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1. HME HA JEKAPCTBEHUS INMPOAYKT

Enutpwkus 50 mg Tabnerkw 0000 pRMImE N L
Epitrigine 50 mg tablets Paspewenue Ne +
EG/MA/MP - 53‘?? o-4 , 07-11- 083
El'll»l‘l'pl'DlCHH 100 mg TﬂﬁJ‘lE’I‘KH b - ................../...........................”..
Epitrigine 100 mg tablets \ZI00DBAUE Ne e o

2. KAYECTBEH H KOJIHMECTBEH ChCTAB

-Bcﬂxa Tabnerka Enutprwxun 50 mg chabpxa 50 mg namoTprokki (lamotrigine).
Beska Tabnerka Enurprokun 100 mg chappka 100 mg namotprokuH (lamotrigine).

TToMOIIHO BelecTBO ¢ H3BECTHO ACHCTBHE: N1AKT03a MOHOXHAPAT
38 IMLIHHS CNHCHK H& NOMOIIIHHMTE BelLllecTBa BWKTE Touka 0.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka
Onucanue Ha TabJleTKHUTE:
EnurpikuH 50 mg — CBETNOXKBITH, KPBIJH, IUIOCKH TabNeTKH ¢ AuaMeTsp 8 mm ¥ MapkupoBka 50.

Ermrpiokis 100 mg — CBETIONCHIITH, KPBIVIH, IUockH Tabnetku ¢ apamersp 10 mm v Mapkupoeka 100.

4. KJIMHWUYHH JAHHH
4.1. TepaneBTHYHH NOKAIAHHS

Enunencug

Bw3pacmuu u ronowtu na 13 u noseve 200unu

- KoMOHHHpaHa WK MOHOTEpANHA Ha NapuUHaiHH WIH NreéHepant3dpaiy MpunagbLUH,
BKIOUMTETHO TOHUYHO-KIOHHYHY NPUNAIBbLH.

- [IpunaabLM, CBEP3aHH Che CHHApoMa Ha Lennox-Gastaut. ENHTPIOKUH ce npuiara 3a
KOMOHHHpaHa Tepanus, HO MOXKE 1a C€ M3IO/3Ba U KATO HAYAIHO AHTHEeTIWIEITTUYHO
nekapeteo (AEJI), ¢ xoeTo aa ce 3ano4yHe npH cHHApoMa Ha Lennox-Gastaut.

Heya u wonowu na evapacm om 2 oo 12 2o0unu

- KoMOHHHpaHa Tepanus NpH NapLHaJIHH H FeHEPaNTH3HPaHH NPUNAaabLH, BKIIIOYHTETHO
TOHUMHO-KMIOHHYHH NPHNaIbLIM H NPUNanbUM, CBbP3aHH Che CHHApoMa Ha Lennox-Gastaut.

- MoHoTepanns Ha THIIHYHH abCaHCH.

bunongpHo pa3cTpOACTBO

Bwapacmuu na evpacm wa 18 u noseve 2oounu
- IpenoTBpaTaBaHE HAa ACNPECHBHH EMTH30AM NPH naureHTH ¢ GHnoaipHo Trn 1 padCipe
KOMTO MMAT TNPEeAMMHO JENPEeCUBHH €MH304H (BXK. TouKa J.1).

EnurpiokiH He € moKa3aH 3a HHTEH3HBHO Jie4eHHe Ha MAHHHHH HWIH JeNpecHBR
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4.2. . Jo3apoRKa H HAYHH HA OPHJOCKEHHE

O3UPOBKA
Tabnerkure Enurpuacin Tpabsa aa 61LaaT norrsinaHl ueny 6€3 1a ce AbBYAT WIH YYTIAT.

AKO H34HCIeHATa 1032 (HaNpHUMeEP 32 JicueHHe Ha JeLla ¢ eNHISNCHA HITH Ha ITALHEHTH C
4epHOAPOOHH HapyLIEHHA) He CHOTBETCTBA HA ChAbPKAHMETO Ha LANa Tabnerka, Tpabra na ce
pUeMa No-HUCKa 032, CbOTBETCTBAINA HA LiejH TabJIeTKH.

IToemopno 3anoueane Ha Aevexue

IIpH MOBTOPHO 3aMOYBaHe HA JICYEHHETO ¢ JIAMOTPHXHH ITPH NMaLUeHTH, KOUTO N0 HAKAKBA MPHYMHA
ca NPEKBLCHAIHM NpHeMa My, Tpa6Ba fa ce NpelieHH HEOOXOXHMOCTTA OT MOCTENCHHO MOBHIIABAHE HA
R03aTa [0 NOAXBLPXKALIATA 034, Thif KATO PHCKET OT CEPHO3€H OOPHB € CBBP3aH ¢ BUCOKH HayajHH
11034 H TIPEBMIIIABAHE HA NMPENOPBYBAHATA J03A 38 IOBHILIABAHE HA TAMOTPIDKHH (BXK. TOUYKa 4.4).
KonkoTo no-rojisaM € HHTEpBaTLT OT BpeEME Ciie]l MpHEMa Ha MpeHIIHATA 034, TOJKOBA NO-Iro/IAMO
BHHMaHHeE TPAOBa Jia ce 0OLpHE HA NOCTENEHHOTO JOCTHIAHE Ha NoAbpxallaTa q03a. Koraro
MHTEPBATLT OT BpeMeE CJieJl PEeKbCBAHETO HA JIEYSHHETO ¢ IAMOTPHXHH HAABHILABA MET MOTY>KUBOTA
(BX. TouKa 5.2), OOMKHOBEHO MOTbPHKAILATA 1032 Ha JIAMOTPHKHH TpAOBa Aa Ce JOCTHIHE CHIOPEA
NOAXOAALLIATA CXEMa.

[Mpenopbusa ce 1eUeHHETO C TAMOTPIKHH 8 HE CE 3arouBa OTHOBO NPH NAllHEHTH, KOHTO Ca ro
NpeKbCHAH NIOpaaAn 0OpHB, CBBP3aH ¢ MPEIHIIHOTO JICYCHHE C TAMOTPIKHH, OCBEH aKo
NOTEHIHATHATA 10J13a HECbMHCHO HaJABHINABA PHCKA.

Eouaencug |
[Ipenopbu4BaHOTO MOCTENEHHO NMOBHIIIABAHE HA NI03ATa M NOATbPXALIUTE AO03H 32 BE3PACTHH H
IOHOIIH Ha Bb3pacT Ka 13 v noseve roguum (Tabnuua 1), 1 3a feua H 10HOMIK OT 2 10 12 roanHK
(Ta6nuua 2) ca MpeAcTaBeHH No-a0iy. HayanHaTa f1o3a W NocaeapaoTo i nosuinasate He TpsadBa na
OBbAAT NPEBHIIABAHH (BXK. TOMKa 4.4), MOpaAH PHCK OT NOABa Ha COpHE.

ITpu npeycranopsBaKe Ha chITbTCTBAIN npHeM Ha AEJI wan npu nobaesaue Ha Apyru
AEJVnexapcTeeHd NPOAYKTH KbM TEPANEBTHYHH CXEMH, BKIIOUBALIH JIAMOTPIDKHH, TPsAOBa Jia ce uma
npeApn edexra, KOATO MOXe Ja OKake TOBa BhPXY (papMAKOKHHETHKATa Ha JIRMOTPHKHH

(BK. TOUKa 4.5).

Tabauya 1. Brapacmuu u onowiu Ha ev3pacm 13 u noseye 200unu — npenopby8ana cxemd 3a 1e4enue
HQ enuwiencus '

CxemMa Ha leucHHe Ceamuu Cenmuun | Obwaaiina nojILpxkaina
. 1+ 2 |13+4 3038
MonoTepanus: * 25 mg/nen 50 mg/aen | 100-200 mg/meH (BeAHDXK
(BeAHBXK {BEIHBXK AHEBHO WM B 1Ba NMpHeMa)
JAHEBHO) JHEBHO)

3a na ce NOCTHTHE
NOJABPIKALLO JICHEHHE,
J03UTEe MOJXKe J1a ce
NOBUIIIABAT ¢ MAKCHMYM 50-
100 mg Ha BCsKa €QHa 00
IBE CEAMMLIA IO NOCTUTaHE
Ha OITTHMANIEH OTTOBOP

HeoOXOaHME
34 NOCTHIE { gt SRRURERLIL "3, - Waq \
TEpaIneBTH ! TS DT ]
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| Touka 4.5).

_lfouﬁnnnpam Tepanus C paanpoat (MHXHOMTOP Ha NTIOKYPOHHPAHETO HA JIAMOTPHKHH — BXK.

Tasu cxema Ha ao3upane Tpadra na
Oble u3Mmoa3BaHa ¢ BANNpPOaT
HE3aBHCHMO OT CHIThTCTBAILHA

MpHEM Ha APYTH JIEKAPCTBEHH
NPOOYKTH

12,5 mg/nen 25 mg/nen | 100 - 200 mg/neH (BeAHDBK
(npHeMaHH (BeaHBK JHEBHO WJIM B ABA MPHEMA)
KaTo 25 mg JTHEBHO)

npe3 AeH) 3a 1a ce MOCTHUTHE

NOABPXKALIO JICYCHHE,
JO3HTE MOXKE Ja ce

NMOBHINABAT ¢ MAKCHMYM 25-
50 mg Ha BCAKA eHAa 0 ABE
CeJMHLM A0 NOCTHraHe Ha
OTITHUMAJIEH OTTOBOP.

Kom6aaupana tepanus BE3 saanpoat B C uaaykTopn Ha mlolc}.'ponnpanem Ha

 JIAMOTPHXHH (BX. TOUKA 4.5).
Ta3u cxeMa Ha AozupaHe TpAOBa Aa
ce u3non3ea 6e3 BANNPOAT, HO C:

MPUMHIOH
prpaMITALHH
JIONMHABUDP/ PUTOHABHP

[ |

50 mg/nen 100 200-400 mg/neH (B OBa
(BeAHDBX mg/neH (B | nmpuema)
JTHEBHO) JBAa

npHeMa) 3a ga ¢e NOCTHTHE

MOAXbPXKALLO JICYEHHE,
JIO3UTE MOXKE Jia ce
NnoBHINABaT ¢ MakCHMyM 100
mg Ha BCAKA eJHa 1O JBE
CeAMHLH 0 NOCTUTaHe Ha
ONTUMAJIEH OTTOBOP.

ITpu HAKOH NALMEHTH Ca
HeoOxoauMu 700 mg AHEBHO
38 MOCTUraHe Ha KeNaHHs
TepaneBTHYEH OTroBOp.

JAMOTpHXKHAR (BXK. TOUKa 4.5):

KomGranpana repanus BE3 paanpoar u BE3 nﬂny;rrnpn HA IIIOKYPOHHPAHETO HA

Tasu cxema Ha Ao3upaHe TpsOBa na
ce M3MOI3Ba C APYTH JICKAPCTBEHH
NMPORYKTH, KOHTO He HHXHOHPAT WIH
He HHAYLMPAT 3HAYHTETHO
rJIIOKYPOHMPAHETO Ha JIAMOTPHIKHH

25 mg/nen [ 50 mg/aen | 100 — 200 mg/neH (BeaAHDXK
(BeAHBK (BeAHBXK JHEBHO MJIM B 1Ba MpHEMa)
IHEBHO) JTHEBHO)

3a 1a ce MOCTUTHE
TTOATEPIKALLLO JICYEHHE,
JO3UTE MOXKE Ja ce
MOBHILIABAT C MAKCHMYM S0-
100 mg Ha BcsAKa eaHa a0
JIB& CeIMHLM A0 MOCTUTaHE
Ha ONTHMAJIEH OTTOBOP.

IMpH nalMeHTH, MPHEMALIM IEKAPCTBEHH NMPOMYKTH, 338 KOUTO HeE Ca H3BECTHH (PApMaKOKHHETHYHH
B3aMMOJCHCTBHA ¢ NAMOTPHXKMH (BX. Touka 4.5), TpaOBa 1a ce M3NOoJI3Ba CXeMa Ha 1EUCHHE KaTo
| NpenopbYaHaTa 3a JJAMOTPHKHH ¢ €IHOBPEMEHEH NMPHEM Ha BAINPOAT.

Tabruya 2: [eua u ionouu Ha eb3pacm om 2 00 12 200unu — nPenopwyeana cxema Ha aeieHue nda

enunencus (obwa onesHa 003d 8 mﬂg menecHo meano/0eH)

NO10

Ce Cenmu o
Cxema Ha 1e4CHME 1 +n;1uuu 3 i’u A o Obuuakina nogabpxalla qo3a
1 1
MosoTepanaa npH 0,3 mg/kg/nen | 0,6 mg/kg/nen | 1 — 10 mg/kg/neH, BNpeky ye npu
THNHYHH abcanch: (BeAHDBXK (BeAHBXK HSAKOH NallMeHTH ca HeoD XD
IHEBHO WIH B | JHEBHO WIK B | MO-BHCOKM A03H (10 | 8 '
JBa nNpHemMa) J1Ba TIpHEMA) 3a MOCTHraHe Ha e
(BeAHBX AHEBHO l{ B
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3a n1a ce NOCTHTHE NOAXbLPXKAILO
JC€YCHHUE, AO3UTE MOXKE a ¢
NOBHUIABAT MAKCHMYM C

0,6 mg/kg/neH Ha BCEKH eaHA 10
IBE CEAMHLM A0 NOCTHIAHE HA
ONTTHMAJIEH OTTOBOP, ¢ MAKCHMAJIHA
AHeBHa no3a oT 200 mg/neH.

TOYKa 4.3):

| KomOnBHpaEa Tepanns C BAANPOAT (HHXHOHTOP Ha IIIOKYPOHHPAHETO Ha TAMOTPHXKHH — BX.

Ta3u cxema Ha JO3HpPaHE
TpaOBa 1a ce H3Non3ea ¢
BaJINPOAT HE3ABUCHMO

OT CBITbTCTBAIIIHA

PHEM Ha JAPYTH
JICKAPCTBEHH MPOXYKTH

0,15 mg/kg/nen
(BeaHDBXK
IHEBHO)

[ 0,3 mg/kg/aen

(BeaHBXK
JTHEBHO)

!

1 - 5 mg/kg/nen (BeAHBXK THEBHO
WM B J1Ba [(pUEMA)

3a na ¢€ MOCTUTHE NMOXBPIKALIO
NneYeHue, JO3WTEe MOXe J1a Ce
NMOBHIIABAT MaKCHMYM ¢ 0,3
mg/kg/neH Ha Bcaka 1-2 ceaMuum
70 MOCTHraHe Ha ONTHMAaJIeH
OTTOBOP, A0 MAKCHMMAJIHA

noaxbpxkaia go3a 200 mg/nex.

Kouﬁna;pana Tepanas bE3 sannpoar aC ANAYKTOPH Ha ITIOKYPOHHPAHETO HA
JIAMOTPHKHE (BX. TOYKA 4.5):

Ta3u cxema Ha JO3HpPaHE
TpsOBa aa ce H3Moa3Ba
Oe3 Bannpoar, HO C:

0,6 mg/kg/nen

(B nBA TIpHEMA)

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

5 — 15 mg/Kkg/neH (BeAHBXK AHEBHO
Wl B J1Ba OTACJIHU [IpHEMA)

3a na ce MOCTHIHE MOAABPKALLO

(beHHTOHH NIeYEeHHEe, I03UTE MOXe Aa ce
kapbamMazenux NOBHINABAT MAKCHMYM C 1,2
¢enobapbuTan mg/kg/neH Beska 1-2 ceaAMHLM 0
MPUMHUIOH NOCTUIaHe Ha OITTUMAJIEH OTTOBOP,
pvpaMNULMH 0 MAKCHMAJIHA TIOJUThPKAlIta 1034
JIONTHHABUP/PUTOHABHP 400 mg/neH_

Kom6anupana Tepanas BE3 sannpoart 8 BE3 saaykTopa HA rIIIOKYPOHHPARETO HA
JIAMOTPHXKHH (BXK. TOuka 4.5):

Ta3u cxema Ha JO3HpaHE
TpAbBa 1a ce U3MNoi3Ba C

APYTH JICKApCTBCHH

NIPOAYKTH, KOHTO He
MHXUOMpAT WM He

MHAYLMPAT 3HAYHTEIIHO
rIHOKYPOHHPAHETO Ha
NaMOTPHXKHH

0,3 mg/kg/nen

(B €QMH WIH B

JBa MpHEMa
AHEBHO)

0,6 mg/kg/nex

(B €1HH HJIH B
IBa NnpyemMa
JHEBHO)

1 — 10 mg/kg/neH (B €AHH WM B Ba
npHeMa JHEBHO)

3a Ja ce NOCTUIHE MOoAABLPKALLO
JICYeHHE, JO3HTE MOXKE J1a C€
noBHLIaBaT MakcumMyM ¢ 0,6 mg/kg
BCika 1-2 ceAMMLIK L0 NOCTHUraHEe HA
ONTHMAJIEH OTTOBOP, A0
MakcHMalHa noaaspxaiia nosa 200

mg/neH

[TpH nauMeHTH, MpHEMALIIH IEKAPCTBEHH MIPOAYKTH, 38 KOHTO HE €a H3BECTHH (apMaKOKHHETHYHH
B3aMMOAEHCTBMSA C TAMOTPWKHH (BXx. Touka 4.5), TpabBa 21a ce U30/I3BA CXEMA Ha JICYEHHE KaTo

| IPENOPbYAHATA 33 JIAMOTPHXKHH C €JHOBPEMEHEH NPHEM HA BAJINPOAT.

3a /ia € CHIypHO NMOAABPKAHETO HA TepaneBTHYHATA 1034, TENJIOTO Ha AeTeTo TpAOBa Aa ce
NpocaesBa H A03aTa Ja ce IPOMEHs Cropea NpoMeHHTe B Ternoro. [Ipeanonara ce, ue npu

MNauMCHTHTE Ha Bb3pacT OT ABE N0 LUECT N'OJHHH LI € HeoDXO0aUMO NpANaraHe Ha noaabpaxgite U

Ha NOPHaTa IPpaHHLIA Ha NMPENnopbYAHHA HHTCPBA.

Cnea nocTHraHe Ha KOHTPOJ BbpXY 3abonsBaHeTo npH KOMOHHHpAaHA TeparHs npHe r,r M.
cesTcTBaUTE AEJ] MOXKeE 18 ¢e Crpe, KaTo ce MPOABL/DKK ¢ MOHOTEpanHs ¢ JIJaMOTPIpIG]H.

eya noo 2 2o0unu
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TannuTe 3a edrkacHOCT H 6e30MacHOCT HA TAMOTPHXMH NPH KOMOMHHpaHa Tepan#s Ha MapLHATHH
NpUNaTbLYM MPH A€La HA BB3PACT OT | Mecew A0 2 FOJIMHH Ca OrpaHH4eHH (BX. TOUKa 4.4). JIuncear
[aHHH MpPH Jela Ha pb3pacT nox 1 mecenl. CnexosaresnHo ynoTpedaTa Ha ENHTPHKUH IPH ACLIA Ha
BB3PacT NOJ 2 roJAMHH He ce MpenopbyBa. AKO BBIIPEKH TOBa, OCHOBaBaHKH Ce HA KIHHHYHATA
HeOOXOAMMOCT ce B3eMe pellieHHE 3a JieueHHe, BIkTe Toukd 4.4, 5.1 1 5.2.

bunonspHo pa3lcTPOHCTBO

B TabnuuMre no-noiy ca npeAaCTaBeHY NperopbryBaHHTe CXEMH Ha MOBHILIABAHE HA 103aTa H
MOMIBPKAIKTE JO3H 34 MALMEHTH Ha Bb3pacT 18 K noseye roAMHH. IIpexonHaTa cxema BKIIOYBA
OCTENeHHO NOBUIIABAHE HA JO3aTa Ha JJAMOTPMKHH J0 NOAXbpxKaiia crabunH3Mpalla 103a 3a
nepuox oT wecT ceaMuuy (Tabnuua 3), cinen KoeTo NpUEeMBT Ha APYTH NMCHXOTPONHH JIEKAPCTBEHH
npoxykTh Wik AEJI Moxe na Gbe npeycTaHOBeH, ako € KITHHHYHO rokasaHo (Tabnuua 4).
KopekuuuTe Ha no3ara ciej Ao0aBsHe Ha APYrH NCUXOTPOINHH NEKAPCTBEHH NPOAYKTH W/in AEJ]
chilo ca npeacTaseny no-aony (Tabmuua S). Mopaau puck ot passuTHe Ha 06pHB He TpAOBa Aa Obae
NpeBHIIABSHA HAYATHATA 4032 M TpabBa Aa ce Cra3BaT MPENOPHKHUTE 3a MOBULIABAHE Ha 103aTa (BK.

TouKa 4.4).

Tabruya 3: Bvapacmuu nayuenmu Ha 18 u noseve 200unu - nDENOPHLYEARA CXEMQA 3 NOBUILABANE HA

dozama 00 noddvpicauid cmaburuzupawa obuia Onegna 003a npu KeYeHue A GUNOARPHO

pazcmpoucmeo
Cxema Ha JieyeHHe CenMHLH CeamMuuu Ceamuna 5 | TaprerHa
1 +2 3+4 crabwin3npalua no3a
(Ceamuuia 6)*

Monorebannn_c namorpmxun WIH xomGanupana repanus BE3 saanpoar n BE3

Ta3u cxema Ha no3upaHe
TpaORa A& ce W3MoN3Ba C
APYTH JIEKAPCTBCHH
NPOAYKTH, KOUTO HE
HHXHOUMpAT WIH HE
HHAYLHMPAT 3HAYUMO
ITIIOKYPOHHPAHETO Ha
JIRMOTPHAKHKH

25 mg/nen
(BeIHBXK
ITHEBHO)

50 mg/nen
(BeAHDXK
AHEBHO MNH
B ABa
IpHEMa)

HHAYKTOPHE HA IIOKYPORHPAHETO HA NAMOTPHKHE (BX. TOYKA 4.5)

100 mg/nen
(BeAHDBXK
AHEBHO WJIH
B IBa
npHeMa)

[ 200 mg/nen —

obuuaifHa TapreTHa
1034 338 ONITHMAJIEH
OTTOBOP (BEAHBXK
JAHEBHO WIH B 1Ba
npUemMa)

B xiiHHWYHH
M3NMUTBAHNA Ca
MPHNIATaHH RO3H B
HHTEpBRaJIa

100 - 400 mg/neH

Kom6nuupana repanus C saanpoar (mnc;l_ﬁmp HA IMOKYPOHHPAHETO HA TJAMOTPIDKHH — BXK.

NG10

TO4Ka 4.5):
Ta3u cxema Ha NeveHHE 12,5 mg/nen | 25 mg/nen | 50 mg/nen 100 mg/neH -
TpsabBa aa 6vae u3nonssaHa | (npuemaHy | (BeAHBX (BeaAHDBXK obHualina TapreTHa
C BAJINPOAT HE3aBHCHMO OT | KaTo 25 mg | JHEBHO) OHEBHO WIH | A03a 3a OITTHMAJICH
CBhITBTCTBALIHA MPHEM Ha pe3 ACH) B 1BA OTroBOPp (BEAHBXK
JPYTH ACKAPCTBECHH npHema JHEBHO WIH B ABa
NPOAYKTH JHEBHO) npHeMa)
B 3aBUCHUMOCT OT
KJIHHHYHHA OTTOBOP
5




Kom6upapana Tepanns BE3 sannpoart B C 8HAYKTOPH HA ITIOKYPOHEPARETO HA
JAMOTPHKEH (BK. TOUKa 4.5): )
Tasu cxema Ha jieuecHuUe 50 mg/nen | 100 mg/men | 200 mg/nen | 300 mg/aen npe3s
TpaOBa Aa 6bae npunarana | (BeAHBX (pasnenenn | (pasneneHn | ceaMuuia 6, mpH
6e3 BaIMpoOAT, HO C: JHEBHO) B ABa B Ba HY»KZa MOBHIIABAHE
pHeMa) npHeMa) o obuyaiiHara

(GEeHUTOUH TapreTHa 103a OT
kapbaMa3senHH 400 mg/neH npes
benobapburan cenMHia 7 3a
MPHMHIOH NOCTHraHe Ha
pudaMIULMH OITTHMAJICH OTTOBOP
JIONWHABHD/PUTOHABHP (pa3neneHH B ABa

' npHema)
IMpH naumeHTH, NPHEMAINH JTEKAPCTBEHH MPOXYKTH, 38 KOHTO HE Ca H3BECTHH (apMAKOKWHETHYHH
B3aUMO/ICHCTBHA ¢ IRMOTPIDKHH (BXK. TO4Ka 4.5), TpaOea Ja ce H3MoJ3Ba CXeMa Ha JIEYeHHE KaTo
MPENopbYaHaTa 32 JAMOTPIKHH ¢ €THOBPEMEHEH MPHEM Ha BAJINPOAT.

* TapreTHara cTabunM3Hpama 103a BapHpa criopell KNINHHYHHA OTTOBOP

Tabauua 4. Bv3pacmuu nayuewmu na 18 u nogeye 200unu - noddvpocawa cmaburuzupawa oobwa
OHesna 003a_Cied NPEYCMAan0BReaAHe HA EYEHUEMO CbC CHNLMCIMBALU NeKAPCMEEHY NPOOYKMY NPY
Aeuenue Ha OUNORAPHO PAZCMPOUCMEO

Cne AOCTHraHeTO Ha TApreTHaTa AHEBHA MOUThpKaia cTabunusupaina 1o3a NpUEMBT Ha JAPYTHTE
NIEKapCTBEHH MPOAYKTH Moxe Aa Oble npeycTaHOBEH KAKTO € MOCOYMEHO NO-R0Iy.

Cxema Ha JIeYeHHe Hacrosma Ceamuuia 1 Ceavuua 2 | Or cenmuua 3
crabunusupama |(3anoysaina c HaTaTbK*
no3a Ha npeycTaHo-

NNAMOTPKHH BsiBaHE Ha
(peny npHema)
NnpeycTaHOBABAH

€ Ha MpHeMa)

CnHpaBe Ha OpHeMA HS BAAOPOAT (MHXHOKTOP Ha IIIOKYPOHHPAHETO Ha nauommn BXK.
TOuKa 4.5), B 3aBHCHMOCT OT MbPBOHAYAIHATA 1032 Ha JIAMOTPHOKHH:

Cnen cninpane Ha npuema | 100 mg/nen 200 mg/nen | [logasprkane Ha Tasy no3a (200
Ha BaJINpoar, mg/neH) (pa3aeneHa B ABa
cTabunu3upalnara 103a npHeMa)

ce YABOMABA, KaTO He ce 200 mg/nen 300 mg/nesn | 400 mg/nes | ITopabpkane Ha
NpeBHIIAaBa HAPACTBAHETO Ta3Hu 4034

OT MOBEYE OT (400 mg/neH)
100 mg/ceamuua

Cnupase Ba npEEMA HA nnnym*opn Ha TJIIOKYPOHHPAHETO HA JAMOTPHXKHHE (BX. TO4ka 4.5) B
3aBMCHMMOCT OT [ThpPBOHAYAJIHATA /1032 Ha NAMOTPHKHH.

Tasu cxema Ha nosupane | 400 mg/eH 400 mg/aen | 300 mg/nen | 200 mg/neH
TpabBa na ce M3noN3Ba 300 mg/nen 300 mg/nen | 225 mg/neH | 150 mg/neH

npH CHpaHe MPHEMa Ha: 200 mg/neH 200 mg/nen | 150 mg/nen | 100 mg/nmen
(eHUTOHH |

xapbamasenuH

dheHoOapbuTan

NPHMKHIOH

pucbammmnu

JIOTIHHABHD/PHTOHABHD

Cnapane Ha NpAEMA HA JIEKAPCTBeHH NPOAYKTH, KouTo HE nnmﬁnpar nIH
3JHAYHTEJIHO FJIIOKYPOHHPAHETO HA JAMOTPHAKHE (BK. TOUKa 4.5):

Tasu cxema Ha nosupane | llonabpykaHe Ha TapreTHaTa 2034, AOCTHIHATA MPH N 7
TpAOBa 21a ce M3MO/I3BA no3ara (200 mg/neH; pasjeneHa B ABa NpHeMa)
NpH ciupaHe Ha npHeMa | (A030B Ananasod 100 -400 mg/nen)

6
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HA JPYTH JIEKAPCTBCHH

NPOXYKTH, KOHTO HE
MHXHOHpaT WK HE

HHAYIMPAT IHAYHTENIHO
rJIIOKYPOHHPAHETO Ha
JIAMOTPHXHH
[TpH nalHEeHTH, TPHEMALIH NEKAPCTBEHH MMPOXYKTH, 33 KOHTO He Ca H3BECTHH (papMaKOKMHETHHHH

B3aHMOJICHCTBHA C JIAMOTPIKHH (BXK. TOYKa 4.5), cxeMaTa Ha JIeueHH e, npenopbyaHa 3a
NAMOTPWKHH, € ITbPBOHAYANTHO 4a c€ MOAbpXKa HACTORIIATA A032 H JICYEHHETO C JIAMOTPHIKHH J1a ce
MPOMEHs Bb3 OCHOBA Ha KIIHHWYHHMA OTTOBOP.

* [IpH HeoOXOAMMOCT A03aTa Moxe Ja ce nosuid 10 400 mg/nex

Tabnuya 5: Bvapacmuu nayuenmu na I8 u noseve zoounu — adanmupane Ha OHeeHAMA 003UPOBKA HA

aamMompudicul cred dobasane Ha Opyzu Jexapcmeenu npoOYKmuU npu jeyenuemo Ha GunoaspHo
DazCmMponcmso

Hsama KJIHHMYEH OfUT B AJANTHPAHETO HA JHEBHATA 103a HA JIAMOTPIDKHH cliell fo0aBsHe Ha ApYTH
neKapcTeeHH nmpoaykTH. O6aue Ha OCHOBATa HA H3IIMTBAaHHUA 34 B3AUMOACHCTBHA C APYTH
NeKapCTBEHH MPOAYKTH Morar 6baaT HanpaBeHH CIIEAHHTS NMPENOPBKH:

CxeMa Ha JIeYeHHe HacTosima Ceamuua 1 Cenvunia 2 | Ot ceamuna 3
crabunuinpaina (zanmoypailia ¢ HaTaTbK
N03a JAMOTPIKHH | 106aBAHETO)
(npeau
100aBIHETO)

HNoGaBune Ha BaNNpoAT (MHXMOUTOP HA MIIOKYPOHHPAHETO HA JAMOTPHKHMH — BX. TOUKa 4.5), B
3aBHCUMOCT OT MbPBOHAYAIHATA 1032 HA JIAMOTPHXKHH:

Ta3n cxeMa Ha 103UpaHe 200 mg/nen 100 mg/nen Ja ce noabpikKa Ta3x 4034
TpabBa ia c€ W3NOJI3BA NPH | | (100 mg/neH)

nobaBgaHe Ha BaMPOAT, 300 mg/nen 150 mg/nen Ja ce nopabpika TasH 1034
HE3aBUCHMO OT (150 mg/nen)
CBHITBTCTBALIHS [TIPUEM Ha

APYTH JICKAPCTBCHM 400 mg/neH | 200 mg/nen Jla ce noabpAa TasH 1034
MpOAYKTH (200 mg/neH)

Jlo6aBsHe HA HEAYKTOPH HA IVIIOKYPOHHPAHETO HA JIAMOTPHAKHH NPA NandeHTH, KonTo HE
_ppHeMAT BAANPOAT (BXK. TOUKa 4.5), B 3aBHCHMOCT OT ITbpBOHAYAIHATA 1038 HA JTAMOTPHKKH!
Tasu cxema Ha nosupase | 200 mg/nex | 200 mg/nen | 300 mg/aen | 400 mg/neH
Tpa6Ba na ce w3non3ea 6e3 | 150 mg/neH 150 mg/nen 225 mg/ned | 300 mg/nen
Banpoar npu aobassaHe Ha | 100 mg/nen 100 mg/aeH 150 mg/nen | 200 mg/nex
HAKOH OT CIICAHHTE
JIEKapCTBEHH MPOAYKTH:
(hpEeHUTONH
kapbamaizenuH
¢eHobapbuTan
NPUMHIOH
pUdaMITHLIHH
NONTMHABHP/ PHTOHABHP
JloGaBane HA JexapcTBeHE DpoaAYKTH, KORTo HE aaxubupar nan HE nagynmapar
IHAYATENHO FTIOKYPOHHPAHETO HA JIAMOTPHKEE (BX. TOYKA 4.5):

Ta3u cxema Ha no3HUpaHe Ja ce nopaspKa TapreryHara 403a, NOCTHIHaTa MpH NnoBysHYug

Tps6Ba Na ce M3NO/A3Ba NpH | Ha ao3ata (200 mg/nex; aozos anana3od 100-400 mg/ 2 2 s\ Ca
no6asaHe Ha ApYTrH e \ %
JICKApPCTBEHH IPOAYKTH, f ‘3! ?,,., e | >
KOMTO He HHXHOHpaT WiH He "'" : | o /
HHIYLUHPAT 3HAUHTEJIHO 4
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rMIOKYPOHHPEHETO Ha
JAMOTPHXKHH

[Ipy naiMeHTH, rrpnemmn nexapcmeﬂn npon;ym 38 KOUTO HE C8 K3BECTHH cbapmxomnmnn
B3aMMOAEHiCTBHA C 1aMOTPIDKHH (BXK. Touka 4.5), TpaOBa Ja ce H3MoJI3Ba CXeMa Ha JiCHCHHE KaTo

| mpenopyYaHaTa 3a JaMOTPIDKHH C €HOBPEMEHEH NPHEM Ha BAJINpPOAT.

Cnupane Ha Je4eHuemo ¢ IAMOMPUNCUK NPy nayuenmu ¢ Gunorspro pascmpoucms

[To BpeMe Ha XTHHHYHHTE H3IMTBAHUA He € HabmoaBaHo yBE/THUEHHE Ha UeCTOTAaTa, TEKECTTa Wi

BHA HA HeXXENaHUTE PeaKLMH CNe/l BHE3AIHO CIIHPAHE Ha JIAMOTPIKMH CIIPAMO Iu1aledo.
CnenoBaTeIHO NMNAlHEHTHTE MOTAT fa NMPEKBCHAT JIEYEHHETO C IAMOTPHKHH 0€3 NOCTeneHHo

HaMAIABAHE HA DO3aTA.

Heya u onowiu nod 18 zoounu
EMMTpIOKHH HE € NOKa3aH 3a MpHIokKeHHe NpH Aciia noA 18 roanHM, ThA KaTo paHIOMH3HPaHO, C
[pEyCTAHOBABAHE Ha MpHeMa Npoy4BaHe, He MOKA3Ba 3HaYKMa e(QHUKACHOCT M MOKA3Ba MOBHIIEHO

cpofIaBaHe Ha CyHIMAHOCT (BXK. Touka 4.4 u 5.1).

O611M NpenophbKH 3a A03UpaHe Ha JaMOTPUKHH NPH CIIELMATHM TPYIH NAUHEHTH

XKenu, npuemaiyu XopMOoRaIRU KONMpayenmueu

IpremMbT Ha KOMOHHALMATA eTHHHAeCTpaaMon/nesoHoprecTpen (30 pug/150 pg) nopuiiasa KIMpbHCa
HA JAMOTPIKHH MPHOIH3UTENHO JIBa ITbTH, KOETO NPEAH3BUKBA MOHWKEHH CTORHOCTH Ha
naMoTprkuH. CrieA THTpHpaHe MoraT Aa ¢a HeoOXoAuMH MO-BHCOKH MOITbPIKAIK A03H Ha

" IAMOTPHDKHH (A0 ABYKPATHO MO-BUCOKHM) 32 MIOCTHTaHE Ha MAKCHMAJICH TepaneeTH4eH oTroeop. Ipes
cenMuliaTa 6e3 TpHeM Ha KOHTpauenTHs € HabnonaBaHo JBYKPATHO NOBHINABAHE HA CTOHHOCTHTE HA
namorpiwkun. He morat na GBAAT M3KMOYMEHH 10303aBHCHMY HEXXENaHH peakuuy. ETo 3anio Tpabea
& ce NMPEANOYHTa MPHIOKESHHETO Ha KOHTpauenTusH 6e3 ,,cenMHLIa O6e3 xamnie™ XKaTo iedeHHe OT
ITLPBA NHHKUA (HANPUMEp MPOABL/KHTEIHH XOPMOHATHH KOHTPALUENTHBH WIH HEXOPMOHAIHH METOAN,
BXK. TOYKH 4.4 H 4.5).

3anoysane Ha NPUEM HA XOPMOHAIHU KORMPAyenmusu npu nNayueHmu, Koumo éeye npueMam
nooovpocau 003u ramompudicur ¥ HE npuemam undyxmopu Ha 2HOKypOHUpanemo Ha
AAMOMPUNCUN |

[TonampixaiiiaTa 038 Ha JAMOTPHXKHMH B MOBEYETO CITy4au 'rpsﬁaa aa Obae yBeauueHa 40 ABa MLTH
(BX. TOUKH 4.4 1 4.5). [IpenopbuMTENHO € OT HAYAJIOTO HA XOPMOHA/IHATA TE€PaNnHa 103aTa Ha
JaMOTPIKHH Ja 6B ae noeuinasada ¢ 50 1o 100 mg/neH Beska ceAMHLA, CHOGPa3HO HHAMBHAYANTHHS
IMHHYEH o1roBop. [TopuinasaHusTa Ha O3aTa HE TPAOBA Na HAZBHILIABAT TA3HM CTENEH, OCBCH AKO
KIHHWYHUAT OTTOBOP HE MOAKPENA MO-rojieMH MOBHIIABAHMA.

Moxe 1a ce o6ChAM H3MEPBaHE HAa CEPYMHHTE KOHLIEHTPAaUWH Ha JTaMOTPIDKHH NPeaH U Cliel
HAYAI0TO Ha MPHEMA Ha XOpPMOHAITHWTE KOHTPALIEITTHBH 34 NOTRBLPKAABAHE, Y€ CC NOAABPAKA
H3XOJHATA KOHLIEHTpAlKg Ha NaMoTpinkvH. IIpu HeobxoaHMOCT no3aTa Moxe aa Obae ananTupasa.
ITpH >keHH, IPHEMAIIIH XOPMOHATHM KOHTPALIEITTHBHY, KOMTO BKIIIOYBAT €/THA CeJMHLIA HEAKTHBHO
neuenue ("cexmuua 6e3 xamue"), TpadBa aa Obae npocaenABaHO CEPYMHOTO HHBO Ha JIAMOTPIDKHH
npe3 ceIMMLA 3 Ha aKTHBHOTO ICYEHHE, T.€. B AHHTE OT 15 a0 21 OT UMKEIA Ha NpHeMaHe Ha
tabnerkure. 3aTosa BHHMATENHO TpAOBa aa ce o6mMucau ynorpeGarta Ha KOHTpauenums 6e3 ceMHILIA
fe3 xarmye Karo JieueHHe OT TbpPBA JIHHKA (HANPHMEDP NMPOABDKHTEIHA XOPMOHAITHA KOHTPALCTILIMS
HJIH HEXOPMOHAIHH METOAM; BXK. TOUKH 4.4 U 4.5).

Cnupane na npuema Ha XOpMOHAIKY KOHMPAYEenmMuey npu NAyueHmu, KOumo 6eye npuemam
noodwvpocawu 003u aamompudicur u HE npuemam unoyxmopu Ha 2110KyPOHUpanemo Ha
AAMOMPUNCUN
B noseueTo CiTyuad € HeoOX0auMO NOATBPAKALIATA N034 HA NIAMOTPHXKUH Ja Oble He
(Bx. Touxu 4.4 1 4.5). IlpenopbuBa ce NOCTENCHHO HAMAIIBAHE HA JIHEBHATA 034 Hj
50-100 mg Bcaka ceaMHua (B CTeneH, HeHaaxBbpUALa 25% ot obuwara AHeBHA AC
nepuoa ot 3 CeIMUILM, OCBEH aKO KIHHWYHHAT OTTOBOP HE Halara pasiiMiHO MoBejs
o6CHAN H3MEPBAHE HA CEPYMHUTE KOHLICHTPALIMYK Ha J@aMOTPHXKHH FIPEAH H ciel Ciyf
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XOPMOHATHHTE KOHTPALICITTHBH 3a NOTBEP)KAABAHE, Y€ C€ MIOAIbpKA H3IXORHATA KOHLICHTPaLHs Ha
naMoTprKHH. TIpH XeHH, KOHTO XKeJasT ja Cnpart npHeMa Ha XOPMOHAICH KOHTPALICNTHB, KOETO
BKJIIOUBA €IHa CeAMHLA Ha HeaKTHBHO neueHHe ("ceammua Oe3 xamye™), npociiegaBaHeTo Ha
cepyMHHTE KOHLIEHTPALMH Ha IAMOTPIXKHMH TpAGBa na ce nposex/a npes ceAMHULa 3 OT aKTHBHOTO
nedeHHe, T.e. oT AeH 15 no aex 21 ot uMKBIA Ha npHeMaHe Ha Tabnerxure. Hpes mppsaTa ceaMHLA
clieq TPalHOTO CIIMpaHe Ha MPHEMA Ha KOHTpaLenrTHBa He Tpa6Ba na 6baaT B3eMaHH MpoOH 3a OlLieHKa
Ha CTOHHOCTHTE Ha TAMOTPHXKHUH.

3anovsane Ha Mepanus C IAMOMPUICUR NPU NAYUEHMKY, KOUMO 8eye npuemMam X0pMORaIHu

KOHmpayenmueu
IloBMIIaBaHeTo Ha A03aTa TpAOBa Ja cleiBa HOPMANHKHTE NPENOpbYaHH JI03H, OTHCAHH B TaOIULIMTE.

3anoveane u cnupane HG NPUEMA KA XOPMOHATHY KOHMPAYEnMUsy npu NAYUEHMKY, KOUmo seue
npuemam noddvpixcaiyu oosu ramompuxcun u IIPHEMAT unoykmopu ua 2mo0KypoRupanemo Ha
JAAMOMPUNCUH

Moxke a He ce Ha/loXKaT KOPEKIIMK Ha MpenopbwuBaHaTa NOAAbpiKallla 2038 TJAMOTPHIKHH.

Iayuenmu 6 cmapuecka eb3pacm (had 63 200uNnY)
He ca He0OXONHMHE KOPEKLMHK B PENOPBUMTENIHHTE CXEMH Ha JICUYCHHE. tbapuaxomnemxam Ha

NIAMOTPIDKHH NMPH Ta3H BB3PACTOBA IPyMNa He Cce pa3ii4aBa 3HAYHTETHO OT Ta3H NPH MaUMEHTHTE B 110-
MJIazia Bb3pacT (Bak. TouKa 5.2).

Bwbpeuno yspexcoaie
EnuTpiokiH TpsOBa Ja ce MpHiara BHEMATETHO NPH nauuenTy ¢ 6u0pedta HeaocTarb4HOCT. IpH

NaLMeHTH B KpaeH cTauit Ha 61L6peuna HeOCTATHYHOCT HAYATHHTE 03K JIAMOTPIDKHH TPAOBA Jia ca
cropez ChLITETCTBAIIKA NPHEM Ha JICKApCTBEHH NPOAYKTH OT nauueHTa. [1ps naumeHTHTE CBC
IHAUHTENHO GBOpedHO YBpeKAaHe Moxke Ja ca epMKacCHH HAMAJIEHH NMOAXBPXKAIM NO3H (BHXK

To4YKH 4.4 u 5.2).

HeproopobHo yspexcoane

HauaiHara, NOAXBPXKALNATS K 103aTa MPH MOBHIIAaBaHe TpAGBa Aa ce peayUHpaT NpHOIH3HTENHO C
50 % npy naieHTH ¢be cpeano Texko (Child-Pugh crenen B) uepronpoGHO yspexaane u cse 75 %
npu Texko (Child-Pugh crenen C) yepHonpoSHo yBpexxaaHne. JlozaTa npH NOBHIIABAHE H
NOUTbpKAmATa A03a TpAbBa 1a ce OnpeaeaAT B 3aBHCHMOCT OT KJIMHHYHHSA OTTOBOP (BXK. TOUKa 5.2).

Ynomgeé’a ¢ aMa3aHasUp/pUmonasup
He ce Hasara KOpeKLHs B HauMHa Ha MOBMILIABAHE HA 03aTa HA IAMOTPIDKHMH, KOraTo Tol ce 10baps

KbM BEu€ MPOBEXAALLA C€ Teparus ¢ aTa3aHaBHP/PHTOHABHP.

ITpH MaLMEeHTH, KOUTO Beue MPUHEMaT NOANBPIKAIM JIO3H JIAMOTPHIKHH H HE NPHEMAT
FMIOKYPOHHAA3HH HHIYKTOPH, MOXE Aa C€ HAJIOXKH MOKauBAHE Ha 103aTa Ha JIAMOTPHKHH, aKo C€
nobaBM aTazaHABUP/PHTOHABHP WIH MMOHMWKABaHe Ha 103aT4, 4KO JICUCHHETO C AaTa3aHABUD/PHTOHABHD
ce npeycraHoBU. HeobxoauMo € aa ce npocaeAsBaT I1a3sMeHHTE KOHLICHTPaLHH Ha JIAMOTPHKHH
Npean H 2 CeAMMIIM Clie]] 3aN0YBaHe WM MPeKpaTABAHE Ha JICUEHHETO ¢ ATA3AHABUD/PHTOHABHP, C
OrJIel PEeLIEHKa OT HeOGXOMMOCTTA 338 KOPHTHpPAHE J103aTa Ha JIAMOTPHKHH (BX. TOUKA 4.5).

Ynompeba ednogpemenno ¢ 10nunagup/pumoraeup
He ce Hanara KOpeKLMs B HA4MHA Ha NMOKAYBAHE HA 03ATa Ha JIAMOTPHXXMH, KOraTo To# ce J0baBs

KbM BEUE MPOBEXALla Ce TEpanus ¢ JONMHHABHP/PHTOHABHP.

[1pn nauMeHTH, KOWTO BEYE NPHEMAT NMOAXBPXKALLM JO3H NAMOTPHKHH H HE NIPHEMAT
rIIOKYPOHHAA3HH MHIYKTOPH, MOXe J1a Ce HAJIOKH MOBHINABaHe Ha 03aTa Ra TAMOTPKIRL
A06aBy JIONMHABMP/PHTOHABHP MM NOHKXKABAHE HA /103aTa, aKO JIEUEHHETO C JIOTIHHABY Ypr P2,
ce npeycTaHoBH. HeoOxoMMO € Aa ce NpocaeasBaT FUIa3MEeHHTe KOHLICHTPALHH Ha/aC f‘* Ry \ %
npeay H 2 CeAMHMLIM C/ie]l 3ar104BaHe WIH NPEKPATABaHe Ha JICUEHHETO C JIOIMMHABH] I ‘” ?" _ >
orJie/l peLieHKa OT HeoGXONMMOCTTa 33 KOPUTHpaHe R03aTa Ha JIAMOTPHIKUH (BX. X; : .
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Hauus Ha npuioxeHHne
[TepopanHO NpUIIOKEHHE

4.3. IIpoTEBONOKAR3aRAA

CBPBLXYYBCTBHTE/IHOCT KbM AKTHBHOTO BEHIECTBO WM XbM HAKOE OT NTOMOLIHMTE BELIECTBA
u30poeHN B To4KA 6.1.

4.4. Cnenuajn# NpeIynpeXAcHAs H NPeANAIHE MEPKH NpH ynorpeba

KoxeH o6pyB

CpoOLIaBaHH ca HEXKEJIAHH PEaKIIHH OT CTPaHAa Ha KOXKATA, KOHTO C€ NPOABABAT Npe3 MbPBUTE OCEM
CeaMHMLIM OT HAYaJOTO Ha TepanuaTa ¢ naMoTpikiH. [Tosedero oT o6pHBHTE Ca eKO NPOABEHU H
MOKAa3BaT CKIOHHOCT KbM CaMOOTpaHHYaBaHe, 06aue ca ONMMCBAHH H TEXKO NPOABEHN OOPHBMY,
M3UCKBALIM GOTHUYHO JICUEHHE M NpeKpaTaBaHe NpuiaraHeTo Ha naMoTpikHH. [Ipu ynorpeba Ha
IAMOTPIDKHH C€ ChOOINABA 38 HHUBOTO3ACTpAIlABAIIH KOXHH peaKuuH (CHHApoMa Ha Stevens-Johnson
(SJS) 1 TokcHuHa enuaepMaiHa Hekponusa (TEN)) H IeKkapcTBEHH PEaKilHH ¢ €O3HHOGWIHA U
cucteMHH cuMnToMH (DRESS); cb1o H3BECTHO KaTo can.npou Ha CBpBX3YBRcTBUTENHOCT (HSS) (BX.
TouKa 4.8). -

MaunenTute TpabBa Aa 6baaT npeaynpeaeHH 3a NPH3HALMTE H CHMITTOMHTE H Aa ce Habmoaasar
BHMMATE/IHO 33 NOABA HA KO>KHH peakiy. Haii-BHcOk pHck 3a Bp3uukBaHe Ha SIS win TEN
CBHLICCTBYBA B PAMKHTE Ha MbPBHTE CSAMHLIH OT JIEYEHHETO. AKO €a HAIMLIE CHMITTOMH WIH NIPH3HALM
Ha SJS win TEN (nanpuMep [MpOrpecHBHO KOKEH OOPHB, 4eCTO ¢ MEXYPH WIN MYKO3HH JIE3HH),
TepanMaTa ¢ JAMOTPWXKHH TpabBa a ce npeyctaHoBH. Hall-n00puTe peaynrath B ORIASBAHETO HA
SJS u TEN ce nocTrar np# paHHa AHArHOCTHKA H He3abaBHO NPEYCTAHOBABAHE HA BCHYKH
1aN003pPEHH JleKapcTBa. PAHHOTO MpekpaTaBaHe Ha TeparuATa ce CBbp3Ba ¢ no-ao0dpa nporHosa.

ITpy BB3PACTHH NALIMEHTH, BKITIOYEHH B U3NMTBAHHA, M3MOI3BAIIN JJAMOTPHKHH B MIPENOPBUHTC/IHHTE
NO3H, YECTOTATA HA TEKKHTE KOXKHK oOprBH e npubnusurenHo 1 cny4ait Ha 500 naiumenTy ¢
enunencui. [IpubaH3HTenHo NONOBHHATE OT TE3H CJIy4aH ¢a OWIH ZOKIAABAHK KaTO CHHIPOM Ha
Stevens-Johnson (1:1 000). B KTHHHUYHK H3NWTBAHHA NPH MALKMEHTH ¢ OHNONApHO THII | pa3cTpoicTBO
6poaT Ha HabmoaaBaHHUTeE CITydaH ¢ Texbk o6pus e npubanzurenyo 1 Ha 1 000.

PucKBT OT pa3sBHTHE Ha TEXKKH KOXHH OOPHBH NPH JCLIATa € NO-BHCOK OT TO3H INPH BBE3PACTHH.
JlaHHHTE OT W3NMUTBAHUATA NOKA3BAT, Y€ YECTOTaTa HA OOPHBHUTE, CBHLP3aHM ¢ XOCIIHTANN3ALMS MPH
neua ¢ ernaencus € ot 1:300 zo 1:100.

Hauamiure nposeu Ha oOpuB nipu Jeua MoraT Ja ObaT NOrpeiiHO AHArHOCTHIIMPAHH KaTo

- uHekums. [Ipes MpBHTE OCEM CEAMMIM OT JIECYEHHETO NpH MposABY Ha GebpunuTeT N OOpHB MpH
neua TpsOBa Aa ce MMa MPEeABHA BE3MOXHOCTTA OT Pa3BUTHE HA HEXKENlaHa Peakiid, CBhp3aHa C
NIEYEHHETO C JIJAMOTPHKHH.

B AoITe/IHEHNE PHCKBT 33 pa3sBHTHE Ha OOPHUBH 3aBUCH OT:

- NpHEM H3 BUCOKH HAYAJIHH J03H NAaMOTPHXKHH U NPEBHINIABAHE HA MPETNIOPBUHTENHATS 038 38
nopuinasaxe (BK. To4Ka 4.2).

- eTHOBPEMEHHO NpWIaraHe ¢ Baanpoar (Bx. Touxa 4.2).

[o BpeMe Ha Ne4EHHETO HA MALUMEHTH C aHAMHE3a 38 KOkeH oOpuB WM aneprus koM Apyra AEJ] ce
W3UCKBA CNELHANHO BHUMAaHKE, Thil KATO YCTAHOBEHATA Y€CTOTa Ha HE3HAYHTENHO H3paleH OQRUE
clie]l NeYeHHe © IAMOTPIKHH € OKOJO TPH ITHTH NO-BHCOKA NPH TAKHBA NMALMEHTH B CPIBACHNE TR
6e3 noaobHa aHaMHe3a. ‘g-}" A
SLLER)

VeTaHoBEHO €, ue aneasT HLA-B*1502 mpy nHua ¢ a3HaTCKH POH3Xo (MpeauMy gufajis M‘“ B3
eTHHYECKaTa rpyna XaH W TainanalK) € CBbP3aH ¢ PHCK OT Pa3BUTHE Ha CHH.IIPOM ::a 3. .ﬁ"- :

F

Johnson/TokcHYHA EMMAEPMAIHA HEKPOJIH3a NMPU JIeUCHHRE C TAaMOTPIDKHH. Y noTpeta B
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NpH TakuBa naumeHTH Tpsadea Aa 6bae BHUMATETHO OOMHCIIEHA, KO € H3BECTHO, € Ca ITON0KHTEITHH
3a HLA-B*1502.

Hatli-nobpu pe3yntaTi B oBnaassaHeTo Ha SJS u TEN ce nocTurar npy paHHa JHATHOCTHKA
He3a0aBHO MPEKbCBAHE HA BCEKM 3aNOR03PsH JIeKapCTBEH NMPOAYKT. PAHHOTO NpeKkpaTaBaHe Ha
JIEYEHHETO € CBEP3aHO ¢ No-A00pa Nporxuo3a.

[Ipu pa3zeuTHe Ha OOpPHB NPH BCHYKM NALIMEHTH (BBE3PACTHH H Jeua), € HeobxoauMm npersien Ha
NalHeHTa ¥ He3a0aBHO CIMpPaHE NPWIOKEHHETO HA TAMOTPHIKHH, OCBEH aKO ChC CUTYPHOCT €
YCTAHOBEHO, Y€ OOPHBBT HE € CBBP3aH C IpHEeMa Ha JIEKAPCTBOTO, IIpenophuba ce IEYEHHETO ¢
NIAMOTPIDKHH 12 HE C€ 3an04YBa OTHOBO TP MAIMEeHTH, KOUTO ca ro NMPeKbCHAIN Nopaay OOpHB,
CBbp3aH C MPEANLIHO JICYEHHE ¢ TAMOTPIKMH, OCBEH aKO MOTEHIMAIHATA MOI3a HECEMHEHO
HAJBHIIIZBa pHCKa. AkO npy naumMeHTa ce Habmoaasa SJS, TEN wnu DRESS cnea ynorpebda na
NIAMOTPHXKHH, HUKOT'a He Tpabra fa ce npuiara NOBTOPHO JICYEHHUE,

OOpuBBT € cLo0ILIABAH H KATO YacT OT CHHAPOMA Ha CBPBLXYYBCTBHTEIHOCT, KONTO BKIIOYBA
pa3IidHH CUCTEMHH CHMIITOMH XaTO MOBHIIIEHA TEMIIEpaTypa, TuMdaneHonaTus, OTOK Ha JTHIIETO,
NMPOMEHHU B KPhBHATA KApTHHA H QYHKUMHATE Ha 4epHHA Apo0 (BX. Touka 4.8). Texxectra Ha
KIHHHYHATE TIPOSIBH HA TO3H CHHAPOM € palIMMHA ITPH OTACIHHTE NALMEHTH, KATO B PEAKH Cliy4an
MOJKE Jia JOBele OO pa3BUTHE HA JUCEMHHHPAHa BbTPECHAOBA KOAryJIALMS B MYJITHOPraHHa
He0CTATRYHOCT. BaxkHO € na ce HMa npeaBull, 4¢ paHHMTE NPOABH HA CBPHEXYYBCTBUTEIHOCT
(HarmpHMep NOBMLIEHA TEMIEPATYpa, TuMdanecHonaTHA) MOTAT Aa Ce NPOABAT Oe3 nosBa Ha OOPHUB.
[1pu ycraHOBsIBAHE HA NOAOOHH NMPH3HALIH H CHMITTOMH € HeoOXoquMa He3abaBHa OLICHKA Ha
ChCTOAHHETO Ha NALMEHTA H CIIUpaHe NMPHIOXKEHHUETO HA naumpmmu IpH JIMTICA Ha Apyra
CTHOJIOTHA 3& Pa3BHTHE Ha TE€3U peaKLMH.

B noBeueTo ciy4ad acenTHYHHA MEHUHTHT € 0DpaTHM NpH ciMpaHe npueMa Ha JIEKapCTBOTO, HO IIPH
HAKOH CJTy4aH ce NMOBTapA IPH NOBTOPHa ynorpedara Ha naMoTpHxuH. [losTopHara ynorpeba Boau
N0 OBp30 BE3CTAHOBARAHE HA CUMITTOMHMTE, KOUTO HECTO ¢a MO-TeKKH. [IpueMBT Ha NAMOTPIDKHH He
TpaOBa Ja ce BBE300HOBH NIPH MALIMEHTH, MPH KOHTO € CIIPAH MOPadM ACCIITHYEH MEHHHIHT, CBBP3aH C

MpeaHLIHO JIEHEHHE ¢ JIAMOTPIKHH,

Hma chulo crobimenns 3a peakuu Ha (POTOUYBCTBHTENIHOCT, CBEP3aHH ¢ ynoTpedara Ha TaMOTPHKHH
(B. Touka 4.8). B HAKONKO ciTyyas peakLMATa € HACTBITIIIA MPH BHCOKA 034 (400 mg wiu noseve),
MPH NOBHLIABAHE HA A038Ta WIH fpH OBP30 BE3XOAAINRO TUTPHPAHE. AKO IIPH NALMEHT, KOATO
NMpOABABA NPU3HAIM HA POTOYYBCTBHTEIHOCT, HMa ChMHEHHE 3a CBbP3aHa C IAMOTPHIXHH
doTouyBcTBHTENHOCT (HAND. MPEKOMEPHO CIIBHYEBO H3rapsHe), TpsaOpa 1a ce 0OMHCIIH mpekpaTsiBaHe
HAa JICYEHHETO. AKO NPOAB/DKABAHETO HA JICYECHHETO ¢ JJAMOTPIKHH C€ CUMTA 38 KIIHHUYHO
000CHOBAHO, NALMEHTHT TPAOBA Aa ObJe NOCHBETBAH /1a H30ArBa H3naraHe Ha C/TbHYEBA CBET/IHHA H
Ha H3KycTBeHa UV CBeT/IMHA H 1a B3eMa TpeANa3sHi MepKH (Hamnp. H3NO/3BaHe Ha 3aLMHTHO O0NeKIo
H CITHHLIC3AINHTHH KPEMOBE).

XeModarounrna muMpoxucTrouurosa (Haemophagocytic lymphohistiocytosis, HLH)

HLH e crobmeHa mpu nauHEHTH, KOUTO MPHEMAT JTaMOTPpIOKUH (BX. Touka 4.8). HLH ce -
XApaKTePH3HpA C MPU3HALM M CHMITTOMH KaTo NOBHILIEHA TeMIIepaTypa, cOpUB, HEBPONOTHYHHM
CHMITTOMH, XEMaToCILUIEHOMETa/IHA, TMM(paaeHONaTHsA, UHTONICHHH, BHCOKH CTOHHOCTH Ha CEpyYMEH
(epHUTHH, XHIIEPTPHIIHLIEPHACMHSA, OTKIIOHEHHA BbB QYHKIMATA Ha YepHHMA Apod H Koarynauus.
CHMNOTOMHTE HACTBNBAT OOMKHOBEHO B pAMKHTE HA 4 CEAMMILIH OT HAYaNOTO Ha JICUEHHETO.
XemodarouTHaTa THMQOXHCTHOLMTO3a MOXe Ja ObJc KUBOTO3ACTpAINABALIA.

IMaunenTure TpadBa Aa ObaaT HHPOpMHpaKEH 3a CHMITTOMHTE, cBbp3aHH ¢ HLH u Tpabsa
NOCHBETBAHH /Ia TIOTHPCAT He3abaBHO MeIMLIMHCKA MOMOLI, 8KO NOTYYaT TE3H CHMITTO 4

ﬂ@ﬁ% \

HA JICYCHHETO C JIAMOTPHIKHH. 2\
He3a6aBHO OLIEHETE CHCTOSHHETO HA MIALIMEHTHTE, KOHTO PA3BHBAT TE3H NPH3HALM M I PNy, - pdé | =1
o6mMucnete auartosa HLH. TpueMbT Ha naMoTpikHH TpaGea HezabaBHoO Na ce npeyQraaosQasess, ~ / o
aKO MOXKE JIa C€ YCTAHOBH JIpyTa €THOMOTHS 33 PA3BUTHETO HA TE3H PEaKLIMHK. "
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BrowiasaHe Ha KIMHUWYHOTO CHCTOAHHE H CYMIIWEH PHCK
[1pn naumenTH, neKysaHd ¢ AEJI no paznvuHy nokaszaHMs, BKJIIOMHTENHO eNWIencHs H OHNoaspHo

pa3CcTpPOMCTBO, Ca ChODLIABAHU CYULIMHH MHCITH U NoBeAeHUud (CyHMIUAHOCT). EqvH MeTa-aHanu3 Ha
paHAOMM3HpaHH nnaunedo-koHTponupaHy uanurBanug Ha AEJ] noka3pa cnaGo noBrined pucK OT
CYHLHAHO NMOBENCHHE. MeXaHU3IMET Ha TO3H PUCK HE € ACEH M HATMYHHTE JaHHH He M3KII0YBaT
Bb3IMOXHOCTTA 32 NOBULLCH PUCK NMPH TAMOTPHKHUH.

Ilopaan ToBa, IO BpEME Ha JICYCHUETO C TAMOTPIDKHH NalMEHTHTE TpAORa Ja OB1aT NpocneagBaHH 3a
NMpU3HallH HA CYHLMAHH MHCJIM H MOBEACHHE H 2a ce MpeaAnpHeMe noaxoaauio jeyeHue. [lanmenture

(4 xopaTa, KOHTO Ce IPHKAT 34 TAX) TpAOBa Ja ce MOCHBETBAT Aa NMOTBHPCAT JIEKAPCKH CHBET, B CITyyYai
4e C€ MOABAT MPH3HALM 33 CYMIIMAHK MUCIH U MOBEACHHE.

[1pu naumeHTHTE C OUNONAPHO PA3CTPOMCTBO MOXKE & HACTHITH BIIOILIABAHE Ha JIETIPECUBHHUTE
CHMITTOMH H/WJIH NMOABA Ha CYHIMIHOCT HE3aBHCHMO JIAJIH NMPHEMAT WIH He NPHEMAT JIEKapCTBa 3a
JeyeHHe Ha OUNONAPHO pasCTPOHCTRO, BIUTIOUMTENHO TaMOTPIKHH, [Topany TOBa naLMeHTHTe,
npHeMallld ENUTPIoKHUK 3a OHNONSpHO pascTpoicTBO Tpabpa Aa 6BAAT BHUMATEHO NMPOCIEAABAHH 32
KITHHHYHO BJIONIABAHE HA ChCTOAHHETO (BKJIFOMHTENHO MOABa HA HOBH CHMITTOMH) H 32 CYHLIMJHOCT,
0coOeHO B HAYAIOTO Ha KYpca Ha JIeUeHHe WIH NpU MPOMEHH Ha Jo3aTa. Hakou naumeHTH, KaTo
HarpHMep TAKHBA C AHAMHE3A 33 CYHLIMIHO MOBEAEHHE HIH MHCJIH, Bb3PACTHH B MJIaZia BB3pacT WiIu
NalHEHTH CHC CHWIHO H3PAa3eHH CYULIMAHH HACH NPEaH HAYAIOTO Ha JISYEHHETO, H3IJIeXa ¢a ¢ 10~
BHCOK PHCK 33 MHCJIH H ONIMTH 3a caMOyOHiCcTBO M TpaGBa fa ObaaT npocnensBaHy BHHMATEITHO MO
BPEME Ha JICHCHHETO.

TpaOpa na ce 0OMHCITH MPOMsAHA Ha CXEMaTa 3a JICYCHHE, BKIIIOYHTETHO BB3MOXKHO IPEYCTAHOBABAHE
NPHEMAa Ha JICKapCTBOTO, NMPH NALMEHTH ¢ BIOLIABAHE HA KIMHWYHOTO CHCTOAHHE (BKIIOYHTEIHO
NOABA Ha HOBH CUMITTOMH) W/HITH NMOABA HA CYMLIMAHHN MHCIH/TIOBEACHHE, OCOOEHO 8KO CHMITTOMHTE
Ca TEXKKH, BHE3AMHO MOABABALIM C€ HIH HE Ca YacT OT HACTOAILIUTE CUMITTOMHM HA NaL{eHTAa,

XOpPMOHATHH KOHTPALCITTHBH

Egexmu na xopmonannume xonmpayenmusu 6vpxy eQuxacrocmma Ha AAMOMPUNCUH

YCTaHOBEHO €, ue KOMOHHALMATA eTHHWIeCTpaarol/ ieBoHoprectpen (30 ug/150 pg) nosuinasa
KITHPBHCA Ha JTaMOTPHKHH NPHUOIH3HTENHO ABa METH, KOETO BOAM 0 HAMANABAHE Ha CTOMHOCTHTE Ha
JIAMOTPIKEH (BX. TOuKa 4.5). [ToHmkaBaHeTO Ha KOHLIEHTPALIMHTE HAa JIAMOTPHIKHH € CBBP3aHO CbC
3aryba Ha KOHTPON BBPXY NMpUNAaAbLKTE. 3a MIOCTHIaHe HA MAKCHMAJICH TEPAreBTHYEH OTrOBOP B
MOBEYETO CIIYHaH MOXe J1a € HEOOXOMHMO Ype3 THTPHPAHE Aa ce AOCTHTHAT MO-BHCOKM NOAABPKAaUIH
JO3H Ha NAMOTPIDKUH (MPHONH3HUTETHO ABA ITHTH NO-BHCOKH), I1pH npeycTaHOBABAHETO Ha MpHEMA Ha
XOpPMOHA/IHUTE KOHTPALEITTUBH, KIIHPBHCHT HA IAMOTPHIKHH MOXKE Ja HaMallee HalloJ0BHHA.
[ToBMiliaBaHETO HA KOHLEHTPALMHTE HA JIAMOTPIDKIH MOXKe 1a ObJie CBBP3aHO C IO303aBUCHMH
HexenaHH CrOHTHA. T1o TasH MpHYHHA CHLCTOSHHETO HA NalUEHTHTE TpAOBa Aa 6bae npociensBaHo.

I1pu )CHH, KOUTO HE MPHEMAT HHAYKTOP Ha IMOKYPOHHPaHEeTO Ha JIAMOTPIKHH H Ca Ha XOpPMOHAJEH
KOHTpaLIefITHB, YHATO CXEMa BKJIIOYB2 €/1Ha CEAMHLIA HA HEAKTHBHO JieueHue (ceamulia Oe3 npHeM Ha
KOHTPALIENITHB), € YCTAHOBEHO MOCTENICHHO BPEMEHHO NOKAYBAHE HA HUBATA HA JJAMOTPIOKHH MO
BpeMe Ha ceMHLIaTa Oe3 MpHeM Ha KOHTpaLenTHB (Bk. Touka 4.2). Bapuaiunre B HUBATA HA
JIAMOTPHXKHH OT TO3H MOPAABK MOraT ia ObAaT CBbP3aHH ¢ HEXKETAHH peakiuu. 3aToBsa TpsOBa fa ce
obmucin ynorpebata Ha koHTpauenima 6e3 ceaMHLIa 6¢3 MpHeM Ha KOHTPALIEITTHB KATO JICYCHHE OT
ITbpBa JIHHHA (HaNpHMep NPOAB/DKHMTENHA XOPMOHAITHA KOHTpAlleNIMA WIH HEXOPMOHAIHHA METOIH).

He ca mpoBexXaHK NMpOyYBaHHSA 32 B3aHMOAEHCTBHUA ¢ APYTH NEPOPaiHH KOHTPALICITTHBH HJIk
XOPMOHAJIHH 3aMECTHTE/IHH TEPallHH Y JTaMOTPHKHH, BBIIPEKH 4e € Bh3MOXKHO Te J1a NMOBJAIRW ﬂﬂ%
¢apMakOKMHETHUHHTE NapaMeTPH Ha JIAMOTPHIKHH 110 NofobeH HagHH.

Egbexmu na namompudicun evpxy epuxacnocmma Ha XOPMORATRUME KOHMPAYenmus
Pesyararure or npoyusaHe 3a B3auMoaeicTslA npu 16 31pasy A06POBOIKH NoOKa3Ba
€/THOBPEMCHEH NPHEM Ha JJAMOTPHXXHH H XOPMOHAJIEH KOHTPALECITTHB (KOMOHHAaLHs
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€THHWIECTPAAHO/ICBOHOPIeCTPE) € HANTHLE YMEPEHO YBEJIMYEHHE HA KIIMPBHCA Ha JIEBOHOPrecTpel
H IPOMEHH B CepyMHHTe donukyaocTumyaupain xopMoH (FSH) u myrennuznpam xopmon (LH) (Bxk.
TouKa 4.5). He € H3ACHEeHO BNUAHHETO Ha TE3H NPOMEHH BHPXY OBApPHAJIHATA OBY/ATOPHA aKTUBHOCT.
He moxe obaue aa 6pae M3KTIOUEHA BB3MOKHOCTTA IPH HAKOH MalMEHTH, NPHEMALIH 1aMOTPHIXKUH
38€AHO ¢ XOPMOHAITHH KOHTPaLIENTTHBH, T€3H MPOMEHH Ja MPEAU3BUKAT HAMANABAHE Ha
KOHTpalleNTHBHATA ¢UKACHOCT. 3aTOBA TE3H NALMECHTKH TpAOBA Ja ObAaT HHCTPYKTHpPAHH Aa
¢hOOIABAT 38 NPOMEHH B MEHCTPYAJIHHA CH LIHKWI, HaNnp. IpOOMBHO KbPBEHE.

Auxnapodonar pexykrasa

JlamoTprxuH UMa cnab HHXUOHUTOPEH eeKT BEPXY pPeAyKTa3aTa Ha AUXHAPOPOIHEBaTa KUCEIHHA.
[To Ta3u MpUYKHA NP NPONBIDKHTEIIHO JICYEHHE MOXKeE Ja Nnosause ponaTHus MeTabonuseM (BX.
Touka 4.6). Bbnpexku ToBa, npy NPOABLKHTEIHO JICUECHUE ¢ JaAMOTPHOKHH MPH XOpa HE ¢€ YCTAHOBABAT
3HAYMTEIIHH ITPOMEHH B XeMOINI0OMHOBaTa KOHLCHTPALIHA, CPEAHHA 00EM Ha EPUTPOLIUTHTE H
CEPYMHHTE WIH CPUTPOLIMTHR KOHIEHTPALMH Ha (oar 3a NepHoa A0 eaHa roguHa. He ce ycraHoBsBa
MpOMAHA H B KOHLIEHTpaLMUTe Ha GOIaT B SpPUTPOLIUTHTE 38 NEPHOA 40 S rOAHHHM.

brbpeuHa HEAOCTATEYHOCT
[Ipyn u3cneaBaHHA Ha NAaLMEHTH ¢ TEPMHHANTHA OBLOpeUHa HEJOCTATBYHOCT TPH MPWIOKEHHUE Ha

eJHOKpaTHA [03a JaMOTPHKHH HE C€ YCTAHOBABAT CTATHCTHYCCKH 3HAYHMH TNPOMCHH B IUIa3MEHHUTE
KOHLIEHTpaLlMH Ha TIAMOTPHXKHH. BuIIpexu ToBa, MOKe Aa OBae OYaKBAHO KYMYJ/IHpaHe Ha
FIIOKYPOHHpPaHua MeTa®onuT Ha npoaykTa. [Ipenoprysa ce NOBHIIEHO BHAMAHHE TIPH JieYeHHE Ha
nalyeHTH ¢ 6b0peyHa HeZOCTATHYHOCT.

[lanyeHTH, J€KYBAHH ¢ IPYTH MPOAYKTH, CbIBPKAIIH JJAMOTPHKHH
Enmurproxun He TpaOBa aa ce npunara 6e€3 KOHCYNTaLKsA ¢ JeKap ITPH NALMEeHTH, JIEKyBaHH

NMOHACTOAILEM C APYTH MPOAYKTH, ChABPXKAIIH JIAMOTPHIKHH.

EKT” tin Brugada ¥ Apyru HapyLUeHHA Ha ChPACYHHUSA DHTHM U NPOBOAHMOCTTA

ITpy naumeHTH NEeKyBaHH C NTAMOTPHIKHH € ChOOLIEHO 32 ApHTMOINeHHO HapymeHMe ¢ue ST-T
anoManua M xapakrepeH EKI™ Tun Brugada. Bb3 0CHOBa Ha in vitro HaxoIKH JAMOTPHXHH
MOTEHIHAIHO MOXeE a4 3abaBH KaMepHaTa nmpoBoAUMOCT (pasmkpaBaHe Ha QRS) u na unayumpa
NPOAPUTMHA B TCPANEBTHYHO 3HAYHMH KOHLICHTPALIMH [IPH MALMEHTH CHC ChPACUHH 3a00/I1BaHMA.
JlaMOTpIKHH AeiicTBa KaTo cinabo aHTHApUTMHYHO CpeACcTBO Kiac [B ¢be CRBp3aHH MOTEHLHAIHH
PHCKOBE 38 CEPHO3HH HJIH JIETAIHH ChpPJASYHH CHOMTHA. EAHOBpEMEHHOTO NpHIIOKEHUE HA APYTH
6nokepy Ha HATPHEBHTE KAHAIH MOXE AOITHIHHTENHO Aa MOBHLIH pUcKoBeTe (BX. To4Ka 5.3). B
TepaneBTHUHHU 1034 10 400 mg/neH naMOTpKUH He 3a0apa KamMepHaTa MPOBOAHMOCT (pa3lHpABaHE
Ha QRS) v He nprunHiBa yawpkasaHe Ha QT npu 3apaBu NHMLA B IAIOCTHO npoyusaHe Ha QT.
YnorpebGara Ha NJaMOTPHKMH TPAOBa BHUMATEHO Aa c¢ OOMHUCITH NPH MalMEHTH S KIIHHUYHO
3HAYMMH CTPYKTYPHH WIH (PYHKUHMOHAIHH ChpACYHH 23abongaBaHug KaTo CHHAPOM Ha Brugada ninm
APYTH ChPACYHH KAHANOTIATHM, CHPACYHA HEAOCTATHYHOCT, HCXEMHYHA D0ONIECT Ha CHPLIETO, ChpACUEH
6JI0K WIN KaMEPHH aPHTMHH. AKO ynoTpedaTa Ha JJAMOTPHXKHH € KIIMHHYHO ONpaBJaHa NPH TE3H
nanMeHTH, TpAdBa Aa ce OOMHCIH KOHCYJITALMA ¢ KAPAHOJIOT, MPEAH Aa Ce 3aMovHe MPHN0KEHHE HA

NIAMOTPHKHH.

Pa3puTHE Ha AenAaTa
Hsama naHHU 3a epexTa Ha TaMOTPIDKHH BBpPXY pacTexka, MOJNOBOTO Ch3PABAHE U KOTHUTHBHOTO,

€MOHHOHAJITHOTO H NMOBCACHYECKOTO paiBUTHE Ha a€L1aT4a.

Ilpenna3Hy MEpKH IIPH eNWIENICHS
Kakto npu apyru AEJ], BHE3anHOTO CriUpaHe Ha MMpHEMAa Ha TAMOTPHIKHH MOXeE Nia TOBEAE A0 HOBa

roABa Ha npunaaelM. Jo3ata Ha 1aMOTpHKHH TpaOBa 12 6bae NOHMKABAHA MOCTENEHHO 3a MEPHON
OT ABE€ CEAMHIIH, OCBEH NMpH ¢LOOpakeHna 3a 6esonacHocT (Hamnp. 0OpHB), H3IUCKBALIH P
NpeKpaTABaHE HA JICYCHUETO.

Cniopen AaHHH OT JIMTEPATYpAaTa MPH NalHEeHTH C TeXKKH KOHBYJCHBHH GOPMH Ha €
BKJIIOUMTENHO status epilepticus, MOXKe 1a ce pazBHe pabaoMHONIN3a, MyJITHOPraHHa
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AUCEMMHHPaHa BhTPECHAOBA KOAryJIONaTHs, B HAKOH ClTyyaH ¢ JeTaleH H3xold. OnHceaHu ca noaoOHH
CIIy4aH, CBbP3aHH ¢ MPHIOKEHHETO Ha TAMOTPHKHH.

Moske na ce HabmoAaBa KTHHUYMHO 3HAYHMO BJIOLLABAHE B YECTOTATA HA MIPHIAIBLIHTE BMECTO
nofoOpenre. [Ipy naLMeHTH ¢ Noseye OT eAyH THI MPHNATLLIM, YCTAHOBEHATA ITOJI3a OT KOHTPOJIA Ha
eIMH THUMN MpHNIaZLK TPAORa a Oae npeueHeHa cpely KakBOTO H Aa € HaOMOoAaBaHO BJICLIABAHE NPH
APYTHTE THINOBE NMPHNAaabLH.

MHOKXIOHHYHHTE MPHINIATbLIM MOXE Aa OBAAT BIICIIEHH OT JAMOTPHIKHH.
Hanuue € npeanonokeHUe OT HAJIMYMHKUTE JAHHH, Y€ OTTOBOPHTE NPH KOMOHHALIMATA C €H3HMHH
HHIYKTOPH ¢a No-cnabu B cpaBHEHHE C KOMOHHALIMATA ¢ AHTUETTIICITTHYHH CPEeICTBA, KOHTO HE

HHAYLMpAT eH3HMH. [IpHunHaTa He e U3siCHEHA.

ITpu neia, KOWTO MPHEMAT JJAMOTPHKHMH 3a JIeueHHe Ha TUITHYHHU abCaHCH, € Bb3MOXKHO ¢PUKaCHOCTTA
13 HE C€ MOARBPXKA IMPH BCHUKH MALHEHTH.

[Ipenna3Hy MEPKH Npy OMNONAPHO Pa3cTPOHCTBO

Heya u onowu noo 18 2o0unu
JleueHHeTO ¢ aHTHACNPECAHTH € CBBP3aHO ¢ MOBHLUIEH PHCK OT CYHLIMAHK MUCAH H MOBEACHHUE NMpPH
nelg |1 FOHOLIH ¢ TONAM ACTIPECHBEH €MMH30A U APYTH ICUXHUYHH Pa3CTpONCTBA.

[ToMousy BeniecTsa B EnUTprkuH TabneTKH
Tabaerkyre ENUTpUXUH CBIBPKAT JIAKTO32 MOHOXHAPAT. [laliMeHTH © peKH HaClIeACTBEHH

npobneMH Ha HEMOHOCHMOCT KbM ajlakTo3a, IThJICH JIaKTa3eH Ae)HLUMT WK NIOKO30-TajlakTO3HA
ManabcopOuns He TpaOBa 1a MpHeMaT TOBA JIEKAPCTBO.

4.5. BiarmoaelicTBHE ¢ JPYIR JeKAPCTBEHH NPOAYKTH H APYrA (pOpMH HA B3aHEMoO/elicTBHE

HanuTeaHHs, CBBP3aHH C JICKAPCTBEHH M APYTH B3aHMOAEHCTBHSA, Ca MPOBEXAAHH CaMO NpH
BB3PACTHH MALIMEHTH.

Ypuaus 5-audocdo (VD)-rmokyponun tpancepasure (UGTs) ca naeHTHOULMPAHH KaTO
eH3UMHTE, OTTOBOPHHM 3a MeTabonu3Ma Ha TaMOTPHXKHMH. ETO 3a110, BewecTsaTa, KOUTO HHAYUMpAT
WIH MHXHOHpAT MNIIOKYPOHHMAHPAHETO, MOTaT Aa OKAaXKaT BIIMAHHE BLPXY NPHBHAHHKS KIMPBHC Ha
JaMOTPHOKHH. CUIIHH HIIH yMEpeHH HHAYKTOPH Ha uHTOXpoM P450 3A4 (CYP3A4) eH3uMmuTe, 3a
KOHUTO CBIIO € H3BECTHO, Ye ca MHHAyKTopu Ha UGTSs, Morar chIlo Aa yCKOpAT MeTabonuaMa Ha

NAMOTPHIKHH.

HsaMa naHHH, 4Ye JTaMOTPHXXKUH NPEAM3BHKBA KIHHHYHO 3HAYHMO HHIYLIMpaHe WIH HHXHOHpaHe Ha
uuroxpom P450 ensumure. JlaMoTpipkuH MoXke Aa MHIyLHMpa cBog coOcTBEH MeTaboNnM3BM, KATO TO3H
edeKkT € yMEepeHO NMPOABEH H HAMA KIMHUYHO 3HAYHMH NOCNECTBHS.

JlexapcTBa, 38 KOUTO € YCTAHOBEHO, Y€ UMAT KIMHHYHO 3HaYHMMO BIMAHHE BppXy MeTabonuima Ha
NaMOTPHXKHH, ca ocodyeHH B Tabnuua 6. CnelnpHUHY NpenopbkH 3a JO3HPOBKA OTHOCHO TE3H
NeKapCTBEHH MPOAYKTH ca npeaocraBeHy B Touka 4.2. B gombinenue Tasu tabnuua n3bpossa Te3u
JIEKapCTBa, 38 KOHTO € JOKa3aHo, e HMAT MATbK WIH HAMAT €QEKT BbpXY KOHUEHTPALHATA Ha
naMoTpHxuH. [1o NpHHUMI He ce ouaKBa eJHOBPEMEHHOTO MpUiaraHe Ha TAKMBa JIeKapCTBa Aa
ROBEE 10 HAKAKBO KIMHWYHO Bb3aeicTeue, Bunpexu Tosa Tpadea na ce 0ObpHEe BHHMaHHE Ha
MAlHEHTH, YHATO EMUIICTICHA € 0CO0EHO YYBCTBHTEIHA KbM KOJICOAHUATA B KOHLIEHTPALIMHUTE HE

JIAMOTPHXKHH. no
“qgﬂuﬁl )?qa%ha
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JlexapcTBeHA JlekapcTBeHH NPOAYKTH, KOHTO JlekapcTBeHH NPOAYKTH,
DPOAYKTH, KOHTO IHAYHTEAHO HAAYIHPAT KOHTO HEIHATYHTEAHO
JHAYHTE/IHO HEXHOHPAT | IIOKYPOHHPRHETO HA JIAMOTPHIKHE HHXHOHpAT HIH
rAIOKYPORHPAHETO HA HHAYRHPAT
NAMOTPHKHH rJIOKYPOHHPAHETO HA
| JAMOTPHXHH
Bannpoar | PeHHTOHH [ Oxckapbasenun
| KapbamasenuH Penbamar
| Penobapburan ["abaneHTHH
[IpuMHIOH | JleBeTHpaLIeTaM
PudamMnuiuH INperabanun
| JlominaBHp/pHTOHEBHD TonupaMat
Kombunaimsra ¢ T—
€THHHIECTPAaRHOJY/ NeBOHOprecTpen®
fATﬂS&H&BHEprTGHEBHp* | Awrui
bynpornuon
| OnauzanuH
| A pHIHITPa3ol
h [Tapaueramon
JlakozamMun
l [lepaMnanen

*3a ykazaHus NMpH A03MpaHe (BK. TOUKA 4.2), CHINO 34 XKEHU PHEMaLli XOPMOHAIHN KOHTPALICITTHEN
BIDKTE ChLI0 XOPMOHANHM KOHTpPALIEITTUBH B TOuKa 4.4.

B3anMoaeCTBHA ¢ HTUCIMWIETITHYHH JICKADCTBA
Bannpoar, koitto nHXHOHpa NIIOKYPOHHPAHETO Ha 1aMOTPHIKHH, 3a0aBs MeTadonu3Ma Ha

JIAMOTPYOKHH U YABDKABA CPeAHUSA MONTYKHBOT HA TAMOTPHMH NPHOIH3UTENHO ABa MbTH. [IpH
NalMeHTH, MOLIOKEHH HAa CHITHTCTBALIA TEPANHA C BANNPOAT, TpAOBa Ja Obae npwiarad noaxoadin
nedebeH aH (BX. Touka 4.2).

Onpeaenenn AEJ] (kato denuToHH, kKapbamazenuH, peHobapOHUTan H MPHMHAOH), KOUTO HHIYLUHPAT
uuToXpoM P 450 emsumuTre urayuupar cpino UGTSs, nopaau xoero yckopasar MmetabonusMa Ha
naMoTprkuH. I1pH naumeHTH, NoJy4aBallid ChITbTCTBALIA Tepanus ¢ PeHHTOHH, kapbaMa3ernuH,
¢denobapOuTan niu npuMHUIOH TpaOBa Aa Hbae NMpuwiaraHa NOAXOAALIA TepaneBTHYHA cxeMa (BixK.
TO4YKAa 4.2).

[Ipu BKMOUBaHE HA KapOaMa3enmvH B X044 Ha JICYCHHE C TAMOTPIDKHMH CE ONMUCBA PAa3BUTHE Ha
CHMITTOMH OT CTPaHAa Ha LICHTPAJIHATa HEPBHA CHCTEMA, BKIIIOUYHMTETHO 3aMasHOCT, ATAKCHA, NBOHHO
BIDKZAHe, 3aMbIJICHO 3pEHHE W rageHe. Tesu chOHTHA OOMKHOBEHO OT3BYUYABAT MPH MOHIDKABAHE HA
no3ara Ha kapbaMasenHH. [TogobHu edexTn ca HabmoaapaHu Mo BpeMe Ha H3NMHMTBAHE C JTIAMOTPIDKHH
M oKcKapba3ernuH NnpM 371paBK BB3PacTHU A0OPOBOIILIH, HO HE € MPOYYBAHO MOHMKABAHE Ha /03aTa.

B nuTeparypara MMa cbO0ILIEHHA 3a MOHIDKEHH KOHLICHTPALMK HA NaMOTPH)KHH TPH MPHEM Ha
NaMOTPHIKHH B KOMOHHALMA ¢ okckapOazenud. O6ade, B MPOCNIEKTHBHO NMPOYYBAHE IPH Bb3PacTHH
3ApaBH AOOPOBOILM NpH NpHeM Ha Ao3H oT 200 mg namoTprxkuH K 1200 mg okckapbasenun, €
YCTaHOBEHO, Y€ OKCKapOazenuH He nmpoMeHs MeTabonn3Ma Ha TAMOTPXKHH H JIAMOTPH)KHH He
npoMeHsa MerabonusMa Ha okckapbazenuH. 3aToBa NPH NALMEHTH, ITPHEMALLH CBHITHTCTBALLIA TEPaINHs
¢ okckapOazenuH, TpsOBa Ja ce H3MOJI3BA CXEMA HA JICYCHHUE 328 KOMOHHHpaHAa Tepanus ¢ JIAMOTPHKHH

6es pannpoat U 6€3 HHIYKTOPH Ha MMIOKYPOHHPAHETO Ha JIAMOTPIDKHH (BXK. TOUKa 4.2).

[Ipu npoy4yBaHe ¢bC¢ 34paBH A0OPOBOJLM, € AHOBPEMEHHOTO NPHNIOXKEHHE Ha dendamar
(1 200 mg aBa MbTH AHEBHO) ¢ NaMOTPIDKHH (100 mg nBa mxTH AHeBHO 3a 10 HKU) He
KITHHRYHO 3HAYHMH €(PEeKTH BbpXY (PapMakOKWHETUKATA HA JIAMOTPHIKHH,
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Ha ocHoBaTa Ha peTpOCNHEeKTHBEH aHAIM3 Ha TUTA3MEHUTE KOHLUICHTPALMH [IPH NALMEHTH, NMPHEMAITH
NaMOTPHXHH ¢ M 0e3 rabaneHTHH, H3rnexaa ye rabaneHTHH He MPOMEHA KINPBHCA HA JIAMOTPHXKHH.

[ToTeHUHMAIHHTe B3aUMOJICHCTBUA MEXKTY JIEBETHPALICTAM H JIAMOTPHKHH Ca M3CNICBAHH YPE3 OLICHKA
HA CEPYMHHTE KOHLICHTPAlLMH Ha JIBETE JICKAPCTBA N0 BpeMe Ha Iiaued0-KOHTPONHPAHH KITHHHYHH
M3MHTBaHHA. Te3H JaHHH MOKA3BAaT, Y€ JIJAMOTPHXXHMH HE MOBJHABA (PApMAKOKMHETHKATA Ha
NIeBETHPALICTAaM U Y€ JIEBeTHpaLleTaM He NMOBIHABA PapMakOKWHETHKATA Ha JTaMOTPHXKHH,

Ha#i-HMCKHTE TU1a3MEHH KOHUCHTPALMH Ha JJAMOTPIDKMH B CTALIHOHAPHO ChCTOSHHE HE C€ MOB/THABAT
OT CBITETCTBAILMA NpHeM Ha nperabanun (200 mg, 3 mbTH Ha AeH). He ca ycTaHOBEHH
(PapMaKOKHHETHYHH B3aMMOAEHCTBHS MEXIY TAMOTPHKHH H niperabanuH.

Tonupamar He NpeaUIBUKBA ITPOMSAHA B ILIA3MEHHTE KOHLECHTPALWH Ha JTaMOTPIDKHH. IIpunoxennero
Ha JAMOTPIDKHMH BOJU 10 15% nosuuiaBaHe Ha KOHLIEHTPAIHHTE HA TONHpaMar.

B exqno w3nmTBaHe NPH NALMEHTH C CMWIENCHA, €AHOBPEMEHHHUAT NpHeM Ha 3oHu3amMuj (200 go
400 mg/nen) ¢ namorpuxuH (150 1o 500 mg/nex) 3a 35 AHU He € JoBen A0 3HAYHMU e(PEeKTH BBPXY
(apMaKOKHHETHKATA HA TAMOTPHKHH.

B nnaue6o-KOHTPOIUPAHO KITHHHUYHO MPOYYBAHE NPH NALMEHTH ¢ NapLManTHy I’bpUOBE IUIA3MEHHTE
KOHLIEHTPALMH Ha TAMOTPH)KHH HE C€ MOBIUABAT MPH €HOBPEMEHHO NpHIoXkKeHHe ¢ nako3zaMua (200,
400 unu 600 mg/nex).

B 060011eH aHani3 Ha JAHHKTE OT TPH IWIALEO0-KOHTPOJHpPaHH KNIHHHYHH MPOYYBAHHA, H3CAEABAILH
e JHOBPEMEHHO NPUIOKEHHE HA NEpaMnaHe NMpu NaLUEeHTH ¢ NapLUMaiHi U MEPBUUHO
reHepanH3HpaHH TOHHYHO-KIIOHHYHH I'bPYOBE, HAH-BHCOKATA OLICHEHA 1032 OT NepaMIaHe

(12 mg/neH) noBULIARA KIMPBHCA HA JIAMOTPHAKHUH ¢ Ito-Majnko ot 10%.

Bbnpeku ye ca ChO0MIABAHH MPOMEHH B IUIA3MEHKTE KOHUCHTpauuy Ha apyra AEJL B
KOHTPOJMPAHHTE H3NUTBAHHUA HE € YCTAHOBEHO JJAMOTPHIKHH Ja NOBIIMABA IUVIA3MECHUTE
KOHLICHTPALIMH Ha eAHOBpeMeHHO npwiaraHuTe AEJL. JIaHHUTE OT in vifro v3nMTBaHHA NOKA3BAT, Y€
JIAMOTPWKHMHE He uaMecTBa aApyru AEJI oT MecTaTa Ha CBBP3BAHETO UM C IUIa3MEHHTE MPOTEUHH.

BiaumoneicTBHE ¢ APYIM NCMXOAKTUBHM CPEICTBA
{apMaKOKHHETUYHUTE CBOHCTBA Ha NUTHH cien npHeM Ha 2 g 6e3BO/IeH JIMTUEB IIIOKOHAT, PHEMAaH

NBa IMLTH JHEBHO 3a WECT AHH OT 20 34paBH NHLia, HE CE MPOMEHAT NPH €RHOBPEMEHHOTO MY
npunarade cb¢ 100 mg/aIHEeBHO 1aMOTPHXKHH.

MHOrokpaTHHTE NEPOPAIHH 103K OYNPONHOH HE OKa3BaT CTATUCTHYECKH 3HAYHMH e()eKTH BbpXY
¢apMaKOKMHETHKATa Ha €IHOKPATHA 1034 JaMOTPHXKHH npH 12 nHua, karo € HabmoaapaHo caMo JIeKo

yBenuyeHue Ha AUC Ha TaMOTPHDKMH I'TIOKYPOHH.

[Ipy eaHO U3NHUTBAHE CHC 3/IpABH BH3pacTHM JOOPOBOJILIH ITPHEMBT Ha 15 mg onaH3anHvH MOHWXaBa
AUC u Cyax Ha TAMOTPIDKHH CHOTBETHO cpeliHO ¢ 24% n 20%. He ce ouaksa noBnMABaHe OT TakaBa
BENMYHHA Na UMA KIIHHUYHO 3HAYEHHE. Y CTAHOBEHO €, 4e ImpHeM Ha 200 mg naMOTpHXKUH He
NOBIHABRA GapMAKOKHHETHKATA Ha ONaH3aIMHH.

MHOroKpaTHUTE NEPOPAITHHA A03H JaMOTPpKUH 0T 400 mg JHEBHO He OKa3BaT 3HAYMM KIMHHYCH
edexT BrpXxy PapMakOKMHETHKATA Ha €JHOKPATHA 1032 OT 2 mg pUCNepUACH NpH 14 3apasu

Bb3pacTHU AoOpoBoIH. Cnea eAHOBpEMEHEH NPHEM HAa PHCIIEPKHAOH 2 mg C TaMOTPHKHKH, 12 oT
14 no6posonuu cHoOHIaBAT 32 CHLHIIMBOCT, B CpaBHEHHE C 1 OT 20 nNpH cCaMOCTOATE/ICH NPHE]

*

PUCTIEPUAOH, H HHTO €IHH MPH CAMOCTOSTETHHUA TTPHEM Ha JTaMOTPHKHH. S&W no /74.-4:1o
/T A
B npoyusare npu 18 Bp3pacTHE natmeHTH ¢ THI | OUNONSPHO Pa3CTPORCTBO, NpHEMAYLX "E, .?% % \
=

NaMOTPHXKHH MO ycTaHOBeHa cxeMa Ha go3upane (100-400 mg/nneBHO), Ho3HUTE Ha APIBHNE ;? X

nosuruieHH ot 10 mg/aHeBHO 0 TapreTHa no3a oT 30 mg/AHEeBHO 3a NepHoA OT 7 AHH R" 3_.

noHHKeHHe Ha Cmax H AUC Ha namMoTpiokuH ¢b¢ cpeano 10 %. =
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Pe3ymraTi OT OIIMTH in vitro noKa3par, 4e 06pazyBaHETO Ha OCHOBHHA METabOJIHT Ha TaMOTPHKHH,
2-N-rnmoKypoHHI, ¢¢ HHXHOHpa MHHUMATHO OT CbBMECTHA HHKYOaLHs ¢ aMUTPHITTHIHH, OyNpOnHOH,
KJIOHA3€EMnaM, XaJlIOoNepUMao HIH lopa3enaM. Pe3ynTaTHTe OT Te3H ONUTH MPEAINONarar 4 4e
MeTabOoNM3MBT Ha NAMOTPHIKHH € MAIKO BEpOATHO a 0/ HHXHOMpaH OT KJ103aMMH, GIyOKCETHH,
deHen3uH, pHCIIEPHIOH, CepTPanyiH WK Tpa3zoaoH. OcBeH TOBa, H3cneABaHe Ha MeTabonnsma Ha
6ydypanon B npenapaTi OT MUKPO30OMH OT YOBEIIKH YepeH Apod Mpeanonarar, Ye JaMOTPHKHH He
HaMa/ABa KJIHPBbHCA Ha JIEKAPCTBEHUTE NMPOAYKTH, KOHUTO Ce eMMMHHHpaT nmpeauMHo upes CYP2D6.

BiarMoneHcTBUA ¢ XOPMOHANTHU KOHTPALEITTHBH

Egexm na xopmonannume Konmpayenmugu sb>pxy (papmMaxoKusemuxama Ha JIAMOmpPudlICun

[Tpy KNHHAYHO W3NHMTBAHE ¢ YYACTHETO Ha 16 xeHH NoOPOBOKH, NTPHEM Ha KOMOHHHpaH NepopaneH
koHTpauenTHs 30 pg etnaunecTpaauon/ 150 pg nesoHoprecTpen e qosen A0 MPHOIM3HTEIHO
ABYKPaTHO MOBHIIABAHE HA KIIMPHHCA Ha JIAMOTPIDKHH Clie]l IEPOPAITHO NPUIOKEHHE, UMALIlo 3a
pe3yaTaTt HaManaBaHe cpeaHo ¢ 32 % u 39 % cproTBeTHO Ha AUC H Chax Ha TaMOTPHXHH. CEpYMHUTE
KOHLICHTPALIMH Ha JIaMOTPHKHH Ca € NMOBHILIWIM Npe3 CEAMHLIATA HA HCAKTHBHO JIEYEHUE
(BKIIIOUHTETHO Mpe3 ,,CeAMMIIATA 0€3 KOHTPALCIITHR '), KATO KOHLICHTPALMHTE NpPEeau AO3UTE B Kpas Ha
CCAMHLIATA HA HEAKTHBHO JIeYeHHE ca OWNH CpegHO OKOJIO ABA ITbTH [10-BHCOKH B CPABHEHHE C
nepHoaa Ha EAHOBPEMEHHO NMPUIAraHe Ha jiekapcTeara (Bx. Touka 4.4). He e neobxoaumo
afaAlITHPAHE ChrJIaCHO NPENOPBHYAHUTE YKa3aHMA 32 NOBUUIABAHE HA /1034Ta Ha JIAMOTPHWXHH Ha
OCHOBATAa €AWHCTBEHO Ha ynorpebaTa Ha XOPMOHAIHH KOHTPALIETTHRH, HO MNOAABpPXKAIlATa 1034 Ha
NAMOTPHKHH B NOBEYETO CiTydau Tpadsa na Ob1e MOBHILIEHA MM MIOHIDKEHA MPH 3aNOYBAHE WIH
CMHpAaHe MpUeMa Ha XOPMOHAHKTE KOHTPALIEITTHBY (BX. TOYKA 4.2).

Edbexm na namompusicun ebpxy gapmarxoxunemuxama Ha XOpMOKATHUME KOHMPAYenmusu

[Ipy KTHHHYHO W3MUTBAHE C YYACTHETO HA 16 XKeHn 100pOBOIKY, MPHEMBT HA CTALIMOHAPHA 1034 OT
300 mg naMOTPIDKMH He € 0Ka3an epekT BbpXy PapMaKOKHHETHKATA HA CTHHWISCTPAAHO/IOBATA
ChCTaBKa HAa KOMOMHHpaHaTa nepopajiHa KOHTpauenTHaHa Tabnerka. YCTaHOBEHO € YMEPEHO
YBEJTHYCHHE Ha INEpOpaIHMA KIUPBHC Ha ChCTABKATA JICBOHOPIECTPEI, BOAEIO A0 HAMAIABAHE
cpeaHo ¢ 19% u 12% cprorBeTHO HAa AUC H Cnax Ha NieBOHOprecTpen. UamepBaHeTo Ha CEpyMHHUTE
FSH, LH n ectpaanon no BpeMe Ha H3MHTBAHETO NOKAa3Ba HAMANABAHE HA CYNPECHATA Ha
OBaPUATHATA XOPMOHANTHA AEHHOCT IPH HAKOH JKEHH, BBIIPEKH Y€ HIMEPBAHETO HA CEpPYMHHA
NPOreCTEPOH MOKA3Ba, Y€ HAMA XOPMOHAIIHK JaHHH 34 OBYJIALIMA IIPU HHKOA OT LIECTHAECETTE XKEHH.
He ¢ u33CHEHO BB3ACHCTBHETO Ha YMEPEHOTO MOBHLIABAHE HA KJIHPBHHCA Ha JIEBOHOPrecTpesl H
npoMeHuTe B cepyMums FSH u LH Bupxy oBynatopHaTa AeHHOCT Ha sH4HHKa (BX. To4ka 4.4). He ca
NpOoyUYBaHH eEKTHUTE HA TAMOTPHOKHH B IHEBHU J03H pa3ziiiuHH oT 300 mg, KakTo M He ca

MPOBEXXAaHU U3MUTBAHHUA C APYTY XOPMOHAIHH IEKAPCTBEHH NMPOAYKTH.

B3auMoeHCTBUS € APYIY JCKAPCTBEHH IMPOJAYKTH
B m3nuTBaHe ¢ yyacTveTo Ha 10 Mbxke R0OPOBO/ILIM € YCTAHOBEHO, Ye pudaMNMUHH NOBKRLIABA

KJIHPBHCA H HAMAJIARA BPEMETO Ha MOJYKHBOT Ha TAMOTPHIKUH NOPaaH HHAYKLMSA Ha YepHOoapoOHHUTE
€H3UMH, OTTOBOPHH 3a INIOKypoHHpaHeTo. [IpH nauueHTH, 1eKyBaHH €IHOBPEMEHHO ¢ pUdaMITULIKH,
TpAGBa Z1a ce H3MOI3Ba NOAXOAAINA CXeMa Ha JieueHHe (BX. TouKa 4.2).

B u3anuTBaHe np# 3/ipaBH J0OPOBOJILM JIOMMHHABHP/ PUTOHABHD NPEAH3BHKBAT NPHOIH3HTEIHO
ABYKPAaTHO MIORMKABAHE HA NJIA3MEHHTE KOHLCHTPALIMA Ha TAMOTPHIKHMH, BEPOATHO Ype3 HHAYLIHpaHe
Ha rmokypoHupaHeto. [Ipy nauyeHTH, npueMaliy € JHOBPEMEHHO JIeYeHHE C JIOITMHABHD/ PUTOHABHD
Tpa0Ba Aa 6bAe H3NON3BaH MOAX0AALI TepaNeBTHYEH PEXKHEM (BXK. TOuKa 4.2).

B u3nuTBaHE NpH 3ApaBH Bb3pacTHU N0O6poBonLM aTazaHaBup/puToHaBHp (300 mg/100 mg)
NPUIOKEHH 32 9 1HH ca NoHwKHIH IU1a3MeHHTe AUC H Cpax Ha TAMOTPHIKHH (€AHOKpaT,
100 mg) ¢ oxon0 32% u 6% croTBeTHO. IIpH NauueHTH, MpHEMAId €THOBPEMEHHO J1e /@
aTa’aHaBUpP/pUTOHaBMp TpaOBa na ObAe U3NON3BAH NMOAXOAALL TEPANIEBTHUCH PEXKHM (RS

B M3nMTBaHE NPH 3ApaBH BL3pAcTHU A0OpoBonLM, napaueramMon 1 g (MeTHpH ITbTH [
rwiazsMeHuTe AUC I Cpin Ha TaMOTPHKMH CpeaHO cbOTBETHO € 20 % u 25 %.
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JlaHHH OT in vitro MpoyvYBaHe MOKA3BAT, 4€ JIAMOTPWKHH, HO He ¥ N(2)-rimokypoHHA MeTabonHTa, €
HHXHOuTOp Ha Opranwunng TpaHcnoprep 2 (OCT 2) B nOTeHUMATHO KITHHHYHO 3HAYHMH
KOHUeHTpaLHH. Te3n naHHM MOKAa3BaT, Yye NaMOTPHKHH € HHXHOUTOp Ha OCT 2 ¢ IC50 croitnoct
53,8 uM. EnHOBpEeMEHHOTO MPHJIOXKEHHE HA TAMOTPIKHH C JIEKAPCTBEHH MPOAYKTH, KOHTO Ce
enMMHHMpaT npe3 Ox6pewmTe U ca cyberpat Ha OCT 2 (Hanp. MeTGopMHH, rabaneHTHH H
BAPCHHUKIIHH), MOXE Jla IOBEE N0 NOBHIIEHH ILUTA3MCHH HHBA Ha TE3H JIEKAPCTBA.

KnuHuuHaTa 3HaYMMOCT Ha Te3HW PE3YJITATH HE € ACHO omnpeacneHa. BrnpekH ToBa, NPpHI0KEHHETO Ha
JIEKapCTBOTO TPAORA Aa € ¢ NOBHIIEHO BHHMAHHE NPH NMALHEHTH, KOUTO €AHOBPEMEHHO NMpHeMaT
HAKOH OT Te3H JIEKapCTBECHH NPOOYKTH.

[Ipu naLMeHTH, N1EKYBaHH €XHOBPEMEHHO C OPJIMCTAT H AHTHENWIENTHYHH JICKAPCTBEHH NMPOAYKTH,
(Hanp. BaNmpoar, JaMOTPHXKHH) ¢a HabmoaasaHH NPHNANbLH, 33 NOIBATa HA KOMTO HE MOXe J1a ce
M3KIIIOMH TPHYMHHO-CJIEACTBEHA BPB3ka ¢ B3auMoneicTeHeTo. OpaucTaT MoXe Ja HamMallu
pe3opOuMATa Ha AaHTHEITANENTTHYHHATE NEKAPCTBEHH CPEACTBA ¥ N0 TO3M HAYHH J1a HAPYHIH KOHTpOJa
BLpXy npunaxbunte. [lopann ToBa Te3u naweHTH TpAOBa Aa OBLAAT NPOCIEABAHM 38 Bh3MOXHH
NPOMEHH B YECTOTaTa U/WIH TEXKECTTA HA MPHITATBLHTE.

4.6. PepTHanTeT, OpeMEAHOCT H KbPMEHE

Puck, cCBbp3aH ¢ AHTHENTWICNITHYHHTE JACKAPCTBA KATO A0

JleueHHeTO HA XKEHHUTE C JeTepoAeH NOTeHUHa TpAOBa Aa Obae Noa KOHTPOJIa Ha CIIELIHAIIHCT.
Heobxoaumocrra ot nederue ¢ AEJI Tpabpa na 6sae npepasrienana, B Ciry4ai ye JxeHaTa njjaHHpa
na 3abpemMenee. [1pH xkeHHTe, JEKyBaHH 3a €NWIETICHA, BHE3aITHOTO CIHpaHe Ha jedeHHeTo ¢ AEJ]
Tpa0Ba aa ce u30ArBa, Thii KaTO TOBA MOXE /la IOBE/IE A0 NMOABA HA NPHNALBLIH ChC CEPHO3HH
NOCJIEACTBHA BBPXY KECHATA U HEPOACHOTO AETE.

PucksT OT BpoacHK MandopMaliuy B NOKOJIEeHHETO Ha Maiiky, nekysann ¢ AEJI, napacTtsa or 2 ao

3 TBTH B cpaBHEHHE C OYAKBAHATA 9eCTOTa OT OKomo 3 % B obwiara nomynanusa. Hal-uecto
choblaBanuTe Ae(PeKTH ca 3a€llKa YCTHA, ChPAEYHO-ChAOBH MaipopMalvi 4 AeEeKTH Ha
HeBpanHaTa TprOa. JleueHuero ¢ HAkonko AEJ] € cBbp3aHO ¢ NOBHIIEH PHCK OT BPOJACHH
MaGOpMALIMH B CPABHEHHE ¢ MOHOTEpaIHATa, KOATO 110 Bb3MOKHOCT Tpa6Ba Aa ObAe npeanounTaHa.

PHCK, ¢BBbP3aH C TAMOTPIDKHH

bpemennocm
[TocTMapKETHHTOBHTE JJAHHHM OT HAKOJIKO MPOCNEKTHBHH PErHCTPH HA OPCMEHHH XKEHH OLICHABAT

H3x04a oT 6peMeHHocTTa npH Had 8 700 skeHH, NpHeMallH TaMOTPWKHH MOHOTEpAITHA M0 BpEMe Ha
MLPBUTE TPH Mecena oT OpeMeHHOCT. BbIpeky, 4e JaHHMTE HE MOKA3BAT MNOBHIIEH PHCK OT 3HAYHMH
BpOAEHH Man(opMaLIMK T€3H JaHHH C& BCE OlIEe ONPAHHYEHH, 38 [1a MOXE 18 C€ H3KIIOYH YMEPEHO
MOBMILIABAHE HA PHUCKA OT YECTOTATA HA 3a€llKa YCTHA M BB4a nact. [IpoyyBaHHATa NpH XHBOTHH Ca
NOKAa3a/Jd TOKCHYHOCT BEPXY pa3BUTHETO (BX. TO4YKA 5.3).

AKO € HUTOXKHTEJTHO NeUYeHHe ¢ TaMOTPHXHH MO BpeMe Ha OpeMEeHHOCT ce NMpenopbyYsa
NPHIOXKEHHETO Ha Hall-HUCKaTa Bb3MOXKHA TepareBTHYHA 1034.

JlamoTpmwkuH HMa cnab nHxubuTopeH edekT BEPXY peAyKTa3aTa Ha JMXHUAPOQOIHEBATa KHCEIHHA,

OpPagH KOETO MOXE TEOPETHYHO Ja FIOBHIIH pHcKa OT eMOprodeTanuo yBpexiaHe upes NoHmwKaBaHe
cTOMHOCTHTE Ha (onneBa KHucenuHa (BxK. Touka 4.4). [Ipenoprunrenex e npueM Ha QoHesa
KHCEJIMHA MPH IUIAHHpaHe Ha OpeMEeHHOCT U B paHHHUTE NEPHOAM Ha OpEMEHHOCTTA.

QOU3IHONOrHYHHTE NPOMEHH, HACTHNRALIM MO BpeMe Ha OPeMEHHOCT, MOTaT Aa OKaXaT
KOHLIEHTPALMHTE HA TAMOTPHXKHH H/IIH BbpXy TepaneBTH4HHA edexT. Hma crobine
MOHKABAHE Ha NIa3MeHHTe KOHLIEHTPaLMH Ha JAMOTPIDKHMH MO BpeMe Ha OPEMEHHO
MOTEHLHAJICH PUCK OT 3aryba Ha KOHTpOR BepXY npunaabuure. Crel paxaaHeTo Ko
NAMOTPOKHH Morat Obp30 Aa ce MOBHIIAT C PHCK OT 1030CBbP3aHH HEXeElaHH
cepyMHHTE KOHLICHTPALIMH Ha IJAMOTPIKHH Tpa6Ba Ja 6BbAaT NpocieASBaHH MPEH, N0
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cnen 6peMEHHOCTTa, KAKTO H 3a KpaTKo ciel paxaaHero. [Ipu HeobxonuMocT no3arta Tpadea aa 6uae
afanTHpaHa, 3a Ja ¢ MOAIbPKa CEpYMHATa KOHLICHTPALIHA HA JAMOTPHKHH Ha HUBOTO OT Mpen
OpeMeHHOCTTa, Wi 1a ObAe afanTHpaHa Cope KIHHHYHHUA 0TToBOp. OCBEH TOBA ClIE] PAXKAAHETO
Tpa0OBa Aa ce C/ICAH 3a MPOABa Ha R030CBBP3aHH HEXKEIaHH PEaKtivH.

Kvpmene
HMa cpo0leHns, Ye JIaMOTPHIKHH MPEMHHABA B KbPMAaTa B CWIHO BapHaOWIHH KOHLICHTPALIHH,

BOJAELLO O AOCTHIaHe Ha OOIIM IUia3MEHH HUBA Ha JIAaMOTPIDKHMH IPH KbpMaueTtaTta ot okono 50% ot
Te3u Npu MaKkara. I1o Ta3u npuyHHa, NPH HAKOH KEPMAaveTa, CCPYMHHTE KOHLICHTPALIMH Ha
JIAMOTPHKHH MOTaT a IOCTHTHAT CTOMHOCTH, NTPH KOHTO ce HabmonaBaT GpapMaKkonorHiHu eQeKTH.

[ToreHLMaNHUTE NON3H OT KbpMEHETO TpAOBa Na ObAAT NpeUeHEeHH Cpelly NOTCHUMATHHS PUCK OT
HexxenaHH edekTH 3a feTeTo. AKO JKeHaTa pellld A3 KbPMH, I0KaTO € Ha JICYSHHUE ¢ JIaMOTPMIKHH,
KeppMaueTo TpabBa ga Opae npocneaasaHo 3a NOABa HA HEXENaHHW peakilHH, KaTo cexaums, oOpHB
cnabo HaajaBaHe Ha TerJIo.

Depmunumem
H3cneaBaHMATa NPH )KMBOTHH HE NMOKA3BaT HEOIAronpUATHO NOBJIHABAHE Ha GEPTWIHTETA OT
JaMOTPMXKHH (BX. TOYKa 5.3).

4.7. EdexTn BbpXY cnocobBocTTa 32 mMopnpane H paboTa ¢ MATIHHA

Toit xaTO CHINECTBYBAT HHAHBUAYAIHH Pa3INKH B NNOBIUABAHETO OT JeueHueTo ¢ AEJ], Ha
nalMeHTHUTe, MpHeMallH ENUTPKKH 3a JICYCHUE HA eMUNENCUA, C€ MPEeNnophYBa Ra ¢ KOHCYATHPAT ¢
JIEKYBALIHA JIeKap OTHOCHO CrielM(HYHHA BBIIPOCH, CBBP3aHH ¢ INOPUPAHETO U CNUNICTICHSATA.

He ca npoBexaaHH M3NHUTBaHKA 3a edekTuTe BEpXY criocobHocTTa 3a wodupaHe v paboTa ¢ MALLIMHH.
Ilpu nBe H3nUTBaHUA C AOOPOBOIILM € YCTAHOBEHO, Y€ €eKThT Ha TaMOTPIDKHH BbpXy (uHaTa
3IPHTENIHA ABHIATE/IHA KOOPAKHALIMA, ABI)KCHHATA Ha OYHTE, pABHOBECHETO H CYOCKTHBHHTE
celaTHBHH e(heKTH HE ce pa3iMyuaBa B cpaBHeHHE ¢ Ianeto. [Ipu KTHHHYHH H3NHTBaHKS ¢
JIAMOTPHDKHH €2 JOKJIAIBAHK HEXE/IaHH peakiiiH OT HEBPOJIOTHYEH XapaKTep KaTo 3aMaiBaHe U
aurvionus. [opaau Ta3u npu4uMHa, npean aa mogHupar Wi na paboTar ¢ MallIHHH, NAIUEHTHTE
TpAOBa MHPBO A2 YCTAHOBAT KAK HM BIHAC JCYCHHETO ¢ IAMOTPIDKHH.

4.8. Hexenann neKapcTBeHH PeAKIHHA

He>xenaHuTe neKkapCTBEHH peaKLiMH 32 MOKa3aHHATA TTMACIICHATA H 3a OHNOJIAPHO pa3sCTPOHCTBO Ca
cnopen IAHHH OT KOHTPOJHUPaHH KITHHHYHH H3MUTBAHUA M JPYT KIHHHYEH OMUT U ca H30POEeHH B
TabauiiaTa no-aoay. Kateropuure no 4ecTora ¢a H3BENEeHH OT KOHTPOIHPAHH KITHHHYHH W3ITHTBAHKA
(MOHOTeparnH4 3a enwiencus (0603HayeHH ¢ kppeTye') u 3a GunondpHo pascTpoiicTo (0603HaYCHY
che 3HaK 3a naparpad?)). [Ipu pa3iiHka B KATETOPHATA 10 YECTOTA MEKAY AAHHHTE OT KIIHHHYHH
W3MWTBAHHUA MPH eNWIencus U Mpu OUNonsapHo pa3cTpONCTBO € NOKa3aHA Hal-KOHCEpPBAaTHBHATA
4e€CTOTa. BBIPEeKH TOBA, NPH JIKNCA Ha JaHHH OT KOHTPOJIMPAHH KIHHHYHH H3NHTBRAHHA KATErOPHHTE
MO YeCTOTAa Ca U3BeACHH OT APYT KIHHHYEH OIHT.

Boanpuera e cieaHaTa KiaCH(HKALMA HA HEXKEJTAHUTE JIEKaPCTBEHH peakLIHK: MHOTO uecTH (>1/10),
yecTd (= 1/100 no < 1/10), Hewectu (>1/1 000 no < 1/100), peaxu (=1/10 000 po < 1/1 000), muoro
peaku (< 1/10 000), ¢ Hem3pecTHa UecTOTa (OT HATMYHHTE AAHHH HE MOXe Aa ObJie HanpaBeHa
OLICHKA),

Cucremo-oprauen kiac | HexxenaHa peakuys

Hapymenus Ha KpbBTa H | XeMaTOJOrHYHH OTK/IOHEHHA', BKIIOYHTETHO
nuM¢pHaTa CHCTEMA HEYTPOTIEHHS, JIEBKOMNECHHUA, aHEM U,
TPOMOOLIMTONECHHSA, NAHLIMTOTICH!A, ANJIACTHYHA

aHEMHS, arpaHyJIOLIMTO3a

19
NO10




Xemodarouurna numdboxuctuoumrosa (HLH). (x.
TOouKka 4.4)

MHoro peaku

JInmbaneHonaTtHd, nNceBIOIUMPOM

C Hemn3secTHa
yecroTa

HapywieHus Ha HMyHHATA
CHCTEMA

| MHoro peaks

CHHAPOM HA CBPBXYYBCTBHTENHOCT
XunoraMarnodyJIMHeMHus

C Hen3BeCTHA

F

H/HJIH BOKATTHH THKOBE)

4eCcToTa
[IchxHuHH HapylUeHHS Arpecus, pa3apa3HHTETHOCT | HectH
OO61bpKBaHe, XaMIOLUHALIHH, THKOBE (ABHIaTe/IHH MHoro peakn

TOKa3aTeNUTe Ha YEPHOAPOOHHUTE QYHKLIMOHAIIHH
TECTOBE

Kommapn C HeM3BECTHA
_ 4eCcTOTA
Hapymenus Ha HepBHaTta | [napoGonne’ MHOro HecTH
cHcTEMA Crrnusoct'®, samatipane’’, Tpemop', 6Gesceuue’, Yectn
pb36ya’
Atakcns’ HeuecTu
Hucrarem', acenmuuen menunrut (Bx. Touka 4.4) | Penku
HecTaOWIHOCT, ABUTaTe/IHK HAPYINEHHs, BiolaBane | MHOro penku
CHCTOSHHMETO Ha MALMEHTH, CTpanaill ot bonectra
Ha [TapKHHCOH®, EKCTPAITHPAMHIHM CHMITTOMH,
xopeoareTo3a’, yBenHueHa uecTora Ha
MPHIATBLUMTE.
HapyloeHna Ha OuHTe HMurutonnsa', 3aMBIIIeHO 3peHHe’ j HevectH
KOHIOHKTHBHT | Peaxu
CTOMAallHO-YPEBHH I'anene!, nospreane!, auapus', cyxora B ycrara® YecTH
HapyINeHHA
XenaroOUIHAPHH YeproapoOHa HEAOCTaTBYHOCT, HAPYLLIEHA MHoro penku
HAPYILEHHS yepHOApoOHa (yHKLHMA?, NOBUIIEHH CTOHHOCTH Ha

e()eKTH Ha MACTOTO Ha

Hapyumenns na xoxata v | Koxen o6pup®' MHoro 4ecTH

NoAKCKHATA ThKAH Anonelns, peaxtia Ha GOTOUYBCTBHTENHOCT | HeuecTH
CunapoM Ha Stevens—Johnson Peaxu
TOKCHYHA eNHACPMATHA HEKPOIH3a | MHoro peaxu
MenuKkaMeEHTO3Ha PeaKLMA ¢ CO3HHOPIIHA H MHoro penxu

| CHCTEMHH® CHMITTOMH L

Hapywenns Ha - Aprpanruu’ | YecTn

MYCKYJIHO-CKEJIETHaTa Jlynmyc nopoOHu peakiiuy MHoro peaku

cHCTeMa H

CHeAMHHTEIHATA ThKaH

HapyuieHus Ha Ty6ynouHtecTHUMaNeH HeppUT, CHHAPOM Ha C Hen3BeCTHA

O6u0penyTe H NHKOYHMTE | TYOYJOMHTECTHLIMANCH HEPPHT H YBEHT 4eCTOTa

MBETHLIA |

O61UM HapyLIEHUS W VMmopsemoct!, 6onkal, 6onka B repbat Yectn

NPHIOKEHHE
Onucarue Ha U3OpaHU HEXENaHU PeaKilHH

CneuanHy npeaynpexaeHus U npeina3Hi MEPKH NMpH ynoTtpeba v Hapymenus Ha

CHCTEMA).
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’KaTo 4acT OT CHHAPOMA Ha CBPBLXYYBCTBHUTENHOCT, M3BecTeH cbio Kato DRESS, e crobiasaH
o0pHB, CBBP3aH ¢ pa3IMuHU CHCTEMHH CHMITTOMH KaTO NOBUUICHA TEMNEpaTypa, TMManeHonaTHs,
OTOK Ha JIHLETO H IPOMEHH B KPhBHATA KAPTHHA H GYHKLMHTE HA YepHHUA Apob H OBOpeumTe.
[IposBHTE Ha TO3H CHHAPOM Ca C Pa3iiMiHA KIMHHYHA TEHKECT, KATO PAAKO MOraT Aa AoBeaar J0
AYICeMHHHpPaHA HHTPABACKYJIApHA KOaryjauus H MyJITHOpraHHa HeaocTarb4HoCT. Tpabna na ce uma
MpeABH]I, Y€ PaHHUTE MPOABU Ha CBPHLXYYBCTBHTEIHOCT (HanmpHUMep MOBHILIEHA TEMIIEPaTypa,
nuMdaneHonaTHa) MOXKe J1a ca MPOABEHH K 0€3 1010BUMO pa3BHTHE Ha oOpHB. IIpu ycTaHOBABaHE Ha
OIMHCAHNTE MPH3HALM H CHMITTOMH € Heo0XoauMa He3a0aBHa OLIEHKA HA ChCTOSHHETO Ha MalMeHTa U
criMpaBe npHema Ha ENUTPHOKUH NpH JIMICca Ha Apyra €THOJIOTHA 34 Pa3BHTHE Ha TE3H PeakLMH (BXK.
Touyka 4.4).

3 Te3u peakliiy ca AOKJIAABAaHH MO BpEME Ha APYTHA KITHHHMYER ONHT. YCTAHOBEHO €, Je
NPHIOKEHUETO Ha JIAMOTPHIKHMH MOJXKE A4 BJIOIIH ChCTOSHHETO Ha MAaLMEHTH, CTpaaally ot 6oecTra
Ha [1apkuHcon. UMa oTaennn cho0lieHHs 3a MogBa Ha EKCTPAIHPAMHIHH CHMITTOMH H X0peoaTero3a
NpH nauyeHTH 0€3 ToBa CHITBTCTRALIO 3adonsBaHe.

‘Yepuoapobuara nucyHKiHs 0GHKHOBEHO ce MPOABABA BbB BPB3Ka C peaxiMHTe Ha
CBPBXYYBCTBHTEIHOCT, HO B OTACITHH CllyyaM ¢ HabnmoaaBaHa CaMOCTOSTENHO.

TIpH npoBeAcHHTE ABOHHO-CAENH JOITHIHATETHH KIHHUYHY W3NHTBAHUA NPH BB3PacTHH, Ce€
ycraHoBaBaT oOpusM npu ao 8-12% ot nalmeHTHTE, MPHEMALIH JJAMOTPHXKHH H npH 5-6% ot
nalHeHTHTE, NpHeMally raiedo. Paisuruero Ha oOOpHBH BOIOH 0 CrIMpaHe Ha nMpUeMa Ha
JIAMOTPHKHH NpH 2% oT naumeHTHTE. OOPHBLT, B NOBCUETO CIyUYaH MaKyionamyJ03€H, Ce pa3BHBa
pe3 MLPBUTE OCEM CEAMMIIM OT HA4AJIOTO Ha JIEYCHHETO, KATO NMPEMHUHABA ClIC CITHPAHE Ha NTPHEMa
Ha JJAMOTPIDKHH (BXK. TO4ka 4.4).

C1o011aBaHH ca CepHO3HH, MTOTEHLMAIHO XKHBOTO3aCTpalnaBalld OOpHBH, BIITIOYHTETHO CHHAPOM Ha
Stevens-Johnson u TokcHdHa enuaepManHa Hekponm3a (cuHapoM Ha Lyell) n MmeaukaMenTo3na
peakuMia ¢ €o3uHOPHIHA U cHucTeMHH cuMIToMH (DRESS). B noseyero ciryuan Te3u peakiimu
OT3BYMABAT CJI€]] CIIUpaHE Ha MTPHEMa Ha IaMOTPIDKHH. BEIPEKH TOBA, ITPH HAKOY MALIMEHTH Ce
pa3BUBAaT HeoOpAaTHUMH HHUKATPHKCH, CHILO TAKAZ HMa PEIKH CTYYaH Ha NeTaleH uixon (BX. Touka 4.4).

O6ImMAT pHCK 32 NOABa Ha OOPHB NoKa3Ba CWIHA B3aMMOBPB3Ka C!

- MpHEM Ha BUCOKH HAYAITHH AO3H JIAMOTPHXKHH H MPEBHIIIaBAHE Ha NPENOPbYUHTENIHATA 1034 34
NOBHLIABAHE HA TAMOTPMKHH (BX. TO4YKa 4.2).

- €JHOBPEMEHHO IpUiaraHe Ha BAINpoaTt (BxX. TOUKa 4.2).

ChinecTByBaT CHOOIIEHHS 32 MOHWXKEHA KOCTHA MHHEPAJIHA ILTBTHOCT, OCTEOIECHUS, OCTEOINOpo3a U
¢pakTypH MIPH MALKECHTH Ha MPOABL/DKUTENHO JICUSHHE C IAMOTPHDKHH. MexXaHH3MLT, 110 KOHTO
NaMOTPHKHH 0Ka3Ba BIHAHHE BbPXY KOCTHHUA METabOJIH3EM HE € YCTAHOBEH.

CrobliaBaHe HA TONO3HPAHH HEXKENAHH PeaKlIuH
CrobimaBaHeTo Ha NOJO3HPAHN HEXKEITAHHM peakiliHH Cliek paspellaBaHe 3a yrioTpeda Ha

NIEKapCTBEHHA MPOAYKT € BaXHO. TOBa MO3BOJIABA A3 NMPOAL/DKHU HAOIIOASHHETO HA CbOTHOLIEHHETO
MON3a/pUCK 3a JIEKAPCTBEHUS NPOAYKT. OT MEAHLIMHCKHUTE CMELHATHCTH C€ H3KUCKBA Ja choOlaBaT
BCAKA NOAO3HMpaHa HeXXeJlaHa peakuma 4pes UambnHuTe1Ha areHIMs Mo JIeKapCeTBaTa, yi. ,JiamsaH
'pyen” Ne 8, 1303 Codmnus, Ten.: 02 8903417, yebcahr: www.bda.bg.

4.9. IIpenozupane

CHMIITOMH H NpU3HALH
Cro0iaBanu ca ciiydaiiHi npeaosupaHns ¢ 1034 10 go 20 meTH n0-rojieMH OT MAKCHM

TepaneBTH4YHa [103a. B pe3ynraT Ha NMpeao3HPAHETO C€ YCTAHOBIBAT CUMITTOMH BKJTIOY
HHCTArbM, aTaKCHA, MPOMEHH B Ch3HAHUETO, NTEHEPATU3HPAHU TOHUYHO-KTOHHYHH I'bP
mal) H KkoMa.
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Pasmupasarde Ha QRS urTepBana u yawpkasane Ha QT (3abapsaHe Ha UHTpaBEHTPHKYJIapHaTa
NPOBOAHMOCT) CBILO ca HA0MOaBaHH NIPH BALMEHTH cliel npeao3upane. Pasmupseanero Ha QRS
NPOABLDKUTENHOCTTA 10 NoBeue oT 100 msec Moxke na OBae CBBP3AHO C MO-TEXKKA TOKCHYHOCT.

JleyeHHe

[Ipu mpeno3upaHe NaLHEHTLT TPAOBA 12 NOCTHIIH B OOJMHHYHO 3aBEICHHE M J1a ObAE NOANOKEH Ha
noaxoasina noaaspxawa repanud. [Ipn HeobxoaumocT TpsaOBa J1a OBz HaNPaBEHO JICYCHHE
HAacO4YeHO KbM HaMansaBaHe Ha pe3opOuuara (aKTHBEH BbIIEH, NAKCATHBEH WK CTOMALLECH JIABAX).
[To-HaTaThIIHOTO NMOBeACHUE TPAOBa Aa Oble KAKTO € KIIMHHYHO NOKA3aHOo, KATO ce B3eMaT NMpeBUA
NOTEHIIHATHHTE eQeKTH BePXY ChpPACYHATA NMPOBOAUMOCT (BX. Touka 4.4). Moxe aa ce obMucau
MHTPABREHO3HO NMPWIOKEHHE HA JIMITHIHN 33 JIEYEHHE HA KAPAHOTOKCHYHOCTTA, aKO TA HE C€ MOBJIMABA
AOCTATBUYHO OT HATpHEB OHKapOoHaT. JIeYeHHETO ce onpeaens B 3aBUCHMOCT OT KIHHHYHHTE
npu3Hauy. HaMa onur ¢ xeMoauann3aTa B JCHCHHUETO Ha npeao3upaneTo. Ilpu wecr nobposonum ¢
616peuHa HeaocTaTb4HOCT, 20% OT NaMOTpHKHMHA ca OMIIH OTCTPAHEHH OT OpraHH3Ma Mo BpeMe Ha 4-
4acoBaTa XeMOJHAIH3HA CeCHA (BXK. TOuka 5.2).

S. ®APMAKOJIOI'HYHHA JAHHH

5.1, DapMaKoIHHAMHAYHH CBONMCTBA

dapMakoTeparneBTHYHa Ipyna: Apyrd aHTHenuwienrrudHu Jekaperea, ATC koa: NO3AX09.

MexaHH3BEM Ha JeHCTBHE
PesynraTuTe OT cbapmmnomqnm NMPOoYUBaHUA MOKA3BAT, Y€ JAaMOTPIXKHH € ynorpeda- U

BOJITAXK-3aBHCHM OJIOKEp Ha BOJITAX-aKTHBHPAHUTE HATPHEBHTE KaHamH. Tol HExHOGHpa
NMPOABLDKHTENIHOTO NOBTAPALLO C€ Bb3DyKaaHe Ha HEBPOHHTE H MOTUCKA OCBOOOKIABAHETO HA
rTyTaMaT (HEBpOTPAHCMHUTEP, KOMTO HMa KIIOUYOBA PO/ B FT€HEPHPAHETO HA eNWISITTHYHHTE
repuoBe). Tesu edeKTH BepOATHO AONPHHACAT 33 CBOHCTBATA Ha JIAMOTPIXHH KaTO aHTHKOHBYJICAHT.

3a pa3nuKa OT TOBa MEXAHM3MHTE, MO KOWUTO JTAMOTPIDKHH OKa3Ba TepaneBTHYCH eeKT npH
OMNONAPHO Pa3CTPONCTBO He ¢a YCTAHOBEHH, BHIIPEKH Y€ Ce OT/aBa 3HaYeHHUE Ha NOBIAUSIBAHETO HA
BOJTAX-AKTUBHPAHHTE HATPHEBH KaHAJIH.

DapMaKOIMHAMHUYHH €DEeKTH

IIpy n3cnenBaHmsa 3a OLICHKA HA €EKTa Ha JIEKApCTBaTa BHPXY LICHTPAIHATA HEPBHA CHCTEMA
ycTaHOBEeHMTE €(pE€KTH OT Npuiarase Ha 240 mg naMOTpyKHH Ha 3IpaBH J00POBOIILH, ca OxnK
nonoOHU Ha Te3M 3a mauebdo. Or apyra crpana cnen npuiarave Ha 1 000 mg penuronn wan 10 mg
AHa3enaM ce YCTRHOBABAT 3HAUMTE/IHO HapyllaBaHe Ha GHHATA 3PHTE/IHA ABHTATE/IHA KOOPAHWHALIHA,
IBIDKEHHATA Ha OYHTE, PABHOBECHETO H CYOEKTHBHH ©(PEKTH HA CeiMpaHe.

[Ipu apyro u3NHMTBaHE clie/] NepopaleH NpHeM Ha eRHOKpaTHa A03a ot 600 mg kapbamazenuH ce
YCTAHOBABA 3HAYMTEJIHO BACILABAHE HAa (PUHATA 3PUTEIHA JABHIraTeJlHA KOOPAHHALIMA, TBHKEHHUATA Ha
OYMTE U PABHOBECHETO H NOBHINIABAHE HA ChpAeHHATA yecToTa. OT Apyra CTpaHa Ciel mpiiaraHe Ha
naMoTpukHH B 103H oT 150 mg u 300 mg ycraHoBeHHTE edekTH ca noaodHU Ha TE3W NpH NMPHEM Ha

rnaieoo.

HicnenpaHe Ha edeKTa HA NAMOTPHXKHH BBPXY ChpAEYHATA NPOBOAMMOCT
EdekTsT Ha MHOIOKPaTHOTO NpUiaraHe Ha JaMoTpikuH (1o 400 mg/aeH) BEPXY chpAeUHaTa

MPOBOAMMOCT, oLieHeHa upe3 EKI ¢ 12 orsexknaHus, ¢ U3CASABAH NMPH H3NHUTBAHE BbPXY 3ApaBH
BB3paCTHH A00pOoBONLM. He ¢ OTYEeTEH KITHHHYHO 3HAYHM €(EKT Ha TAMOTPHXXHH BBPXY
QT unHTepBana B cpaBHeHHe ¢ IwL1auedo.

KnunuvHa e(pHKACHOCT W 6e30macHoCT

IIpesenyun Ha enu3z00u Ha NPOMAHA HA HACMPOEHUEMO NPU NAYUeHMU ¢ OUNORAPHO IX
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JIBe W3NMTBAHHA OLICHABAT €(PMKACHOCTTA MpH MPEBEHIMA Ha €NHU30LH Ha MPOMAHA Ha HACTPOSHHETO
ApM nauueHTH ¢ dunonapHo I pascrpoicTso.

Ipoyusanero SCAB20003 e My/ITHLEHTPOBO, 1BOHHO-CIIANO, ABOHHO-3aCNIENEHO, IU1anedo 1
TUTUH-KOHTPOIMPAHO, PaHAOMHU3HPAHO, ¢ GHUKCHpaHa J03a 3a OLUEHKA Ha AWIrOCpOYHAaTa IIPEBEHLIHA
Ha penarnc ¥ MOBTOPHA MOABA Ha AENpPecHd WWIH MaHHA NPH NALUEHTH ¢ GUNIONAPHO THA 1
pa3cTPOCTBO, KOHTO HACKOPO WM B MOMEHTA Ha H3MMMTBAHETO ca OWIH B rojiiM ACNPECHBEH €U0,
Cnen cra0unn3dpane ¢ MOHOTEPANUA ¢ TaMOTPIKHH AW ¢ KOMOHHHpaHa Tepanua NalMeHTHTE Ca
OWiM paHIOMH3HPaHH B €IHA OT NETTe IPyNH Ha neueHue: naMoTpikuH (50, 200, 400 mg Ha aeH),
nuTuii (cepyMHH HuBa ot 0,8 ao 1,1 mmol/l) uny naueBo 3a MakcHMyM 76 ceamuiii (18 mecena).
[TbpBHyHaTa kpaliHa Touka € 6una "BpemMe 10 Hameca NpH €NK30/ Ha MPOMAHA HA HACTPOCHHUETO
(TIME)", KbI€eTO HAMECHTE ca NOMBIHUTE/IHA JIEKAPCTBCHA TEparivs WIH eJIEKTPOKOHBYJICHBHA
tepanus (EKT). [Ipoyueanero SCAB2006 ¢ 6uno ¢ mogoben au3aix karo npoyusaHero SCAB2003,
HO ce paxvuasa ot SCAB2003 nmo oueHkata Ha ¢pnekcubuinHa no3a namorproku (100 10 400
mg/aeH) ¥ BKIIOYBA NMAalHEHTH ¢ SunonsapHo THII | pa3cTpoicTBO, KOWTO ¢a HMATH HACKOPO WIIH B
MOMEHTA ¢& B MaHHEH ermu3o. PesysraTuTe ca npeactaBeHHd B Tabnuua 7.

Tabauya 7. Pe3tome Ha peyrmamume om BPOY4EAKURAMA, U3CAE06ALUY ePUKACHOCIMG HA
AQAMOMPUNCUN NPYU NPCBEHYURMA HA ENUI00U HA NPOMAKA HA HACMPOEHUEMO Npu NAYUEHMY C
6unoaspuo mun I pazcmpolicmeo

‘lan’ na nanpeaTHTe 6e3 cHOATHE Ha ceamMuNa 76
Iipoyasane SCAB2003 IIpoyunane SCAB2006
bunoaspro I bunoaspuo I
Kpurepuii 3a lonsam menpecHBeH ENMH304 I'onaM MaHHEH enu3ox
BKITIOYBAHE
Jlamor | JIutuit | ILlnauebo| Jlamorpioiomn | JIutuii | [Lnauebo
PYAHH |

be3 HaMeca | 0,22 0,21 0,12 0,17 0,24 0,04
p-CcTORHOCT 0,004 0,006 - 0,023 0,006 -
JOrapUTMHYHO
TpaHCHOPMHpaH PEHKOB TECT

| (log rank test)
be3 penpecus 051 | 0,46 0,41 0,82 0,71 0,40
P-CTOHHOCT 0,047 | 0,209 - 0,015 0,167 -
NIOrapUTMHUYHO
TpaHc(HOPMHpaH PEHKOB TECT

 (log rank test)
be3 Mmanus 0,70 0,86 0,67 0,53 0,64 0,37
P-CTOMHOCT 0,339 | 0,026 - 0,280 0,006 -
JIOTAPUTMHYHO
TpaHCHOPMHPaH PEHKOB TECT

_(log rank test)

[Tpy aHaNKH3H, NOAKPENALIMY BPEMETO 0 ITbPBUSA ACIIPECHBEH €ITH30 H BPEMETO A0 MbPBUA
MaHHeH/XHNIOMAHHEH WIH CMECEeH €MU30/, JICKYBAaHHTE C TAMOTPIDKHH MALMEHTH Ca MMAITH 3HAYHMO
No-XBJTH BpEMEHA 0 ITbPBH JEMPECHBEH €ITU30/] B CPaBHEHME C NMaLUEeHTHTe Ha 1w1auebo, u
Pa3NHKATA B TPETHPAHETO HE € HMala CTATHCTHYECKA 3HAYHMOCT MO OTHOLIEHHE HA BPEMETO A0
MaHHEeH/XHIMOMAHHEH WIH CMECEeHH eNH30NH.

EdHKACHOCTTA Ha NAMOTPHKHUH B KOMOHHaLIMA cbe CTAOMIM3ATOPH Ha HACTPOCHHUETO
AOCTaThYHO MPOYYCHA.

[TeanaTpyyHa NOMyaaLMs
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Heya na ev3pacm om 1 0o 24 meceya

EduxacHocTra H 6€30nacHOCTTa MpH KOMOHHUpaHA Teparnusi Ha NAPLHATHH NPHNAABIH NPH
nalLMEeHTH Ha BB3pacT oT | 0 24 Mecelia ca OLCHEHH B €HO MAJIKO, ABOHHO-CIIATIO,
niaie60-KOHTPONMPaHO H3NHTBAHE A0 OTnajaHe. JleueHHeTo € HHHUMHPaHO NpH 177 1uua no cxema
33 THTPHpaHe Ha 1103aTa, NoAo0Ha Ha Ta3H MPH Aella Ha BB3PacT oT 2 A0 12 roguHn. JlaMOTprKHH
TabseTKH OT 2 mg ca HAK-MAJIIKOTO HAJTHYHO KOJIMYECTBO Ha AKTHBHOTO BELIECTBO B €1HA Tab/eTxa M
3aTOBA CTAHAAPTHATA CXeMa Ha JO3MpaHe € ajanTHpaHa B HAKOH CIy4yaH Mo BpeMe Ha €T1ana Ha
THTPUPAHETO (HANpHUMeEp upe3 NMpWiaraHe Ha eaHa Tadnerka ot 2 mg npes AeH, KOraTo H3YHMCeHaTa
o03a € no-Mayika oT 2 mg). B kpas na 2-pata ceaMMIia OT THTPHPAHETO Ca H3IMEPEHH CEPYMHHTE
KOHLIEHTPaLlMH H NOCNEABAINATA 1034 € NMOHWKEH WK HE € MOBULICHA, aKO KOHUCHTPpalUATa
nagsuiasa 0,41 pg/ml, oyakBaHaTa KOHLEHTpALMA NIPH BB3PACTHH MO ToBa BpeMe. I1pH Hakon
NalMEHTH B Kpas Ha BTOpaTa CEIMHIIa Ce € HaNOXKHNO HaMangBaHe Ha no3ata ¢ 1o 90%. Tpugecer n
oceM pecnonziepH (> 40% HaMansBaHe Ha YECTOTATa HA MPHIAABLUNTE) Ca pAHAOMH3HPAHH Ha
mauebo WK Ja NpoaAR/DKAT Ha NaMOTPWKHH. [IpOLCHTET Ha JIMIATA, MPH KOHTO TEPAaNuiATa €
HeycnewHa ¢ 84% (16/19 nuua) npu nnauebo-paMoto 1 58% (11/19 nxua) npy pamoTo Ha
NaMOTPHWKHH. Paiukara He € cTaTHCTH4eckH 3Hauuma: 26,3%, C195%-2,6%< 50,2%, p=0,07.

O610 256 nuua Ha BB3pacT ot 1 1o 24 Mecelia ca HTIOXKEHH Ha €KCNO3HLIMA Ha TaMOTPHIKHH B JO30B
uaTepsan ot 1 go 15 mg/kg/nex 3a go 72 ceamuun. [podwrsT Ha 6€30MaCHOCT Ha JIAMOTPHKHH TIPH
Aiella Ha B13pacT oT 1 Mecen Ao 2 roAuHK € nogobeH Ha TO3H NPH N0-TONEMH AeLia, ¢ H3KMIOYCHHE Ha
TOBA&, 4€ KJIMHHYHO 3HAYHMO BJIOIIABAHE Ha npunaasuure (>=50%) ¢ goknansavo nMo-4ecTo Npn aeua
Ha BB3pacT noA 2 roaMHu (26%) B cpaBHeHHE ¢ no-rosieMute aena (14%).

Cunopoma na Lennox-Gastaut
Hsma maHHH 33 MOHOTEpanKs Npy NPHNAABLH, CBLP3aHH CbC CHHApoMa Ha Lennox-Gastaut

Ilpesenyus na enuzo0u Ha NPOMARA HA HACMpoeruemo npu oeya (na évspacm 10-12 zoounu) u
oHowy (na evapacm 13-17 200unu)

MHOroueHTpoRO, NMapaneHOrpynoBo, wiauedo-KOHTPOAHPAHO, ABOHHOC/ANO, PAHAOMH3HPAHO, C
MNpeyCTAHOBABAHE HAa NpHEMa NMPOY4BaHe OLEHABA eDHKACHOCTTA H 0€30MACHOCTTA HA JIAMOTPIDKHH
IR, kaTo nombLABalla NOAABPIKALIA TEpanys 3a 3abaBsHE HA ENMM30AH Ha MPOMAHA HA HACTPOCHHUETO
APH ACLA H IOHOLIN OT MBXKKM H XKeHCKH 1oj (Ha Bb3pacT 10-17 roauHKr), KOHTO ¢a AHArHOCTHLIMPaHK
¢ TMn | GHNONIAPHO Pa3CTPOMCTBO H MPH KOHTO € OTIO0XKEH WIH ¢a NOTyYHIH noacbpenHe Ha
GUIIONAPEH EMH30A, JOKATO Ca JIEKYBaHH ¢ IAMOTPHXHH B KOMOHHALIUS CHC CHITLTCTBAINM

aHTHUIICHXOTHYHH JIEKAPCTBA WIH APYTH JIEKapCTBa, CTAOWIH3ATOPH Ha HACTPOCHHETO. Pe3ynTaTsT OT
MBPBHYHMA AHATH3 38 epHKACHOCT (BpeMe IO nossa Ha GunonsapHo cxbuTHe (time to occurrence of a

bipolar event-TOBE)) He noctira cratuctiuecka sHauuMocCT (p=0,0717), caenoBaTeNHO He €
noka3zaHa epukacHoct. OcBeH TOBa, pe3yJTaTuTe 3a 6€30NMaCHOCT NOKA3BaT NOBHLIEHO CHODIIABaHE
Ha CYHIIHZHO NOBeAeHHE HA MAlMEHTH, JIEKYBaHH C NAMOTPHXKHH: 5% (4 MaLMeHTH) B paMOTO Ha
NaMOTPIKHH B cpaBHeHHe ¢ ( npx nnanebo (BX. Touka 4.2).

AHanu3 Ha CYMUHAHOCTTA
YecroTaTa Ha CYHLIMAHHTE HAEH H NMOBEJEHME € oleHeHa B cOopeH aHanu3 Ha rwianebo-

KOHTPOJHMPAHHTE KIHHWYHH H3OHTBAHHA C JAMOTPHXHH, BKIIO4YBaIH o6mo 6 467 nalyeHTH,
MPUEMALLH JAMOTPIDKHH 1O PAIMYHH MOKa3aHHA.

B noarpynara Ha H3NHTBaHUATA NMpH GHNONAPHO Pa3CTPOHCTBO YECTOTATa HAa CHLOHTHATA € OHIa
YHC/IEHO, HO HE CTATHCTHYECKH 3HAYHMO NO-TO/IIMa NpH TaMoTpykuH (29/1212 [2,4%]) B cpaBHeHHe
¢ rnauebo (19/1054 [1,8%]). [Tpu cGopHis aHaAH3 Ha NICHXHATPHYHHTE MOKa3aHHuA, CbOHTHATa Ca
SHIIH IO-YECTH B ITHPBHA MECEL] OT JIEYEHHETO NPH NMALMEHTH, IPHEMALIH IAMOTPHXHH.
[ToreaeHueckHTe CHOUTHA ca OKNH NMO-YECTH MPH MBXKETE.

B noarpynara Ha M3NHTBAHMATA NMPH EMWIENICHA HE € HMANTO CTATHCTHYECCKH 3HAYHMUA

YecTOTaTa Ha ChOMTHATA MEXKIY JAMOTPHXKHH H Iutaueto. Benpeku ue, 6poar Ha i'

CBBP3aHH CHC CYHLMAHH HICH H noseaeHHe e 6un 1ebpae Mamrsk (6/1073 [0,6%] M

2/805 [0,3%] npn muiauebo), 3a aa No3Bonyd ACPUHHTHBHO CPABHEHHE MEKILY Tpe'mp
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ChOOIIEHATA OTHOCHUTE/HA Y€CTOTa B TO3H aHAIM3 HA JIAMOTPHXKHH CBhBMAaAa ChC ChOOIIEeHHS
knac-crienuduucH edekt 3a AEJI (Bx. Touka 4.4).

Hscnensane Ha edekTa Ha IAMOTPKKH BbPXY CHPACYHATA MPOBOAHMOCT
EdeKTbT HA MHOTOXPaTHO NpHiaraHe Ha JamoTprkuH (10 400 mg/neH) BEpXyY ¢hpAeUHATA

MPOBOAKMOCT, orieneHa upe3 EKI ¢ 12 oteexxnaHus, e uacneaBaH NMpy U3NIUTBAHE BbPXY 3APaBH
BB3pacTHH A00poBonum. He € oTueTeH KNIHHUYHO 3HAYUM e(eKT Ha NaMOTPHXKHH BBpXY QT
MHTEpBaNa B CpaBHCHHE C Iu1auedo.

5.2. PapMaAKOKHHE¢THIHH CBOHCTBA

AGcopbins

JlamoTpHXHH ce pe3opOupa 6bp30 ¥ U3LUIO B YepBaTa, KATO HE C€ YCTAHOBABA KIIMHHYHO 3HAMHM
MeTa00JH3bM NPH ITbPBO NMpeMHHABAHE. MaKCHMAaJTHH TUIA3MEHH KOHLIEHTPALIHH Ce IOCTHraT
npubnu3uTeNHO 2,5 4aca ciea NepopanHo MPHIOKEHHE Ha JIAMOTPIDKMH. Clie) MpHEeM Ha XpaHa
BPEMETO 3a JIOCTHIraHe HAa MAKCHMATHA KOHLIEHTPALMA JIEKO C€ yIb/DKaBa, HO CTETICHTA HAa Pe30pOLMs
He ce npoMeHs. MakcHMalHUTe KOHUEHTPAIlUH B CTALIMOHAPHO CBCTOSHHE MOKA3BAT
MHTCPHHIHBHAYAJIHA BAPHAOHITHOCT, HO MpH BCEKH HHAMBHIYAJICH NALHEHT T€3H CTOHHOCTH Ce

Pa3nu4aBaT MHOIO PAIKO.

Pasnpegenenyie
CpBp3BaHEeTO C TUIa3MEHHTE NIPOTEeHHH € npubmsurento 55 %. He ce ouakBaT Npossy Ha TOKCHMHOCT

[MPH U3MCCTBAHE OT MACTOTO HA CBBP3BAHC C ILNAa3SMCHHTC IMPOTCHHA.

O6emnT Ha pasnpeneneHue € ot 0,92 no 1,22 I/kg.

BuorpancdopMals
JlamoTpwxuH ce MeTaGommsnpa ot eHaumuTe Y JID-rmokypoHun TpaHcgepasH.

B MHOro MaJIka cTeneH B 3aBHCHMOCT OT J03aTa JAaMOTPHXXHH MOXKe Ja HHAYLMpa COOCTBEHHS CH
meTabonusbM. HaMa nokazarencTsa 3a BIMAHHAE HA TaMOTPHXKHH BbPXY (PapMakOKHHETHKATA HA
apyru AEJL. He ce ouaxpaT B3aUMOAEHCTBHA MEXKIY TaMOTPHXHH H JIEKAPCTBCHHTE MPOAYKTH, KOUTO
ce MerabonusupaT OT HUTOXPOM Paso CHIUMMTE.

EnumuHHpane
[na3sMEHHAT KITHPBHC NPH 3aApaBh Jaxna € npuoansurenHo 30 ml/min. KiHpbHECHT HAa TAMOTPHAKHH €

MpeAUMHO Ype3 MeTaboni3npaHe ¢ NocaeABallo eTHMHHHpPaHe oA GopMaTa Ha IIOKYPOHHA-
KOHIorart ¢ yprHara. [1o-Manko ot 10% OT n1aMOTPHXKHH C€ €KCKPETHPAT HENPOMCHEHH ¢ YPHHATA.
Camo okono 2% ce ekcKkpeTHpar ¢ geueca. KnupbHCET M BpeMeTO Ha NMOJTYKHBOT HE Ca 3aBUCHMH OT
nosata. [L1a3sMeHMAT NOMY>KMBOT TIPH 3APaBH JIMLIA € H3YUCIIEH NPHOITH3HTENIHO Ha OKOJIO 33 4aca
(vHTepBan ot 14 ao 103 yaca). [Ipu npoyuBaHe ¢ NaUHEHTH CbC CUHAPOM Ha Gilbert, cpeanuar
KIIHPBHC € TIOHIDKeH ¢ 32% B cpaBHEHHE ¢ HOPMAJTHHTE KOHTPOJIH, HO CTOHHOCTHTE Ca B IPaHHLIMTE 34

obmara nomyJamu.

BpemeTo Ha MOMYXHBOT Ha IAMOTPHIKMH CE€ TIPOMCHS 3HAUMTEHO MPH €IHOBPEMEHHO NMPHIATaHE ¢
ApYTH NekapcTea. [Ipy eqHOBpeMEHHO NMpHaraHe ¢ NeKapcTBa, KOHTO aKTHBHPAT MTIOKYPOHHPAHETO,
kaTo KapbamasenuH H GEHVTOUH, CPEAHOTO BPEME HA MOJYKHBOT Ha TIAMOTPHXKHH C€ peAyLMpa
npubnusiTenHo A0 14 yaca, cblIO Taka, NpH ChbBMECTHO NPHJIATAHE C BAJINPOAT, C€ YAB/DKABA CPEAHO
npubnuzuTenHo a0 70 gaca (BxkK. To4Ka 4.2).

JIMHEHHOCT
(dapMaKOKHHETHKATa Ha JIaMOTPH)KHH € IMHEHHa 10 450 mg — Hali-BHCOKATa €IHOKPYFR

A034a.

CneLlManHey Ipyny NalUeHTH

Heya
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[pu onpeaensHe Ha KIHPBHCA CNPAMO TENECHOTO TEIJIO, PH Nella Ce YCTAHOBABAT MO-BUCOKH
CTOMHOCTH OT TE3H NPH BL3PACTHH, KaTo HaH-BUCOKH Ca IPH JMUa noj 5 rodHHH. BpeMeTo Ha
NOJTY>KHBOT HA TAMOTPHKHH IIPH Aclia Hal-001I0 € No-MAaiKko OT TOBA IPH BB3PACTHU KATO CpeiHATa
CTOMHOCT € MpHOAH3UTENHO 7 Yaca NpH NpuiaraHe ¢ JICKAPCTBEHN NMPOAYKTH, KOHTO HHIYLIMpaT
€H3UMHH CHCTEMH KaTo KapOamazenuH H PeHUTOHH H C€ YAR/DKABA 10 CPEAHH CTOMHOCTH OT 45 110
50 yaca NpH eAHOBPEMEHHO TIpWIaraHe camo ¢ Bajmpoar (Bx. Touka 4.2).

Manxu oeya na ev3pacm om 2 0o 26 meceya

[Tpy 143 neanaTpUuHH NallHEHTH HA BB3pAcT OT 2 Bo 26 Mecela, TexallH ot 3 1o 16 kg, KIHPBLHCBT €
HaMaJieH B CPABHEHHE ¢ NO-TOJIEMH Jiella ChC CHIOTO TEJIECHO TErJIO, NPHEMALItH NOROCOHH NepopanHH
A03H Ha kg TeJleCHO Terno KAaTo Aelarta, rno-ronemMy ot 2 roaMiu. CpeiHOTO BpeMe Ha MOTY>KHBOT €
M3YHKCJIEHO Ha 23 uaca NpH AelaTa Ha BB3pacT noa 26 Mecella, KOHTO ¢a Ha TepanHg ¢ €eH3HMHH
HHAYKTOPH, Ha 136 yaca npu eAHOBpeMeHHO NMpHJIaraHe ¢ BAJIMPOAT K Ha 38 Jaca npy NKLE, NeKyBaHH
He3 eH3sMMHM HHAYKTOpH/ MHXHOUTOpKH. UHTepHHANBUAYanHaTa BapHAOWIHOCT Ha MEPOPATHHA
KIMPBHC € MO-TOJIAMA B rpynaTa Ha NeAHaTpHYHHTE NauHeHTH Ha 2 X0 26 Mecena (47%).
[IpennoJiaraeéMHUTe CTOMHOCTH Ha CepyMHa KOHLIEHTpaLM MTPH Acua oT 2 A0 26 Mecelia KaTo 1410 ca B
CHUIHA HHTEPBAN KATO NPH NO-TOJIEMHUTE [eLia, BHIIPEKH Y€ MPH HAKOH ACLA C TEICCHO TETMI0 Noj

10 kg Moxe ma ce yCTaHOBAT NO-BUCOKH Crax HUBA.

Hayuenmu 6 cmapuecka ev3pacm

[IpoBeneH € nonynauMoHer GapMakKOKHHETHHEH aHANU3 MPH MAAJH NMALHEHTH H NPH NaLMEHTH B
cTapuecka BBb3pacT ¢ eNuencud, KOUTO ca BINTIOYEHH B €/THH H ChIIH M3THTBaHKA. [Ipy olieHKa Ha
pE3yNITATHTE HE C€ YCTAHOBABAT KIIMHMYHO 3HAYMMM NMPOMEHH B KITHPBHCA Ha NaMOTPIDKHH. 11pH
NnpHeM HA €IHOKPATHA J03a € YCTaHOBABAT ¢ 12 % ro-HHCKHM CTOHHOCTH Ha NPUBMRHHA KIHPBHC,
KaTO CHOTBETHO 3a 20 roJMIiHa BB3pacT ¢a 0kofo 35 mlmin, gokaTto np naumMeHTy Ha 70 roauiuHa
Bb3pacT ca 31 ml/min. [lonwxkasane ot 10 % ce ycTaHOBABA clie/l IeYEHHE B MPOABLIDKCHHE Ha

48 ceAMHLIH, KATO CTOMHOCTHTE ¢CHOTBETHO ca 0T 41 10 37 ml/min 3a ABeTe BL3PacTOBH IPYNH.
[IpoBeneHy ca U poyYBaHHA Ha PapMaKOKMHETHKATA HA TAMOTPHIKMH CE/l €THOKPATEH NMPHEM Ha
150 mg npu 12 3apaBu AMia B cTap4ecka BL3pacT. CpeAHHTe CTOHHOCTH Ha KIHPBHCA MPH TE3U
naumenTtH (0,39 mI/min/kg) ca B pamkuTe Ha crodiHocture (0,31 g0 0,65 ml/min/kg), ycTaHOBEHH
cliel NPOBEACHN eBeT KIMHWYHM U3CICABAHUA NMPH BB3PACTHH (KOHTO HE Ca B CTAPYECKa BH3PACT),
c/ie NpuiIarale Ha eAMHUYHHA A03M oT 30 1o 450 mg.

bvbpeuno yepexcoane
Ha apaHazecer noOpOBOILM ¢ XpOHHYHA OBOpeuHa HEIOCTaTHYHOCT M HA APYTH WECT NaUuHEHTH Ha

XeMOAHaIH3a e O1na NpuioxkeHa eqHoKpaTHa no3a ot 100 mg naMoTpmxkuH. CpeaHHTe CTORHOCTH Ha
knupbHca ca 0,42 ml/min/kg (xponnuHa 6x6peuHa HeaocTaTpuHocT), 0,33 ml/min/kg (B nepHoaa

MEXTY XeMoauanu3HuTe cecuu) ¥ 1,57 ml/min/kg (no BpeMe Ha XeMOIHAIN3a), B CPABHEHHE C

0,58 mli/min/kg npu 3apasu a06poBoauM. CpeAHOTO BpEME Ha NONYXHBOT Ha JIAMOTPH)KHH B
nnasMara € 42,9 vaca (xpoHnuHa 6b0peuHa HeaocTaTbhuHOCT), 57,4 yaca (MeXIy XeMOAMATHINTE) H
13,0 uaca (no BpeMe Ha XeMOAHANHN3a), B cpaBHeHHE ¢ 26,2 yaca npH 3apasH aobpoeosiuu. Cpeano,
npubau3zuTenHo 20% (mexay 5,6 1 35,1) oT KOMHYECTBOTO NAMOTPIKHH, HATHYHO B TATOTO, € OHIO
eNMMMHHPAHO N0 BpeMe Ha 4-yacoBa XemMoaManusa. 3a TasH rpyna naudeHTH HaualHHTe JO3H
NaMOTpHXKHH TpAGBa Aa ce ONpEAENAT cnopel ChbITLTCTBALIHA NPHEM Ha JIEKapCTBEHH NPOAYKTH.
HamaneHu noaaspxaliuy 1034 MoraT Aa ObaaT epHKacHH NpH NAaLMEHTH ChC 3HAYHTENHO YBpPE)KaaHe
Ha Ob0OpeuHara pyHxuns (Bx. ToukH 4.2 1 4.4).

Ueproopobno yspexcoane
[1pu 24 nuua ¢ pazayMHa CTeNeH Ha YepHOApoOHO yBpexaaHe M 12 34paBu KOHTPOJIH € MPOBECHO
bapmMakOKMHETHYHO NPOYYBAHE ¢ NPHJIaraHe Ha eHOKpaTHa A03a JaMOTpHkHH. MeanaHata Ha
NPHBHAHHUA KJIIMPBHC Ha NaMoTpixkHH ¢ 6una 0,31, 0,24 unu 0,10 ml/min/kg npw nauge

_ WAR N0 .
yepHoApoOHO yBpexaaHe crened A, B, win C (Child — Pugh xnacudukarma) crorseTHo, gyametit ﬂett% N\

0,34 ml/min/kg npu 3apasuTe KouTponHn. Havanxara no3a, Ao3aTa NMpH NMOBULLABAHE W NOJNRP

nosa TpabBa ga 6baaT peyLUMpaHH MpH NMALHEHTH C YMEPEHO HIH TEXKO yepHOAPCOHO " ﬁ\
(Bk. Touka 4.2). N ool
;_T:F - ‘33:‘ )
™ . ',f
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5.3. [IlpeaxnHRYHH JaHHANA 34 6e30macHOCT

Hex1UHHYHHTE AaHHH He NTOKAa3BaT OCOOeH PHCK 3a Xopa Ha 0a3a Ha KOHBCHLMOHATHHTE

dapMakonoruyHH Npoy4uBaHHs 3a 6€30MacHOCT, NPOYYBaHMA 32 TOKCHYHOCT IIPH MHOTOKPATHO
MpUiIarale, reHOTOKCHYHOCT H KapLUKHOTeHEeH MOTCHUMHAI.

[lpu mpoyuBaHUATa 3a PEMPOLYKTHBHA TOKCHYHOCT H TOXCHUYHOCT BbPXY Pa3sBUTHETO NPH rPH3aYH U
3alilii, He ca HabJIoJaBaHH TEPATOreHHH eEeKTH, HO Ca YCTAHOBEHH MOHMKEHO (eTaHO Tero U
3a0aBsHe Ha CKEJIETHATA OCH(PHKALIMA NMPH HHBA Ha €KCMO3HLIMA, NMO-MAJIKH WIH CXOAHH ¢ OYaKBaHHTE
IPH KIMHHYHA eKCNO3HLMA. Thi KaTo Mo-BHCOKN HHBA Ha €KCMO3HLIMA He Ouxa MOriH na Obaar
M3C/IeIBaHH NIPM XKHBOTHH MOPAAM TEXKOTO TOKCHYHO BB3EHCTBUE BHPXY MaifuMHHA OPraHH3bM,
TePATONCHHHUAT NOTEHIHA Ha JIAMOTPIDKHH HE € XapaKTepH3HpaH HaA KIHHHYHATA €KCTIO3HLMA.

I[IpH nuXoBe € HAOMONABAHO YBEJIWYECHHE HA (PETANHATA H NOCTHATAIHATA CMBPTHOCT IPH
MPWIATaHE Ha JTAMOTPIKHH Mpe3 KbCHUS NeCTALIMOHEH H PaHBHA NMOCTHAaTaleH nepHon. Tesu edekTu
ca 6K HabMoAaBaHH MPH OYAKBAHATA KITHHHYHA EKCIIO3HLIMS.

[Tpu mabXoBe B IOBEHWIHA BB3PACT ca HabnonaBaHH edekT BEpXy ofyueHueTo npH Biel maze tecra,
nexo 3abapgHe Ha OanaHo-TpeITylHAIHATA cenapalMi U Ha BATHHAIHATA NMPOXOAHMOCT, KaKTO H
HaMaJICHO HaJJaBaHe Ha TerJo cliej paxaaHero npy F1 xKMBOTHH NpH €KCNO3HLIMH, IMTPHOJIH3ATEIHO
IBa [THTH MO-BHCOKH OT TEPANEBTHYHUTE EKCIIO3HLIMH NMPH X0pa, Bb3 OCHOBA HA TCIECHATA
NOBBPXHOCT.

OnuTHTE NPH KUBOTHH HE NMOKA3BaT HeONAronpHATHH eeKTH Ha NaMOTPHXKHMH BLpXY (epTHiHTeTA.
JIaMOTPHKHH € I0BeJT IO HamallsBaHe Ha deTanHuTe HUBa Ha (posIHeBa KHCE/IMHA MPH IUTEXOBE.
Cwmsra ce, ue aednuMTsT Ha QOJIHEBA KHUCEIHHA € CBbP3aH C MOBHLIEH PHCK OT BPOACHH
MaIhopMaLIMH MPH KUBOTHHU M XOpa.

JlaMOTpHXKHH BOAHM IO A0303aBHCHMO HHXHOHpaHe Ha hERG kaHamueTa npH 4oBetIk¥ eMOPHOHANTHH
6p6peunn kietkH. ICS0 e mpuGnu3UTENHO AeBeT ITHTH HAJA MaKCHMA/THAaTa TepaneBTHIHA CBOGOHA
KOHIeHTpaLua. JIaMOTpIDKHH He npeaAn3BHKBa yawpkaBane Ha QT HHTepBana npH )KHBOTHH NPH
eKCIIO3HLIMH NPUOIH3HTENIHO 10 ABA ITHTH HaJl MAXCHMAJTHATA TEpPaneBTHYHA CBOOOHA
KOHIleHTpauus. [IpH KIHHHYHO ApOy4YBaHe ChC 3ApaBH BH3pacTHH J00pOBO/LM He € HabmonasaH
KIHHUYHO 3HAYHM €(DeKT Ha NaMoTpikvH BepXy QT uHTEepBana (BX. TOuKa 5.1).

[IpoyuBaHus in vitro NOKa3BaT, Y€ B TEPaneBTHUHO 3HAMHMH KOHLCHTPALMK TAMOTPHIKHH NpOsBABa
aHTMAPHTMHYHO AeticTBue ot knac [B. xopa Toli HHXHOHpa HATpHUEBHTE HOHHH KAHANH B CHPLIETO C

KHHETHKA ¢ ObP30 HACTBIBAILM HA4YANO U Kpail Ha JEHCTBHETO M CHIIHA BOITAXKHA 3aBHCHMOCT,
noAo6HO Ha APYTH aHTHAPUTMHYHM cpeAcTBa OT Knac IB. B TepaneBTHYHH AO3H IAMOTPHIKHUH HE
3a0aBa kaMepHaTa npoBoauMocT (paswHpaBaHe Ha QRS)npu 3gpasH JiMUa B LUIOCTHO NpOYyUBaHe Ha
QT, HO NpH NALUHEHTH ¢ KIMHUYHO 3HAYUMH CTPYKTYPHH WIH (PYHKUHOHATHH CBPACYHH 3a00198aHHA
NaMOTPIDKHH MOKe MOTSHLMANHO Aa 3a6aBH KaMepHaTa NMpoBOAHMOCT (pa3wupaBaHe Ha QRS) v na
npeaU3BHKA MpOoapUTMHA (BXK. TOuKa 4.4).

6. ®APMAILIEBTUYHH JAHHU

6.1. Cnuchbk Ra NOMOMHHUTE BeNeCTBA

Marne3ueB kapboHaT

Ilerynoza, MUKpOKPHCTAITHA

[ToBuaOH

JKBAT oupeTHTEN cMec (JIAKTO3a MOHOXHAPAT, XBJIT XKee3eH OKCHA)
Kpocnoauon

MarnesseB creapar
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6.2. HecLBMECTHMOCTH

HenpunoxuMo

6.3. Cpok na rogHocTt

3 roogMrH

6.4. CnenHalHH YCJIOBHS 32 CbXpPAHEHHE

[Ipn Temneparypa noxn 30°C.

6.5. Bui n cbALpKaHHE HA ONIAKOBKATA

OnakopaH B Onuctep ot PVC/Al donno. Onaxoekara cpaspxa 30 Tabnerky.
6.6. ChnenuaHH NpeaNa3HH MePKH NPH H3XBLPJASHE H padoTa

Hama cneumnaiHy H3UCKBaHMA,
Hen3non3paHHAT JIEKapCTBER NPOAYKT WIH OTNAABYHUTE MAaTEpHaiu OT Hero TpsabBa aa ce
H3XBLPJIAT B ChOTBETCTBHE C MECTHUTE H3HCKBAHMA.

7. IPATEXATEJI HA PAZPELHIEHUETO 3A YIHOTPEBA

Tesa Mapma EA/J]
ya. ,.Jlio6a Bennukopa® Ne 9, 1407 Cogpus

brarapus
8. HOMEPA HA PASPEINIEHUETO 3A YIIOTPEBA

Enurprokun 50 mg — Per. Ne 20050166
Enmurpiokun 100 mg — Per. Ne 20050167

9. JATA HA IThPBO PAZPEILIABAHE/TIONHOBSBAHE HA PAZPENIEHHETO 3A
YIIOTPEDBA

Harta Ha nbpBO paspewmasane: 29.03.2005 r.

Jlara Ha nocneano nonHoBapaHe: 07.06.2010 r.

10. JATA HA AKTYAJIM3ZAIIHUS HA TEKCTA

17.10.2023
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