMecell J0 2 MOJAMHH € moao0eH Ha TO3H MpH NO-roJIEMU
nena, ¢ H3KIYeHHe Ha TOBa, Y€ KIMHMYHO 3HAaYMMO BJIOLIABaHE HA npunagbure (=500

nena (14%).




Cunopom na Lennox-Gastaut
HsMa maHHM 3a MOHOTEpanusa NpH NpHNagbUM, CBbP3aHH CbC CHHApOMA Ha Lennox-Gastaut.

Ilpesenyun na enu3o0u Ha NPOMARA HA Hacmpoeruemo npu deya (na ev3pacm 10-12 200unu) u
JoHowu (na ev3apacm 13-17 2oounu)

MHOroueHTPOBO, NapalelHo I'PYNoRo, Mnauedo-KOHTPOJHpaHo, ABOHHOCIANO, paHIOMHK3HPAHO,
C INpeyCTaHOBABAHE Ha IpHeMa MNpoY4BaHe OUEHABA e¢ukacHocTra M Oe3omacHOCTTa Ha
naMoTpHruH IR karo AombiBalla NOAAbPXKAINA Tepanuy 3a 3abaBsHe Ha €NMH30JH Ha MPOMAHA Ha
HACTPOEHHETO IIPH A€LA H IOHOLIH OT MBXKH H KeHCKH 1o (Ha Bb3pact 10-17 roauHH), KOHUTO
ca JAMarHOCTMIHPaHN ¢ THN | OumonsApHO pa3cTpoficTBO M NMPHU KOHTO € OTJOXKEH MIIM ca
NOJAYHHIH noaoOpeHne Ha OHNONAPEH enu30a, AOKATO Ca JIEKYBaHH C JIAMOTPMIMH B
KOMOHHAIMA CbC CBHIIPTCTBALLH AHTHIICHXOTHYHHM JI€KapCcTBa WIH JAPYTH JIeKapcTBa,
cTabOHIIM3AaTOPH HAa HACTPOSHHETO. Pe3ynTaTeT OT ITbpBHUHHA aHAH3 3a €PUKACHOCT (BpeMe 10
nossa Ha OunoaapHo cwbutHe (time to occurrence of a bipolar event — TOBE)) He nocrtura
craticTHuecka 3HauuMocT (p=0,0717), cienoBatenHo He € nokasaHa epukacHOCT. OCBEeH TOBa,
pe3ynTaruTe 3a 0e30NacHOCT MOKa3BaT MOBHLIEHO CbOOLIaBaHe HA CYMUHIHO MOBEACHHE NpH
NauHeHTHTe, JIEKYBAHH ¢ NaMOTpUruH: 5% (4 nauMeHTH) B paMOTO Ha JIaMOTPHIHH B CpaBHCHHE
¢ 0 npu nnauedo (Bxk. Touka 4.2).

Uscnenpane Ha edexTa Ha JAMOTPULHH BBPXY ChPASYHATA TPOBOAMMOCT
EdexTsT Ha MHOrOKpaTHOTO npunaradHe Ha namorpurudH (no 400 mg/neH) BBpXy CbpAeYHara

NPOBOANMOCT, olieHeHa Ypea EKI ¢ 12 orsexaanus, € H3ciaeasaH NpH Npoy4yBaHe BBPXY 3ApaBH
Bb3pacTHH JoOpoBonuu. He € OTUETEH KIMHMYHO 3HA4YUM e(eKT Ha AAMOTPUTHH Bepxy QT
HHTepBana B CpaBHeHue ¢ maanebo.

5.2 ®apMaKOKHHETHIHH CBOHCTBS

Abcopbius
JlaMoTpHTHH ce pezopbupa 6Bp30 H M3LAIO B U€pBaTa, KaTO HE C€ YCTAHOBARA KJIHHHYHO 3HAYHM

metabonusbM MMpH IBPBO IpeMHHaBaHE. BBbpPxoBH nia3sMeHH KOHLEHTpAllMM Ce€ ROCTHrart
npubausurenHo 2,5 yaca cnel nepopanHo MPHJIOKEHHE Ha JaMOTpUruH. Cnen npueM Ha xXpaHa
BpPEMETO 3a JOCTHTaHe Ha MaKCHMAa/HA 11a3MeHa KOHLEHTpaLHA JIEKO Ce YAbJIXKaBa, HO CTENEHTa
Ha pe3opduHs He ce mpoMeHs. MakcHManHuTe KOHLICHTpallMd B CTalMOHAPHO CLCTOAHHE
MOKa3BaT HHTEPHHAWBHAYANHA BapHAODHUIIHOCT, HO IPH BCEKH HHAHBHAYAJICH MALHECHT TE3W
CTOHHOCTH C€ pa3jiHyaBaT MHOI'O pAJIKO.

PasnpenenecHue
CeBbpp3BaHeTO ¢ IUIa3MEHHTE TNPOTEMHU € npubnmszutenno 55%. He ce ouaxkear npoABH Ha

TOKCHYHOCT NPH HIMECTBAHC OT MACTOTO HA CBBP3BAHC C IINIAAMCHHUTEC NPOTCHHHA.

Ob6embT Ha pasnpeaensue e 0,92 no 1,22 Vkg.

buotpaHchopMalys
JlamoTpuruH ce Merabonusupa ot ensuMHuTe UDP-rnokypoHun tpaHcdepasy.

B MHOro Manka creneH B 3aBHCHMOCT OT A03aTa NAMOTPHUIHH MOXKE Ja HHAYLMpa CBOS COOCTBEH

mMetabonusbM. Hama noka3zaresncTsa 3a BAWAHHE HA JJAMOTPHIHH BbpXY (PapMaKOKHHETHKATA Ha——-

apyru AEJL. He ce ouyaxkBaT B3anMoAeHCTBUA MEXKAY JaMOTPHTHH H JIEKAPCTBEHUTE N Wﬂ no Ne
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[InasMeHusT KIHpBHC npH 34paBH jauua e npudnusutendHo 30 ml/min. KiHpbHCHT Ha
JJAMOTDHI'HH € TIpeIHMHO 4Ype3 MeTabonu3upane ¢ NocneABallo enMMHHMpaHe noa dopMara Ha
rIIOKYPOHUJ KOHIoratT ¢ ypHHara. [lo-manko ot 10% ce ekckpeTHpar HENpOMEHECHH C YpHHATA.
Camo okonio 2% ce ekckpetupar ¢ deteca. KIUPBHCBT H BpPEMETO HA [IONYXUBOT HE ca
3aBHCHMH OT Ao03arta. [1a3sMEHHAT NONYyXUBOT NMPH 3IpaBH JHLA € HIMHCIEeH NPHONH3IUTENHO Ha
okono 33 uaca (uutepBan oT 14 go 103 yaca). [Ipy npoyusase ¢ NauHeHTH CbC CHHAPOM HA
Gilbert, cpeiHUAT KIHPBHC € TIOHWKEH ¢ 32% B CpaBHEHHE C HOPMAIHHTE KOHTPOIH, HO
CTOHHOCTHTE ¢4 B 'paHULIHUTE 3a obLtaTa nonynamus.

BpeMeTo Ha MOAYXHBOT HA JJAMOTPHTHH C€ NPOMEHA 3HAUKUTENHO NPH €AHOBPEMEHHO NMpUIaraHe
¢ JOpyrH JnekapcTBa. IIpM eOHOBpPEMEHHO [pUNIaraHe ¢ JEKapcTBa, KOMUTO AKTHUBHPAT
IIOKYPOHHpaHeTo, KaTo KapbaMma3zenHH H (EHMTOMH, CPEJHOTO BpEME Ha IMONY)KHBOT Ha
JJAMOTPHTHH ce pedylupa NprHOaH3uTenHo 10 14 yaca, CbLIO Taka NpH ChbBMECTHO MpHJaraHe ¢
BaITIPOAT Ce yIbKaBa CpeAHO pudbmusurentHo g0 70 uaca (Bx. Touka 4.2).

JinHeHAHOoCT
dapMakoOKHHETHKATa Ha NaMOTPUTrHH € nuHelHa 10 450 mg — Haill-BHCOKaTa €JHOKpaTHa
H3MHTBAHA N034.

CrneLManHy rpyny NaluveHTH

Heya

[Ipu onpezensHe Ha KIHPBHCA CNPAMO TENECHOTO TErJIO, NPH ACLA ¢€ YCTAHOBABAT MO-BHCOKH
CTOMHOCTH OT TE3d MPH Bb3PACTHH, KATO HAl-BUCOKH €a MpH aKua noa 5 ronmHn. BpeMero Ha
MONY>KHBOT Ha JNIaMOTPHIHH NpH JAelia Hal-001o € mo-Maiko OT TOBA NMPH BB3PACTHH KAaTO
cpeJHara CTONWHOCT € NpUOMH3HTENHO 7 4aca NMpH NMPHAAraHe ¢ JICKAPCTBEHH MPOAYKTH, KOHTO
HHAYLHpAT €H3HMHHU CHCTEMH KATO kapbamaszenuH H (PEHHTOHMH, H CE€ YABJKABa OO CPEAHH
CTOMHOCTH OT 45 a0 50 vaca npu eAHOBPEMEHHO MPHUNAraHe caMO C BANNpoar (Bxk. Touka 4.2).

Manxu oeya na év3pacm om 2 6o 26 meceya

[1pu 143 neguaTpy4HH NAUHEHTH HA BB3pacT OT 2 A0 26 Mecena, Texainy 3 A0 16 kg, KNTUPBHCHT
€ HaMajleH B CpPaBHEHME ¢ IO-rojlIeMU Jela ChbC CBIIOTO TENECHO TErno, npueMaliyu noigodHu
nepopasHy No3K Ha kg TeleCHO TEMO0 KaTo Jelara, no-roaeMu ot 2 roauHid. CpegHoTo BpeMe Ha
MONYXXUBOT € H3UMCNEHO Ha 23 vyaca NpH ACNaTa Ha Bb3pacT noja 26 Mecella, KOMTO ¢a Ha
TEpanus ¢ SH3UMHHU HHAYKTOPH, HA 136 yaca npv eAHOBPEMEHHO TIPHIAraHe ¢ BANNpoar u Ha 38
yaca NpH NHLIA, JeKyBaHM ©6e3 eH3MMHM HHAYKTOpW/MHXuOMTOopu. HHTEepHHAHBMAYaAJHATA
BapHaOMIHOCT Ha NEePOPAIHAA KIHPBHC € NO-roNAMa B rpynara Ha NeJHAaTPUYHUTE NAlUCHTH Ha
2 po 26 meceua (47%). [IpeanonaracMuTe HABa HA CEPYMHA KOHUEHTpaLMA Ha Aeua oT 2 10 26
Mecella KaTo UA0 ca B ChIUS HHTEPBAX KaTo MpH MO-rONEMHTE ACLA, BBOPEKH Y€ NPH HAKOH
IJeua ¢ tenecHo terno noA 10 kg Moxe 1a ce yCTaHOBAT NMO-BUCOKH Cuax HHUBA.

Ilayuenmu 8 cmapyecxka gv3pacm
[IpoBeneH e nonynauHoHeH GapMaKOKUHETHYEH aHaI|3 NP MJIAAH NALMEeHTH U NpH NMalHeHTH B
HanpeaHana Bb3pacT ¢ NUIICTICHs, KOUTO Ca BKJIKOUYEHH B €JHN W ChIM H3nuTBaHua. [Ipu oLieHka
Ha Pe3yJITATHTE HE C€ YCTAHOBABAT KJIMHHYHO 3HAUYUMMH NPOMEHU B KIHPBHCA HA JAMOTPHIHH.
[Tpyu npueM Ha e€JHOKpATHa [03a Ce ycTaHoBABaT ¢ 12% MO-HHCKU CTOHHOCTH Ha MPMBUIAHMUA
KJIHPBHC, KaTO CHOTBETHO 3a 2(-roauilHa Bb3pacT ca okouo 35 ml/min, A0KaTO MPH NALKUEHTH H
70-rogpinHa BB3pacT ca 31 mil/min. [Touwxkasane or 10% ce ycraHoBsBa cinea Jie
NpoABKEeHHEe Ha 48 ceAMHLH, KAaTO CTOMHOCTHTE CLOTBETHO ¢a OT 41 1m0 37 ml/mi
BB3pacTOBH I'PYIIU.




[IpoBeneHHn ca W mpoyuBaHUA Ha apMaKoKHHETHKATA Ha JIAMOTPHUIUH CAeJl €1HOKPAaTeH MpUEM
Ha 150 mg nmpu 12 3apaBu nuua B crapuecka pu3pact. CpeaHuTe CTOKHOCTH Ha KIHPBHCA NpPH
Tesd naumedTd (0,39 ml/min/kg) ca B pamkute Ha croiiHocture (0,31 go 0,65 ml/min‘kg),
YCTAHOBEHM Clie] MPOBEACHH JEBET KIWHUYHHM W3NHTBAHUSA NPH BB3PACTHH (KOUTO HE ca B
cTapyecka BB3pacT), Clie] IpHiaraHe Ha eAMHW4YHH [o3H oT 30 1o 450 mg.

bvbpeuno yepesicoane
Ha asanapecer nobposoniu ¢ xpouuuHa GuOpeyHa HEAOCTATHYHOCT K Ha APYTH LIECT MALKHEHTH

HA XeMoAMalH3a € OHja npunoxeHa eaHokpaTHa Jo3a or 100 mg naMoTpuruH. CpenHure
cTrofinocty Ha xaMpbHca ca 0,42 ml/minkg (xpoHnyHa OnOpeuna HemocrarbyHocT), 0,33
mi/min’kg (B nepHoaa Mexay xemoauanusHure cecud) ¥ 1,57 ml/min’kg (no BpeMe Ha
xemMoauanusa) B cpaBHeHHe ¢ 0,58 ml/min/kg npu 3apasd aobposoauu. CpegHOTO BpeMe Ha
NONYKMBOT Ha JIAMOTPHIHH B rnasmara ¢ 42,9 yaca (xpoHuyHa Ob0peyHa HeAOCTaThYHOCT), 57,4
yaca (Mexay xemoauanuzute) U 13,0 yaca (o BpeMe Ha XEMOHAIK3A) B cpaBHEHME ¢ 26,2 yaca
npu 3apaBi goOpoBonuu. Cpeano, npubmusurenno 20% (Mexay 5,6 u 35,1) oT KONMHYECTBOTO
NaMOTPHUTHH, HAIMYHO B TANOTO, € DHIIO eIMMMHUPAHO MO BpeMe Ha 4-4acoBa XeMoaHanusa. 3a
Ta3¥ rpyna NalHeHTH HavajJHUTe AO3H JAMOTPUrHH TpsAbBa Ja ce onpenensaT cropen
CBITETCTBAILMA MIPHEM Ha JIeKApCTBEHH NPOAYKTH. HamManeHM norepkaliy o3 Morat Ja Opaar
e(MKacCHH MPH NALKEHTH CHC 3HAYUTENHO YBpexKAaHe Ha OnbpeuHara pyHkuHs (BXK. TOUkH 4.2 U
4.4).

Yeprodpobro yepexcoane

[lpu 24 nuua ¢ pasadyHa cTeneH Ha 4YepHOAPOOHO yBpexJaHe H 12 34paBH KOHTPOIH €
npoBeAeHO (apMakOKHHETHYHO MPOYYBAaHE C MNpH/araHe Ha eAHOKpaTHa [03a JIaMOTPHIHH,
Menuanata Ha TPUBUAHUA KIHPBHC Ha JaMoTpurHH ¢ 6una cwvortsBerwo 0,31, 0,24 unu 0,10
ml/min‘kg npu nauuentuTe ¢ yepHoApobHo yBpexnmaHe cterneH A, B unu C (Child-Pugh
knacudukanus) cboTBeTHO, cpaBHeHa ¢ 0,34 ml/min/kg npu 3ppaBute koHTponu. HauanHara
103a, J03aTa NPH NOBHUIABAHE M HOAAbpXKallaTa Ao3a Tpabpa na Ownatr peAyuupaHd NpH
MalHEHTH ¢ YMEPEHO HJIH TeXKO YepHOAPOOHO yBpexaane (Bx. Touka 4.2).

5.3 IIpeAKJAHEAYHA JABKHH 33 6€30MaCHOCT

HexiuHHYHHTE JAaHHH He MOKa3BaT 0co0eH pHUCK 3a Xopa Ha 0a3a Ha KOHBEHLMOHAIHHTE
dbapMakoNnOrHYHH Mpoy4YBaHHs 3a 0e30macHOCT, MPOY4YBaHHA 33 TOKCHYHOCT MPH MHOI'OKPATHO

nmpunarale, reHOTOKCHYHOCT H KaHILICPOr€HCH NIOTCHL KA.

[Ipy npoy4uBaHHATA 32 PeNPOAYKTHBHA TOKCHMHOCT H TOKCHYHOCT 3a Pa3BHTHETO IIPH I'PHU3ayH H
3aifliH, He ca HaOJIoAaBaHH TEPaTOreHHH edeKTH, HO Ca8 YCTAHOBEHH NMOHIKEHO (eTalHO Tero H
3a0aBgHe Ha cKeneTHata OCHGHKAIHA NPH HHUBA HA EKCIO3HUMSA, NO-MAlKd MIH CXOAHH C
OYakBaHUTE TPH KJIMHHYHA €KCMO3WUMA. Thil KaTO NMO-BUCOKM HUBA HAa €KCIMO3HUHUA He Ouxa
MOIJIH Ja ObJaT H3CHeJBaHH NPH XMBOTHH IMOPaAM TEHKKOTO TOKCHYHO BB3AEHCTBHE BBPXY
MaiiuMHHUA OPraHHW3bM, TEPAaTOTeHHMAT IMOTEHLHAN HAa JIAMOTPUIHH HE € XapaKTepH3WpaH Haj
KJIHHHYHATA €KCTIO3ULIUA.

[Ipu nnapxoBe € HabnoAaBaHO YyBejWYeHHE Ha (eranHara M IMOCTHATANHATA CMBPTHOCT MNpH
npunaraHe Ha JaMOTPHIHH Npe3 KbCHUA IeCTAallMOHEH M paHHHA MOCTHaTaneH nepuoa. Tesu
edpextn ca OunM HaOnMoOAABaHM NpH EKCMO3WUMA, IO-HUCKA OT O4YakBaHaTa B KJIHHHYHATa
NPaKTHKA.




KaKTO H HAMAJICHO HAAdaBaHE Ha TCrno ClCh paxiaaHeTO MpH F1 XUBOTHH IMpH €KCNO3HLIHH, IIO-
HHCKH OT T€paNCBTHYHHTE CKCIIO3HLIHH ITPH XO0pa, Bb3 OCHOBA Ha TCICCHATA ITOBbPXHOCT.

OnutHTe MNOpH XHBOTHM He TMoKa3Bar HeOnaropnusaTHH e(eKTH Ha JaMOTPHIHH BBpPXY
deprHauTeTa. JIaMOTpUTHMH € JOBEN 10 HamMalABaHe Ha (EeTATHHTE HHBA Ha (PONHEBA KHCENHHA
npu msxoBe. [Ipeanonara ce, 4ye AeHUUUTHT Ha (oKeBa KHCEIMHA € CBbP3aH C MOBHIIEH PHCK
OT BpOJeHH MaNgopMaLHH NPH XXHBOTHH H XOpa.

JlaMoTpHruH BOAM A0 A0303aBUCMMO HHXHOMpaHe Ha hERG kamanverara mnpH 4OBELIKH
eMOpHoHaIHH OBOpeuHH knetku. ICS0 e npubnu3uTENHO IOEeBeT MBTH HaA MakKCHMalHaTa
TepaneBTHYHa cBODOAHA KoHUeHTpauud. JlaMOTpHIHH He NpeAu3BHKBA yAbkaBaHe Ha QT
MHTepBajla TPH XHUBOTHH NpPU €KCNO3HIHMH NpHOIM3WTENHO O JABa MBTH HaJd MAKCHMAIHATa
TepaneBTH4YHa cBoDOAHA KOHUeHTpauHa. [Ipy KIMHMYHO MpOoy4YBaHe NPH 3JpaBH BHL3PACTHH
A00poBOALM He e HabmoapaH KIMHHYHO 3HA4YUM edeKT Ha JaMoTpuruH BbpXy QT uHTEpBana

(Bxk. TOUKa 35.1).

[IpoyusaHua in vitro noxkasBaT, 4e€ B TepalleBTUYHO 3HAYUMH KOHLECHTpallH® JaMOTPHIHH
NposBABa aHTHApPUTMUUHO AelicTere oT knac IB. Ilpu xopa To#i MHXUOHpa HaTPHEBHTE HOHHH
KaHallH B CBbpPLETO ¢ KMHETHKa ¢ Obp30 HACTRMBAINM Hayano M Kpadl Ha NeACTBHETO H CHIIHA
BOJITAXKHA 3aBHCHMMOCT, NOAOOHO Ha JApyrH aHTHApHTMHYHH cpeacrBa or khnac IB. B
TEpaneBTH4HH JO3H JTAMOTPHTHH He 3a0aBs xaMepHarta NMpoBOAWMOCT (pa3iiupsisaHe Ha QRS)
IpY 3ApaBH JMLA B LWIOCTHO NpoyyBaHe Ha QT, HO NMpY NMAIHEHTH ¢ KIMHUYHO 3HAYHMU
CTPYKTYPHH WIH (YHKUMOHAIHH ChbpIAEYHH 3a00NABAaHHS JTAMOTPHUTHH MOXE MOTCHLHMAIHO 1A
3a0aBH KaMepHaTa NpoBOAUMOCT (paswupaBaHe Ha QRS) v na npeanssuka npoapHTMHA (BX.
Touka 4.4).

6. DPAPMAIIEBTHYHU JAHHHU
6.1. CnACHK HR NOMOILIHHTE BEMIECTRA

JlakT03a MOHOXHAPAT
MHUKPOKPHCTAIHA L{eNYI103a,
HATPHUEB HUILECTEH TIHKOJAT,
IIOBHACH,

MAarHe3neB creapar,
XbNT KenezeH okeup (E 172).

6.2. HecrBMeCTHMOCTH

Henpunoxumo

6.3. Cpok HA roanoct

36 Mecena

6.4. CoenuaaHH yCcI0BHS HA ChXpaHEHHE

To3u nexapcTBEH MPOAYKT HE U3MCKBA CIIELHANHH YCIOBHA Ha CbXPaHEHHE.
6.5. Bua B cLALPKAHHE H2 ONAKOBKATA

Baucrepu ot PVC/AL ¢ 10 Tabnetu.




KaproHeHnu KyTHH ¢ o 30 tabnerkmn.

6.6. Cnenma/IHR OpeANna3EH MepPKH HPH H3XBLPJASHE

HsaMa cnenuanHy U3HCKBaHHA.

7. IPUTEXATEJ HA PAJPEHIEHHETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Constantinoupoleos street, 3011 Limassol, Kunbp

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

JAMOTPHUKC 25 mg:
Per. Ne 20060162
JAMOTPHUKC 50 mg:
Per. Ne 20060163
JAMOTPUKC 100 mg:
Per. Ne 20060164

9. JATA HA ITBPBO PA3PEHIABAHE/ IOAHOBABAHE HA PA3PEIHEHHETO 3A
YIIOTPEBA

Jara Ha mepBo paspewasane: 11 anpun 2006 r.
Hara Ha nocneaHo noaHoBsBaHe: 20 wouu 2011 r.

10. TATA HA AKTYAIHN3IHUPAHE HA TEKCTA

03/2025




