KPATKA XAPAKTEPUCTHKA HA IIPO,I[YKT A

1. HME HA JIEKAPCTBEHHSA ITPOAYKT  coamea ravaone:

El.[“..[.pmﬂ 50 mg T&GHETKH ................................................................

Epitngine 50 mg tablets i Paspewionie Ne

§ sonmme. 63¥50-1 07 11 AnB
Enurpwxun 100 mg Tabnetku PnBaae A
Epltrlglnc 100 mg tablets m.....m.n.:;’,'_.iq”p Me ... T TTTORTSRRY S ..

2, KAYECTBEH H KOJIMYECTBEH CBCTAB

Besika Tabnerka Enurpeoxud 50 mg cpaepxa 50 mg namotpmwxws (lamotrigine).
Besika tabnerka Ennrpeoxkun 100 mg ceaspxa 100 mg namoTpinkun (lamotrigine).

[1oMOIIHO BelecTBO C H3BECTHO JACHCTBHE: JIAKTO3a MOHOXHAPAT
3a MBJIHAA CIIHCHK Ha [IOMOLIHHMTEC BELISCTRA BMIKTE TOuka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Onucanne Ha TabieTKHTE:

Enurprxua 50 mg — CBETIIOKBITH, KPBIUIH, ILIOCKH TaOJIETKH ¢ ﬂnammp 8 mm H MapkupoBka 50.
Ensrrpioken 100 mg - CBETIONKIITH, KPBITH, IU10cky TabneTku ¢ nuametsp 10 mm u MapkupoBka 100.

4, KJIAHWYHH JAHHU

4.1. TepanesTHYHH NOKA3AHHSA
Enunencus

Bwzpacmnu u wonowu na 13 u nogeue 200unu

- KomOusnpana WK MOHOTEpanus Ha IapLAaIHK HITH FeHEepaTH3HpaHd npUlaabliH,
BKIIOYUTENTHO TOHUMHO-KIOHHYHH MPHIIAIBIH.

- [Tpunaasum, CBBP3aHl CBC CHHApOoMa Ha Lennox-(Gastaut. ENUTPIKHH Ce TIpyiara 3a
KOMOHMHHpaHa Tepanus, HO MOXe J]a C€ U3M0N3Ba H KATO HaYa/IHO aHTHENHJICITHIHO
nekapctBo (AEJD), ¢ xoeTo na ce 3anoune ripu cuHapoMa Ha Lennox-Gastaut.

Heya u onowu na evapacm om 2 00 12 2o00unu

- Kom6unupaHa Tepanus npH MaplHaJIHH M TEHEPAIH3UPAHH TPHITANABIH, BKIIOUHTETHO
TOHHYHO-KJIOHUYHEH [IPUNAIbLH H NPHIATbLHM, CEBP3aHH cbe cHHApoMa Ha Lennox-Gastaut.

- MonoTepanus Ha THIIHYHH abcancu.

bUOONAPHO pa3cTPOUCTBO

Bwvipacmnu na evspacm na 18 u noeeue coounu
- [IpeaoTBpaTsBaHe Ha ACTIPECUBHH €MH30AH NIPH NALMEHTH ¢ OHNONApHO THN |
KOWTO HMAT NPEAHMHO JEHPECHBHH €NTH30AM (BX. TOUKa 5.1).

EnuTprixkyH He € MoKa3aH 338 HHTEH3IHBHO IeYeHHe Ha MaHHHHW WiH ACTPECHBH

T
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4.2, Jlo34poBKA H HAYHH HA NPHIOKEHHE

Jo3uposka

TabneTkute Enurpiokun Tpabea Aa 0bAaT MOTABIIAHY LIETTH 6€3 Ja ¢e NBbBYAT MIIH YyTIAT.

AKO H34HC/IeHaTa 1032 (HanpHMEp 3a IeUeHHe Ha eHa C €NMIICNHCHS HIH Ha TTALHEHTH C
yepHOAPOOHH HAPYLIIEHHA) HE CHOTBETCTBA Ha CHAbPXKAHUETO Ha st Tabnerka, TpadBa na ce
MpHEMa MO-HACKA A03a, CHOTBETCTBAINA Ha L€l TabneTKH.

Hoemopuo 3anousane na reyenue

Ilp moBTOPHO 3aNM0YBAHE HA JIEHEHHETO ¢ JIAMOTPHXXMH NPH NALMEHTH, KOMTO 10 HAKaKBa NpHYHHA
¢a NpekbCHANA TIpHEMa My, Tp20Ba 1a ce NpelieHH HeOOXOIMMOCTTA OT MOCTENEHHO NMOBHIIABAHE Ha
203aTa A0 MO/UTEPAKAIATA 1034, Thid KATO PHCKBT OT CEPHO3EH 0ODpHB € CBBP3aH ¢ BUCOKH Ha4Ya/IHH
034 H MIPEBHILIABAHE Ha MPenophYBaHATA 034 3a NOBHILABAHE HA JAMOTPHKHH (BX. TOUKA 4.4).
Konkoro no-rofiaM € HHTEpBAXBT OT BpEMe CIie]l NPHEMa HA NpeIHILIHATA 1032, TONKOBA MO-TOJIMO
BHHMaHHe TpsOBa /1a ce 0ObpHE Ha NMOCTENEHHOTO AOCTHTaHE HA NOAAbPKaLiaTa Jo3a. Korato
MHTEPBATBT OT BPEME CJie/l IPEKBECBAHETO Ha JISUEHHETO ¢ JIAMOTPHKHH HA/IBHILIABA M1ET MOJIYKHBOTA
(B%. TOUKa 5.2), 0OMKHOBEHO MOAABPKALIATA A032 HA JTAMOTPHKHH TpAOBa [a ¢e JOCTHIHE CIIOPER
NMOAXOAAIIATA CXEMA.

[Ipenoprnuga ce J1€4€HHETO C TAMOTPIDKHE [a HE C€ 3aIl0YBA OTHOBO NPH MALIWCHTH, KOHTO €a Ir'o
NPeXbCHAJIA NOPaiy OOPHB, CBBP3aH ¢ MPEAHIIHOTO JICUEHHE ¢ IaMOTPIDKHH, OCBEH aKo
NoTeHIIHAJIHATa TO0/I3a HECHMHEHO HaJABHINABa PUCKA.

Emanencua

[IpenopsuBaHOTO MOCTENEHHO NMOBHINABAHE Ha [03aTa H NOUTbPKALIHTE AO03H 33 B'bapacmﬂ %
FOHOIIH Ha Bb3pacT Ha 13 ¥ mopeye roauun (Tabnuua 1), ¥ 3a Aeua ¥ 0HOWM ot 2 A0 12 roauHA
(Ta6nuua 2) ca npeacraserw no-nomy. HayanHaTa n103a M nocjieABawoTo i nosuimasane He TpAOBa xa
OBbAaT npeBUIIaBaHH (BXK. ToUKa 4.4), HOpagH PHCK OT MOSBA Ha OOPHB.

ITpu mpeycraHoBsBaHe Ha cebTeTBan MpreM Ha AEJI wim npn nobaBgHe Ha Apyrn
AEJl/nexapcTBeHH NPOAYKTH KbM TEPANCBTHYHH CXEMH, BKIIOUBALIH TAMOTPYIKHH, TpadBa Ja c€ UMa
npeasra edekTa, KOHTO MOXE /12 OKaXe TOBA BhPXY (HapMakOKMHETHKATA HA JTAMOTPHKHH

(BXk. TOUKa 4.5).

Tabauya 1. Bvapacmuu u onowu #a gp3pacm 13 u nogeye 200unu — nPenopbysand cxemMd 3q J1eHenue
HQ eRWIENCUS -

CxeMa Ha TeYeHHe CeaMuiiu Cenmuiiy | OOHuaiina nourbpikaiia
142 3+4 033

Monorepanan: - 25 mg/nex 50 mg/nen | 100-200 mg/mreH (BeAHBK
(BeIHBX {BeIHEX | AHEBHO WM B JBa NpUEMA)
JHEeBHO) JIHEBHO)

3a Aa ce MOCTUrHE
NOAABPKALILQ JIEYCHHE,
JO3UTE MOXKE J1a ¢
NOBHLIABAT ¢ MAKCHMYM 350-
100 mg Ha BcgKa eHa 10
IIBE CEIMHIH A0 NOCTHTaHe
HA ONITHMAJICH OTrOBOQ

Hpn Haxoun nys

HeoOXoauMi O HE
3a IOCTHUT A} §a
Tepanes
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To4Ka 4.3):

Komounnpana tepanus C Bannpoat (MHHXHOHTOP Ha TIIOKYPOHHPAHETO HA JIAMOTPHXHH — BXK.

Tazu cxema Ha nosupase TpaGBa na
OBae H3MOJI3BAHA ¢ BAINPOAT
HE3aBHCHMO OT CBHITHTCTBALLMSA
IpHEM Ha JPYTH JICKapCTBCHH

NPOAYKTH

12,5 mg/nex
(mpHeMaHu
KaTo 25 mg
npes ACH)

25 mg/naen
(BeAHDBK
JHEBHO)

100 - 200 mg/neH (BeAHBX

- IHEBHO WIH B [IBa NpHEMa)

3a Aa ce MOCTUTHE
MOAXBPKALIO JIEYCHHE,
JIO3UTE MOXKE J1a ce |
MOBUILIABAT C MAKCUMYM 25-
50 mg Ha BCcAKa €ZlHa IO ABC

CeIMHIH A0 NOCTHIraHE Ha

ONTHMAJIEH OTTOBOP.

JIAMOTPHKHH (BX. To4Ka 4.5):

KomGaanpana tepannas BE3 saanpoar u C arayxTopH Ha IIIIOKYPORHPAHETO HA

Tazm cxeMa Ha ao3upaHe TpsaOBa aa
ce H3noa3ea 0e3 BaAnpoar, Ho C:

¢peHUTOMH

kapbaMasenuH
(eHoGapOHTaN
NPUMKIOH
pupaMITHLKH
NOMUHABADP/ PUTOHABH]

50 mg/nen
(BeOHDBX
JIHEBHO)

100
mg/neH (B
Ba
NMpHEMA)

200-400 mg/aeH (B ABa
MIpHEMA)

3a fna ce NOCTHIHE
NOAABPKALLO JICUCHHE,

- JAOIHTe MOJKC ia CC

NOBULIABAT ¢ MakcUMyM 100
mg Ha BCAKA €/IHA JO ABE
CeZIMHALH O NOCTHTaHE Ha
OITTUMAaJIEH OTTOBOP. |

[Tpn HAKOH NMALIMEHTH Ca
neobxoaumu 700 mg AHEBHO
3@ MOCTHIaHE Ha AKeaHHsg

TEePANEBTHYEH OTTOBOP.

JAMOTPHAKAH (BX. To4Ka 4.5):

KomOnnapana tepanna BE3 saanpoat n BE3 HuayxTopn Ha IIIOKYPORHPAHETO HA

Ta3u cxeMa Ha ao3Hpane TpadBa aa
C€ M3M0JI3Ba ¢ JPYT'H JIEKapCTBCHY
NPOIYKTH, KOUTO HE HHXMOHUpAT Wik
He HHAYLHPAT 3HAYHTETHO
CIFOKYPOHHUPAHETO HA TaMOTPHKHH

25 mg/aex
(BeaHDBXK
JTHEBHO)

50 mg/neH
{BeIHDBX
IHEBHO )

100 — 200 mg/neH (BeaHBX
JAHEBHO HJIH B JIRA NIPHEMA)

3a na ce MOCTUTHE
NOAABLPKAIIO JIEUYCHHE,
JIO3KUTE MOKe Ja Ce
IOBHMIIABAT ¢ MAaKCHAMYM 50-
100 mg Ha BcAKa ejHa A0
NBE CeIMUIH 10 NOCTHTaHE
HA OIITHMAaJIEH OTTOBODP.

[IpH NalMeRTH, NPHEMALLHY IEKApCTBEHH NPOAYKTH, 32 KOHTO HE €2 H3BECTHH (PapMaKOKHHETHYHH
B3aHMOJCHCTBHA C TAMOTPHKHH (B3K. TOUKa 4.5), TpalBa Ja ce U3MO0/I3Ba CXeMa Ha JIGUSeHHE KaTo
MpenophYaHaTa 3a JAaMOTPHXKHH ¢ ¢AHOBPEMEHEH NPHEM Ha BAINPOAT.

Tabruya 2: U IOHOWY HA gb3pacm om 2 00 12 200unu — npenopvieana CXemMd Ha 1eyenue Ha
enwiencus (0bwa dneena 0o3a 6 mg/kg menecho mean0/0eH)
CeaMuiu CeaMuim .
CxeMa Ha JIeYeHHE 1 +112 1 3 +,11 4 O0uMuaiisa noaabpaKalla 103a
MonoTepannas npu 0,3 mg/kg/nen | 0,6 mg/kg/nen | 1 — 10 mg/kg/nen, Bunpexu ve npﬂ
THNHYHH a0cancH: (BeIHBK (BeaAHBX HAKOH MMALIUEHTH Ca HEO L

AHEBHO HJIH B
JBa MpHemMa)

JHEBHO HIH B
ZiBa [IpHEMa)

no-BHCOKH 034 (A0 | 7
34 TIOCTHraHe Ha xKeJyk
(B¢AHBIK JHEBHO
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3a na ce MOCTHIHE NOMIBPKALID
JIeYEHHE, JOZHTE MOXKE Ja Ce
NOBHHIIABAT MAKCHMYM C

0,6 mg/kg/neH Ha BCeKkH eHa 110
ABE CEMHILIM A0 NTOCTUraHEe Ha
ONTUMAJIEH OTTOBOP, C MAKCHMAJIHA
AHeBHA Ro3a o1 200 mg/neH.

KomOunapana tepanusa C Bannpoat (MHXMOWMTOP HA TNMIOKYPOHHPAHETO HA JIAMOTPHXHH — BIK.

TOYKa 4.5): _

Ta3u cxema Ha gosupade | 0,15 mg/kg/men | 0,3 mg/kg/nen | 1 - 5 mg/kg/nen (BeAHEX JHEBHO

TpAOBa Aa ce M3MON3Ba ¢ | (BEAHBK (BeAHBXK HJIM B 1Ba IIpHeMa)

BaJMpOaT He3aBHCHMO OHEBHO) JHEBHO) |

OT ChITBTCTBALLMA 3a fa ce MOCTHrHE MOAABPKAIIO0

[TPUECM Ha NPYTH JIEYEHHE, NO3HUTE MOXKE Ja ce

NEeKapCTBEHH IPOAYKTH | NOBHINABAT MaKCUMYM ¢ 0,3
mg/kg/nen Ha Bcaka 1-2 ceAMHLIA
IO MOCTHTAHE Ha ONTHMAJICH
OTTOBOD, 10 MAKCHMAalHa

| _ nouibpakamia nosa 200 mg/nes.
. KomOrHupaHa Tepanna BE3 pannpoar 1 C HRAYKTOPHA HA IIIOKYPOHHPAHETO HA
JAMOTPHKHH (BK. Touka 4.5):
Tazu cxema Ha gosupane | 0,6 mg/kg/nen | 1,2 mg/kg/nen | 5 — 15 mg/kg/nen (BeaHBXK AHEBHO
TpaOBa na ce W3non3Ba | (B IBa NpHeMa) | (B ABa MpHeMa) | WIK B BA OTICITHH MpHeMa)
Oe3 Basmpoar, HO C: |

3a 1a ce TIOCTHIHE NOMIEBPXKALLO

(peHHTOHH JeUYeHHEe, TO3UTE MOXKe Oa Ce
kapbaMasenus NOBHILABAT MAKCHMYM ¢ 1,2
(henobapburan mg/kg/neH Beaxa 1-2 ceAMHIM 10
NPHMHAOH NOCTHraHe HAa ONTHMAJIEH OTIOBOD,
pudamMnULHH J10 MaKCHMaNHa MoAbpKalla 103a
JIOTIHHABHD/PHTOHABHP | 400 mg/nen

Kom6unupana Tepanns BE3 sasnpoat 5 BE3 aaayxkTopH Ha r/iioKypoOHHPAHETO HA
JAAMOTPHIKHH (BX. TouKa 4.5): |

Tasu cxema Ha jgosupane | 0,3 mg/kg/nen | 0,6 mg/kg/men | 1 — 10 mg/kg/nen (B enuH Wik B ABa
TpsAGBa 1a ce M3MoM3Ba ¢ | (B €HH WiH B (BeAMH WIH B | MIPHOMa JHEBHO)

IOPYTH JIEKAPCTBEHH JBa npHeMa JBa MpUeMa

NPOIYKTH, KOUTO HE JHEBHO) ITHCBHO) 3a Aa ce NOCTHrHE NOIABPKALIO

HHXHOHpAT WK HE JIEYCHHE, IO3UTE MOXKE /13 Ce

HHIYLHPAT 3HAYHTEJTHO rHoBHIDApaT MakCHMYM ¢ 0,6 mg/kg

[JIIOKYPOHHPAHETO HA BCAKa 1-2 ceaMuny A0 NOCTHraHe Ha

JTaMOTPHKHH OINITHKMAJIEH OTTOBOP, A0
MaKkCHManHa noagspkama 1o3a 200
mg/aeH

IIpH nmalpedTH, MPHEMAIIH JI€KAPCTBEHH TIPOAYKTH, 32 KOWTO He €4 H3BSCTHH (papMaKOKHHETHYHH
B3aUMOJICHCTBHSA C JIAMOTPIDKHH (BXK. ToUKa 4.5), Tpa0Ba 1a ce H3MOJI3Ba CXe€Ma Ha JICYCHHE KATO
[IpenopbyaHaTa 3a JaMOTPHKHH ¢ €AHOBPEMEHECH IIPHEM Ha BaJINpoarT.

3a a € CHTYPHO TIOAIBLPKAHETO HA TEpANEBTHYHATA 1034, TEFJIOTO Ha ieTeTo TpsOBa aa ce

Mpocie/isBa M A03aTa Ja ce NPOMeHs crnope/ MpoMenuTe B Teraoro. [Ipeanonara ce, Ye npH
NALMEHTHTE HA BH3PacT OT JBE JI0 LIECT M'OAMHH 1€ € He0OX0AMMO NPWIATaHe Ha MOATbPXK
Ha FOPHATA MPAHMINA HA (IPENOPLYAHKHA MHTEPBAI. -

Cnen nocTHrane Ha KOHTPOJ BbpXY 3a00/I4BaHeTo NPH KOMOHHHMpaHa Tepanus npHe
cempreTBamMTE AEJ] MOXe Ja ce cripe, kaTo ce MpoaABb/DKH ¢ MOHOTEPAIIHA ¢ JJaMOTp

Heya noo 2 200unu
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JlanHuTe 32 ePHKACHOCT M 0€30MacCHOCT Ha JIAMOTPIXKUH NIPH KOMOMHHMpaHa Tepalks Ha NapLHaIHH
MPUNAIBLKM TIPH IENAa HA BB3PacT ot 1 Mecell 10 2 rOIMHH ¢a OTpaHHYeHM (BK. Touka 4.4). Jluncear
JNAaHHH MpH Jelia Ha Be3pacT nmox | mecen. CreaosarenHo ynorpebara Ha EnuTpiDkMH NIPH AcLia Ha
BB3PacT MoJ 2 FOAMHH HE ce Mpenophusa. AKO BLIPEKH TOBA, OCHOBABAMKH ce HA KIMHWIHATA
HEOOXOMMMOCT C€ B3eMeE PEllIEHHE 3a JIEYCHHE, BIDKTe TOUKH 4.4, 5.1 1 5.2,

BHUNOAApHO Pa3CTPOHCTRO

B TabnHupTe No-a0iTy ¢a [PeACTABSHH NIPENOPBYBAHUTE CXEMH Ha NOBHUIABAHE HA 03aTA H
NoAAbPXKALIMTE MO3H 3a NAlUeHTH Ha Bb3pacT 18 1 noBeye roguHu. IlpexoaHara cxemMa BKIIOYBA
NOCTENEHHO MOBHINABAaHE HA 103aTa Ha JIAMOTPIKAH JI0 MOAAbpKallla crabuauM3Hpaina 1o03a 3a
neproA ot mect ceaMuny ( Tabamua 3), ciea KoeTo NpHEMBT Ha APYTH TICHXOTPONHH JICKapCTBCHH
npoxykTu Wik AEJI Moske fa 6Bae npeycTaHOBEH, aKo € KIMHAYHO nokasaHo (Ta6muna 4).

* KopexuuuTte Ha nosara cjiel AobaBsHe Ha ApyTH IICHXOTPONHH NEKAPCTBEHH NPoayKTH 1wk AEJ]

CHINO ca mpeAcTaBeHH no-aoiy (Tabnuua 5). [lopagn pucK OT pa3BUTHE Ha 0OpHB He TpaOBa aa Obae
peBHIIABAHA HAYATHATA 033 U TPAORA Ja Ce CNa3BaT NpeTophKHTe 3a MOBHIIABAHE HA 103aTa (BX.

Touka 4.4).

Tabauya 3. Bvapacmuu nayuenmu na 18 u nogeue 200unu - npenopv46ana cxema 3a NOGUMIGEAHE HA

dozama 00 nEOdPACANA CrAbunu3upaia obwa OHesHa 003a npu.ieienue Ha OUNOARPHO

PA3CMpPOUCNGo
CxeMa Ha Ted4eHHe CeaMuim CenMuH CeoMuLa 5 TapreTHa
1+2 3+4 crabun3npalia n03a
(Cemmmuria 6)*

HHEAYKTOPH HA [JIIOKYPOHHD

aHeTO Ha JAMOTPIXKHH (BXK. Touka 4.5):

Moﬂowpanaﬂ.c JamorprxkuH UJIHU komOuuHpana Tepanns BE3 Baampoart n BE3

Tazn cxeMa Ha fJo3upaHe
TpAOBa 1a ce H3MON3Ba ¢
OPYTH JICKApCTBECHH
MPOJAYKTH, KOUTO HE
MHXHOMpAT WIN HE
MHIYLIMPAT 3HAYHMO
ITIOKYPOHHPAHETO Ha
JTAMOTPHIKHH

25 mg/neH
(BeAHDBXK
IHERHO)

50 mg/nen
(BeaHBXK
IHEBHO WIH
B /Ba
MpHeEMa)

100 mg/neH
(BeaHBK
IHEBHO WJIH
BABA
npuema)

200 mg/neH —
oOHuaiiHa TapreTHa
A03a 3a ONMTHMAJIEH
OTTOBOP (BEAHBXK
JHEBHO MJIY B /B4
MpUEMa)

B xnHHEnYHA
H3MHUTBAHUA Ca
OpPHJIaraHu 1034 B
HHTEpBaja

100 - 400 mg/neH

TouKa 4.5):

KomOnnupana Tepanua C pasmpoar (MHXHOHTOP HA INTIOKYPOHHPAaHETO HA JIAMOTPIRKHH — BXK.

Ta3u cxeMa Ha JICUEHHE
TpsOBa Aa ObJe U3NMON3BaHA
C BANIIPOAT HE3aBUCHUMO OT
CBHITBTCTBALUMA MPHEM Ha
APYTH JIEKapCTBEHU
IPOIYKTH

12,5 mg/nen
(mpueMaHH
KaTo 25 mg

npe3 ACH)

25 mg/nen
(BeHBX
JHEBHO)

50 mg/nen
(BEIHBXK
IHEBHO WJTH
B 1Ba
IpHeMa
JTHEBHO)

100 mg/neH -
obHuaiiHa TapreTHa
032 33 OITHMANIEH
OTTOBOP {BEAHBXK
AHEBHO WIH B iBa
npueMa)

B 3aBHCHMOCT OT
KIMHHYHHA OTTOBOP
MOXe Ja Ce I
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KombOunupauna tepanust BE3 sannpoat u C HEAYKTOPH Ha MIIOKYPORHPARETO HA
JaMOTPHAHH (BXK. TO4YKa 4.5):
Ta3u cxeMa Ha JIedeHHE 50 mg/nen | 100 mg/aen | 200 mg/nen | 300 mg/nen npes
TpadOra na Obae npunaraHa | (BeaHBXK (pazpenenu | (pazmemeHH | ceaMHIA 6, MpH
0e3 BaINpoaT, HO C: JTHEBHO) B [IBa B JBa HY K/1a [IOBHINABAHE
MPHEMA) npuema) no obuyaitHarta
(eHHTOHH ' TApreTHa 1033 OT
Kapbamazenux 400 mg/nen npes
dhenobapOuTan | ceaMHLIa 7 3a
TIPHMHUIOH [IOCTHTAHE Ha
pUdaMnvLHH | . OIITHMANEH OTIOBOP
NONUHABHP/PHTOHABUD | (pa3geneHu B ABa
npHeMa)
[IpH NauMenTH, MPHEMAIIH JIEKAPCTBEHH MPOAYKTH, 32 KOHTO He Ca H3BECTHY (PapMakOKHHETHIHH
B3aHMOZENCTBUA C TAMOTPIDKHH (BiK. TOUKa 4.5), TpaOBa Aa ce H3MOJI3Ba CXeMa Ha JI€YEHHE KaTo
OpenopbyaHaTa 3a JAMOTPHKHH ¢ eAHOBPEMEHEH MPHEM HA Ba/IMpoar. |

* Tapretnara crabMinsnpania 103a Bapyupa criopeil KIMHHYHASA OTTOBOP

Tabnuya 4. Bv3pacmnu nayuenmu na [ 8 u noseue 2oduni - ROOOBPICAWA cCmabwzUpauia 0bya

' OHEEHA 003a Cie) NPEYCMAHOEAEANE HA ACUCHUENMO CbC COIBIMCINGAWYU NEKAPCMEEHY NPOOYKMU npu
- Aevenue Ha OUNoOARPHO pazcmpoiicmeo

CUKH[HDCTHTHHETD[ﬂiTﬂpFﬁTHHﬂBnﬂHﬁBHalHl&EBpHHUHﬂ(ﬂﬁﬁﬁmﬂﬂ3ﬂpﬂﬂﬂlﬂﬂﬂaIHH&HWLTIHLHPYFHTE
JICKAPCTBCHH TNPOAYKTH MOMKC Ja OBbae NPpEYCTAHOBEH KAKTO € MOCOYCHO NO-0ITY.

CxeMa Ha JIeUeHHE Hacrosmia Ceamuia 1 CeaMulia 2 Ot cegmuLa 3
crabunuzupama |(3anovpalna ¢ | HaTaTbK*
7103a Ha NpeyCTaHo-

JIAMOTPHIKHH BSBaHE Ha
(npeaw rpHeMa)
NpeyCTaHOBABaH

€ Ha MMpHEMa)

Chnmpase Ba npremMa HA BAINPOAT (HHXHOUTOD Ha MTIOKYPOHUPAHETO Ha JJAMOTPHXKHH — BXK.
TOuKa 4.5), B 3aBHCHMOCT OT IHLPBOHAYAIHATA 4034 HA TaMOTPHXKHUH:

Cnen cnupane Ha npuema | 100 mg/aeH 200 mg/nen | Iomawpaane Ha Tasu no3a (200
Ha BaJIPOAT, mg/aeH) (pa3nescHa B iBa
crabunu3Mpatiara 103a | npHeMa)

cE YABOSIBA, KATO HE CE 200 mg/nen 300 mg/nen | 400 mg/nen | Iloanwppxane Ha
MPEBHILARA HApAaCTBAHETO Ta3H 1034

OT NOBEYE OT (400 mg/nen)
100 mg/cenmuua

CnEpaNe HA NPAEMA HA HHAYKTOPH HA IIIOKYPOHHPAHETO HA JIAMOTPHkKHH (BX. TOUka 4.5) B
3aBHCHMOCT OT ITbPBOHAYATHATA 1034 HA JIAMOTPHIKHH:

Tasu cxema Ha nosupane | 400 mg/nen 400 mg/nes | 300 mg/nen | 200 mg/nen

TpAbBa a ce W3NoN3Ba 300 mg/nen 300 mg/nen | 225 mg/nedn | 150 mg/nen

IpH ciMpaHe npueMa Ha: | 200 mg/neH 200 mg/men | 150 mg/men | 100 mg/nen
(peHuTOMHH |

kapbamazenuH
denodapOuTAN
MPAMAJIOH
pHaMITALIAH

| JIOHHH&BHp/pHT{}HaBHp
Cunrpane na npaemMa §a gekapcereedn npoaykTH, KonTo HE unxubéapar nian H
3HAYHTENHO INIIOKYPOHHPARETO HA JJAMOTPHKHH (BXK. TOUKA 4.3):

Tazu cxema Ha gozupane | [ommeprkaHe Ha TapreTHaTa 1034, NOCTHTHATA IIPH T
TpAOBa 1a ce M3NOoJI3Ba nosata (200 mg/nen; pasnesieHa B ABA [IpUSMa)

IpU cCOMpaHe Ha mpueMa | {no3oB quamazod 100 -400 mg/nen)
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HA JIPYTH JEKAPCTBEHH
NPOAYKTH, KOUTO HE
HHXHOMpAT WK HE
HHAYIUPAT 3HAYUTEAHO
IIIOKYPOHHPAHETO Ha
JIAMOTPIDKHH

MPOMEHSA Bb3 OCHOBA Ha KJIIMHUYHHA OTTOBOD.

[Ipu nauMeHTH, NpHEMAlIlH JIEKAPCTBEHH NPOAYKTH, 32 KOMTO HE €a H3BECTHH (PApMaKOKHHETHYHH
B3aMMOJICHCTBHSA C JIAaMOTPHOKHH (BXK. TOYKa 4.5), cXemarta Ha JICUCHHE, NPETIopbIaHa 3a
JAMOTPHKUH, € ITBLPBOHAYAIHO [a CE NOIBPXKa HACTOAWIATa 0034 H JICUSHHETO C JAMOTPHXKHMH Jia C¢

* [Ipn HeoOXOMHUMOCT 03aTa MOXe Aa ce nosumy a0 400 mg/aen

Tabauya 5. Bvapacmuu nayuenmu na 18 u noeeue 200unu — adanmupane Ha OHesHama 003UpPosKd Hd

aamompuicun cred 0obasane na Opyeu nexapcmeen RPOOYKm NPy teYesuemo Ha OunonapHo

Pazcmpoucmeo

HsMa XJIHHHYEH ONHT B aJaNTHPaHeTo Ha JHEBHATA J03a Ha JJAMOTPIKHH C/leX J0DaBAHE Ha ApyrH
NleKapcTBeHH NipoayKTH, (0ade Ha OCHOBAaTA Ha M3MIWTBAHWA 332 B3aMMOAEHCTBHA C APYTH

HE?REIPCTBEHH [NPOOYKTH MOTaT 6’5,[[3’1’ HAaIpaB€HH CICOHUTC NPCIIOPDBKH.

CxeMa Ha Jieyesue Hacrtosra CenMuua 1 Cengmuua 2 | Ot ceamMuna 3
cTabunusuparua (3anoysaina ¢ HATaTbK
A03a JJAMOTPHKHH | 100aBAHETO)
(npenu
A00aBAHETO)
JloGaBsane HA BAINPOAT (MHXHOHTOP Ha DIIIOKYPOHHPAHETO HA JIAMOTPHXKHH — BXK. TOUKa 4.5), B
3aBHCHMOCT OT ITEPROHAYA/IHATA 1034 Ha JIAMOTPHXKHH: -
Ta3u cxeMa Ha JO3HpaHe 200 mg/nen 100 mg/ne Jla ce noaabpxa Ta3M 1034
TpabBa Aa ce M3NOI3Ba NIPH . (100 mg/nen) '
no0aBaHe Ha BaINpoar, 300 mg/nen 150 mg/nen Jla ce moaabpKa Task 103a
HE3aBHCHMO OT (150 mg/nen)
CBHITHTCTRAIAA IPHEM HA |
APYTH JICKapCTBCHH 400 mg/neH 200 mg/nen Jla ce noaaepiKa Ta3M Ao3a
pOAYKTH (200 mg/nen)

Jo6apsiHe HA HHAYKTOPH HA TIIOKYPOHRHPAHETO HA JIAMOTPHAKHHA NPH NankeHTH, KORTO HE
NPHEMAT BAJINPOAT (BXK. TOUYKa 4.5}, B 3aBUCHMOCT OT [TEPBOHAYANTHATA 034 HA TAMOTPWKKH.

HAKOH OT CIIEIHHTE
JICKAPCTBEHH NMPOAYKTH:
(heHHTOHH
kapbaMazernuH
tdheHobapOuTan
NPHMMAOH
pudaMNHIHH
JIOTIHHABHD/ PHUTOHABHP

Ta3n cxema Ha Jo3HpaHe 200 mg/nen 200 mg/nen 300 mg/nen | 400 mg/neH
Tps6Ba aa ce u3non3sa 6e3 | 150 mg/nen 150 mg/nen 225 mg/nen | 300 mg/nen
BaJIIpoat npu nodaesue Ha | 100 mg/nen 100 mg/nen 150 mg/nen | 200 mg/neH

3HA3YHTETHO IIIOKYPORHPAHETO HA JAMOTPHKEH (BX. TOYKa 4.0):

JoGaBaHe HA JeKapcTBEHE NPoAYKTH, KoHTO HE naxatnpat uan HE aaaynmpatr

i —

Ta3u cxema Ha no3upaHe
TpsAOBa 1a ce U3MON3Ba NpH
nobaBaHe HA APYTH
NIEKAPCTBEHH [IPOIYKTH,
KOHUTO HE HHXHOMpAT MJTH HE
HHIYLHPAT 3HAYHTEITHO

Jla ce nojurbpoKka TapreTHaTa 1034, JOCTHIHATA TIPH OB /
Ha fo3ata (200 mg/nen; ao3os auanazon 100-400 mg/ e

S nathdrio
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FTIOKYPOHHPAHETO Ha
J1aMOTPHXKHH

ITpH mauMeHTH, TPHEMALIH JIEKapCTBEHH MPOAYKTH, 32 KOHTO HE €3 H3BECTHH (papMaKOKMHETHYHH
B3aHMMOJEHCTBMA C TaMOTPHXKHH (BX, TOUKA 4.5), Tpabsa Aa c€ H3MOJI13Ba CXeMa Ha JIEYCHHE KaTo
NPENnopbYaHaTa 34 JJAMOTPHIKMH ¢ €THOBPEMEHEH IIPHEM Ha BaJINpoar.

Cnupane Ha eYeHUEmo ¢ AAMOMPUNCUR DU NAYUEHINU C OUROAAPHO PA3CIMPOUCHIBO

ITo BpemMe Ha KITHHHYHMTE M3MTBAHHA HE € HabmMoaaBaHO YBEITHICHHE Ha 4ECTOTaTa, TEKECTTa WIIH
BHIA HA HEXKETAHUTE PEaKLMH clie/l BHE3aIIHO CIIMpaHe Ha JJAMOTPHKHH CpAMo miauedo.
CriemoBateHO AIMEHTHTE MOTAT Ja MPEKBCHAT JIeUEeHHETO ¢ JIAMOTPHKHH 0e3 MOCTENeHHO
HaMalidBaHe Ha J03aTa. |

Heua v wonowu noo 18 200unu
ENUTpHKHH He € NOKA3aH 3a NpUIoKeHHe NPH Aeua noj 18 roaAuHH, ThH KaTe paHAOMH3UPAHO, C
[IpeyCTAHOBABAHE HA MPHEMA TIPOYYBAHE, HE MIOKA3Ba 3Ha4YMMa €HKacHOCT H NTOKa3pa MOBHILIEHO
chobiliapaHe Ha CyYMIMAHOCT (BkK. Touka 4.4 u 5.1).

O61mm npenopbKH 3a JO3UPAHE HA JAMOTPHKHH NIPH CHECHHATHH TPYTIH TALHEHTH

XKenu, npuemaiyu XopMoRaIHu KOHMPAYENMUEU

TTpreMBT Ha KOMOMHaLMATA eTHHIWIECTpanHon/nesoHoprecTper (30 pg/150 pg) mosninasa KﬂHp'E.Hca
Ha JTAMOTPHKHH npuﬁnmlrrenno ABa BTH, KOETO MPEIU3BUKBA MOHHKEHH CTOMHOCTH Ha
naMoTpuxuH. Ciea THTpHpaHe MOraT A ¢a HEOOXOMHMH TTO-BHCOKH TOUTBPXKALIH I03H Ha

' ITaMOTPHIKHH (10 ABYKPATHO NO-BHCOKH) 3a MOCTHIaHE Ha MaKCHMAJICH TepaneBTH4eH oTToBop. [1pes
cenMHIaTa 6e3 MPUEM Ha KOHTpalENTHE € HabioaaBaHo ABYKPAaTHO MOBHINIABAHE HA CTOHHOCTHTE HA
namoTpixHH. He Morat sa 654aT H3KIIOYEHH J0303aBHCHMH HEKeNnaHH peakiyM. Eto 3amo Tps0Osa
71a ce MpeANnoYHTa MPHIOKEHHETO HA KOHTPALCNTHRH 03 ,,cefIMHIla O3 xamie” KaTo JICYCHHE OT
MbpPBa THHKA (HATIPHMED MPOABLDKHTEIHA XOPMOHAIIHH KOHTPALCNITHBH HIH HEXOPMOHAIHH METONH,
BK. TOUkHd 4.4 u 4.5).

3anovearie Ha npuem HQ XOPMOHQIRY KORMPAYEnMuey NPu NayUERMu, KOUmo aeve npuemam
nROOOvYpICayu 003U Aamompudicun u HE npuemam undykmopu K@ 2RIOKYPOHUPAremo Ha
JHAMOMPUNCUH

lonaspxkalliaTa A03a Ha TaMOTPHXKHH B TIOBEYETO ClIy4YaH Ipat'ma na Obae ypend4yeHa 10 JBa IBTH
(B3k. Toukd 4.4 ¥ 4.5). IlpenopbuHTEIHO € OT HAYANOTO HA XOpMOHATHATa TepanHs 103aTa Ha
JAMOTPHXHH na 6bJe nosuiaBaua ¢ 50 1o 100 mg/nen Beaka ceMHUA, ChOOPa3HO HHAMBHIY ATTHHA
knuanYeH otroeop. [loBuinapanmnsTa Ha f03aTa He TPAOBa 1a HAZIBHILIABAT Ta3H CTETIeH, OCBEH aKO
KIHHAYHBAT OTI'OBOP HE MOAKPENs NO-TOJEMH IIOBHIIABAHHA.

Moxe aa ce 0OChIH H3MEPBAHE HA CCPYMHHTE KOHLCHTPALIMH Ha TAMOTPHKHH TIPE/IH H CIIe],
HaYaJIOTO HAa MPHEMA Ha XOPMOHAITHATE KOHTPALCITHBH 3a NMIOTBBPXKAABaHE, Ye c€ NOAABPKa
M3XO[HATA KOHLEHTPAaLHA Ha naMoTpHkHH. TIpH HeoGX0AMMOCT J03aTa MOXeE Na Obje aJanTHpaHa.
[Ipu sxeHu, npueMalIH XOPMOHAJIHA KOHTPALICTITHRH, KOHTO BK/IIOYBAT €JHA CEIMULIA HCAKTHBHO
neuenue ("cegMuua 6e3 xamue"), TpadBa Ja ObAe NpocneIiBaHO CEPYMHOTO HUBO HA JJAMOTPHDKHH
npe3 ceaAMHMLa 3 Ha AKTHBHOTO JICYEHHUE, T.€. B IHUTe oT 15 no 21 ot mxeiIa Ha MpHEMaHe Ha
TabieTKHTe. 3aTOBAa BHUMATEIHO TPAOBA 1a ¢ce 06MHCIH yroTpebaTa Ha KOHTpaLenuus 6e3 ceMHLIA
6¢e3 xamie Kato JJe4eHHUe OT ITbpBAa IHHKYA (HalpuMep NPOABLIKHTE/IHA XOPMOHATHA KOHTPALCTILIHA
WIH HEXOPMOHAMHH METOAM; BX. TOUKH 4.4 1 4.5).

Cnupane na npuema na XOpMOHRQIHY KOHMPAYERMUGU NPU NAYUEHMU, KOUMO 8ey¥e npuemMam
nooowparcauu 003u Aamompudicurn u HE npuemam unoyxmopu Ha 2r10KyPORUPAaRemo Ka

AAMOMPUNCUH | 100 A
B noBedeTo ciryqan € HeoGX0nMMO NOIBPAKAILATA 1032 Ha JTAMOTPIDKHH Ja Onlle Hapd R L2005y,

(Bx. ToukH 4.4 1 4.5). Ilpenoprusa ce MOCTENEHHO HAMAJIABAHE HA JHEBHATa 1033 HA MMNOTINY 2D ‘%} ,1
50-100 mg Bcsika ceaMHLa (B cTeneH, HEHaAXBbpAa 25% ot obwara AHEBHA 10 g D oY\ 21 ||
MEPHUON OT 3 CEAMHLIH, OCBEH aKO KJIMHUYHHUAT OTrOBOP HE HAJIAra pa3yiM4HO NOBEACHAL . j*‘-*., [ ;

00¢hAH H3MEpBaHE HA CEPYMHHTE KOHLIEHTPALIHH Ha JIAMOTPHKHH NPEIH H ciel CiiMf
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XOPMOHAJIHHUTE KOHTPALCTITABH 33 NOTREPAKAABAHE, Ye CE€ MOAABPKA H3XOAHATA KOHLICHTPAIHMA Ha .
namMoTpwkuH. TIpn xKeHH, KOMTO KeNadT Aa COpaT NpHeMa Ha XOpMOHaJICH KOHTPalCNTHB, KOCTO
BKITIOMBA €Ha CEAMHMLIA Ha HeakTHBHO JiedeHHe ("'ceamMua 6e3 xamue" ), NPoCIeCaAsBAHETO HA
CepyMHHTE KOHLIEHTpalHH Ha TAMOTPMXKHH TpAOBA Ka ¢e NPOBEXa Npe3 CEAMHULA 3 OT aKTHBHOTO
JeueHHe, T.€. OT AeH 15 10 AeH 21 oT uHKb/Ia Ha IPHEMAHE HA tabnerkure. [Ipe3 nupBaTa ceAMHIA
cllefl, TpalHOTO CNMpaHe Ha MpHeMa Ha KOHTpaLENTTHBA HE 'rpﬁﬁﬂa na 6baat B3eMaHH MpoOu 2a OLEHKA
HA CTOHHOCTHTE Ha JIAMOTPHKHH.

3anousane Ha mepanus ¢ AAMOMPUNCUH NPU RAYUEHNKY, KOUMO 6e4e NPUEMAM XOPMOHAIHU
KORmMpayenmugu
[loBMmaraHeTO Ha J03aTa TPAGBA Ja Cll€/IBa HOPMAIHMTE NIPENOPBYAHE JO3H, ONIMCAaHK B TAOIHUIMTE.

3anoueane u cnupane Ha NPUEMA HA XOPMOHAIRY KOHMPAYERMusY npu RAYUEHKY, KOUMo geye
npuemam nodovpxcawy 0o3u ramompusicur u HIPHEMAT unoyxmopu na 2/110KYPOHUPAREMO Ka
RAMOMPUNCUH |

Moke Ja He ce HANOXKAT KOPEKHIHMH Ha NIpenopbyuBaHATA MTOAXbpKALLiA 1032 JJAMOTPIIKHH.

Hayuenmu 6 cmapuecka evspacm (ka0 65 200unu)

He ca HeoBXOMMMHE KOPEKIHH B MPETIOPHUHTEAHHTE CXEMH Ha jieueHne. dapMaKOKHHETHKATA Ha
NaMOTPYDKHMH [IPH TasH BE3PACTORA FPYTIa HE C& Pa3IHYaBa 3HAUYMTEHO OT Ta3H NPH NAUHEHTHTE B T10-
MJ1aJa BH3pacT (BxK. Touxa 35.2).

Bubpeuno yepexcoane

EnutpHuH TpabBa fia ce Npriiara BHEMATEIHO NpH nanpeHTd ¢ 60peyHa HeOOCTaThYHOCT. 1IpH
NIALMENTH B KpaeH cTauii Ha OhOpeYHa HeOCTATEYHOCT HauaHKTE JO3K NaMOTPIKHH TpsaOBa /a ca
CHOpe/l CHITBTCTRAINMA [IPHEM Ha JIEKAPCTBEHH NPOAYKTH OT nauuenTa. [Ipu naHeRTUTE Che
3HAYUTENHO GHLOPEUHO YBPEKIAHE MOXKE 1A Ca eDMKaCHH HAMAJICHH TIObPXKAINY JO3H (BHK

TOYKH 4.4 1 5.2).

Ueproopobuo yepesicoane
HauanHata, noATbpaIlaTa M 103aTa IpH NOBKIIaBaHe TPAGBa Aa ce pelylHpaT NPHOIH3HTEIHO ¢

50 % npH narMeHTH cbe cpeaHo Texkko (Child-Pugh ctenen B) uepaonpoGHO yBpexiane U ¢be 75 Yo
npu Tesxkko (Child-Pugh crenen C) uepHoapodHo yBpexaase. Jlozata npH NOBHINABAHE H
NMOUIBIKALIATA 1033 TPSOBA a Ce ONpeaeNsT B 3aBHCHMOCT OT KIIHHIYHKSA OTTOBOP (BX. Touka 5.2).

Ynompeba c amazanasup/pumonasup
He ce Hanara kopeKiins B HAYMHA HA MIOBHINABAHE HA J1034Ta Ha JIAMOTPHXKHH, KOraTo ToH ce 1odaBs

KbM BCYC IIPOBCIAKAALIA CC TCPpallnii C aTﬂBHH&Bpr PHTOHABHD.

[Tpu nauMeHTH, KOHTO BEYE MPHEMAT MOAABPXKALILY J03H TAMOTPHKHH H HE TIpHEMaT
rXOKYPOHHAA3HH HHAYKTOPH, MOKeE /14 ce HalOXKH IIOKauBaHe Ha 03aTa Ha TaMOTPHXKHH, aKo C¢
106aBM aTa3aHABMP/PUTOHABHD HITH TIOHIDKABAHE Ha J034Ta, aKO JIEYEHHETO C aTa3aHaBUP/PUTOHABHD
ce rpeycTaHoBH. HeoOxoaMmo € faa ce mpocneasaBar IVIa3sMEHHTE KOHUCHTpaLHH Ha JIaMOTPHAKIH
Mpeay ¥ 2 CeAMHIM CleA 3aN0UBAHE WIH MPEKPATABAHE HA JICYSHHETO C aTa3aHaBHP/PUTOHABHP, C
OrJIeH MPELeHKA OT HeOOXOIUMOCTTA 3a KOPHIHpaHe A03aTa HA NAMOTPHKHH (BXK. TOUKA 4.5).

Ynompeba eonogpeMenno ¢ RONURGsUD/ PUmoHasup
He ce Hanara KopeKLs B HAYHHA Ha IOKAYBaHE HA 03aTa Ha TAMOTPIIKHH, KOraTo Toi ce n00ass
KbM Beue NPOBEKAINA ¢ TEPAMHSA C JIONMHHABHP/PUTOHABHP.

[Ipn naumMeHTH, KOUTO Beve IIPUEMAT NOANBPKALIM JO3H JIAMOTPHIKHH M He IpHEMAT
TTIIOKYPOHHAA3HH HHAYKTOPH, MOXKE J1a C€ HAJI0KM MMOBHIIABAaHE Ha J03ara Ha JaMOoTp
A00aBH JTOTTHHABHP/ PHTOHABHP HWIH MOHK>KABAHE HA N103aTa, aKO JIEYSHHETO ¢ JIONH
ce npeycraHoBH, HeoOxonmumo e aa ce mpocneassar IU1a3MeHUTE KOHLICHTpalyH Ha
npexqd 4 2 CeAMHLH cle] 3aNoYBaHe WK PEKpaTABaHEe HA JICUCHHETO C JIONHHABH
OrJjie/ MpeleHKa 0T HeOOXOAUMOCTTA 33 KOPUTMpaHe A03aTa Ha JJaMOTPIKKE (BXK.
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Hauux Ha NPUIOKEHHE
ITepopanHo NpUIOKEHHUE

43. HpoTHBouomsanﬂn

CBpbXYYBCTBHTEIHOCT KbM @KTHBHOTO BEILIECTBO WIH KBM HAKOE OT NIOMOIHHTE BEIHECTRA
n30poeHH B Touka 6.1.

4.4. CunennajHu npeaynpexaeHHs H NpeINa3nd MEPKH nph ynorpeba

Koxen obpue
Cpo011aBaHM ca HEXKEIAHN PEAKIIMM OT CTPaHa Ha KOXKaTa, KOMTO ¢€ HPOABABAT IPS3 MbPBHTE OCEM

CeIMHIH OT HAYAJIOTO Ha TepamnusaTa ¢ J1aMoTpipkuH. IToseueTo 0T 0OpHBHTE Ca JIEKO NPOSBEHH H
NMOKA3BaT CKIIOHHOCT KbM CAMOOTPAHUYABAHE, 00aye ca OITHCBaHH H TEXKO MPOSBEHH OOPUBH,
H3HCKBAIIH GONHHYHO JIeUeHHe M NIPEKPaTABaHE MPHIAraHeTo Ha JaMOTpHkuH. TIpy ynorpeda Ha
NIAMOTPHIKMH Ce CHhoO1IaBa 3a JKHUBOTO3aCTPALIABAINH KOXKHH peakuyH (CHHApoma Ha Stevens-Johnson
(SJS) u TokcHuHa enuaepMaiHa Hekpoin3a (TEN)) 1 iekapcTBeHH peakUWH ¢ €03HHODUIMA H
cucteMan cuMToMH (DRESS); ¢B10 H3BECTHO KAaTO CHHAPOM Ha cBpbX4yBcTBHTENHOCT (HSS) (BK.
Touka 4.8). :

[aunenTyTe TpAGBA 1a 6BAAT NPEayIIPe/ICHH 3a NIPH3HALITE U CHMITTOMHTE M A1a ce Habmionasat
BHHMATEJTHO 34 MOABA HA KOKHH peakiiy. Haii-BHcok prck 3a pb3nnkBaze Ha SJS wiu TEN
CBINECTBYBA B PAMKHMTE HA ITBPBUTE CEAMHLM OT JICMCHHETO. AKO €a HAJIHIIE CHMITTOMH HJTH IIPH3HALH
Ha SJS wiu TEN (HanpuMep nporpecHBHO KOXEH 0OPHB, YECTO ¢ MEXYPH WIH MYKO3HH JIC3HH),
TepanuaTa ¢ TaMOTPIDKHAH TpAOBa fa ce npeycTaHoBd. Hai-a00pHTe pe3ynraTH B OB/IaJIB3HETO Ha
SJS u TEN ce nocTHraT npH pasHa AHArHOCTHKA M He3a0aBHO NpEeyCTaHOBIBaHE HA BCHYKH
3anoJ03peHH JieKapcTea. PaHHOTO NpekpaTABaHe Ha TEPAIMATa Ce CEBbP3Ba ¢ No-100pa MpOrHosa.

IIpx BBE3pacTHH NALMECHTH, BKAKOYEHH B H3NHTBAHMWA, H3IOI3BAINH JaMOTPHXHH B IPCNIOPBUHTCTHUTE
JO3M, YECTOTATA HA TEKKHTE KOXKHHU OOpHBH € mpuOmisurenHo 1 cayyaii Ha 500 naiueHT# ¢
enwiencud. [IpubamsuTenHo NonoBUHATA OT TE3H CITyYau ¢ca OMiu JOKIATIBAHH KaTO CHHAPOM Ha
Stevens-Johnson (1:1 000). B x1THHHYHH H3NHTBAHKMA NPH NAUKHEHTH ¢ OHMoNApHO THN | pa3cTpoicTBO
OpoaT Ha HabnonaBaHHTe CIyyan ¢ Texcbk o6pue € npubimsuTenHo 1 Ha 1 000.

PHCKET OT pa3BHTHE HA TEKKH KOXKHH OOPHBH IpH AeLaTa € [10-BHCOK OT TO3M NPH Bb3PaCcTHH.
JlaHHUTE OT H3NKWTBAHKITA [TOKA3BAT, Y€ YeCTOTATa Ha OOPHBHTE, CB’praHH ¢ XOCIHTAIN3aluus NPy
gena ¢ enmunencud € ot 1:300 mo 1:100.

Havannure nposaBd Ha 0OpHB NpH Aelia MoraT Aa ObAaT NOrpeliHo JHATHOCTHIMPaHH KaTo

- gadexima. [Ipe3 MEpBHTE OCEM CEAMHIH OT JICUEHHETO NPH TIPOsABH Ha GeOpHINTET B OOPUB NpH
aena TpsaOBa na ce MMa NpeABH]] BE3MOXKHOCTTA OT pa3BHTHE HA HEXKENaHa peaklys, CBbp3aHa ¢

- JICYECHHETO C TaMOTPHKHH. o

B aonmbiHEHHE PHCKBT 3a pa3BRTHE HA OOpHBH 3aBUCH OT:

- TPHEM Ha BHCOKH HAYAJTHH JIO3H JIAMOTPH>KHH U [PEBUIIABAHE HA MPEMOPBUHTENHATA 1032 33
MoBHINaBaHe (BX. To4ka 4.2).

- €QHOBPEMEHHO NPWIATAHE C BAMPOAT (BXK. To4Ka 4.2).

[To BpeMe Ha JIeYEHHETO Ha MALIMEHTH ¢ aHAMHE3a 3a KOxeH oOpHB WM aneprud kbM apyrd AEJ] ce
M3HCKBA CIIElHANIHO BHHMaHHE, Thi KaTO YCTAHOBEHATa YECTOTA HA HE3HAYKTEIHO H3pa3eH O
CJTe]l JIEUCHHE C TAMOTPHKHH € OKOJIO TPH ITBTH TN0-BHCOKA NPH TAKKWBa MALMECHTH B CP
Be3 nonoOHa aHAMHE?A,

YcTaHOBEHO €, ue aneasT HLA-B*1502 mpH J1nua ¢ asHaTCKU Opou3xos (TipeuM
€THAYECKATA TPyna XaH U TAlIaHLUM) € CBEP3aH ¢ PUCK OT Pa3BUTHE HA CHHIPOM
Johnson/ToKkcH4YHa enHAEpMAaTHA HEKPOIH3a IPH JICUERHE C JTaMOTPHKHH. Vnotpega
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NpH TAKMBA HaLHEHTH TpAOBa J1a ObJie BHUMATENHO OOMHCIIEHA, aKO € H3BECTHO, Ue Ca MOJIOXKHTETHH
3a HLA-B*1502.

Haii-nobpu pesynrati B oBnaagsaHeTo Ha SIS 1 TEN ce nocTHraT npH pasHa AHArHOCTHKA H
He3a0aBHO MPEKBCBAaHE HA BCEKH 3aMOAO3PAH JICKAPCTBEH NPORYKT. PAHHOTO npekpaTsBaHe Ha
JIGUYEHHETO € CBBP3aHO ¢ No-400pa MporHosa.

[Ipn pa3BuTHe Ha OOpHB NP BCHYKH NALHEHTH (Bb3pacTHH U ACLa), ¢ HEOOXOOUM ITpernen Ha
NAanHEHTa M He3a0aBHO cMpaHe NPUIKEHHETO Ha JJAMOTPHKHH, OCBEH aKO CHC CUI'YPHOCT €
YCTaHOBEHO, 4e OOPHBET He € CBBp3aH ¢ IpHeMa Ha JiekapeTeoTo, [Ipenophuba ce IEYEHHETO €
JIAMOTPI>KHH J1a He ¢e 3afl04Ba OTHOBO MPH HAaLHEHTH, KOHTO ¢a IO NPEKbCHAIH NOpaju OOpHB,
CBBLP3aH C MPEAUIIHO JICYEHUE ¢ JIAMOTPHIKHH, OCBEH aKO MOTEHLHAIHATA M10J13a HECBMHEHO
HaJIBHIIIaBa PUCKA. AKO NIpH manHeHTa ce Habmoaasa SJS, TEN unn DRESS cnex ynotpeba Ha
JIAMOTPIDKHH, HUKOTra He TpsdBa fa ce npuilara MOBTOPHO JIEYEHHE.

OOpuBHT € ChOOLIABAH H KATO YacT OT CHHAPOMA Ha CBPBXYYBCTBHTENHOCT, KOHTO BKIIOYBa
pa3IHYHH CHCTEMHH CHMITTOMH KaTO MOBHINEHa TEMIIEpaTypa, TuM(paaeHONIAaTHs, OTOK Ha JIHLETO,
NPOMEHH B KPBBHATA KapTHHA H QYHKUMHTE HA depHES Apod (Bxk. Touka 4.8). TexecTTa Ha
KITHHUYHHUTE NPOSABH HA TO3H CHHAPOM € pa3iMyHa MPpH OTACJAHHUTE NMALMEHTH, KaTO B PEIKH ClTyian
MOXKeE Ja I0BEJIE A0 pa3sBHTHE Ha JUCEMHHHpPAHA BETPECHAOBA KOArynalys 1 MyJTHOpraHHa
HeAOCTATBYHOCT. BaykHO € 3 ce HMa npeABU, Ye paHHUTE MPOSBH HA CBPBLXIYBCTBHTECTHOCT
(HanpHMep TIOBHIIIEHA TEMIIEpATypa, TuMpaJeHONnaTHs) MOraT 2a ce NpoABAT Oe3 mospa Ha OOpMB. |
[Tpu ycTaHOBABaHE Ha MOAOOHHK NPU3HALK H CHMITTOMH € HeoOX0AuMa He3abaBHa OLICHKA Ha
CHCTOAHHETO HA NMALUEHTA B CIMpaHe MPUIOKEHUETO Ha JJAMOTPIDKHH [IpH JIHIICA Ha Apyra
€THOJIOTHA 33 pa3BHUTHE HA TE€3H PEaKIHH. :

B nioBedeTo ciTy4yan aceNTHYHHA MEHHHTHT € 00paTHM NPH CIIMpaHe NMpHeMa Ha JIEKapCeTBOTO, HO NpH
HAKOH CJIyYaH Ce MOBTapA NMpH HOBTOPHA ynotpebara Ha naMoTpipkkH. [loeropHarta ynorpeba Boau
10 OBp30 BE3CTAHOBABAHE HA CHMITTOMHTE, KOWTO 4eCTO Ca [10-TeXKKH. [IpueMsT Ha TaMOTPIDKHH HE
TpaOBa Aa ce Bb30OHOBM NPH NALKMEHTH, NMPU KOHTO € CIIPAH NOPaIX aCENITHYCH MEHHHTHT, CRBP3aH C
NpeaMIIHO JICYEHHE ¢ JIAMOTPHKHUH.

HMa cp110 CLODICHHA 32 peaKIHH Ha (POTOUYBCTBHTEIHOCT, CBBP3aHHU ¢ yrioTpedara Ha TaMOTPHXXHMH
(Bk. TouKka 4.8). B HakonKo ¢cyuas peakuHgTa € HaCTRIWIA IPH Bicoka o3a (400 mg wi noBeye),
P NOBHIIABAHE HA [103aTa WIH NpH Obp30 BE3X0ALIO THTPHPAHE. AKO IIPH NALMEHT, KOHTO
NpoABABA IIPH3HALWM HA GOTOYYBCTBUTEIHOCT, MMa CBMHEHHE 34 CRBP3aHA ¢ TaMOTPH)KHMH
(pOTOUYBCTBUTEMHOCT (Hanp. NPEKOMEPHO CILHYEBO H3rapsHe), TpaOBa aa ce 0OMHUCIH NpeKpaTABaHe
Ha JIEHEHHETO. AKO NMPOAKDKABAHETO Ha JICUSHUETO ¢ TAMOTPHKHH CE€ CUMTA 33 KIHHHMHO
000CHOBAHO, MAHMEHTHT TPAOBa na ObAe NOCHEBETBAH Aa M30ATBA H3JIAraHE HA CIILHYEBA CBETIIHHA H
Ha H3KycTBeHa UV cBeT/iHHA M 13 B3eMa NPEANa3Hi MepKkH (Hanp. M3MOM3BaHe Ha 3aLMTHO 00JIeKI10

H CITBHIE3AIIUTHH KPEMOBE).

XemotarouuTHa nuMmdoxuctrouuToza { Haemophagocytic lymphohistiocytosis, HL.H)

HLH e crobimeHa npy naieHT, KOUTO TIpUEMAT JTJaMOTPHXKKH (BX. Touka 4.8). HLH ce -
XapaKTePH3HPa ¢ MPH3HALM ¥ CHMITTOMH KaTO MOBHIIIEHA TEMIEpaTypa, cOpHB, HEBPOIOTHYHH
CHMITTOMH, XENAaTOCIUVICHOMEranus, TAM(PAAeHONATHA, LIHTONIEHUH, BHCOKH CTOHHOCTH HA CEpYMCH
bepUTHH, XHNEPTPUTITHLEPHACMHS, OTKIIOHEHHA BLE (YHKLHMATA Ha YEPHHA Ap0oO B KoarynanmA.
CHUMITOMHTE HACTBNBAT OOMKHOBEHO B PAMKHTE Ha 4 CeIMHLH OT HAYANIOTO HA JICYEHHETO.
XemoparollHTHaTa THM$POXHCTHOLIMTO3a MOKe. Aa OB€ )KUBOTO3aCTpalllaBallia.

[TamentuTe TpaOBa aa Ovaar vrdopMHpanH 3a ciMnToMuTe, cBbp3anu ¢ HLH n TpaOpa
AOCBBETBAHH Ja NOTHPCAT He3a0aBHO MEAMIHHCKA NMOMOILL, aKO NTOIYYaT TE3H CHMIITO
Ha JICYEHHETO C JIAMOTPMKHH,

aKO MOXE /1 C€ YCTAHOBHU APYTa €THONOIMS 38 Pa3BHTHETO HA TE3U PEAKLIHH,
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Bioiiasade Ha KIMHHYHOTO CHCTOSHUE M CYHIMIEH PHCK

[1pu nauxenTn, nekyBanu ¢ AEJI o pa3iu4HH 10Ka3aHMs, BKIIOYHATEIIHO EMHIENCHS H GUIIOIIpHO
Pa3CTPOHCTBO, ca CbOOINaBaHN CYHLIMIHH MMCJIM ¥ OBEACHUA (CYHLMIHOCT). ENHH MeTa-aHanH3 Ha
paHIOMU3HPaHH IJIanebo-koHTponupanu w3anuTBanug Ha AEJ] nokaspa ¢1abo NOBHIOEH PUCK OT
CYHMIIHHO MOBeJACHHE. MeXaHH3MET Ha TO3H PHCK HE € ACeH W HATHIHHUTE JaHHH He H3KJTIOUBAT
Bb3MOXKHOCTTA 3a MMOBHINEH PHCK NPHU JTAMOTPIKHH.

[Topaau TOBa, 0 BpeMe Ha JICUEHHETO ¢ NAMOTPKGKHE MALHEHTHTE TpAOBa Aa 6bAAT NMpocneasBaHH 3a
[PH3HALN HA CYMIIHAHH MHCJIM ¥ NIOBEACHHE H Ja ce mpeanpHeMe NOaXoAsio neuenne. Ilanuesntare
(M XOpaTa, KOUTO Cce MPHXKAT 3a TAX) TpAOBa J1a Ce NOCHBETBAT 13 IOTHPCAT JEKAPCKH CBHBET, B CIIyuai
4€ C€ NOABAT [IPUIHALIH 32 CYHIIMAHH MHCIIY Y [TOBEXCHHE.

[Ipr naumeHTHTE ¢ GHNMONAPHO PA3CTPOHCTBO MOXKE /12 HACTBIIH BIOINABAHE HA ACMPECHBHUTE
CHMITTOMH H/WIIH NMOABA Ha CYHMUMAHOCT HE3aBUCHMO JAJIH IIPHEMAT HIK HE MPHEMAT JIEKapCTBa 34
ICYEHHE Ha OUNONAPHO Pa3CTPOHCTBO, BKIHOYHTENHO TaMoTpkkHH. [lopaay ToBa NalMeHTHTE,
pHeMally EnHTpikHH 3a OUnonsapHo pascTpoiicTro Tpa0Ba Ja 651aT BHUMATETHO NPOCASASBaHH 32
KJITHHHYHO BJIOLIABAHE HA ChCTOAHHUETO ( BKJIFOMHTENIHO TI0ABA HA HOBH CUMIITOMH) H 32 CYMLHAHOCT,
OCOOCHO B HAYAIOTO Ha Kypca Ha JIeYeHHe WIM MpU NIPOMEHH Ha No3aTa. Hakou MalMeHTH, KaTo
HaNpHMeEp TakK¥Ba ¢ aHaMHe3a 3a CYMUMAHO MOBEACHHE WIH MHCIIH, BL3PACTHH B MJ1aja BE3pacT WIH
MalHEHTH ChC CHUIIHO U3Pa3eHH CYHUHUIHU UACH NpeaH HAaYaJloTO Ha JIeYeHHeTOo, H3IJIEXKa ¢a ¢ Io-
BHCOK PHCK 32 MHCJIH H OIIHTH 332 caMOyOMIicTBO U TpsabOBa na ObaaT npocaengBadiH BHHMATENHO T10
BpEME Ha JICYCHHETO.

Tpsb6Ba na ce 06MHCTH NpOMAHA Ha cXEMATa 3a JeUcHHe, BIIIOYHTETHO BE3MOKHO NPEYCTaHOBABAHE
NpUeMa Ha JICKapCTROTO, NPH MMALHEHTH ¢ BIOMIABaHe HA KIIMHHYHOTO ChCTOSHHE ( BKIIIOYHTEAHO
nosBa HA HOBH CHMITTOMH) H/HJIH MOABA HA CYHLIMIHH MHCTH/TIOBEACHHE, 0COOEHO 8KO CHMITTOMHTE
Ca TEKKH, BHE3AIHO NOABABALIY C€ WX HE ¢a YaCT OT HACTOALUMTE CHMIITOMH Ha ITALHEHTA.

XOPMOHAJIHH KOHTPALIEITHBH

Edhexmu na xopmonaunume xonmpayenmuey 6vpxy equkacHocmma Ha AaMompuisCun

YCTaHOBEHO €, 4¢ KOMOWHaLMATa eTHHIJIeCTpaauo/ieBoHoprectpen (30 ug/150 pg) nosuimaea
KIIHPBHCa Ha JIAMOTPHXXHH TPHOJIM3UTENHO IBa ITbTH, KOETO BOAH A0 HaMaJIdpaHe Ha CTOMHOCTHTE HA
JIAMOTPHXKMH (BXK. TouKa 4.5). [ToHmxaBaHeTO Ha KOHUEHTPALMHATE HA JAMOTPHKHH € CBBP3AHO ChC
3ary0a Ha KOHTpPOJ BBPXY NPHIAAbUMTE. 33 MOCTHraHe Ha MAKCHMAJIEH TEPANIeBTHYEH OTIOBOP B
MOBEUCTO CIy4Yan MOXKe Ja € HeOOXOAMMO 4pe3 THTPHUpaHE Ia C€ JOCTHIHAT NO-BUCOKH MOARXBPYKALLH
AO3H Ha TaMOTPIOKHH (MPHOJIHW3UTEITHO ABA ITETH NO-BHCOKH). IIpK npeycTaHOBABAHETO HA HpHEMA HA
XOPMOHAJTHHTC KOHTPALUCNTHBH, KIIHPBHCHT Ha JIJAMOTPHAKHH MOXKE A4 HAMA/ICE HANOJIOBHHA.,
IlopuinaBaHeTo Ha KOHLEHTPAMHTE HA IAMOTPHXKHH MOKE Ja 6B/1e CBBEP3aHO C A0303aBHCHMH
HeXKe1aHH ChOUTHA. [10 Ta3H rpuYHHA CHCTOSHHETO HA NALMEHTHUTE TPpAOBa Ja 6be NpoCIeAsBaHO.

[1pu xeHu, KOMTO He IPUeMaT HHAYKTOP Ha TIIOKYPOHHPAHETO Ha JAMOTPIDKHH H €A HA XOPMOHAJIEH
KOHTPALIENTHB, YHATO CXE€Ma BKJIIOYBA €JHA CEAMMLIA HA HEAKTHBHO JICYEHHE (ceAMHLA De3 NpUeM Ha
KOHTPALCTITHB), € YCTAHOBEHO [OCTEMEHHO BPEMEHHO MOKAYBaHe HA HUBATAa Ha JJAMOTPHXHH 110
BpEME Ha ceMHllaTa 0€3 PHeM Ha KOHTpadenTHB (BX. Touka 4.2). BapHauuKTte B HUBaTa Ha
NaMOTPHIKHH OT TO3H HOPAABK Morar Ja ObIaT CBBP3aHH ¢ HeXeJTaHW peaKilyy. 3aToBa TpadBa 1a ce
oOMucaH ynoTpebaTa Ha KOHTpaUenuua 6e3 cenmuia 63 MpHEeM Ha KOHTPALENTHB KaTo JIEYeHHE OT
ObpBa JIMHKA (HATIPHMEP NMPOABIDKUTETHA XOPMOHAIIHA KOHTPAUEIINS HIH HEXOPMOHAIHH METOIH).

He ca npoexnanu npoy4yBaHHA 3a B3aHMOASHCTBHA ¢ IPYIrH NEPOPATIHH KOHTPALIEIITHBH I
XOPMOHA/THH 3aMECTUTEJIHH TEPAITMH U JITAMOTPHIKMH, BBITPEKH 4€ € Bh3MOXHO Te /1a 10
papMaKOKHHETHYHHTE MIAPAMETPU HA JIAMOTPYIKHH 10 IOA00EH HAa4UH.

Epexmu na ramompusxcun 6upxy eurackocmma Ha XOPMORQIHUINE KORMPAYENMus
Pesynrarute OT NpoyuBaHe 3a B3aUMOACHCTBHA Ipu 16 3apaBu J0OPOBOJIKY NOKa3Ba
€AHOBPEMECHCH MPHEM Ha IAMOTPHXKHH H XOPMOHAJICH KOHTpalenTHs (KoMOHuHa1us

12
NO10



€THHINECTPAHOII/JIEBOHOPTeCTPEN) € HAJTHIIE YMEPEHO YBeHYeHHE Ha KIIHPBHCA Ha JICBOHOPrecTpe)l
H IIPOMEHH B cepyMHUTE onnkynocTumynurparn xopMoH (FSH) u nyreransnpain xopmoH (LH) (Bx.
To4Ka 4.5). He e u3sicHeHO BNUSHHETO Ha T€3H HPOMEHH BbPXY OBapHATHATA OBYJIATOPHA AKTHBHOCT.
He Moxke 06aue na 6bae H3KTI0YeHa BE3MOXHOCTTA NIPH HAKOM HAlMEHTH, IPAEMANIH JIAMOTPHXKUH
3a€HO ¢ XOPMOHAJIHH KOHTPALIEIITHBH, TE3X NPOMEHHM A4 NMpeANU3BAKAT HAMAJIIBAHEC Ha
KOHTpalleNTHBHATa e(pUKaCHOCT. 3aTOBA TE€3H NMALMEHTKH TpAOBa fa ObaaT HHCTPYKTHPaHH J1a
CHOOIIABAT 32 NPOMEHM B MEHCTPYAJIHHA CH 1IHKBJ1, HAIIP. MPOOHUBHO KbPBEHE.

M| poctonar penykrasa

JlamoTpikun BMa ciab uHxHOUTOpeH eekT BEPXY peAyKTa3ara Ha AUXHApoQoIueBaTa KHcelIHHa.
[To Ta3n nMpuYMHA NPY IPOABIDKHTEIIHO JICUSHHE MOKE JIa NOBJIHAE (POIATHHA METaOOIH3EM (BiK.
TouKa 4.6). Benpeku ToBa, npH NPOABLIKUTENHO JICYEHHE C JAMOTPH)KUH TPH X0pa HE C€ YCTaHOBABAT
3HAMMTE/IHH IPOMEHH B XeMOTJIOOMHOBAaTA KOHLIEHTpaLKA, cpeJHHA 00eM Ha epUTPOLIUTHTE H
CEPYMHHTE HJIH EPUTPOLIMTHH KOHLICHTpalMK Ha osaT 3a nepHo;, AC €AHa roavHa. He ce yeraHoBsaBa
IPOMSAHA H B KOHHEHTpauuuTe Ha osiaT B €PUTPOLIMTHTE 34 MEPHOA A0 5 FOJHHU.

bLOpeUHa HEIOCTATHPYHOCT
Ilpu u3cneaBaHHs Ha NAIMEHTH ¢ TepMEHATHa OBOpeyHa HEeJOCTATHYHOCT MPH TIPHIIOKECHHE HA

€JHOKpaTHA 1032 JAMOTPH)XMH HE €€ YCTAHOBABAT CTATHCTHYECKH 3HAYHMH NIPOMEHH B TLTA3MEHHTE
KOHLICHTPALHH Ha JIaMOTPYoKHH. BBIipexu ToBa, Moxke Ja Obae 09akpaHO KyMyJlMpaHe Ha
rMOKYpOHUpaHua MeTabosiur Ha NMpoaykTa. [IpenopsuBa ce MOBHIIIEHO BHUMAHHE TIPH JICUEHHE Ha
nauueHTH ¢ OBOpeYHa HEMOCTATHYHOCT.

Il €HTH, IEKVYBaHH C ¥ IIpo H, ChABbDMKAUIM JTAMOTPDHKMH
EnurpuwkuH He TpaAOBa 1a ce rpHnara 0e3 KOHCYJITalUA C JIeKap npy NandeHTH, JICKYBaHH
IIOHACTOALEM ¢ APYTH NPOAYKTH, ChAbPKALLH JIJAMOTPHKHH.

EKI" tvn Brugada u aApyru HapyiieHUs Ha CbpACYHHA PHTHM M IIPOBOANMMOCTTA
[1pn nanMenTH NEKYBaHH C JIAMOTPHIKHH € ChOOIIEHO 32 apUTMOreHHO HapyuleHHe ¢ue ST-T

aHoManus ¥ xapakteped EKI tun Brugada. Bp3 ocHOBa Ha in vitro HaXoJKd NaMOTPHXKHH
MOTCHLIHAIIHO MO)Ke Ja 3a0aBu KaMepHaTa npoBoauMocT (pasiupasade Ha QRS) u 1a vHayLmpa
IPOAPUTMHA B TEPaNeBTHYHO 3HAYAMH KOHLICHTPALMH NPH MALHEHTH ChC CHPACYHH 3a00/I9BaHHS.
JIaMOTpPHXKHH NEeHCTBA KaTo ¢1ab0 aHTHAPUTMUYHO CPEACTRO Kaac IB cbe CBBP3aHH NOTEHLIHAIHH
PHCKOBE 3a CEPHO3HH WJIH NETATHH ChPIACYHH ChOUTHA. ENHOBPEMEHHOTO NPHJIOXKEHHE Ha APYTH
0710KepH Ha HATPHEBHUTE KAHATH MOXKE NOMLIHUTEIHO A3 NOBHINY PHCKOBETE (BXK. Touka 5.3). B
TEPaANeBTHYHH 1034 10 400 mg/neH JaMOTPpUXKHH He 3a0aBg kKaMepHaTa [IpOBOAMMOCT (pasiliUpsBaHE
Ha QRS) 1 He npyunHABa yanpkapaHe Ha QT npH 3aApaBH JTHLUA B LANOCTHO npoyysaHde Ha QT.
Ynorpebata Ha NaMOTPIKHH TPSOBAa BHEMATENIHO J1a c€ OOMHCIH TPH MALMEHTH S KITHHHYHO
3HAYHMH CTPYKTYPHH HIH PYHKUHOHATHH CHpAeYHH 3a00N9BaHHA KaTO CHHApOoM Ha Brugada wim
AOPYIH CBPACYHH KAHAJIONATHH, ChPAEYHA HEAOCTATHYHOCT, HCXeMUYHA O0JIECT Ha ChPLETO, ChpACYEH
610K HJIH KaMepHH apUTMHK. AKO YIIOTpebaTa Ha JIAMOTPHXHE € KJIMHHYHO OIPaBJiaHa NMPH Te3H
MalHeHTH, TpsAOBa Ja ce OOMHCIIH KOHCYJITAIIHA ¢ KapaHoJIOT, PEIH J1a CE 3all0YHE IPHIOKEHHE Ha
JTAMOTPHKHH,

PasBUTHE Ha aeliaTa
Hama gaHHH 3a eekTa Ha NaMOTPHKHH BLPXY PacTexka, MOJIOBOTO Ch3PABAHE H KOTHHTHBHOTO,
€MOLIHOHAJIHOTO W NOBEASHYECKOTO Pa3BUTHE HA Jieliara.

lIpennasHy Mepku NIpU eNUISICHA
Kakro npu apyru AEJ], BHe3amHOTO criMpaHe Ha mpHeMa Ha JIAMOTPHXKHH MOXKeE [a AOBEJE 10 HOBA
N0jABa HA NpHNaAbUM. JlozaTa Ha JTaMOTPIDKUH TpAOBa f1a Obae nOHMKABaHa MOCTENEHHO 34 MEPHO

NpeKpaTiBanc Ha JICHCHHETO,

Criopen AaHHU OT JIMTEPATYpaTa MPH MALMEHTH C TEXKH KOHBYJICHBHH OPMH Ha €
BKITKOUMTEINHO status epilepticus, MOXe 1a ce pa3BHe pabZoMHONH3a, MYJITHOPTaHHaA |
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ARCCMHUHNHDPaHa BhTPECHA0BaA KOaryaonaTHi, B HIKOH CITyYaH € JeTall€H H3XO0A. OnucBaHH ca HO,.[[USHH
CJIIy4aH, CEBP3AaHHU C MPHIO0XKCHHETO HA JIAMOTPHXHH.

Moxe fa ce HabmogaBa KIIMHUYHO 3Ha4MMO BJIOIIABAHE B YECTOTATA Ha MPHIAIbIHTE BMECTO
nonodpenue. [lpy nauneHTH ¢ Nopeye OT €AWH THI NPHNANBLM, YCTAHOBEHATA 10133 OT KOHTpOJIa Ha
€IMH THI NpUnaneK Tpabea aa ObA€ MpelieHeHa Cpely KaKBOTO H Ja € HaOMoAaBaHO BJIOLIABAHE MPH
JIPYTHTE THIIOBE NIPUNAIBLIH,

MHoKTOHHYHHTE MPHITAABLH MOXC Ja OBAAaT BNOLIEHH OT JaAMOTPHXKHH.

Hanuue e npeanonokeHue OT HATHYHHTE JaHHH, Y€ OTrOBOPHTE NPH KOMOUHALIHATA ¢ €H3HMHH
WHTYKTOPH ¢a N10-C/1a0K B cpaBHeHHe ¢ KOMOMHALMATA C aHTHENTWIEIITHYHH CPEACTBA, KOHTO HE
HHAYUHpAaT eH3uMH. [ lpuurHaTa HE € H3ACHEeHA.

[Ipu Aena, KOUTO NpHEMAT JTAMOTPIOKHH 3a JIeU€HHEe HA THITHYHH a0CaHCH, € BE3MOXHO €(PHKaCHOCTTa
Jia He C€ MOAAbpiKa NPU BCHYKH NALUCHTH.

[IpeanasHu MepkH npu OHNONAPHO Pa3CTPOHCTBO

. Heya u ronouw noo 18 codunu
JIeYCHHETO ¢ aHTH/IETIPECAHTH € CBBP3aHO ¢ MOBULLIEH PHCK OT CYULIMIHH MHCIIH H TIOBEJICHHE NMPH
Aelia H YOHOIIH ¢ IoJIAM ACTPECHBEH €MW30 M APYTH NCUXHYHH Pa3CTPOHCTBA.

TloMOIIIHH BelecTBa B EnuTpukuA TabneTku
Tabnetkure Enutprkun Chabpikart JlakTo3a MOHOXHApAT. [lalpeHTH ¢ peAKH HACTIEACTBECHH

npo0aeMH Ha HEOHOCUMOCT KbM raiakTo3a, IMbJISH JaKTa3eH AePHIIUT Wil INIIOK030-TA1aKTO3Ha
manabcopOLns He TpAOBa 1a MpHEMAT TOBA JIEKAPCTRO.

4.5. BsauMoaelcTBHE ¢ APYIrH JeKAPCTBEHH OPOAYKTH H JApYrH ¢$opMH Ha B3aHMO/ICHCTBHE

H3nuTBanKA, CBBP3aHH C JIEKAPCTBEHU H JPYTH B3adMOIECHCTBHIA, Ca TIPOBEXAAHH CaMO IpH
BE3PAcTHH MMALMEHTH,

Ypuaun 5-mudocdo (VJD)-rmoxyponun tpancdepazute (UGTs) ca naeHTHQUUMpPAHH KATO
€H3HMHTE, OTTOBOPHH 3a MeTabon3Ma Ha naMoTpxkuH. ETo 3am1o, BellecTBaTa, KOUTO HHIYLIMpaAT
HJIH HHXHOHPpAT IMIIOKYPOHHAHPAHETO, MOTAT A OKAXKAT BIWAHHE BLPXY IPHMBHAHHA KIHPEHHC Ha
naMOTpHkuH. CHITHM UM YMepeHH HHAYKTopH Ha uuroxpoM P450 3A4 (CYP3A4) ensumure, 3a

. KOHTO CBILO € H3BECTHO, Ue ca HHaykTopy Ha UGTSs, MoraT ChIlIo 1a YCKOPAT MeTabo/IH3Ma Ha
JTAMOTPHIKHH.

Hsama aaHeK, ye TaMOTPHAXUH NPEeAH3BUKBA KITHHHYHO 3HAYHMMO WHIYLIMPaHe WIH HHXMOMpaHe Ha
uuToxpoM P450 ensumure. JlaMOTpHIKHH MOKe 21a HHAYUMpa cBOsA COOCTBEH MeTa0ONMM3ILM, KaTo TO3H
€(EKT € yMEPEHO NPOSABEH H HAMA KIMHUYHO 3HAMUMH [IOCIeACTBHA.

JlexapcTBa, 3a KOMTO € YCTAHOBEHO, Y€ HMAT KIHMHHYHO 3HAYUMO BIIHAHUE BBPXY MeTabo/IHM3Ma Ha
TAMOTPHIKHH, ca rocodeHH B Tabnuua 6. CneunpHYHH NpenopsKH 38 AO3HPOBKA OTHOCHO TE3H
JIEKaPCTBEHH NIPOAYKTH Ca MPeJA0CTABEHH B TouKa 4.2, B nons/iHeHHe Ta3H TabnHLa U30pogBa Te3H
JIEKAPCTBa, 3a KOHWTO € JOKA3aHO, Y€ HMAT MAJTBK HJTH HAMAT €(PEeKT BbPXY KOHLEHTPALUATE Ha
AaMoTpkHH. [lo npuHUMND He ce 04aKBa €AHOBPEMEHHOTO MPHJIATaHE HA TAKHBA JIEKAPCTBA 14
NOBEJIE N0 HAKAKBO KJIMHHYHO Bb3ACHCTRHE. Bbnpeku Toka Tpsabea /1a ce 00bpHE BHHMAaHHE Ha
NALMEHTH, YHATO SMANENCHA € 0COOSHO YYBCTBHTEIHA KbM KOJIeOAHHATA B KOHLIEHTPAllHATE
NTaMOTPHKHH.

Tabauya 6. Egdexmu na opyu aexapcmeeny BRpOOYKmy 6bpXy MOKYPOHUPAHEMO |
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JlexapcTBenn
HPOAYKTH, KOUTO
3HAYHTENHO HEXHOHpAT

JlekapcTBeHH NPOAYKTH, KOHTO
3HAYHTEIHO HHAYLHPAT
rAIOKYPOHHPAHETO HA JIAMOTPHKHH

JlekapcTBenH HPOIYKTH,
KOHTO HE3HAYHTEJIHO
HHXHOHPAT HIH

IMIOKYPOHHPAHETO HA HHEAYOHpAT
JIAMOTPHXHH FINKYPOHNHPARETO HA
JAMOTPHKHH
Bannpoat (DeHHUTOHUH OxckapbazenuH
Kapbamazenuu Menbamar
®eHobapbuTan I"'abaneHTHH
IIpumuaon JepeTnpaueram
PudamMnuimH ITperabaiuH
JIoMMHABHpP/pHTOHABUP Tonupamart
KomGuHaimara
3oHn3aMu
ETHHIIECTPAAUON/IEBOHOprecTpen®
ATazaHaBHP/pUTOHABUP™® JInTHii
BbynponHoH
Onan3zanvn
Apununpazosn
[lTapaeTamod
JlaxozamMu
IIepamnanen

*3a ykasanns npu gozHpane (BxK. Touka 4.2), ChIIO0 32 KEHH NPHEMAI XOPMOHAIHH KOHTPALEITHBH
BIDKTE CHIO XOPMOHAIHH KOHTPALICIITHRH B TO4YKa 4.4,

B3avMONEHCTBHSA ¢ aHTHENWJIEITTHYHH JIEKApPCTBA

Bannpoat, kolTo HHXHOHpa FMOKYPOHHUPAHETO Ha JIAMOTPHOKHH, 3a0apa MeTaboni3Ma Ha
JIaMOTPUAMH B YABJDKABA CPEAHUS MOJIYKMBOT HA JJAMOTPIOKHH IpHOIM3MTENHO ABa MeTH. [1pn
MMaLHEHTH, MO/I0KEHH Ha CHITBTCTBAINA Tepanus ¢ BaNNpoaT, TpaOBa a ObAe NpUIaraH MoaXoAsIl
nededeH mnaH (Bx. Touka 4.2).

Onpeaeneny AEJI (karo dheHHTOMH, kapbaMazenuH, peHoOapOUTan U NPUMHAOH), KOHTO HHIYLIMPAT
uuToxpoM P 450 enzumure uaayuupar cbito UGTSs, mopaad koero yckopsaBaT MeTabomH3ma Ha
namMoTprkHH. [Ipy manweHTH, noyyapauiyd CHITBTCTRALIA TEpanus ¢ (PeHUTOHH, KapOaMa3eHH,
(penobapbuTan wim npuMHIOH TpSORa Ja 6bAe NpuiaraHa noaxoadila TepaneBTHYHa cxeMa (BxK.

Touxa 4.2).

Ipu BKJIFOYBaHE HA KapOaMa3€NWH B XOAa HA JICUEHHE ¢ JIAMOTPHDKHH ce OIMCBA PA3BUTHE HA

CHMITTOMH OT CTpaHa Ha LEHTPaJHaTa HEPBHA CUCTEMA, BKIIIOYUTENIHO 3aMasHOCT, aTaKCHs, NBOHHO
BHDK/IAHE, 3aMEIJICHO 3peHHE U rajieHe. Tezu cx0UTHI OOMKHOBEHO OT3BYYaBaT NPH NOHWKABAHE HA
nosara Ha kapbamasenuH. [lonobHu edextn ca HabmoaaBaHK Mo BpeMe HA H3IKUTBAHE ¢ TaMOTPHKHH
M OKCKapOa3enHH NIpH 3paBH Bb3PacTHH AOOPOBOIILH, HO HE € MpOYYBaHO NOHMXKABRAHE Ha 103aTa.

B nuTeparypata HMa cp001L0eHHA 3a OHKEHH KOHIEHTPALHH Ha JTAaMOTPHKHH IIPH [IPHEM Ha
JTaMOTPH>XHH B KOMOHHa1M4 ¢ okckapdasenun. Odade, B IPOCTIEKTHBHO HPOYYBaHE NPH BE3pacTHH
3ApaBy A0OPOBOIMA Npy pueM Ha ao3u o1 200 mg namotpukud 1 1200 mg okckapbazenuH, €
yCTaHOBEHO, Ye OKCKapOa3enuH He NPOMeHs MeTalbomH3Ma Ha JIAMOTPHXKHH H JIAMOTPHKHH HE
MpOMEHsA MeTabonuzMa Ha okckapOa3enuH. 3aTOBa NPU NALMEHTH, IPHEMall¥ CBITBTCTBAIIA TEPanMs
¢ OKcKapOasenHH, Tpa0Ba Ja ce U3MON3Ba CXeMa Ha JIeUeHHE 3@ KOMOHHHUpaHa TepanHa ¢ JJaMOTPHKHH

fe3 Bannpoar u 63 HHAYKTOPH Ha MIFKYPOHHPAHETO HA JJAMOTPIKHH (BK. Touka 4.2).

TIpx npoyuBaHe ¢bC 3paBH JOOPOBOIILIH, €THOBPEMEHHOTO NPUWIOKEHHE Ha pendamar X %w
(1 200 mg nBa mbTH AHEBHO) ¢ MaMOTPHKKH (1 00 mg aBa opTH AHeBHO 33 10 IHH) He '

KIIHHHYHO 3HaYHMH e(PEeKTH BBPXY (PapMAKOKHHETHKATa Ha JIaMOTPHKHH.

NQ1G
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Ha ocHORaTa Ha PETPOCHCKTHRCH aHAJIN3 Ha IVIa3MCHHTC KOHIICHTPALHH ITPH MNMAIHCHTH, [IPHCMAJTH
JIAMOTPHIKHH C U Oes l"aﬁaﬂeHTHH, H3TrACA A UC rabaneHTHH HE NpPOMCHA KITHPBHCA HA JIAMOTPpHHH.

[TloTeHuIHanHKUTE B3aMMOAEHCTBHA MEXKY JIEBETHPALISTaM H JIAMOTPHKHH €4 M3CII€ABAHH 4ype3 OLeHKa
Ha CEPYMHHTE KOHLUECHTPALIMH Ha JBETE JIEKAPCTBA MO BpeMe Ha IU1aleb0-KOHTPOIHpaHH KIHHHYHH
H3MMTBaHHA. Te3H N1aHHM NOKA3BaT, Y€ JaMOTPHXKH HE MOBIHABA (HapMAKOKHHETHKATA Ha
JICBETHpALICTaM U Y€ JICBETUPALICTAM He MOBJIHABA (apMaKOKHHETHKATA HA JJAMOTPHKHH.

Haii-HuckHTe TUTA3MEHH KOHLUEHTPAIWH HA JTAMOTPHKHH B CTALIMOHAPHO CHCTOSHHE HE CE NMOBJIHABAT
OT CBITETCTBALLIHA NpueM Ha niperabanuH (200 mg, 3 mbTH Ha geH). He ca ycTaHOBEeHH
(hapMAKOKHUHETHYHH B3aHUMOJAEHCTBHA MEXKAY JTAMOTPIDKHH H IIperabajiuH.

TonupaMaT He NMpEeIU3BMKBA NPOMSHA B TUIa3MEHHTE KOHLISHTPALMM HA JJAMOTPHAKHH. 1 IpHNOXKEHHETO
Ha JJaMOTPHXHH BOAH 110 15% moBMLlaBaHe HA KOHLIEHTpAUHKUTE HAa TOIIHpaMar.

B eaHO M3NHTBaHE NpH NALKEHTH C SMHIENICHA, €THOBPEMEHHHKSAT NIpHeM Ha 30HH3amMuA (200 ao
400 mg/neH) ¢ namorprkuH (150 no 500 mg/nen) 3a 35 AHHA He e HOBeN AC 3HAYHMH €(PEKTH BBPXY
(hapMaKOKHHETHKATA HA JIAMOTPHKHH.

B 11anebo-KOHTPOTHpaHo KIHHHYHO NPOyYBaHe NpH NMALMEHTH ¢ ApLUHATHH I'bPUOBE TUIA3MEHHTE

KOHLIEHTPALMH Ha JTaMOTPHXKHH He C€ TIOBJIHABAT TIPH €IHOBPEMEHHO NpHIoKeHHUE ¢ makosamuj (200,
400 unu 600 mg/nen).

B 06obiiieH ananu3 Ha JaHHHUTE OT TpH M1ale00-KOHTPOIIHPaHH KIIWHHYHH NIPOYYBaHHA, H3Cie1BaLH
€AHOBPEMEHHO MPHIOKEHHE HA NEepaMIIaHEN NIPH NALKMEHTH ¢ NaplIHAIHH H IIEPBHYHO
reHEPATH3IHPAHH TOHHYHO-KIIOHHYHH I'EPYOBE, HAH-BHCOKATA OLICHEHA 032 OT nepamnaHe

(12 mg/nen) noBMIIaBa KIMPBHCA HA JIAMOTPHXKHH C Io-Manko ot 10%.

Bbnpeku de ca cr0011aBaHH IIPOMEHH B TUIA3MEHHTE KOHLIEHTpauKu Ha apyru AEJL B
KOHTPOJIMPAaHHTE H3NHUTBAHHWA HE € YCTAHOBECHO JaMOTPHXKHH Ja IMOBJIHABA IUTa3MEHHTE
KOHLICHTpaLlMH Ha eTHOBpeMeHHO npunaranvre AEJL. JlaHHATE OT in vitro H3INHTBaHHA [IOKa3BaT, Y€
JIAaMOTPHXKHH He H3MecTBa Apyru AEJ] oT MecTtara Ha CBBP3BAHETO UM C IUTA3MEHHUTE NMPOTEHHH.

Baaﬂmogeﬁm‘me C APYI'H NCHXO0AKTHBHH CPCACTBA

PapMaKOKHHETHYHUTE CBOHCTBA HA TUTHH cilex npueM Ha 2 g 6e3BOJICH IMTHEB ITIIOKOHAT, IpHEMaH
JBa ITbTH JHECBHO 32 NIeCT AHM oT 20 34paBy JIHIA, HE ce MTPOMEHAT NPH EJHOBPEMEHHOTC MY
npuiarase ¢e¢ 100 mg/aHeBHO NaMOTPHIKHH.

MHuorokpaTHHMTe IEpOpaiHy 1034 OYNPOIIHOH He OKa3BaT CTATUCTHYECKH 3HAYHMMH C€(PEKTH BBPXY
(apMaxOKHHETHKATa Ha eMHOKpaTHA J103a NAaMOTPHXKMH IpH 12 NH1a, KaTo e HabaraaBaHO CaMo JIEKO
yBeHYeHHEe Ha AUC Ha NaMOTpPHXKHH TTIOKYPOHHL.

IIpy elHO M3NMTBaHE ChC 3JpaBH BB3PACTHH Z0OPOBONLIM NIPUEMBT Ha 15 mg ollaH3anmyH NOHH)KABa
AUC ¥ Cnax Ha TaMOTPHKHH CHOTBETHO cpeliHO ¢ 24% n 20%. He ce ouaxksa noBIHgBaHe OT TaKaBa
BEJIMYMHA Ja MMa KIIMHUYHO 3Ha4YeHHe. Y CTAHOBEHO €, ue npHeM Ha 200 mg 1aMOTpHKHH HE
NoBJIHsABa (apMAKOKHHETUKATA HA OIAH3ATIHH.

MHOroKpaTHHTE NMEPOPATIHU A03H NaMOTPoKMH oT 400 mg AHEBHO HE OKa3BaT 3HAYUM KJIHHHYEH
eeKT BBEpXY (papMaKOKHHETHKATA Ha €JHOKpATHA /1032 OT 2 mg pHCNepuaoH npH 14 3apasu

Bb3pacTHH AoOpoBonuy. Cles egHOBpeMEHEH NPHEM Ha PHCIIEPHICH 2 mg ¢ TAMOTPHXKKEH, 12 ot

PMCHEPHIOH, H HUTO €HH NPH CaMOCTOATENHHA [PUEM Ha JJAMOTPHKHUH.

B npoyusaHe npH 18 Bp3pacTHH NalMeHTH ¢ Tun | SUnonspHo pa3cTpoHCcTBO, MPHEMYHIE
NaMOTPHAKHH [10 YCTAaHOBEHA cXeMa Ha ao3upade (100-400 mg/nHeBHO), O3MTE HA appiH

noHuxxeHue Ha Cyax 1 AUC Ha namoTpikuH cbe cpeato 10 %.
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Pesynrat oT onuTH in vitro nokasear, 4e oOpa3yBaHeTo Ha OCHOBHUSA METaOOJHT Ha JIAMOTPHIKHH,
2-N-raoKypoHaa, ce HHXHOHpa MHHHMATHO OT ChbBMECTHA HHKYOAllHA ¢ aMHTPHIITHIMH, OYTIPOIHOH,
KJIOHAa3€enaM, Xaloflepuaon Wi jJopasenam. Pesynrature oT T€3d ONHTH OpeAnoaraT | 4e
MeTaDONH3MBT Ha IAMOTPIOKHH € MAJIKO BEPOATHO /1a Ob/ie HHXHOHpaH OT KJIO3anHuH, (PIYyOKCETHH,
{PEHEN3UH, PUCTIEPHIOH, CEPTPAJIMH WIH Tpa3oaoH. OcBeH TORa, u3cae/BaHe Ha MeTaboanu3Ma Ha
6ydypanon B npenapaTi 0T MHKPO30OMH OT HMOBELIKH Ye¢peH Apod Mpeanonarar, 4 JaMOTPHXKHH He
HaMaJlsiBa KJIMPbHCA Ha JIEKAPCTBEHHTE NMPOAYKTH, KOHTO C€ eIAMHHHpAT npeaumHo upes CYP2De6.

BsaumoneicTBUs ¢ XOpMOHATHH KOHTPALENITHEY

Egexm na xopmonannume xonmpayenmusu opxy GapmMakoKuHEIMuKama Ha IaMompudiIcun

IIpH KTMHUYHO H3MHUTBAHE C YHacTHETO Ha 16 XKeHH No0POBOJIKH, NpHEM Ha KOMOMHHPaH NepopajieH
koHTpauentye 30 png erununecrpagnon/150 pg neBoHoprecTpen e AoBest A0 IPHOIUIHTETHO
JBYKPAaTHO MMOBHLIIABAHE Ha KJIIMPBHCA HA IAMOTPHAKUH CNEA NEPOPATTHO MPHIIOKCHHE, HMALLO 33
pesynrar HamanaBaHe cpeqHo ¢ 52 % u 39 % cpotBeTHO Ha AUC # Cax Ha TAMOTPHKHH. CepyMHHTE
KOHLISHTPALHH HA JTJAMOTPHIKHH €a C€ MOBHILIUIIH NPE3 CEMHLIATA HA HEAKTHBHO JICUEHHE
(BKJIFOYMTENHO TIPe3 ,,ceAMHIATa 0e3 KOHTPALEITTHB ), KATO KOHLICHTPALMKTE NPEIH J03MTE B Kpad Ha
CEIMHIIATa HAa HEAKTHUBHO JICUCHHE ca OMH CPEeHO OKOIO JBA ITbTH MO-BHCOKH B CPABHEHHE C
NepHO/a Ha EJHOBPEMEHHO NPHJIarane Ha JekapcTara (BxK. Touka 4.4). He e neobxoaumo
aNanTHpaHe CHIIACHO NPENOPLUYAHUTE YKA3aHKs 33 NMOBHINIABAHE Ha I03aTa Ha JIAMOTPHXKHH Ha
OCHOBATa EAHHCTBCHO Ha ynoTpebara Ha XOPMOHATHM KOHTPALICNITHBY, HO MOANbPKalIaTa 4033 Ha
JTAMOTPHXHH B MOBEYETO CITY4YaM TpadBa a 6be NOBHIIEHA HIIH MOHWKEHA NMPH 3a10MBaHE HITH
CIHpaHe NMpHEMa HA XOPMOHAJIHHTE KOHTPALICTITUBH (BX. TOYKa 4.2).

Egexm na namompuoicun 6opxy hapmakoxuiemuxama Ha XOpMOHATHUME KOHMPAYEnmusu

[Ipx KNHHUYHO U3MIMTBAHE C YYACTHETO Ha 16 keHH JOOPOBONKH, NMpHEMBT HA CTALIMOHAPHA 4034 OT
300 mg naMOTpUKHH He e okaszal eekT BepXy apMaKOKHHETHKATA HA €THHAIESCTPAHOIOBATA
ChCTaBKa HAa KOMOMHHpaHaTa MepopaiHa KOHTpalleTTHBHA TabjieTka. Y CTAHOBEHO € YMEPEHO
YBETHYCHHUE HA NMEPOPaANHUAA KJIUPBHHC HA CHCTABKATA JICBOHOPIeCTPEI1, BOAELLO A0 HAMATABAHE
cpeaHo ¢ 19% u 12% crorBerHo Ha AUC U Cipax Ha nieBoHOprectpen. M3aMepBaHeTo Ha CEpyMHHTE
FSH, LH u ecTtpanuon no BpeMe Ha M3NWTBAHETO NOKAa3Ba HAMAIABAHE HA CYNPECHATa Ha
OBapHA/IHATA XOPMOHATHA AEHHOCT NMPH HAKOH XKEHH, BBIIPEKH Y€ H3IMEPBAHETO HA CEPYMHHA
NpOrecTEPOH MOKa3Ba, Y€ HAMA XOPMOHAJIHHY IAHHH 34 OBYJIALUA MPH HUKOSA OT MIECTHAACCETTE XKEHH.
He e u3sacHEeHO BB3AEHCTBHETO Ha YMEPEHOTO MOBHINABAHE HA KIHPBHCa HA JIEBOHOPrecTpell H
npomennre B cepymuns FSH u LH Bepxy oBynatopHara AeiiHocT Ha situHHka (BK. Touka 4.4). He ca
NIPOYUYBaHH €(DEKTHTE HA NTAMOTPIKUH B IHEBHM JI03H pa3aHYHH oT 300 mg, KakTo U He ca
IIPOBEK/IAHM U3NHTBAHMA C JPYTH XOPMOHAJIHH JIEKAPCTREHH MPOIAYKTH.

B3aumMoneAcTBYS ¢ APYIY JIEKAPCTBEHU NPOIYKTH

B usmirBake ¢ yuyacTHero Ha 10 Mbxke 10OpOBOIILM € YCTAHOBEHO, Y€ pAQAMIHLIMH NOBHILIABA
KITAPBHCA H HAMAJIABA BPEMETO Ha NOMYKHBOT HA TAMOTPHOKHH [TOPagH HHIYKLHA Ha YepHOApobHUTE
€H3HMH, OTTOBOPHHM 3a IIIOKYpOHHpaHeTo. [Ipn nauueHTH, NeKyBaHH eAHOBPEMEHHO ¢ PH(DaMITHMIHH,
Tpsa0Ba 1a ce W3IMOJI3Ba MNOAXOAAINA CXEMA Ha JIeYeHHe (BXK. ToUKa 4.2).

B u3neTBaHe NpH 3paBu A00POBOIIHM JONHHABAD/ PHTOHABUP MPEIU3BHKBAT MPHOIAZHTEHO
ABYKPATHO MOHWKABAHE Ha IVIA3MECHHTE KOHUEHTPALIMK HA JJAMOTPIDKHH, BEPOATHO Ype3 HHAYLHPAHE
Ha FIIOKYpoHupaHeTo. [Ipy nauHeHTH, npreMally AHOBPEMEHHO JIEYeHHE C JIONMHABHP/PHTOHABHD
Tpa6Ra 1a 6BA€ U3NOMZBAH NOAXOAALL TEPANIEBTHUEH PEXUM (BXK. TOUKa 4.2).

B n3nuTBaHe npu 3/IpaBu BL3PAcTHH A00poBosLy atazaHasup/puroHasup (300 mg/100 mg)
HPHIOKEHH 32 9 gHu ca nonwxuny mwiasMenute AUC u Cpax Ha TAMOTPHXMH {€IHOKpaT
100 mg) ¢ oxkono 32% u 6% cvorBeTHO. [IpH MaLHeHTH, TPHEMaIH €THOBPEMEHHO Jie
aTa3aHaBHP/PHUTOHABHP TpAOEBa Aa ObJAe H3MOI3BaH NOAXOUALY TEPANEBTHYEH PEXKHM

B M3nuUTBaHEe NpH 34paBy BH3PACTHH JOOPOBOMIM, mapaleTaMo 1 g (4eTHpU MBTH 11
mwiasMeHuTe AUC I Cpin Ha TaMOTPHXKHMH cpeaHo cboTBeTHO ¢ 20 % U 25 %.
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JlaHHH OT in vitro Npoy4YB4aHE NMOKA3BAT, Y€ JIAMOTPHWKHH, HO He # N(2)-rmokypoHsa MeTabomTa, €
uHxHOuTOp Ha Opranwdanua TpaHcnoprep 2 (OCT 2) B noTeHUHaIHO KTHHHYHO 3HAYHMH
KOHILIEHTpalHH. Te3n JaHHH NOKa3BaT, ye JaMoTpH:kuH e uHxubuTop Ha OCT 2 ¢ IC50 croiiHoCT
53,8 pM. EqHoepeMeHHOTO NPRIOKEHHE Ha JIAMOTPHXKHH ¢ JIEKAPCTBEHH NPOAYKTH, KOUTO C€
eJTAMUHHPAT Npe3 OrOpernTe 1 ca cyGerpaTi Ha OCT 2 (wanp. MeTopMHH, rabaneHTHH U
BapeHHKITHH), MOKe Ja JOBEAE 0 MOBHILIECHH IUIa3MEHH HUBA HA TE3H JIEKApCTRa.

KnayHH4HaTa 3HaYHMOCT HA TE€3H Pe3y/ITaTH HE € ACHO onpejesicHa. Borpeky TOBa, NPHUIIOKEHHETO Ha
NEKAPCTBOTO TPAORA [1a € C MOBHINIEHO BHUMAHUE TPH NAIMEHTH, KOWTO HOBPEMEHHO NIpHeMar
HAKOH OT T€3H IEKAPCTBEHH MPOAYKTH.

[Ipa nanyeHTH, TEKYBaHH €IHOBPEMEHHO € OPJIHCTAT W aHTHENMWICTITHYHH JICKapCTBEHU NPONYKTH,
(Hanp. BANNPOAT, NTAMOTPWKHH) ca HaOMONABaHA NPHNATBIH, 34 [TOABATA HA KOHTO HE MOXE Aa ¢€
H3KITFOYHY PHYHHHO-CIEJCTBEHA BPB3Ka ¢ B3aUMOAeHCTBRETO. OpaHcTaT MOXKe Aa HAMATH
pe3opOLHaATa HA AHTHENWICHTHYHHTE JIEKAPCTBCHH CPEACTRA M [10 TO3H HAYHH J1a Hapyllld KOHTpOoJIa
BEpPXY npunaasunre. [Topagu Toea Te3H nauMeHTH TpadBa fa ObAAT MpocneAsBaHH 33 BE3MOXKHH
MPOMEHHU B YECTOTATa H/WIH TEKECTTa HA IPUNATABIUTE,

4.6. DepTHINTET, GPEMEHHOCT H KbpMEHE

PuCK, CBBP3aH C AHTHEITWICIITHYHHTE JIEKAPCTBA KATO LAI0
JleueHHETO Ha XKeHHUTE ¢ JACTCPOAEH nmoTeHiHaln TpAOea Aa ObAc NOJ KOHTPOJIa Ha CHELIHAIIHCT.

Heo6xonumoctra ot neueHue ¢ AEJI Tpg6Ba na Ob1e npepasrienaHa, B CllyyaH 4e JKeHaTa IUIaHHpPa
na 3abpeMmenee. [IpH xenuTe, JTeKyBanu 33 NUIICNICHS, BHE3ANHOTO crMpaHe Ha eueHHeTo ¢ AEJ]
TpabBa J1a ce u3bArea, Thil KATO TOBa MOXKE J1a JOBEAE AC N0ABa HA MPHNAABLH CbC CEPUO3HH
NOCAEACTBHS BbPXY KEHATa H HEPOJAEHOTO JETE.

PHCKBT OT BpoaeHK MaidopMalMK B TOKOJIEHHETO Ha MaiikH, lekyBaHd ¢ AEJI, HapacTsa ot 2 10

3 TBTH B CPaBHEHHE ¢ O4AKBAHATA YECTOTA OT OKONO 3 % B obmara nomynaipada. Han-decto
cLOOINABAHNTE JeEKTH €a 34€I0Ka YCTHA, ChPIAEYHO-CHA0BH MAIGOPMALIMK U JCPEKTH HA
HeBpaiHata Tpbda. JleueHueTo ¢ Hakonko AEJI € CBBp3aHO € NOBHIIEH PHCK OT BPOJACHH
MandOpMaIvK B CpaBHEHWE ¢ MOHOTEPAITHITA, KOATO [0 FE3MOMKHOCT TpsOBa /a 6bke MpeanouHTaHa.

Puck, CBBp3aH ¢ JAMOTPHXHUH

bpemennocm

[locTMapKeTHHIOBUTE JAHHH OT HAKOJIKO MPOCTIEKTHBHH PErUCTPH Ha DpeMeHHH JKEHH OLleHIBaT
H3xo04a OT OpemeHHOCTTa NPH Hajl § 700 )KeHHU, mpUeManH TAMOTPHKHH MOHOTEpAITHUA O BpeMe Ha
NLPBHTE TPU Meceua oT OpeMeHHoCT. BeIpekH, ye JaHHuTe HE [10Ka3BaT MOBHUICH PUCK OT 3HAYMMH
BPOJICHH Man(popMaliiK T€34 JJaHHH Ca B¢e OlI€ OTPAHHYCHH, 34 1a MOXKE Ja C€ H3KJIIOYH YMEPEHO
NOBHILABAHE HA PUCKA OT YeCTOTAaTa Ha 3aclllka YCTHA W Bbj14a nact. IIpoy4ysaHHATa MPH SKUBOTHH €A
MOKa3ajli¥ TOKCHYHOCT BBPXY Pa3BUTHETO (BXK. TOUKA 5.3).

AKO € HAJIOKUTEJTHO JIeYSHHE ¢ JIAMOTPHXHUH MO BpeMe Ha OpPEeMEHHOCT ce NpenopbyiBa
NMpHIOKEHHETO Ha Hali-HUCKATa BE3MOXKHA TEPANesTHYHA 11034.

JlamMoTpHKUH uMa cyiab HHXHOUTOpEH edheKT BBPXY PeayKTa3ara Ha ANXuUApo(OiHeBaTa KUCEIHHA,
nopajH KOeTo MOXKe TEOPETHYHO /1A TIOBHILH PUCKa OT eMOpHUO(ETANIHO YBPEK/IaHe Ype3 NOHWKaBaHe
CTOHHOCTHTE Ha (hoTHeBa KHCETHHA (Bk. TouKa 4.4). [IpenopbuuTecH € HpHeM Ha GoNHera
KHCEJIHHA 11PY [UTaHKpaHe Ha OpeMeHHOCT M B paHHHTE MEPHOIH Ha OPEMEHHOCTTA.

OU3HONOTHYHHTE NPOMEHH, HACTRNBAIIH 10 BpeMe Ha OpeMeHHOCT, MOraT a OKaxKar

KOHLIEHTPALIMHMTE Ha JIAMOTPHXKUH H/WIH BHPXY TepaneBTHYHHA edeKT. MMa crobien

MOHHXABAHE Ha [UTA3MEHHTE KOHIIEHTPAllHH Ha JIAMOTPHXKHH IO BpeMe Ha OpeMEHHO .
Y Elopaip:

MOTEHIIHAJIEH PHCK OT 3aryba Ha KOHTpos BEPXY NpHAaasiuTe. Clea paKaaHeTo Ko
JIAMOTPIKUH Morat Osp30 Jla Ce MOBHIIAT ¢ PHUCK OT JO30CEBP3aHU HEXKENaHH peak

cepyMHHTE KOHLEHTPALMH HA IAMOTPIDKHH TPAGBa fa Gbaat npociesBaHH Npeay, no'gpe
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cien OpeMeHHOCTTa, KAKTO H 3a KpaTKo cien paxaaueto. [Ipu neo6xoaumoct nosara Tpabsa aa dvae
aJaNTHPaHa, 3a 1a C€ NMOAAbLPKA CEPYMHATA KOHLICHTPALIMA HA JaMOTPHXHH Ha HHBOTO OT NMPEH
OpeMEHHOCTTA, WIH A& OBbAE aallTUpaHa Criope] KIMHHYHAS 0TroBop. OCBEH TOBA Cll€] PaXkAaHETO
TpAOBa Ja Ce CJIe/IX 34 MpoABa HA I030CBBP3aHH HEKENRHH PEaKIHH.

Kvpmene

HMa c1oOImenns, 4e TaMOTPHXKHH TIPEMHHABA B KbPMaTa B CHITHO BapraOm/IHi KOHIICHTPALHH,
BOJCIIO A0 JOCTHraHe Ha ofNIy [U1a3MeHH HHBA HA TAMOTPHXKHH TIPH KbpMadeTaTa o1 okoiio 30% ot
Te3H MpH MaHKkara. [1o Ta3H npH4YHHA, NpH HAKOH KbpPMaveTa, CEPYMHHTE KOHUEHTPAaLHH Ha
NMaMOTPHXKHH MOTAT Aa JIOCTHTHAT CTOMHOCTH, MPH KOHTO ce HabmonapaT (apMaKoJIOrHYHH €DeKTH.

IToTeHLIMaTHUTE TOT3H OT KbPMEHETO TpAOBa Ja ObaT NPELEHEHH CpeLlly TOTEHIIHAIHHA PUCK OT
HeXeJIaHH eeKTH 3a AeTeTo. AKO XKEeHaTa pellid Ja KbPMH, JOKATO € HA JeUSHUe C JTaMOTPHKHH,
KbpMaueTo Tpsadea Aa 6bae NpociieaBaHO 3a MOABA HA HEXKEJIAHH PEaKkLuH, KaTo ceaims, 0OpUB H
ci1abo HanaBaHe Ha Terno.

Depmunumem
HscnenpanyaTa IIpH XKHUBOTHH He MOKA3BaT HEOAronmpuaATHO NMOBIKABaHE HA QEPTIINTETA OT

JIAMOTPHXKHH (BXK. TOYKA 5.3).
4.7. Edexrn BLpxy cnocobuocTTa 32 modupane H pabora ¢ MAIHNHH

Tbii KaTO CBHINECTBYBAT HHAWBHYAIHU PA3IHKH B MTOBIHABAHETO OT NedeHneTo ¢ AEJL, Ha
MALUCHTHTE, IpHEMallll ENUTPIDKKH 32 JIeHeHMe Ha eMIWIETICHA, CE MPETIOPHYBA 1a C€ KOHCYIITAPAT €
JIEKYBALLHUs NIEKAP OTHOCHO CTieLMHYHH BLIIPOCH, CBEP3aHH ¢ IIOQUPAHETO M CITHIIECTICHATA,

He ca npoBexaaHH H3INHTBaHKA 3a eEKTUTE BBPXY CriocoOHOCTTa 3a modgmpane H paboTa ¢ MALLIAHU.
[Ipn aBe H3nuTBaHUS ¢ JOOPOBOIIH € YCTAHOBEHO, Ye eeKThT Ha IAMOTPIMKHH BBPXY (HHATA
3PUTE/IHA ABHTAaTE/IHA KOOPAWHALIUA, JBHYKECHUATA HA OYUTE, PABHOBECHETO H CYOCKTHBHHTE
ceJaTHBHH €(DEKTH HE Ce pa3nuyaBa B cpaBHeHHe ¢ Tianedo. [Ipy KIMHMYHH H3NATBAaHUA C
TAMOTPHXKHH ¢a AOKJIAIBAHA HEXKENIAaHH PEAKL[HKA OT HEBPOJIOTHYEH XapaKTep KaTo 3aMaHBaHe
aumonus. Ilopaau Tasu npuurHa, npenn na wodupar Wik Aa paboTIT ¢ MalllMHMK, [TALMEHTHTE
TpAOBa ITEPBO 12 YCTAHOBAT KAK UM BJIHAC JIEUEHHETO C JIJAMOTPHKHH.

4.8. HexenaHH JIeKAPCTBEHHA PeaAKIHH

Hesxenatnure I€KapCTBEHU PEAKIHY 3a NTOKA3aHHATA ENHIETICHATA Y 33 OMITOISIPHO Pa3CTPOHCTBO Ca
crniopeZ, JaHHH OT KOHTPO/IHpaHH KIHHAYHY W3MTUTBAHAA U APYT KIIMHUYEH OIHT M ¢a H30POEHH B
Tabnunara no-1oiy. Kateropuure no yecrora ca u3BeJeHN 0T KOHTPOIMPAHH KITHHHYHH H3TUTBAHHA
(MoHOTEpamus 3a emuencu (0603Havenu ¢ kpueTue') 1 3a GunonsapHo pasctpoiicTo (0603HaAYEHH
¢be 3HaK 3a naparpad®)). [Tpy pasnuKa B KaTeropusTa 1o Y€CTOTa MEXK/IY MaHHHTE OT KIIHHAYHH
M3NUTBAHHA NPH EMWICTICHA H MPH OHHOAPHO PA3CTPOHCTBO € [M0KA3aHa HaH-KOHCepBaTHBHATA
yecToTa. BBNOPEeKH ToBa, NpH THICa HA JAHHH OT KOHTPOJIMPAaHH KIIMHUYMHH M3NHUTBAHHA KATCropHHTE
1O 4eCTOTa €a U3IBEAEHH OT APYT KJIHHHYEH OTIUT.

Brbanpuera e cieaHara wiacHQHUKAIIH Ha HesKeJIaHUTE IEKapCTBEHH peakLMu: MHoro dectH (=1/10),
uecTH (= 1/100 10 < 1/10), Hewectn (>1/1 000 no < 1/100), penku (=>1/10 000 no < 1/1 000), MHOrO
peaky (< 1/10 000), ¢ Hem3BecTHa yecToTa (OT HAMIMUHHUTE JaHHH HE MOXKe J1a OBJie HanpaBeHa
OLICHKA).

CucremMo-opranes Kjaac | Hexenana peakius

HapyieHus Ha kKpEBTa M | X€MATOJIOTHYHM OTKJIOHEHHA ', BRIIIOUHTETHO
NUMQHATa CHCTEMA HEYTPONEHH, IEBKONEHHA, aHEMHH,
TPOMOOLIUTOIIEHHS, TAHLMTOTICHUA, aILTaCTHYHA
AHEMHS, arpaHyJIOLIMTO3a
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XemodarouutHa auMpoxuctruouurosa (HLH). (Bx.
TOuYKa 4.4)

MHoro peaku

JIumdaneHonatus, nceBaonumMdpom

C Heus3BecTHA

4yecToTa
Hapyuienus Ha uMyHHata | CHHAPOM Ha CBPbXYYBCTBHTEIHOCT MHOro peKH
cUucTema Xunoramarno0yJIuHeEMHS C Heu3BecTHa
4eCcToTa
[Icuxuynu HapyLIeHuUs Arpecus, pa3apa3HUTETHOCT YecTH

O6bpKBaHe, XaTIOLWHALIMH, THKOBE (JBHraTe/IHHA
W/WJIH BOKAJIHH THKOBE)

MHoro peakH

Kommapwu C Heu3BecTHa
4eCcToTa
Hapyuienus Ha HepsHata | ['naBo6onue'® MHOro 4ecTu
cHCTEMA Cowunupoct'd, 3amaiiane', Tpemop’, Gescruue’, YectH
Bb30Oyna’
Atakcus' HeyectH
Hucrarsm', acentuuen MeHHHruT (BK. TOuKa 4.4) Penku
HectaOunHocT, IBUraTeJTHH HapylleHHs, BiomasaHe | MHoro penku
ChCTOSHHUETO Ha MALMEHTH, CTPaAally oT 6osecTTa
Ha [TapkHHCOH’, eKCTpanpaMHIHH CUMITTOMH,
XopeoareTo3a', yBeliH4yeHa 4eCcToTa Ha
MPUIATBLMTE.
Hapyiienus Ha ounre Junonus', 3ambraeno 3penue’ HeuectH
KOHIOHKTUBHT Peku
CroMaliHO-YpeBHH Ianene’, nospemane’, nnapus’, cyxora B ycrara® YecTu
HapyLIECHHS
XenaroOuimapHu YepHoapobHa HENOCTAaTHYHOCT, HapyllleHa MHoro peaku
HapyLIeHUs yepHOAPOOHa PYHKUMA", MOBUIIIEHH CTOWHOCTH Ha

NnoKa3aTeJIuTe Ha YepHOAPOOHUTE PYHKLIMOHAIHH
TECTOBE

Hapyuienus Ha ko)kaTta u

Kosxen o6pus’™

MHoOro uectu

MOJKO)KHATA ThKaH AJonenus, peakiys Ha OTOYYBCTBHTETHOCT HeuecTu
Cunapom Ha Stevens—Johnson Penku
TokcHuHa enMaepMaiIHa HEKPOJIH3a MHOro peakH
MenukaMeHTO3Ha peakilus C €03UHODUIUSA U MHoro peaku
CHCTEMHH” CHMITTOMH

Hapyenus Ha Aptpanruu’ Yectu

MYCKYJIHO-CKeJIeTHaTa Jlynyc nopobHu peakuum MHoro peaxu

CHCTCMaA H
ChbCAHHHUTEC/IHATA ThKaH

HapylueHnus Ha

TyOynouHrecTHLManeH HEQPHUT, CHHIPOM Ha

C Heu3BeCcTHa

OBOpeLMTE H MMKOYHHUTE | TYOYJIOMHTECTHLIHAIEH HEQPHT H YBEHT yecToTa
MbTHLIA
OGLIM HapylIEeHHs U Ymopsemoct', 6onka’, Gonka B repba’ YectH

edeKTH Ha MICTOTO Ha
NPUWIOKEHHE

OnucaHue Ha W30paHU HEXKEIaHH pPeaKLIuH

'XeMaToIOrMYHHTE OTKJIOHEHHS W TMMdaaeHonaTusTa Morar Ja 6saat wiv 1a He Ob1a
eo3uHowIHa U cucteMHH cuMnToMu (DRESS)/ cunapoma Ha CBpBEXYYBCTBHTEIHOCT

CrnenunanHy npeaynpexaeHus U Npeana3sHi Mepku npu ynorpeda u Hapymenus Ha

CUCTEMA).
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’Kato 4acT oT CHHIPOMA Ha CBPbXYYBCTBUTENIHOCT, H3BecTeH cbio kKato DRESS, e chobimasan
o0pHB, CBBp3aH C Pa3NUYHHA CHCTEMHH CHMITTOMH KaTo NOBUIIIEHA TEMIEpaTypa, JIMM(pageHonaTus,
OTOK HA JIHLIETO K [IPOMEHH B KpBBHATa KapTHHA U (YyHKLHHTE Ha YepHUA Apod H OOpenwTe.
[IposBHUTE Ha TO3HU CHHAPOM ca ¢ pa3iIHYHA KIMHHYHA TEXKECT, KaTo PAAKO MOraT Jia JOBEIAT J10
AUCEMUHHPAHA MHTPABACKYIIapHA KOaryJialiMs ¥ MyJITHOPraHHa HEAOCTaTHYHOCT. 1pADBa fia ce UMa
NPEeABHI, Y€ PAaHHUTE NPOABH HA CBPBXYYBCTBHTEIHOCT (HAIlpUMEp NMOBHILICHA TEMIICPATYPa,
miMdaneHonaTHA) MOKe Ja ca MPOSBEHH H Ge3 AoNOBKMO pa3BHTHE Ha oOpuB. [Ipy ycraHoBsBane Ha
OITMCAHHUTE MPH3HALIM U CHMITTOMH € HeoOxoauma He3a0apHA OLICHKA Ha ChCTOAHHETO HA TTALIHEHTa H
crHpaHe NpueMa Ha ENHTPIDKAH TIpH JIKMNCa HA Apyra €THONOTHS 32 pa3BUTHE HA TE3H PeaKLIMH (BXK.
Touka 4.4).

* Tesu peakuuu ca JOKIAABAHH 110 BpeMe Ha IPYTHA KIMHAYEH OMHT. Y CTAHOBEHO €, Ye
MPHIOKEHHETO Ha NAMOTPH)KHH MO>Ke [1a BIIOIIH ChCTOSHHETO Ha MALMEHTH, CTPAJAIH OT 00JIeCTTa
Ha [lapkutcoH. MMa oTaenuH choOuieHus 3a NoABa Ha eKCTpaltMpaMHHKH CHMIITOMH H XOpeoaTeTosa
npH MAUUEeHTH 0€3 TOBA CBITBTCTBAILO 3300 IABaHe.

‘YeproapoGHara nuchyHKuHs 06HKHOBEHO Ce MPOABABA BB BPB3KA ¢ peakiMHTe Ha
CBPBXYYBCTBHTEIHOCT, HO B OT/IEJIHH ClTy4ad ¢ HaOmoaapaHa CaMOCTOSTENIHO.

*TIpH MPOBEACHHTE JBOMHO-CIICTIH AONBIHUTEIHH KIIMHMYHY H3ITUTBAHUS [IPH Bb3PacTHY, ce
YCTaHOBSBAT OOpUBH NpH 10 §-12% or nallieHTHTE, NPHEMALLH JTJAMOTPHKUH # NIPH 5-6% ot
MALMEHTHTE, MpUEMALIH IUaledo. PazpuTHeTO Ha OOPHBH BOIM 0 CIHpPAHE Ha IPHEMA Ha
NaMOTPHKHH IIpH 2% 0T naugenTuTe. OOPUBET, B MOBEYETO CIIYYaH MaKyJ10M1allyJIO3€H, C¢ pa3BHBa
pe3 TBPBUTE OCEM CEAMMLM OT HAUAJIOTO HA JIEUEHHETO, KaTO MPEMHHABA Clie] CIIMpaHe Ha rpyuemMa
Ha JJAMOTPHKHH (BX. Touxa 4.4).

CpobmaBaHH ca cepHO3HM, TIOTEHIMAIHO XHUBOTO3aCTPAIABAIK OOPHBH, BITIQUHTENHO CHHAPOM Ha
Stevens-Johnson u TOKCHYHA enuaepManHa HEKpo/K3a (cHHapoM Ha Lyell) n meankaMeHTO3HA
peakuua ¢ eosHHopWwIHA H cucremud cuMirromu (DRESS). B noeedero ciiyyad T€3H peakiiHy
OT3BYYaBaT CJeJ] CIIHPAHE HA MPHEMa Ha TaAMOTPIXKHH. BBnpekn TOBA, NPH HAKOH MAIUCHTH Ce
pa3BHBaT HEOOPATHMA LIMKATPHKCH, CHIO TAKa HMA PEIKH C/Iy4au Ha jieTanex u3Xol (BkK. Touka 4.4).

OOwMAT pHCK 3a NoABa Ha OOPUB NOKAa3Ba CWJIHA B3aHMOBPbH3KA C:

- IIPHEM Ha BHCOKH HaYallHW J03H JAMOTPWKHMH H MPeBHULIABAHE HA NPENOpbYHTEIHATA A034 33
OBHLIIABAHE HA JIAMOTPICKHH (BXK. TOUKa 4.2).

- €/IHOBPEMECHHO MpHNaraHe Ha Bajnpoar (BX. Touka 4.2).

ChbinecTryBaT CHOOICHHA 33 TOHH)KEeHA KOCTHA MMHEPANIHA TUTBTHOCT, OCTEONEHHA, OCTEONOopo3a U
$PaKTypH NIpY NALMENTH Ha NPOABLKATEAHO JeueHue ¢ NTaMOTPYKIH. MexaHn3MBT, 110 KOHTO
NaMOTPHXXHH OKa3Ba BIIHAHME BBPXY KOCTHHA MeTabONHUIBM HE € YCTAHOBEH.

Crob1apane Ha IOJJ03MpPaHH HEXKETaHH peakuuu

CroOIaBaHeTO Ha NOAO3INPAHH HEKENaHH PEaKIMH CJIe/, pa3pellaBaHe 3a ynorpeda Ha
JIEKAPCTBEHUA [IPOAYKT € BaKHO. TOBA MO3BONABA Aa NPOABDKH HAOMIOACHHETO HA CHOTHOLIICHHETO
TMON3a/PHCK 3a JIEKAPCTBEHHA NPOAYKT. OT MEAMIIMHCKHTE CNEHUATHCTH Ce M3MCKBA J1a ChoOLIaBaT
BCAKA TOZI03UPaHa HEKENIAHA peaklia ypes M3MBIIHHTENHA areHLud 110 JIeKapeTBaTa, yi. ,.JlaMaH
['pyeB” Ne 8, 1303 Codmns, ten.: 02 8903417, yebcaiit: www.bda.bg.

4.9. Ilpenozmpane

CHMITTOMY ¥ IpHA3HAIH
CrobiaBanu ca citywadHy npeaosupanns ¢ A03u 10 1o 20 mbTH TIO-TONEMH OT MAKCHM
TepaneBTHYHA 103a. B pe3ynrar Ha npeao3HpaneTo ce YCTAaHORABAT CUMIITOMH BKJIFOY
HHCTArbM, 4TAKCHS, MPOMEHH B Ch3HAHUETO, NeHePATIM3MPAHA TOHHYHO-KIOHHYHH I'BP
mal) H KoMa.
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Pazmnpsasane na QRS unreprana u yavmxkaeatve na QT (3abaBaHe Ha HHTpPaBEeHTPHKYJ1apHAaTa
NPOBOAHMOCT) CHUIC ca HAOMI0JaBaHU TIPH NALMEHTH ciel npeaosrpane. Pazmupsaeanero Ha QRS
NPOABIDKMTEMHOCTTA 10 noBede OT 100 msec Moxke na Obae CBBP3aHO C NMO-TEXKKA TOKCHYHOCT.

JleyeHue

[Ipu npenosupane NaUMEHTHT TPAOBA /1a MOCTHITH B OOJHHYHO 3aBeICHHE U a2 ObJe NOAI0KEH Ha
NOIXOAIIA MoMAkpAaIta Tepanus. [Ipu HeobxoauMocT Tpabea a Obje HanPaBEHO JISUECHHE
HacoO4YeHO KbM HAMaIABaHe Ha pe3opOuUATa (AKTHBEH BLIJIEH, JJAKCATHBEH WM CTOMALICH J1aBaX).
[lo-HaTaTelIHOTO MOBeAeHUe TPAOBA Aa ObAe KAKTO € KIHHHYHO HOKa3aHo, KaToO ce B3eMaT MpeaBH/
NOTEHUHATHHTE e(PEKTH BEPXY ChpPACUHATA MMPOBOAHMOCT (BXK. TouKa 4.4). Moxe na ce odbMuUciH
MHTPABEHO3HO NPHJIOKEHHE Ha JIMIHH 34 JICUYEHHE HA KAPAUOTOKCHYHOCTTA, aKO TH HE CE€ NOB/IHABA
OOCTATHEYHO OT HaTpHEB DukapboHaT. JleyeHHETO Ce OnpeAens B 3aBUCHUMOCT OT KIIMHHYHHTE
npH3HaUd. Hama onuT ¢ XemoauanusaTa B JICUCHHETO Ha Mpeao3upaHeTo. [Ipu mect 700poBoM ¢
OpOpeuna HenocTaTbuHOCT, 20% OT NaMOTpIKKUHA ca OWUIH OTCTPAHEHH OT OPraHM3Ma No BpeMe Ha 4-
YacoBaTa XEMOAHATH3IHA CeCHA {BXK. Touka 5.2).

5. ®APMAKOJIOTHYHH JAHHH

5.1. PDapmakoguHAMHYHH CBOHCTBA

(DapMaKoTepanesTHYHA Ipymna: ApyrH aHTHeNHIenTU4HE JekapeTea, ATC kox: NO3ZAX09.

MexaHH3BM Ha ACHCTBHE
Pesynrature ot papMakonoruuHHTE NpOyYBaHHA [IOKA3BaT, Y€ JAMOTPHKHH € yrnoTpeba- H

BOJITAX-3aBHCHM ONIOKep Ha BONTAX-AaKTHBHPAHUTE HATPHEBHTE KaHamu. 1ol uHxubupa
NPOIBJDKHTENHOTO MOBTAPAILO € BL30YKAaHe Ha HEBPOHHUTE H MOTHCKA OCBOOOKIABAHETO HA
TJTyTamart (HEBpOTPaHCMUTED, KOMTO MMa KITIOYOBA poJiA B FTeHSPHPAHETO HA SMWIENTHYHHTE
repuoBe). Te3u edekTi BEPOATHO JIONPHUHACAT 3@ CBOHCTBATA Ha JTAMOTPHKHH KaTO AHTHKOHBYJICAHT.

3a pasidKa OT TOBA MEXAHU3MHTE, MO KOHTO JIAMOTPHXKHH OKA3Ba TEPATICBTHUYEH eexT NpH
OUIMOJIPHO Pa3CTPOHCTBO HE Ca YCTAHOBEHH, BRITPEKH Y€ C€ OT/IABA 3HAYCHHE Ha MOBIHABAHETO Ha
BOJITAXK-aKTHBHPAHATE HATPHEBH KAHAJIH.

QapmakoaAHHAMHYHH edekTh

l1py H3cnienBaHMsA 3a OLEHKA Ha eheKTa Ha JICKAPCTBATA BbpPXY LIGHTpa/IHaTa HEPBHA CHCTEMA
YCTAHOBCHUTE €(EKTH OT Mpuilarade Ha 240 mg JaMOTPHKHH Ha 3ApaBy Jo0pOBOJLH, ca Owin
noaobHu Ha Te3H 3a mwauedo. Ot apyra cTpana cien npunaratde Ha 1 000 mg ¢enuTonH Wik 10 mg
JHa3enaM ce yCTAaHOBABAT 3HAUWTEITHO HapyHlaBaHe Ha (UHATa 3pHTENHA ABHraTeIHA KOOPAWHAIINA,
ABH)KEHHATA Ha OYUTE, paBHOBECHETO H CYOSKTHBHH e(DEKTH Ha ceJUpaHe.

[Ipn apyro w3aNHTBaHe CNEx NIEpopalieH IIPHEM Ha eHOKpaTHa a03a ot 600 mg xapbamasenus ce
YCTaHOBABA 3HAYHTEIIHO BNOLIABAHE HA PUHATA 3pUTEITHA IBUTATEIHA KOOPAUHALIHA, JBHXKEHHATA Ha
OYHMTE H PAaBHOBECHETO H MOBHLIABAHE HA ChpAcYHATa YecToTa. OT Apyra cTpaHa cjej [puiarane Ha
TaMOTPHXKHH B 1031 0T 150 mg u 300 mg ycraHOBeHHTE e(peKTH ca MOAOOHH Ha TE3H NPH MPHEM Ha
manedo.

H3cnenpane Ha edekra Ha NJAMOTPHIKHH BBPXY ChPACYHATA TIPOBOJIMMOCT
EgekTsT Ha MBOrMOKpaTHOTO Npuiiarane Ha mamoTpuwxkuH (1o 400 mg/aeH) BbpXY ChpaeyHaTa

NpOBOXHMOCT, olieHeHa 4pe3 EKI ¢ 12 oTBexxaaHuA, € H3CJI€ABaH NPY U3UTBAHE BBPXY 3/IPaBH
BB3PacTHH 100posomm. He € oTueTeH KIHHHYHO 3HAYHM e(eKT Ha TAMOTPHIKHH BbPXY
QT uureprana B cpaHenue ¢ rauebo.

KiiuHuiHa €(pUKacHOCT H 6e30MacHOCT

Ilpesenyus na enuz00u Ha NPOMARA HA HACMPOEHUEMO NPYU NAYUEHMU C ODUNOIAPHO
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JlBe M3NIUTBAHMA OLEHABAT €HKACHOCTTA NPH NPEBEHLIMA HA €MH30JH HA MPOMAHA HA HACTPOCHHUETO
MPH NALHUEHTH ¢ OUIoNApHO I pa3cTpoicTBo.

[IpoyuBateTo SCAB20003 e MyTHLIEHTPOBO, JIBOMHO-CANO, ABOHHO-3acCIIeNeHO, Iatedo H
JTHTUH-KOHTPOMHUPAHO, paHIOMH3HUPAHO, ¢ PUKCHpaHa 4034 338 OLICHKA Ha IBJIrocpovHaTa IpeBeHUU
Ha penarc W NOBTOpHA MOARa Ha NeNpecHs WKy MaHus NPH NMalieHTy ¢ dunongpHo THN |
pa3CcTpOACTRO, KOMTO HACKOPO WJIH B MOMEHTA Ha U3NMUTBAHETO ca OMIHA B ro/iaM JENpeCHBCH €MU30.
Cnen crabunuzHpaHe ¢ MOHOTEpaIMs ¢ JIAMOTPHKHH HIH C KOMOHMHHpaHa TepanHs MalHeHTHTE Ca
OHIIH pAaHAOMH3HPaHH B €/{HA OT TETTE PYIIH Ha JieueHHe: maMoTpikiH (50, 200, 400 mg Ha neH),
NHTHI (cepyMHH HuBa oT 0,8 1o 1,1 mmol/l) wnu mwiane6o 3a MakcuMym 76 cenmunm (18 Mecena).
IlepBuuHaTa KpaiiHa Touka ¢ 6Una "Bpeme a0 Hameca NpH enH30/ Ha NMPOMAHA HA HACTPOSHUETO
(TIME)", xbaeTo HaMecHTE ca AOITBJIHKTE/IHA JIEKAPCTBEHA TEpanysa WIH €ICKTPOKOHBYJICHBHA
tepanua (EKT). [Ipoyusanero SCAB2006 e 6unno ¢ nogobex ausaitH kato npoyusaneto SCAB2003,
Ho ce pasnuuaBa oT SCAB2003 no ouenkara Ha ¢iekcubunHa no3a namotprkui (100 go 400
Mg//IeH) M BXIIOYBA MALMEHTH ¢ OUNONAPHO THI | pa3cTpoiicTBO, KOMTO Ca MMANKd HACKOPO WiH B
MOMEHTA Ca B MAHHEH enmu3ol. Pesyntature ca npeacrapeHd B Tabnuna 7.

Tabauna 7: Pezome na AMAMUMeE OM NPOVYEARUAMA, H3CACO8aNil ePUKACHOCmMma Ha
JAMOMPUIICUH NPYU NPECEHYUAMA HA ENUIOOU HA NPOMAHA HA HACMPOEHUEMO NPU NAYUEHMNU C
bunoaapro mun I pazcmpoiicmso

‘19,1° HA NaUHEeHTHTe 0€3 CLOUTHE Ha ceAMHUIA 76
IpoyuBane SCAB2003 poyusane SCAB2006
bunoaspuo 1 bBunoaspao 1
Kpurepwnii 3a ["'onaM JenpecHBEH €NMH30A "onsaM MaHHEH enuzon
BKJIKOYBAHE
Jlamor | Jluruit | IInaueGo| Jlamorpiiam | Jlutuié | ILtanebo
DIDKUH

Bes nameca 0,22 0,21 0,12 0,17 0,24 0,04
P-CTOHHOCT 0,004 0,006 - 0,023 0,006 -
JTOTapHTMHYHO
TpaHCHOPMHpPAH PEHKOB TECT
(log rank test)
bes nenpecusn 0,51 0,46 0,41 0,82 0,71 0,40
P-CTOHHOCT 0,047 0,209 - 0,015 0,167 -
JIOFRPUTMHYHO
TpaHCPOPMHUPAH PEHKOB TECT
(log rank test)
bes maHus 0,70 0,86 0,67 0,33 0,64 0,37
P-CTOWHOCT 0,339 0,026 - 0,280 0,006 -
JIOTAPHUTMHYHO
TpPaHCQOPMHpaH PEHKOB TECT
(log rank test)

H]JH AHATH3H, HOAKPENALIM BPEMETO 10 MbPBHA ACNPCCHBEH €ITH30/ H BpEMCETO O IThbPBHA
MaHHMECH/XHIIOMaHHEH WIH CMECEH €IMHU30/1, IEKYBAHHTE ¢ TaMOTPHXKHMH [MALUCHTH €4 HMAJIA 3HAYHMO
NO-ABbJI'H BpEMEHA 10 MBPBH JCNPECHBEH €MMHU30] B CPABHCHHEC C NAIHCHTHTC Ha nﬂaueﬁo, H
Pa3lIHKaTa B TPCTHPAHETO HE € HMana CTaTUCTHYECKa 3HAYHUMOCT 110 OTHOIIICHHE Ha BPCMCETO 10
MaHHEeH/XHITOMaHHEH WIH CMECEHH CITH3OH.

EdmkacHOCTTa Ha TAMOTPIDKHH B KOMOHHALHA CBC CTAOMIM3aTOPH HA HACTPOEHHETO
[OCTaTh4YHO NPOYYeHa.

[{eauaTpuyHa nonynanMs
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HHeya na evspacm om { 0o 24 meceya

EdukacHocTTa 1 6€30MacHOCTTa MpH KOMOHHHpaHa Tepanus Ha NapUHaJIHH NPpUNaabIH NP
ALMEHTH Ha BB3pacT OT 1 10 24 Mecella ca OLICHEHH B €/1HO MAJIKO, ABOHHO-C/IATIO,
1anebo-KOHTPOIUPaHO H3NMTBAHE X0 oTnagaHe. JleueHHeTO € MHAIHUPaHo MIpH 177 nnla no cxema
34 THTPHPAHE Ha 1034Ta, No/I00Ha Ha Ta3H NPH Jiela Ha BB3pacT oT 2 g0 12 roauHH. JlaMoTprXuH
TabneTkn oT 2 mg ca Hal-MaJIKOTO HAJIHYHO KOJHYECTBO Ha aKTHBHOTO BEIIECTBO B €HA TabJIeTKa U
3aTOBA CTAHJApPTHATA CX€Ma Ha JO3HPaHE € aJalTHPAaHA B HAKOH CJIyYad N0 BpeME Ha €Tala Ha
TATPHPaHETO (HANpUMEp Ype3 NpuiaraHe Ha eaHa tabneTka oT 2 mg npes AeH, Korato U34HMciieHaTa
71034 € Mo-MaJjika oT 2 mg). B kpas Ha 2-para ceaMuLia OT THTPHPAHETO Ca H3IMEPEHH CEPYMHHTE
KOHLICHTPAWH | MOC/eABaLIaTa 103a € TIOHMXKEH WIIA HE € MIOBUILEHA, aKO KOHLCHTPALMATA
Haapumaga 0,41 pg/ml, ouakeaHata KOHLIEHTPALIMA MPH BB3PacTHH 1o ToBa BpeMe. I1pH HAKOU
NALMEHTH B Kpas Ha BTOPATA CE/MHIIA C€ € HAIOKHI/IO HaMasisBade Ha Ao3ara ¢ A0 90%. Tpunecer n
oceM pecnoHaepH (> 40% HamalIgBaHE Ha YECTOTATA HA MPHIIAALLHTE) Ca paHAOMH3HPAHH HA
rianebo Wi a NpoAk/KaT Ha TaMOTPYOKHH. [IpoleHTET Ha THIIaTa, PH KOUTO TEParuaTa €
Heycneirsa € 84% (16/19 1ana) npu mnauedo-pamoro 4 58% (11/19 nuna) npH paMoTO Ha
NaMOTPHKHH. Pa3nukaTa He € CTaTUCTHYECKH 3Ha4yuMa: 26,3%, C195%-2,6%<> 50,2%, p=0,07.

O61110 256 nMIa Ha BB3pacT OoT | A0 24 Mecena ¢a W3NOKESHHY Ha SKCNIO3HM1MA HA JJAMOTPHXKHH B 10308
unTepBan ot 1 1o 15 mg/kg/aen 3a no 72 cenmuum. [IpodpuasT Ha Oe30MaCHOCT HA JIAMOTPHXKMH TIPH
Aela Ha Bu3pacT ot 1 Mecel A0 2 roauHy € noAoOeH Ha TO3H NpH NO-roJIEMH JELA, ¢ H3K/TIOYEHHE Ha
TOBA, Y€ KIHHUYHO 3HAYHMO BIIOINaBaHe Ha NpuHnagpuaTe (>=50%) e oKIaaBaHO MO-4Y€CTO NPH Aeua
Ha BBL3pacT noja 2 roguHU (26%) B cpaBHeHMe ¢ no-rojeMuTe feua (14%).

Cunopoma na Lennox-Gastaut
Hsama nasny 3a MOHOTEpaIis NPH [IPHIIAABLH, CBBP3aHH Cbe CHHApoMa Ha Lennox-(rastaut

Ilpesenyus na enuz00u Ha npomana na nacmpoenuemo npu oeya (na evspacm 10-12 200unu) u
onow (na evzpacm 13-17 zoounu)

MHOroLeHTpOBO, NapaJCIHOIPYNOBO, IIALEO0-KORTPOJIIHPAHO, ABOHHOCIATIO, PAHAOMH3HPaHO, C
NPEYCTaHOBABAHE HA MPHEMA MPOYUYBaHE OLICHABA €(PHKACHOCTTA H 0€30MaCHOCTTa Ha JIJAMOTPHXXHH
IR, kato gombnpaina noAALPIKAaLLA TepanHia 3a 3adaBsne Ha enU30qd Ha NpOMsiHA HA HACTPOECHHUETO
Opy Jeld M IHOUIH OT MB3KKH U JKEHCKH nod (Ha Bb3pacT 10-17 roanHu), KOHTO ¢a AMarHOCTHLIHPaHH
¢ THIt | GHIONAPHO PA3CTPONCTBO H NMPH KOHTO € OTJIOXEH WK ¢a MONYYWIH NOA0OpeHHe Ha
GUMONAPEH €MU30/], NOKATO Ca JIEKYBAaHH ¢ TAMOTPWKHH B KOMOUHALIMA CHC CHLITBTCTBAILH
AHTHIICHXOTHYHH JIEKaPCTBa WIH JAPYTH JIEKApCTBA, CTAOMAH3aTOPH Ha HACTPOEHKETO. PE3ynTaTsT OT
IbPBUYHHA aHATH3 3a ePHKACHOCT (Bpeme 10 Nosia Ba GunongpHo cs0uTHeE (time to occurrence of a
bipolar event-TOBE)) ue goctura ctatucTHuecka saaaumoct (p=0,0717), crenoBaTeNnHO HE €
nokasana eukacHoctT. OCBEH TOBa, PE3y/ITATUTE 3a 6€30MACHOCT MOKA3BaT MOBUIIEHO CHOOIIaBaHE
Ha CYHMIHIHO [TOBEICHUE Ha MALHEHTH, JIEKYBAHH ¢ JIAMOTPIDKHH: 5% (4 maiMeHTH) B paMOTO Ha
JTAMOTPHXXHH B cpaBHeHHE ¢ () npu manebo (Bx. Touka 4.2).

AHanu3 Ha CYHIIMAHOCTTA

YecToTaTa Ha CYMLMAHUTE HIEH H NIOBEACHHME € OLESHEHA B cOOpEH aHamm3 Ha wianedo-
KOHTPOJIHPAHHTE KIIMHUMHU M3NMTBAHHA ¢ TAMOTPHXKHH, BK/IIOYBALIH 000 6 467 nauHeHTH,
[IPHEMALIH JAMOTPHXKHH MO PA3NIMYHH MOKA3AHHA.

B noarpynara Ha H3MHTBAHAATA MPH GUMONAPHO PA3CTPOMCTBO YECTOTATa Ha CHOUTHATA € Orila
YHUCJIEHO, HO He CTATUCTMYECKH 3HAYMMO M10-ToJIAMa NpH namoTpuxua (29/1212 [2,4%]) B cpaBHEHHE
¢ mnane6o (19/1054 [1,8%]). [Ipu c6opHHS aHATH3 HA MCHXHATPHYHKTE MOKa3aHHi, CHOMTHATA ca
OHIIH TIO-4ECTH B ITBPBHS MECEL] OT JICUSHNETO TIPH NMALUEHTH, IPUSMALIH IAMOTPHXKHH.
[ToreaeHueckuTe CHOUTHUA Ca OHIIM MO-YECTH NIPH MBXKETE.

B noarpynaTta Ha M3NUTBAHHATA NPH €NWICNCHSI HE € HMATO CTATHCTHYECKH 3HAYHM
4eCTOTATA Ha CHOMTHATA MEXTY JIAMOTPHKHH M 1aueto. Benpexu ue, Gposrr Ha Cb
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cpo0LIeHATa OTHOCHTE/IHA Y€CTOTa B TO3M aHAIIH3 HA JJAMOTPHKHH CbBIaAa CbC ChOOIICHHA
knac-cneluduyen edext 3a AEJI (Bxk. Touxa 4.4).

Hacnenpane Ha eQeKTa HA JaAMOTPHKMH BLPXY Chp/ledHaTa [POBOJTHMOCT

EdekTsT Ha MHOTOKpaTHO npuyaraHe Ha JaMoTprkHH (70 400 mg/neH) BepXy chpeHHaTa
nporoguMoct, ouedeHa upe3 EKI ¢ 12 oTeexxaaHus, e Hi3cneasaH NpH H3NUTBAHC BbPXY 3/1PaBH
BB3pacTHH 100poBonim. He e oTyeTeH KIHHAYHO 3HAYHM eeKT Ha TaMOTPIKHH Bbpxy QT
HHTEpBaJla B CpaBHEHHE ¢ TUIaLebo.

5.2. @apMaKOKHHETHYHH CBOHCTBA

Abcopbums

JIaMmoTpI>KMH ce pe3opdupa Obp30 H M3LAIO B YepBAaTa, KATO HE C€ YCTAHOBABA KIIMHHYHO 3HaYHM
MeTabONH3BM [PH MBPRO TipeMuHarade. Makcumaniu miasMeHy KOHICHTpaln ¢ JOCTUTAT
MpHOJMZHTENHO 2,5 9aca ¢ie] HepopaTHO MpHIOKEHAE Ha TaMOTPHXHH. Cliea mpHeM Ha XpaHa
BPEMETO 3a JOCTHIAHE HA MAKCHMATTHA KOHIISHTPALMA JIEKO Ce YBJDKABa, HO CTEHEHTa Ha pe3opOuus
He ce npoMeHa. MakcUMaTHATe KOHUEHTPAUMH B CTALIMOHAPHO CBHCTOAHHE 1TOKA3BaT
MHTEPHHAMBUIYAJTHA BAPHAOWITHOCT, HO NPH BCEKH HHONBHAYAJIEH TIALHEHT T€3H CTOHHOCTH CC
pasnMyaBaT MHOIO PAIKO.

PasnpenencHue
CBBP3BAHETO C MUIA3MEHHUTE NPOTEHHY € NpubnuzuTenHo 55 %. He ce oyakBaT MpOsABH HA TOKCHYHOCT
MIPH H3MECTBAHE OT MACTOTO HA CBBP3BAHE C [LUTA3MEHHTE MPOTCHHH.,

ObembT Ha paznpeaenenue € ot 0,92 no 1,22 kg,

buorpaHncdopMatips
JlamoTprxuH ce MeTaboTu3Hpa oT eH3umure Y JID-rmoKypoHUa TpaHcpepasH.

B MHOTO MaJjika CTENEH B 3@aBUCHMOCT OT J03aTa JAMOTPHXKHH MOXE Ja HHOYILIHPA cOOCTBEHHA CH

meTabonu3bM. Hsima TokazaTencTea 3a BIUSHHE Ha JTAMOTPYOKHH BbPXY (PapMakKOKHHETHKATA Ha
apyrd AEJIL. He ce ovakBaT B3auMOICSHCTBHA MEXIY JJAMOTPHXKHH H JIEKAPCTBEHHTE NPOAYKTH, KOUTO
ce MeTadONHM3UPAT OT UMTOXPOM Pysp €H3IUMHTE,

EnuMHHUpane
[nasMeHHUAT KIHPBHC IIPH 3ApaBH JIHNa € Npuoauzutento 30 ml/min. KnHpeHCHT Ha TAMOTPHMKHH €

MpeIrnMHO Hpe3 MeTaboTH3UpaHe ¢ MOCHE BAI0 eTMMHHHpPaHe oA (popMaTa Ha TIHOKYPOHH/-
KOHIOrar ¢ ypHHarta. [fo-mManko ot 10% oT 1aMOTpIKHH ce eKCKpeTUPaT HEMPOMEHEHH C YPHHATA.
Camo oko10 2% ce ekckperupart ¢ ¢peueca. KIIMpBHCHT M BpeMeTO Ha HOIY>KHBOT HE €A 3aBUCHMH OT
no3ata. [L1a3sMeHUAT MONyKUBOT MPH 3paBH NHLIA € H3UHCIeH MPHOAH3UTENHO Ha OKoNio 33 Jaca
(vuTepBan ot 14 no 103 uaca). [Tps npoyuBaHe ¢ ALMEHTH cb¢ cHHApPoM Ha Gilbert, cpeaHusaT
KJIHPBHC € NMOHKKEH ¢ 32% B cpaBHEHHE ¢ HOPMAJIHATE KOHTPOJH, HO CTOMHOCTHTE Ca B IPaHHULIMTE 3a
obImara romynauH,.

BpemeTo Ha NOTYKHBOT HA JITAMOTPHIKHH C€ MPOMEHA 3HAYHTENHO MMPH €IHOBPEMEHHO NpHJlaraHe ¢
ApYrH nekapctea. Hpu eqHOBpeMeHHO NMPHIIaraHe ¢ JICKapcTBa, KOWTO aKTHBUPAT ITIIOKYpPOHHPAHETO,
KaTo KapfaMma3senuH A (PEHUTOMH, CPEAHOTO BPEME Ha MOMYAKHUBOT HA JIAMOTPHXKHH ¢€ peayLiHpa
NpUONIUIHTENHO 80 14 yaca, ¢hIO TAKA, MPH CHBMECTHO MpUIaraHe ¢ BaJpoar, ¢¢ yAabixKaBa CpeaHO
npubansureaHo 10 70 yaca (k. Touka 4.2).

JIMHEHHOCT
PapMaKkOKWHETHKATa HA TaMOTPIXKHMH € JIHHEHHa 1o 450 mg — Hai-BHCOKATA €THOKP
no3a.

CHenMaiHHi rpyyu NalHeHTy
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IIpu onpenensHe Ha KIIHPBHCA CIPAMO TEJAECHOTO TENO, IIPH AClia C€ YCTAHOBSBAT MO-BACOKH
CTOMHOCTH OT Te3H NIPU Bb3PacTHH, KaTO HAH-BHCOKM Ca IMpH JIMLA N0 5 TOAHUHH. BpeMeTo Ha
MOJIY>KHBOT Ha JIAMOTPIGKHUH MPH Aena HaH-00110 € Mo-ManKo OT TOBA NPH BE3PACcTHH KaTo Cpe/iHATa
CTOHHOCT € MpUOIU3NTENHO 7 “aca Mpy OpWIaraie ¢ NekapcTBeHH NPOOYKTH, KONTO HHAYLUHpAT
€H3MMHH CHCTEMH KaTo KapOaMasenuH W GeHHTOHH H ce yab/DKaBa A0 CPEHH CTOHHOCTH OT 45 10
50 9yaca MpH eAHOBPEMEHHO MpWIaraHe caMo ¢ BalMmpoar (Bxk. To4ka 4.2).

Maaxu oeya na ev3pacm om 2 0o 26 meceya

[Tp1 143 neauaTpHYHH NALMEHTH Ha BB3PACT OT 2 10 26 Mecela, Texamu ot 3 10 16 Kg, KITHPBHCET ¢
HaMaJICH B CPABHEHHE C N10-TO/IEMH JELia ChC CHIIOTO TEJECHO TErNI0, MPHeMallH MToI00HY NepOPATHH
JI03H Ha Kg TenecHO TEro KaTo Jelara, no-roieMM ot 2 roguiid. CpeTHOTO BpeMe Ha IMOJTy>KMBOT €
M34KCIIEHO Ha 23 Yaca IpH AcuaTa Ha Bb3pacT noj 26 Mecela, KOHTO ¢a Ha Tepanusg ¢ eH3UMHH
HHOYKTOPH, Ha 136 4aca npy eqHOBpEeMEHHO MPHJIaraHe ¢ BaJINPoaT U Ha 38 yaca NpH JIKIIA, JICKYBaHH
Oe3 eH3UMHM HHAYKTOpW WHXHOUTOpH, UHTepUHAMBHAYATHATA BADHAOKIHOCT Ha [IEPOPATTHHA
KJIAPBHC € TIO-ro/isAiMa B IPYIATa Ha NeJHaTPHYHKTE NalMeHTr Ha 2 no 26 mecena (47%).
I[IpeanonaraeMuTe CTOMHOCTH HA CepyMHA KOHLIGHTpaLMA MpH [elia oT 2 1o 26 Mecelia KaTo Lo ca B
CBIIHA HHTEPBAN KaTO IPH TO-TOIEMMTE [ICUA, REIPESKH 9€ MpH HAKOM NieNa ¢ TeNeCHO TEro Mo

10 kg Moxe na ce yCTaHOBAT HO-BHCOKH Crax HUBA.

Hayuenmu e cmapuecka ev3pacm

IlpoBeneH e nomyaanuoneH GapMakOKHHETHUCH AHAJIA3 IIPH MJIAIH NAIMEHTH U NIPH MALUKEHTH B
CTapuecKa Bh3PacCT C eMHJIETICHS, KOUTO Ca BKTIOUEHH B €JTHH H CHIIHA M3nuTBaHHA. [1pu olieHka Ha
pe3yJTATHTE He C€ YCTAHOBABAT KIMHHYHO 3HAYHMH [POMEHH B KJIHpBHCA Ha JIaMOTPHXKHH. Tpu
IIPHEM Ha €THOKpPATHA /1032 ¢ce ycTaHORABAT ¢ 12 % no-HUCKH CTOHHOCTH Ha NIPHBHAHUA KIIHPBHC,
KaTo CHOTBETHO 32 20 roaminHa BE3pacT ca okojo 35 ml/min, zokaTo npyn nanueHTH Ha 70 roaxinHa
BB3pacT ca 31 ml/min. [Tomnkasane ot 10 % ce ycraHoBABa cliefl Je4eHHe B IPOJABIDKCHHE Ha

48 ceIMMIIH, KATO CTOMHOCTHTE CHOTBETHO ca oT 41 a0 37 ml/min 3a ABeTe BBH3PACTOBH I'PYIIH.
[IpoBeneHH ca ¥ Mpoy4uBaHUA Ha (papMaKOKMHETHKATA Ha JJAMOTPIXKHH CJIE€l €AHOKPATEH ITPHEM Ha
150 mg npu 12 3apaeu nvua B cTtapuecka Bbp3pacT. CpeiHUTe CTOMHOCTH HA KITHPBHCA MPH TE3H
narpieHTH (0,39 ml/min/kg) ca B pamkure Ha croitHoctute (0,31 1o 0,65 ml/min/kg), ycranoseHu
cnell MPOBEeHH ACBET KIHHWYHH H3C/IeABaHHA TIPH Bh3pacTHH (KOMTO HE ca B CTAPHECKa BB3PacT),
cliel puiarase Ha €AMHWYHM 1034 o1 30 1o 450 mg.

bvopeuno yepeacoane

Ha asanazaecer 1o0poBoaim ¢ xponuuHa O60pevHa HeAOCTaTPYHOCT U Ha JIPYTH LIECT NALKECHTH Ha
XeMoJuanmn3a € Onia npuiokeHa eaHokpartHa 1no3a ot 100 mg namotprokun, CpeHHTE CTOHHOCTH Ha
kaupbHea ca 0,42 ml/min/kg (xponnyna 666peyuna HenoctaTh4HOCT), 0,33 ml/min/kg (B nepuoaa
MEXIY XeMOAHanu3HuTe cecuu) ¥ 1,57 ml/min/kg (mo Bpeme Ha XeMoHaiH3a), B CpABHEHHE C

0,58 mi/min/kg mpu 3apaBu xoOporoIH. CpeaHOTO BpeMe Ha NOJIyKMBOT Ha JIAMOTPYIKHH B
nnasMara e 42,9 vaca (xpoununa 656peuna HemocTaTeuHOCT), 57,4 vaca (MeKAY XEMOAHATH3HTE) H
13,0 yaca (1o BpeMe Ha XeMOAHAaJIM3a), B CpaBHEHHME ¢ 26,2 yaca NpH 3ApaBu nodposoiuH. CpeaHo,
npubnusuTenso 20% (Mexay 5,6 u 35,1) OT KOTHYECTBOTO JIAMOTPIKHH, HATHIHO B TJI0TO, € OHIIO
SJIHMHHHpPaAHO MO BpeMe Ha 4-yacoBa XeMOJIHalM3a. 3a Tasm rpyla nalHeHTH HaYaTHHTE A03H
NaMOTPHIKHH TpAOBA a4 Ce ONpeSNAT CropeA CHIILTCTBALLHS [IPHEM Ha JICKAPCTBCHHA NIPOAYKTH.
Hamanenu nojbpaKaiiy 1034 Morat na 651aT epuKkacHd NpH NMAUUMEHTH ChC 3HAYHUTE/IHO YBPEXK/IaHe
Ha 6pOpeyHaTa ¢pyHKLMA (BXK. TOUKH 4.2 U 4.4).

Yeproopobuo yepeacoare
[IpH 24 nuna ¢ pa3nMyHa CTENEH Ha YepHOAPCOOHO yBpeKIaHe H 12 3ApaBH KOHTPOJIH € IPOBEACHO
(hapMaKOKWHETHYHO MPOYYBaHe ¢ TIPHJIaraHe Ha €AHOKpaTHa 1032 JJAMOTPIKHH. Meananara Ha

NPHBMAHMA KIHPBRHC Ha TaMOTpIkuH e 6una 0,31, 0,24 wmu 0,10 ml/min/kg npu nauye /*
yepHOIpoOHO yBpexaaHe ctened A, B, niu C (Child — Pugh knacugukaums) ¢sOTBETHO, Gpa
0,34 ml/min/kg npH 3apasuTe kKonrponu. HauanuaTa Ao3a, A03ata NpH NOBHIIABAHE M NOIRPKadal® "us
no3a TpsbBa ga ObAaT peAyHMpaHH NPHA NALHEHTH ¢ YMEPEHO HIH TEXKO YEPHOAPOOHO YRPSXag
(Bx. TOuKa 4.2). ‘-%\ )
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5.3. IlpeaKJHHHYHH JAHHH 33 0e30MACHOCT

HexnuHMYHHTE JaHHH HE MOKa3BaT 0coOCH PHCK 3a Xopa Ha 0a3a HA KOHBEHLMOHATTHHTE
(papMakonOrHYHH MpOy4YBaHHA 3a 6e30MacHOCT, IPOYYBaHMS 38 TOKCHYHOCT IPH MHOTOKPAaTHO
NpHiaraHe, reHOTOKCHYHOCT H KAPLIMHOTEHEH MOTEHLHAIL.

[Tpu npoyuBaHMATA 33 PENPOAYKTHBHA TOKCHYHOCT M TOKCHYHOCT BBPXY Pa3BHTHCTO NPH IPpU3avH H
3aiill4, He ca HAOJIIOJaBaHH TEPATOreHHH e)EeKTH, HO Ca YCTAHOBEHH MOHIDKEHO (PETAIHO TEr10 H
3a0aBAHE Ha CKeJIeTHATa OCH(pHKALMA NPH HUBA Ha €KCMO3ULIMA, TO-MAJIKH WIH CXOAHH ¢ OYaKBAHWTE
[IpH KIHHHYAA eKCTIO3MIAs. Thii KaTO NO-BUCOKH HHBA Ha €KCIIOIHIMA He Ouxa Mo Ja O6baar
H3C/ICABAaHH MPH XXUBOTHH MOPAAH TEKKOTO TOKCHYHO Bb3ACHCTBHE BbPXY MaHYHHUA OPraHH3bM,
TEPATOrCHHHUAT MTOTEHLIHA HA JITAMOTPWKHH HE € XapaKTepH3HpaH HaJ KIMHHYHATA €KCTIO3HLIMA.

IIpu mwrexoBe € HabNIO1aBaHO YBENWYEHKE HA (heTaTHATA U OCTHATAJIHATA CMbPTHOCT IPH
[IPHIAraHe Ha TAMOTPHXKUH NPe3 KbCHUA MeCTAMOHEH W PAaHHKA NOCTHaTaNeH nepHoNl. Tesu edekTH
ca 61K HAOMOAABAHH TIPH OYAKBAHATA KIIMHHYHA €KCIIO3HUIIHA.

IipH rbXxoBe B I0BEHWIHA BL3pacT ca HabmoaaBanu edekT BbpXy oOyuenuero npy Biel maze Tecra,
neko 3adapaHe Ha OanaHo-nipenyuHalHaTa cenapanda H Ha BATHHAIHATA [IPOXOAHMOCT, KaKTO U
HAMAJIEHO HA/AaBaHe HA TEMIO CEf paXaaHeTo npH F1 )KHBOTHHM MPH eKCITO3MLMH, PUOIU3HTETHO
JIBA ITbTH NMO-BHCOKH OT TEPANCBTUYHHATE €KCIIO3HIIMM MPHA XOpa, B3 OCHOBA HA TEJICCHATa
MOBBPXHOCT.

OnUTHTE NPH XKUBOTHH HE NOKA3BAT HEOIATONPHATHH €EKTH HA TAMOTPHXXKH BhPXY (DEPTHIIHTETA.
JlaMOTpHXXHMH e A0BEN 10 HaMajisBaHe Ha (heTaTHUTE HHBA Ha (ponHeBa KHCEITHHA NPH TUTBXOBE.
CMaTa ce, ye 1eUUMTHLT Ha (POHUEBA KHCEJIWHA € CBBP3aH ¢ [IOBULIEH PHCK OT BPOACHH
MaiopMaLiMK MPH M HBOTHH H XOpa.

JIaMOTpEKHH BOIH 0 10303aBHCHMO HHXHOHpaHe Ha hERG kaHamyeTa npy 4OBEIKH €eMOPHOHATTHH
oBOpeunu wieTk. IC50 e npuGAM3HTENHO AEBET THTH HAJl MAKCUMAITHATA TepaneBTHYHa CBOOOAHA
KOHLEHTpalHA. JIaMOTpHXHMH He npeAU3BHKBA yabkaeaHe Ha QT WHTepBania MpH AKUBOTHH IIPH
CKCIMO3HLIMH NPUOIHM3ATENTHO JI0 ABAa IThTH HaJ MAKCUMAaJlHAaTa TepaneBTHYHA CBOOOAHA
KOHLEHTpauua. [Ipy KIMHUYHO NpoyyvBaHe CbC 3APaBU RB3IPACTHH AOOPOBOIIM HE ¢ HAOMONaBaH
KJIMHHYHO 3HaYMM €(eKT Ha JaMoTpkHH BbpXy QT unHrepsana (Bx. Touka 5.1).

[IpoyyBaHH4 in vitro NOKa3BaT, 4e¢ B TEPANEBTHYHO 3HAYHMH KOHLICHTPALIHH JAMOTPHAKHH MPOABABA
aHTHApPUTMH4HO ASHCTBHE OT Kiac IB. xopa Tol MHXHOHMpa HATPHEBHTE HOHHH KaHAJIM B CHPLIETO ¢
KMHETHKA ¢ Obp30 HACTHIIBALIM HAYAIO W Kpaid Ha ACHCTBAETO H CHIIHA BOJTAXHA 3aBUCHMOCT,
Mo100HO Ha JApyrH aHTHAPHTMHUYHH cpeacTBa oT Kiac IB. B TepaneBTHYHH J03H JTaMOTPUXKHH HE
3a0aBs KaMepHaTa MPOBOAMMOCT (pazuparade Ha QRS)npu 3apasu Jiklia B LANOCTHO NPOYUBAHE Ha
QT, HO NpH HANMEHTH ¢ KITHHHYHO SHAYHMH CTPYKTYPHH WIH QYHKIHOHAIHH ChpICYHH 3a00/19BaHHA
JIAMOTPHKHH MOE NOTERLHANHO /1a 3a0aBM KaMepHaTa poBOgHMOCT (pazmmpseane Ha QRS) u na
npeaH3BUKa NPpoapHTMHEs (BX. TOUKa 4.4).

6. ©®APMAIEBTHUHH JAHHH

6.1. CnEchbk HA NTOMOHIHHTE BeIMEeCTBA

Marne3neB kapOOHAT

Llenyno3a, MUKpOKpHCTATHA

IToBuAOH

KEaT oLBeTHTEN CMEC (JTAKTO3a MOHOXHMAPAT, XKbJIT KEJC3CH OKCH)
KpocnoBanoH

MarHesues creapar
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6.2, HecbBMecTHMOCTH

Henpunoxumo

6.3. Cpoxk Ha rognoct

3 ronuHM

6.4. CoenHajnH yc10BHH 32 ChbXpaHEeHHe

[Tpu Temnepatypa non 30°C.

6.5. Baagn chabpAKaHHe HA ONIAKOBKATA

Onakosau B Onuctep ot PVC/AL ponro. OnakoBkara cbabpika 30 TabneTkH.
6.6. CpenHa/IHH NpeanaA3ZHH MEPKH NMPH H3XBbPJAAHE H padoTa

Hsama cneuHanHm H3UCKBaHUS.

Heun3non3paHUAT JIEKapCcTBEH MPOMYKT HIH OTHaALYHHTE MaTCpHAJIH OT Hero TpabBa na ce
H3XBBPJIAT B CBOTBETCTBHE ¢ MECTHHUTE H3UCKBAHHA.

7. NPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
Tesa apma EAJ]

yi. ,.JIroba Bennukora™ Ne 9, 1407 Codus

buarapns

8. HOMEPA HA PASPEHIEHUETO 3A YHHOTPEBA
Enurpmxun 50 mg — Per. Ne 20050166

Enutpwiun 100 mg — Per. Ne 20050167

9. JATA HA I'BPBO PA3SPEIIABAHE/TIOJAHOBSABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jarta Ha nspBoO pazpemasane: 29.03.2005 r.
Hata Ha nocneaHo nogHosaBaHe: 07.06.2010 .

10. JATA HA AKTYAJIM3ALIUSA HA TEKCTA

17.10.2023
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