KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1., HAME HA JEKAPCTBEHHS IMTPOAYKT

KAHHUJIA/] 50 mg ¢punmupanu tabnerku
KANILAD 50 mg film-coated tablets

KAHWJIAA 100 mg dunMupann Tabnerku
KANILAD 100 mg film-coated tablets

KAHHUJIA 150 mg dunmupanu Tabnerxkn
KANILAD 150 mg film-coated tablets

KAHHAJIAA 200 mg punmapanu TabneTku
KANILAD 200 mg film-coated tablets

2, KAYECTBEH H KOIMMECTBEH ChCTAB

NaNLAHWTERHA ATEHUMS 11O EKAPCTSATA

Kpamya xapamepucruxa Ha npogyxima [ IDusomanye 1

i e L I s

................................

Beska punMupana tabnerka cpabpka 50 mg nakozamup (Lacosamide).

Besaka ounmMupana Tabnerka ceabpka 100 mg nakoszamua (Lacosamide).
Bceska ¢punmHupana tabnerka cpaspxka 150 mg naxosamna (Lacosamide).
Beska punMupasa Tabnerka cxabpka 200 mg nakosamug (Lacosamide).

3a MBAHHA CTHCEK HA TOMOLLHHTE BELHIECTBA BHXTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

PuiMHpana TabneTka

KAHWIA/L 50 mg: Po3osu, enuncosuasl Tabnerku ¢ BursOHaTo penedHo obo3naveHue “173” oT
€/lHaTa CTpaHa H MAJKH OT Apyrara crpasa. CpeaHusT pasmep Ha Tabnerkara € 10,4 x 4,9 mm.

KAHWIIA/ 100 mg: TEMHOXBITH, eIHNCOBRAHY TabneTkH ¢ BATLOHATO penedHo obo3nayenue “174”
OT €JHaTa CTPaHa H IIallKu OT JpyraTa crpada. CpeHUAT pasMep Ha Tabnerkara € 13,0 x 6,0 mm.
KAHUIAJ 150 mg: C usaT Ha npackopa, eIHNCOEHAHM TabneTkH ¢ BTEOHATO pesiedHo 0003HaueHHES
“I75” or epnHaTa cTpaHa M MIaJKH OT Apyrata crpaHa. CpeHHAT pa3Mep Ha TaGeTkara e 15,0 x 7,0 mm.

KAHHJIAA 200 mg: Cunn, envMncosuann Tabnerkn ¢ sursdHaTo peneduo ob6o3nadenue “I76” or
e/IHaTa CTpaHa U IMaJKH oT Apyrara ctpaHa. CpeaHuar pasmep Ha tabnerkara € 16,5 x 7,7 mm.

4. KJIVHAYHH JAHHH

4.1 TepaneBTHYHA MOKAZAHAS

KAHWJIA/] e nokasaH 3a MOHOTEpaNHMsA NpH JIEYCHHE Ha NApUMATHH IbPUOBE CbC HITH €3 BTOpH'HA
reHepanu3alid NPH BE3PACTHH, IOHOWIM K AClia, HABbPLIMIN 2-TOHIIHA Bh3PacT C CIMHICTICHA.

KAHHIIA/I e mokazaH 3a fOMTBIBAIIA TEPANAs:

- TpH JICYEHHETO Ha [IapLMATIHH NPHCTHIH CbC WK O€3 BTOpHYHA I'eHepain3alisi NpH BE3PacTHH,
IOHOIIIH ¥ Jiela, HARbPLOWIN 2-TOHINHA BB3PacT, ¢ EMNHIENCHS.

- TIpA ICYCHHETO Ha IEPBHYHO I'eHepatu3HpaHd TOHHMYHO-KIIOHHYHH NIPHCTHIIH NP Bb3pacTHH,
IOHOLIIH U Jena, HaBbPIIHWIH 4-TOAUINHA BE3PAcT, C FeHEpAIH3HpaHa HAHONATHYHA SNMHJICTICHA.

4.2 J034pOBKA H HAYHH HA HPHJIOKEHAE
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JlexapsaT Tpa6Ba aa npeamie HaH-NOAXOAAIATA JIEKAPCTBEHA POPMA H KOJIHYECTBO HA AKTHB
BEILIECTBO B J030BA €AMHMLIA CTIOpEX TETJIOTO M A03aTa.
B caeapamara Tabnmia e o6o0imeHa npenopbYHTENTHATA NO3HPOBKA 38 BB3PACTHH, FOHOIHH

HaBBPLIMIM 2-TOJUIIHA BB3PACT.

Jlakozamug TpaOBa na Obne MpHeMaH 1Ba ITbTH JHEBHO, NMPHOJH3UTENHO npe3 12 Yaca.

1




Ako OBp/ie IPOMycHATA 71034, NAIWEHTET TPAOBa a € HHCTPYKTHPaH BeHara Aa npueMe MpoITyCHATaTa
11033 M CJIeJ] TOBa A2 MPHEME ClIeBALNATA 032 JaKo3aMHA B 0OHuaiiHOTO BpeMe no rpaduk. Ako
NALMEHTET 3a0ee)kH, Ye € MPONnyCHal 103aTa B PAMKHTE Ha 6 yaca npeaH ciieaalara, Toi/ 14 Tpadsa
4 € MHCTPYKTHpAH Ja H3Yaka NpPHEMa Ha ciIeABalliaTa f03a JIaKko3aMu B 06HuaitHoTo Bpeme 1o rpadHk.
[TanmenTuTe He TpAOBa Aa npveMaT ABOMHA A034.

10nouwu u Oeya ¢ mez2no 50 kg wiu nogeve, u ev3pacmuu

Hawanna ooza Tumpupane Muaxcumanna npenopvyumenna 003a
(Hapacmeawyu
CIMbnKU)
Monomepanua: 50 mg npa meTH 50 mg nea meTH | Moromepanuwn: ao 300 mg nBa IbTH
aHerHO (100 mg/neH) unu 100 mg aHeBHo (100 auesro {600 mg/aeH)
aea mbTH AHeBHO (200 mg/nen) mg/nen) Ha
CEIMMYHU Honwvaeawa mepanua: po 200 mg asa
Honvrsawa mepanua: 50 mg npa HHTEpPBAIH nbTH aHeBHO (400 mg/nen)
nbTH AHEBHO (100 mg/nen)

Anmepuamusna nvpsorauama 003uposra® (AKO € NIPIWIOKHMO).
200 mg eAMHUYHA HATOBapBawa 033, mocneBaHa ot 100 mg nBa meTH AHeBHO (200 mg/neH)

* Haropapsauia n103a MOXe Ja ce 3allOYHe TPH NallHeHTH B CHTYALHH, [IPH KOHTO JICKApAT ONpeers,
ye ce rapaHTHpa OBP30 NOCTHraHe Ha CTAalHOHAPHA IUIa3MeHa KOHLICHTPAIHA Ha JTaKO3aMHA H
TepaneBTHYEH edekT. Ta TpaOBa Aa ce mpHiara noj MeaHIMHCKO HaOMOAECHHE NPH OTYMTaHe Ha
BEPOATHOCTTA OT MOBHINEHA YECTOTa Ha CEpHO3HA ChpACYHA APUTMHS M HEXETAHH PEAKLHH OT
CTpaHA Ha LIEHTpanHaTa HepBHa CHCTeMa (BX. Touka 4.8). [Ipunoxkennero Ha HaTOBapBailla 103a He €
Oy4€HO HPH OCTPH ChCTOAHMS, HAIPHMED NPH status epilepticus.

Heya, ragvpuunu 2- 200wmuna ev3pacm, u oxouu ¢ mezio noo 30 kg*

Hauanna oo3a Tumpupane Marxcumanna npenopvuiimenna
(napacmeaiyu d003a
CIBIKY)
Monomepanus u oonvasawya 1 mg/kg nBa TBTH Monomepanua.
mepanusn.; anesHo (2 mg/kg/nen) | - no 6 mg/kg aBa neTH aHeBHO (12
1 mg/kg nBa weTH AHEBHO (2 HA CEAMHYHH mg/kg/neH) npu nauMenTH > 10
mg/kg/nen) MHTEPBAIH kg no <40 kg
- no 5 mg/kg npa mbTU AHEBHO (10
mg/kg/new) npu nauueHTty = 40
kg no <50 kg
Honvreawa mepanusi:

- 1o 6 mg/kg nBa nbTH JHEBHO (12
mg/kg/aeH) npu naugerTH > 10
kg no <20 kg

- 1o 5 mg/kg nga ruTH AHERHO (10
mg/kg/neH) npH nauueHty > 20
kg no <30 kg

- 7o 4 mg/kg nBa NbTH AHEBHO (B8
mg/kg/neH) npH nauueHTH > 30
kg no <50 kg

* Ipn aeua nox 50 kg e 3a npeanounTate aa ce 3anouxe sedeHue ¢ jakosaMua 10 mg/ml cupon

Onousu u deya ¢ mezno 50 kg u noseve u ev3pacmmu

Monomepanua (npu aevenuemo na napyuaru npucmeni)
IMpenopbuMrenHaTa HadaaHa 7o3a € 50 mg asa neTu queBHo (100 mg/neH), KoATo ciiel] ceAMHIIa TpAOBa
na 6sae yBenHUyeHa 0 Ha4aaHa TepaneBTH4Ha 103a oT 100 mg aga ety AHeBHO (200 mg/ng

JlakozaMuz MOske Aa ce 3anoyHe cbupo ¢ Ao3a 100 mg asa neTH AHeBHO (200 mg/ne
JeKaps 3a HeoOXOQHMOCTTa OT HAMAISBAaHE HA NMPHCTBHIIATE CIPIMO MOTEHIHAI

peakuyH.



B 3aBHCHMMOCT OT OTrOBOpa H IOHOCHMOCTTA, MOTEPIKALIATA 1032 MOKe Aa ObAe NONBIHKTETHO
YBENIHYaBaHa Ha CCIMUYHM HHTEpBaIHK ¢ 50 mg Apa ImbTH Ha AcH (100 mg /xeH) N0 MAKCHMANHO
NpenoprUHTENHa AHeBHA n03a 300 mg npa mbTH Ha AeH (600 mg/neH).

Ilpu naumeHTH, IOCTHIHAIH J03a No-rojiamMa or 200 mg aea meTH AHeBHO (400 mg/neH) u xouTo ce
HYXKAAAT OT AOITBJIHUTENCH AHTHENWIENTHYEH JIEKAPCTBEH NMPOAYKT, TpaOBa Ja ce cna3sa J03HPOBKaTa
MO-A0AY, KOATO Ce NPENnophuBa 3a JOMbIBAILA TEpalHi.

Honvneawya mepanus (npu nexenuemo na napyuaIRu BPUCHToNY WU JEYEHUEMO HQ NbPEUYHO
CEHEPATUIUPANY MOHUYHO-KTOHUYHU BPUCMTBIU)

IIpenopburTenHaTa HauamHa 103a € 50 mg asa et gHeBHO (100 mg/neH), koATo ciie egHa CeAMHLA
Tpabpa na Obae NoBUINEHA A0 HavdayiHa TepanieBTHYHa o03a oT 100 mg nea meTH AHEBHO (200 mg/neH).

B 3aBMCHMOCT OT MHEAMBMAYANHASA OTTOBOP Ha NMalHEHTa ¥ NOHOCHMOCTTA, NOALPKAINATA K032 MOXKE A2
ObJie AOITBITHUTEHO NIOBHINABaHa Ha ceMHYHH nepHoan ¢ 50 mg aBa meTh asesro (100 mg/ AeH), Ao
MaKCHMAJIHA NMPEMOPHYMTETHA JHEBHA 03a oT 200 mg apa et aHeBHO (400 mg/neH).

Heya om 2-zo0uumna ev3pacm u jonousu ¢ mezno noo 50 kg

Ho3arta ce onpenens BB3 OCHOBA Ha TenecHoTO Terno. [lopaaw ToBa ce npenopbuBa 3ano4epaHe Ha
JIEYCHHETO ChC CHPOT H IPEMHHABaHe KbM TaD/IETKH 10 kenanue. Koraro ce mpeanucea CHpofl, 03aTa
TpaAbBa Aa ObAe nocoyeHa B eAMHKIIH 3a 00eM (ml), a He 3a Teryo (mg).

Monomepanua (npu rewenuemo na napyuaIHU NPUCMvny)

[IpenoprunTensarta HavanHa no3a e 1 mg/kg aBa nbTH aHeBHO (2 mg/kg/neH) H Tpa6Ba na 6nae
yBeJIHYeHa A0 HavajlHa TepaneBTHuHa ao3a 2 mg/kg npa meTH AHeBHO (4 mg/kg/nen) caexn eana
CeAMHLA.

B 3aBHCHMOCT OT OTTOROpA H HOHOCUMOCTTA, TTOUTHPKALIATA 1032 MOKe 13 ObA€ AONBIHUTENHO
yBenanuasata ¢ 1 mg/kg nsa neTH aHeBHO (2 mg/kg/aeH) Bcaka ceamuiia. Jlozata TpsaOsa Ja ce
yBeJIHYaBa MOCTENICHHO O AOCTHraHe Ha ONTHMANlEH oTroeop. Tpadea aa ce npHiara Hal-HHCKaTa
edexturna noza. [Ipn aena ¢ Terno ot 10 kg no no-manko ot 40 kg ce npenopbyBa MAKCHMAJIHA 1033
no 6 mg/kg nea meH guesHo (12 mg/kg/nen). Ipw gena ¢ Terno ot 40 kg o noa 50 kg ce npenopwusa
MakCHManHa no3a 5 mg/kg asa neTH aHesHo (10 mg/kg/aen).

Honvaeawa mepanus (npu neyenuemo Ha NePSUYHO 2EREPARUSUPAHY MOHURRO-KIOHWHY RPUCIIbNY
cned 4-200uwna 6b3pacm U NP NeYeHuemo Ha NAPYUAIHY NPUCMBnu cied 2-200UiRa 6b3pacm)
[IpenopsurTennaTa HavanHa ao3a e 1 mg/kg aBa meTH aHeBHO (2 mg/kg/nen), koaTo TpAOBa aa ce
YBEJIMYH O HavanHa TepaneBTHYHa no3a 2 mg/kg apa meTH aneBno (4 mg/kg/nex ) cnea enna ceaMHIIa.
B 3aBMCHMOCT OT OTTOBOpa H OHOCHMOCTTA, TIOAIbPKAINATA 1033 MOXe Aa ObAe AOIMHIHHTEIHO
yBennuaeaHa ¢ 1 mg/kg npa nuTH qHeBHO (2 mg/kg/nen) Bcaka ceqmuua. Jlozara TpsadBa na ce
aJanTypa NOCTENEeHHO A0 JOCTHIaHE Ha ONTHMANIHKHA oTroBop. Tpa6Ba fa ce H3Mon3pa HaH-HHCKaTa
edexkTHBHa Do3a. [TopanH yBennyYeH KIHPHHC B CpaBHEHHE ¢ BH3PacTHHTE, Tiph Jella ¢ Terio oT 10 kg
1o no-manko ot 20 kg ce npenopsusa MakcMaliHa fo3a a0 6 mg/kg aga mete AHesHO (12 mg/kg/nen).
ITpu aena ¢ Terno ot 20 o nox 30 kg ce npenopbusa MakcuManta 1oza 5 mg/kg nsa et AxesHo (10
mg/kg/nen), a npu nena ¢ Terno or 30 no noa 50 kg ce npenopbyBa MakcHManHa 1o03a 4 mg/kg asa
mbTH gHeBHO (8 mg/kg/nen), BpOpexu ye B OTBOPEeHH NMpoyuBaHHa (BXK. TOUKH 4.8 ¥ 5.2) npu ManbK
Opoii OT [JellaTa OT MocjeqHaTa rpyna € u3no/3pala aosa Ao 6 mg/kg asa nere gHerHo (12 mg/kg/aen).

3anovsane HA AEYEHUE C IAKOIAMUO C HAMOBAPEAWA 003a (HAYATHA MOHOMEPANUA WU RPEMUHABAHE
KbM MOHOMEPANUI 6 ACHEHUCING HO NADYUAIHY NPUCITONY Wil OONSABaIA Mepanii 6 1e4eHuemo Ha
RAPYUATHYU RPUCHTONU, WU OONBABGUIA MEPANUR 6 AEHEHUEMO HA NbPEUYHO 2eREPANUIUPAHU MOHUYHO-
KAOKUYHY HpUucmosnu)

Ilpn roHoH ¥ Aena ¢ Terno 50 kg ¥ noseue, KakToO H Np# BE3PACTHH, JIEYCHHE C JIAKO3aMHJ MOXKE Ja
OB/ 3aNMOYHATO ¥ ¢ €IMHMYHA HaToBapBaula Jo3a oT 200 mg, nocneasaHa OT APEMHHABaHE Kb
noaabpakama Ao3a or 100 mg nsa wbTH AHeBHO (200 mg/ nHeBHO) npHOmzHTeNHO 12 Yaca i
Hocnensamy xopexunu Ha Ao3aTa TpAORA a2 CE MPABIT CHIMACHO HHAMBHAYAJIHHA OTTOBOP
MH/IMBH/Ya/THATA TIOHOCHMOCT, KakTo € OrucaHo no-rope. C HaToBapBalia /1038 MOXe Ja c¢
JIEYEHHE NPH NALHEHTH B CHTYALIWH, IPH KOHTO JIEKAPAT Onpeaen, 4e 6bp30T0 JOCTHIaHe
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CTallHOHapHa 71a3MeHa KOHLIEHTPALIHA H TepaneBTHuYeH edekT ca onpaBaaHy. Ts Tpabra na ce npunara
NoA MEAMLIHHCKO HabmoAeHHe KaTo ce HMa NPSABH Bb3MOKHOCTTA 32 MOBHIIEHA YeCTOTa Ha CEpHO3HA
ChpA€YHa apUTMHS U HEXETAHUTE PEAKLIHH OT CTPaHa Ha LICHTPAJIHATA HEPBHA CHCTEMA ( BIDKTE TOYKA
4.8). [Iprunaranero Ha HaTOBapBallA /1032 HE € NPOYYEHO NMPH OCTPH CBCTOAHHA KaTO CTaTyC

CHWIETITHKYC.

Ilpeycmanoesaeane na revernvuemo

ITpu HeoOX0AMMOCT OT CITHpaHe Ha IAKO3aMHJ C¢ MPEHOPhUBA CEAMHYHATA 1032 Aa 6bAe MOCTENEHHO
HaMaaBaHa Ha CTHIKH 0o 4 mg/kg/neH (3a manMenTn ¢ Terno no-mManko ot 50 kg) wiu ¢ 200 mg/nen
(3a naunenTH ¢ Terno 50 kg win noseye) 3a MaLHEHTH, KOHTO NPHEMAT /1032 JIAKO3AMHK] CHOTBETHO 2 6
mg/kg/nen wm > 300 mg/aen. ITo MeAHILMHCKY NPUYHHHE € AOMYCTHMO H N0-0aBHO MOHIKABAHE HA
CEIMHYHHTE JIO3H Ha CTHNKH 1o 2 mg/kg/nen win 100 mg/aen.

[Ip# maiieHTH, KOMTO Pa3BUAT CEPHO3HA ChpACYHA apATMHUA, TpAOBA Aa Ce HaNpaBH OlEHKA Ha
KIHHHMYHATA 110138/ PHCK H, IPH HEOOXOAUMOCT, TpA0BA 1a ¢€ MPEYCTAHOBH NPHEMa Ha JJaKO3aMHA.

CneuyanHu nonyaaluy

Iayuenmu 8 cmapyecka ev3pacm (Hao 63 2o0unu)

He e reobxoaumMo noHWwkapaHe Ha 103aTa MPH NALMEHTH B CTapuyecka Bb3pacT. CBbpP3aHOTO € Bb3pacTTa
NOHIWKeHHe Ha OEOpeUHns KIIHPBHC ¢ MOBHIIEHHE Ha HHBaTa Ha AUC Tpa0Ba na ce B3eMaT OX
BHHUMaHME TIPH IALMEHTH B CTApuecKa Bb3pacT (BinkTe caeasauus naparpag , brOpedno yepexaane™ u
To4Yka 5.2). ChIlleCTBYBAT OIpaHHYEHH KIMHHYHH JaHHW NPH NALMEHTH B CTApYECKa BB3pacT ©
SMIICTICHA, CICLHAIHO Ha N03H no-rojemu ot 400 mg/aeH (Bx. ToukH 4.4, 4.8 u 5.1).

bvopeuno yspexncoane

He e HeoOxoaHMO asanTHpaHe Ha 103aTa NPH BE3PACTHH U NSIHATPHYHH NALKEHTH C JIEKO A0 YMEPEHO
6u6peuno yspexkaane (CLcg > 30 mi/min). Ilpu neamatpraan nawkeHTH ¢ Terno S0 kg wiy noBeye H
NPH Bb3PacTHH NALHEHTH C JIEKO 10 yMepeHo O0L0peuno yBpexaane, Moxke ia ce OOMHCIIH MPWIAraHe Ha
HaTopapsama 1033 200 mganerHo, HO ObAemo TUTpUpaHe (>200 mg AHeBHO) TPAOBA Ja ce H3BHPIIBA ¢
NMOBHIIEHO BHAMAaHKE. IIpH neauaTpyuyHH NanyeHTy ¢ Ternao 50 kg B noseye H NpH BB3pacTHHA NALMEHTH
¢ Texko 6BOpeuno yspexaane (CLer <30 ml/min) wnn TepmMuHanHa OEOpetna HEAOCTATHYHOCT €
NpeNOpBYHTEIHA MaKCHMaHa IHEBHA A03a 250 mg NHeBHO M TUTPUPAaHE Ha A03ara TpAOBa ha ce
W3BbPLIBA ¢ MOBUIIEHO BHUMaHHe. AKo € HeoOXolMMa HaToBapealila 03a, 1pe3 ITLpPBaTa ceaAMHLA
TpRORA [a Ce U3NON3Ra HauanHa fo3a 100 mg, nocneasana oT go3a SO mg a8a mbTH AHEeBHO. 11pn
NEAVATPHYHH NALHMEHTH ¢ TerIo no-Manko ot 50 kg ¢ Texko 6u6peuno yppexaane (CLcr <30 ml/min) u
NIPH Te3H ¢ TepMHHAIHA OBE0peYHa HefOCTATEYHOCT c€ MPENOpLYBa HAMAIABAHE HA MAKCHMATHATA 1032
¢ 25%. IIpn BCHMKHM HALHEHTH, KOHTO ¢ HYXKJAAT OT XeMOAHAIIN3A C¢ NpenopbyBa fobapsHe Ha 1o 30%
OT ONPESACICHATAa AHEBHA 033, HETIOCPEACTBEHO Clie/l MPHKJIFOYBAHE HA XeMoAuaIn3aTa. JledeHHe Ha
MALMEHTH ¢ TePMHBaIHA Ob0peyHa HeaOCTAaTHEYHOCT TPAOBa Aa ce H3IBBPIIBA ¢ MOBHILIEHO BHHMaHHE
NOPagH MaJIKUs KJTHHWYEH ONMT H KyMY/IHpaHe Ha MeTabonnTa (¢ Hen3BecTHa GapmMakonorniHa
aKTHBHOCT).

Hepruoopobno yspeoxoane
[Ipenopruea ce MakcuManHa 103a 300 mg JHEBHO NpH NeAHATPHYHH NaLMeHTH ¢ Terno 50 kg wiu
NoBeYe M MPH BB3PACTHH NAaLUEHTH ¢ JIEKO 0 YMEPEHO YepHOApoOHO yBpeaaHe.

TurpHpaneTo Ha A03aTa IIpH TE3H NALMEHTH TPAOBa Ja ce M3BBLPHIBA C IIOBHINEHO BHHMaHHEe KaTo ce
HMa NMpeaBHA U Bb3IMOKHOCTTA OT CBITBTCTBALLO OBOpedHo yBpexxaaHe. IIpH 10HOIIH H BE3PACTHH €
Terno 50 kg niu noBeue Moke 71a ce OOMHCIH TIpUiaraHe Ha HaroBappaina nosa 200 mg, Ho 6paemo
TUTPHpaHe Ha fo3ata (>200 mg gHeBHO) TPAOBA Aa ¢€ H3BLPIIBA ¢ MOBHILEHO BHUMaHKe. BB3 oCHOBa
Ha JaHHY 32 BB3PACTHHU, NIPH NMEHATPHUYHE NALHEHTH C TeTNo no-Maiko ot 50 kg ¢ nexo no yMepeHo
TEXKKO YePHOAPOOHO YBpexaaHe TpaOBa Aa ce MPHIOKH HaMallsBaHe Ha MaKCHUMAJTHATA /1034 ¢ 25%.
DapmaKOKHHETHKATA HA JIAKO3aMH]1 He € MPOyuBaHa MpPH MAalHeHTH ¢ TEXKO YePHOAPOOHO YBpEXKIaHe
(BIOKTE TOuKa 5.2). Jlako3zamua Tpadra pa ce nmpuiara Npy BL3pacTHH H NEHATPHYHH TIAUHEHTH C

HaJBHIIABAT Bb3MOKHHATE PUCKOBE. Moke J1a ce HaJlOXKM KOPHTHPAHE Ha 103aT1a, KaTO BHHUM
HabmoaAaRa aKTUBHOCTTA Ha 3a00JIABAHETO H Bb3MOXHHUTE HEXETIAHH PEaKIHM Ha MaUMEHTa

Ileduampuuna nonyaayua \



He ce npenopruea ynorpeba Ha nako3aMHJl 3a IeUSHHE HA ThPBHYHO FEHEPAIH3UPAHH
TOHHYHOKJIOHHYHH NPHCTBIM I[IPU Aeua NOA 4-rOAUIIHA BB3PpacT M 3a JICUCHHE Ha NapUHaHH NIPHCTBITH
ApH Aelia noA 2-rOAHIIHA BL3PAacT, Thil KATO JaHHHTE 3a 6e30MacHOCT H 32 e(pUKACHOCT B TE3H
BB3pacTOBU IPYIH Ca OTPAHHYEHH.

Hamosapsawya oo3za
IIpnnaranero Ha HaTOBapBalia 03a He € NPOy4YBaHO NpH Aena. M3nonspaneTo Ha HaTOBapBalA 4034 HE
Ce NMpenopbyYBa IPH IOHOLIM H JIeNa ¢ Tersio no-Manko ot 50 kg.

HauywH Ha npuioxeHue
Jlakozamuy pHIMHpaHN TablIeTKH ¢a 3a HepopaHO NpuioxkeHue. JlakozaMua Moxe Aa 6bae NpueMaH
chC WM 0e3 XpaHa.

4.3 ITpoTnBONOKaA3aAHHAS

CBpPBEXYYBCTBHTETHOCT KBM AKTHBHOTO BEMIECTBO WIH KBM HAKOE OT MOMOIIHHTE BEHICCTBA, H30pOCHHU B
TOouka 6.1.
JaHHU 33 BTOpa WiH TPeTa CTETICH NpeachpAHo-KaMmepen {AV) 6nok.

4.4 Cnenuanne npeaynpexieHns 5 npeANa3Hd MepKH NpH ynorpeba

u a MICALHA W TOBENEHHE

Cyunasa uaeaims 4 NoBeIeHHE ca ChoOIIABAHH MPH NALHEHTH, JCKYBAHH C AHTHEIIWACIITHYEH
AEKAPCTBEH NPOAYKT NpU Pa3IMuHK N0Ka3aHus. MeTa aHanH? HA paHJOMH3HPaHH, Iauebo
KOHTPOIHPAHHU KIHHHYHH NPOYYBAHHA Ha AHTUEITHICITTHYHH JICKAPCTBCHH MPOAYKTH CBILO MOKa3Ba
JIEKO MOBHINIEH PHCK OT CYHLIHAHA HAcalUs U NOBEACHHE, MeXaHH3MBT Ha TO3H PHCK He € U3BECTEH, a
HAJTHIHHTE AHHH HE M3KJTIOYBAT BE3MOXKHOCTTA OT NOBHILECH PHCK NMPH Naxo3amu. [lopaayn Tosa
NALMEHTHTe TPaOBa Na 6bAaT NpocneIABAHH 3a IPH3HALIH Ha CYHIIHA HACAL{Us H TIOBCICHHE H TpaOBa
Aa ce oOMHCIH noaxoaaio neyenue. [laupenTure (4 XopaTa, KOHTO ¢e TPIDKAT 3a TAX) TpadBa na 6vaar
NOCHBETBAHH J1a NOTHPCAT MEAMLHHCKA MOMOILL, aKO C€ MOABAT [MPH3HALIA HA CYMLMIHA HICAllHA WK
NoBeACHHE (BHXTE TOYKA 4.8).

CepreyeH pUTEM M IPOBOJIMMOCT

IIpy K IMHHYHUTE NPOYYBAHHMA HA JIAKO3aMH]I € HaOmoAaBaHo CBBP3aHO ¢ A03aTa yALDKaBane Ha PR-
HHTepBana. Jlakozamuz Tpabea na ce npuiiara ¢ NOBHIICHO BHHUMAaHHE MPH NALHEHTH ¢ NOAJIEKAIIH
NIPOAPUTMHYHH CBCTOSHUA, KATO NALHEHTH ¢ H3BECTHH NpodJIeMH Ha ChpACYHATA IIPOBOJAHMOCT HIIH
TEXKKO ChpAe4HO 3a00/aBaHe (Hanp. HexeMHA/HHGaPKT Ha MHOKAPAA, ChpACYHA HENOCTATHYHOCT,
CTPYKTYPHO CHpACHHO 3a009Bade WIH CHPACYHH HATPHEBH KAHAJIONIATHH) WM MALIACHTH, IE€KYBAHH C
NEKapCTBEHHM NPOAYKTH, 3aCATallM CEpZiedHaTa MPOBOAUMOCT, BKIIOYHTEIIHO aHTHAPHTMHYHH CPE/ICTBa
¥ AaHTHETIHJICNTTHYHH JIEKapCTBEHH NMPOAYKTH, OJIOKHpauIu HaTPHEBHTE KAHAJIN (BXK.TOMKA 4.3), KaKTO K
OpH MALMEHTH B CTAPUYECKA Bb3PACT.

Ilpy Te3u naumeHTH TpAOBa Aa ce obmuciH HBbpliBaHe Ha EKI' npean yrenuueHHe Ha Ao3aTa Ha
nako3amuz Haz 400 mg/meH u caen Karo JIAKO3aMHA c€ THTPHpa JAC CTAlHOHAPHO ChCTOSHHE.

B miane6o-koATpoIHpaHy KIMHUYHA [TPOYYBAHHA C JIAKO3aMH]1 IIPH MALHEHTH ¢ COMICTICHA He ce
CH0OOIIABA 33 MPEACHPAHO MBXKACHE HIIH TPENTEHE, HO ¢ CHOOLIaBa B OTBOPEHH NPOYyYBaHHA 34
ENUNEIICHA U NTPH MOCTMAPKETHHTOBHS OINMT.

B nocTMapKeTHHTOBHY ONMUT uMa cLoO1eHne 3a AV Onok (BRIIOUUTENHO AV ONOK BTOpa CTeneH Win
no-pucoka). Ilpy nauMedTH C MPOAPUTMHYMHE CHCTOSHHA € CHOOIEHA BEHTPHKYIapHa TaxXHapHTMuA. B
peaKH CTyuyaHn Te3H ChOMTHA ca JOBENH A0 aCHCTONHA, ChpieyueH apecT U CMBPT MPH MALHUEHTH C
NOANEKAIHN NPOAPHTMHYHH CHCTOAHHS.

INaumenTHTE TPsOBA Aa ca 3aM03HATH CHC CHMITTOMHTE Ha ChpaeiHa apuTMusA (Hanp. 6aBeH,
HEpABHOMEPEH OYJIIC, NAINUTALMHK, 3a]]yX, YYBCTBO HA 3aMassHOCT, NpHNaaseK). [ lanueHTHT ﬂ&%,

3aMasHOCT
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JleyeHmneTo ¢ nako3amMH] ce CBBP3Ba ChC 3aMasHOCT, KOATO MOXE A2 MOBUILH NOsABAaTa HA HHUHACHTHH
HapaHsBaHWa WK nafaHus. [lopaau ToBa, naupenTHTe TpaGra Aa OBAAT NOCHBETBAHM [ Ca
BHHMATE/THH OKATO CE 3aMO3HAAT C BCHUYKH MOTEHIMAIHH ¢eKTH Ha JIEKAPCTBOTO (BHXTe ToYka 4.8).

IoTeHuman 3a Bb300HOBABAHE WM BJIOLIABAHE HA MHOKIOHHUYHH IPHCTHIH
Crobiieno € Bb300HOBABAHE WK BJIOIIABAHE HA MHOKIOHHYHH MPHCTHINA KAaKTO NPU BE3PACTHH, Taka H

npy neauaTpuiny nanvedt ¢ 1IN TKIL, no-cneupanHo no BpeMe Ha TUTpHpaHe. [IpHe nauHeHTH ¢
NOBEYEC OT €AHH THII OPHCTLIM, HAOMOAABAHHTE ION3H OT KOHTPOJHMPAHETO Ha NPUCTHII OT €IHH THIL,
TpA0Ba Aa ¢€ CHIIOCTABH ¢ BCHYKH Ha0MMOAaBaHK NPU3HALH HAa BIOMIABRAHE [0 OTHOLIEHUE Ha MPHCTHII

OT ApPYT THIL

TloreHuMaN 3a eNCKTPO-KIMHHYHO BJIOMIABAHE NTPH cHellHbUUHH C MH Ha DeJHAaTPUIHA ENIWICTICHSA
BesonacHocTTa M eHKACHOCTTA HA JJAKO3AMHJ [PH NEABAaTPHYHH NalHEHTH ChC CHHAPOMH Ha
EMIIENCHS, NPH KOUTO € BE3MOXKHO €JHOBPEMEHHO ChINECTBYBAHE Ha (POKaIHM U reHepaiu3ipaHH
[IPHCTHIIM, HE € YCTAHOBEHA.

4.5 BaaamogeHicTBHE ¢ IPYrH JeKapcTBeHH NPOAYKTH H APYrE GopME Ha B3aHMoAcHCTBHE

JlaxosaMup TpsbBa na 6bA¢ nprnarad ¢ NOBMIIIEHO BHUMAaHHE MPH NALMEHTH, JIEKYBaHH ¢ JICKAPCTBEHH
NPOAYKTH, 324 KOHTO € M3BECTHO, Y€ Ce ACOLHHPAT ¢ yARKaBaHe Ha PR uHTepBana (BKIFOYUTENHO
AHTHETIWICITTHYHH JIEKapCTBEHN NPOAYKTH, ONIOKUpAllM HATPHEBUTE KAHAJIX), H TIPH MALHEHTH,
JACKYBaHH C AHTHAPUTMHLK. Brnpeku TOBa, aHAMIBT MO NOArPYNH NPH KIHHHYHHTE H3IIHTBAHHA HE
YCTaHOBABA MOBHINECHO YAKDKaBaHe Ha PR-uHTEpBana npH ¢chBMECTHa yTIoTpeOa Ha kapOamaselmiH HitH
JAMOTPHTHH.

In vitro paHHu

Haii-061110 1aHHATE OKA3BAT, Y€ JAKO3aMKA MMAa HHCHK TTOTCHIMAN HA B3aUMOACHCTRHE C IpYTH
NEKapCTBEHH NPOJYKTH. In vitro npoyyBaHUATa MOKa3Bar, ue ensuMuTe CYP1A2, CYP2B6 H CYP2C9
He ce uHayuupat o, 4e CYP1Al, CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2D6 u
CYP2E] He ce BHXHOHpaT OT J1aKO3aM¥E/l NPH TUIa3MEHUTE KOHIICHTPALIHH, HA0MOIaBaHH IIPH
KIHHHYHUTE Npoy4BaHus. In vitro npoy4BaHe NMOKa3Ba, Y€ JIAKO3aMHJL HE CE TpaHCNIOpTHpa OT P-
IMHUKOIMPOTEHH B YEpRaTa. In vitro nannute nokassart, ye CYP2C9, CYP2C19 u CYP3 A4 morat na
KaTanusvpar 0dpasysaHero Ha O-ne3MeTH MeTaboNHUTA.

In vive naunu

Jlaxozamuz ve uuxubupa unn uHayuupa CYP2C19 1 CYP3A4 no KAMHHYHO 3HAUYHMa CTCNEH.
Jlakozamua He nornHABa AUC Ha muaazonam (Metabonusupan ot CYP3A4, npu npuem Ha jlakozamu
200 mg aBa 1MeTH Ha JieH), Ho C .. Ha MHZA30J1aM ce nopHinaea Jeko (30%). JlakozaMua He NMOBJIHABA
(hapMaKkoKHHETHKaTa Ha oMeripa3on (MerabonuzupaH or CYP2C19 u CYP3 A4, nipu npuem Ha
naxosamMuz 300 mg ABa MbTH HA ACH).

Huxuburopst Ha CYP2C19 omenpazon (40 mg BeiHBX AHERHO) HE MOBHLIABA EKCMIO3ZHLMATA HA
NAKO3aMH]] B KIIHHHYHO 3HauuMa cteneH. Ilopazam ToBa, ymepenure unxuburopu va CYP2C19 e manko
BEPOATHO Aa MOBJIMAAT CHCTEMHATA eKCIIO3HLMA Ha JIAKO3aMHJ1 B KIMHHYHO 3HAYHMA CTETEH.

[IpenopruBa ce NOBHILIEHO BHUMAHKE MPH CHBMECTHO MPHJIOKEHHE HAa MOIHH MHxHOuTOpH Ha CYP2C9
(nanpumep daykonason) u CYP3A4 (ranpHMep HTPaKOHA30Md, KETOKOHA30JL, PHTOHABHD,
KJIADHTPOMHMIIMH ), KOETO MOKE A3 AOBE/IE A0 NMOBHILIEHA CHCTEMHA €KCNO3HITHA Ha Jako3aMua. Takuea
B3aUMOJCHCTBHA HE ¢4 YCTAHOBEHH i1 vivo, HO Ca Bb3MOKHH Bb3 OCHOBA HA in Viiro JaHHHTE.

MolHUTe eH3UMHH MHIYKTOPH KaTo pPHGaMNHLMH HIH XBJIT KaHTapuoH (Hypericum perforatum) morat
YMEPEHO Aa NOHWKAT CHCTEMHATa €KCIO3HIMA Ha nako3aMu. [Topamu ToBa, 3anoYBaHe WM CTIHPaHE Ha
NIEYSHHE C Te3H EH3HMHH UHAYKTOPH TpAOBa 11a Ce H3BBplIBA ¢ NOBHUIEHO BHHMAaHHE.

AHTHEIUIENTTHYHY ICKAPCTBEHH OpOAYKTH

Iipn npoyypaHHATa 332 B3aHMOJCHCTBHA JIAKO3aMIJ HE MORIMABA 3SHAMHMO ILIA3MEHHTE KO

Ha KkapbaMaszenuH M Bampoesa kucennna. [asMennTe KoHLEHTpallMi Ha 1aKO3aMHL HE ¢ RBAT 1"
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BB3PACTOBH IPYIIKR YCTAHOBABAT, Y€ CHBMECTHOTO NPWIOKEHHE ¢ APYTH AaHTHENMIWIEITHYHH NIEKapPCTBEHH
NPOAYKTH, 32 KOUTO € H3BECTHO, Y€ Ca eH3HMHH HHIAYKTOpH (kapbamasenuH, peHHTOHH, peHobapOHTan,
B Pa3zlIMYHHK J03H ), HAMaJMIBAT 001aTa CHCTEMHa eKCTTO3HLIMS Ba Hako3aMHA ¢ 25% OpH BB3PacTHH H
17% npu neaHaTpUUHK NALHEHTH.

IlepopanHy KOHTpaLEIITHBH
Ilpu mpoyupaHe 3a B3aHMONEHCTBHA HE € YCTAHOBEHO KITHHHYHO 3HAYHMO B3aHMOAEHCTBHE MEXIY

NAaKO3aMH]I H NIEPOPATHATE KOHTPALICTTHBH ETHHMIIECTPAAHON M teBoHoprecTpei. KoHuenTpauunre Ha
NPOrecTEPOH HE ca MOBJIMAHHA PH CHBMECTEH TNPHEM Ha JICKAPCTRCHHTE NMPOAYKTH.

Hpyru

IlpoyuBaHns 3a B3aMMOACHCTBHA NOKA3BAT, Ye JIAKO3aMHL HE NMOBJIHABa PapMaKOKMHETHKATA Ha
JUTroKCHH. Hama WIMHHYHO 3HAYMMO B3aHMOACHCTBHE MEXAY JIAKO3aMH/l H MET(OPMHH.

CBBMECTHOTO NpHIIOKEHHE Ha BapdapyiH H JIaKO3aMHl He NIPEAU3BHKBA KITHHHYHO 3HAUHMH ITPOMEHH
BBB (papMaKOKHWHETHKATa U papMaKoAMHAMMKATA Ha BapdapuH.

Brnpeku ye papMakoKHHETHYHH JaHHH 32 B3aMMOACHCTBHE MEKIY JIAKO3aMHJ H ATIKOXOJ1 HE Ca
HAJTHIHH, HE MOXKE J1a ¢e M3KI0YH dapMakoguHAMHYCH eeKT.

JlakozaMH) HMa HHCHK NOTEHIAN Ha CBBP3BAaHE C TUIa3MEHHTE NPOTEHHH, NTO-MaKo oT 15%. Ilopann
TOBA HE C€ OYAKBAT KIIMHMYHO 3HAYUMH B3aHMOACHCTBHSA 0 MEXaHH3MA HA KOHKYPESHTHO CRBP3BaHE C
NAA3MEHKTE NPOTEHHH.

4.6 DepTHARTET, OpeMEHAOCT H KhpMEHe

XKeHu ¢ aeTepolieH NOTEHIHAN
Jlekapat TpsabBa aa obChAM BENPOCHTE OTHOCHO CEMEHHOTO TUIaHHpaHe H H3ION3BAHETO Ha

KOHTpaUEILHA MIPH XKEHUTE ¢ AeTEPOJAEH NOTEHIHAN, KOUTO MpHeMaT Nako3aMu (Bx. bpeMeHHoCT).
AKo xeHa peln na 3abpeMenee, ynotrpedara Ha JakozaMu TpaOGBa Aa ce NpeolleHH BHHMATEITHO.

bpemenHoOCT

Puck, cevpzan ¢ enunencuama u armuenuienmuvHume aekapCcmeenu nNpoOyKIiy Kamo ysno

ITpn BCHYKH aHTHENMHIENTHYHH JIEKAPCTBEHH NPOAYKTH € YCTAHOBEHA ABA N0 TPH ITETH MO-BHCOKA
YeCTOTa Ha MaI(pOPMALIHHTE B MOKOIICHHETO HA XKEHH, JIEKYBAHU 33 €MHUJICIICHA, B CPABHEHHE C YECTOTa
ot okono 3% B ofbwara nonynaups. B nexysanara nonyauHa NOBHIICHATa YeCTOTa Ha MAT(OPMALtHH €
YCTaHOBEHA MpPH NPHIATAHE HA TIOBEYE OT MH JIEKAPCTBEH MpOAYKT (MOJIMTEpanHa), BbNIPEKH TOBA, HE €
YCTaHOBEHO JI0 KAKBA CTEIIEH TOBA ¢¢ JbJDKM Ha JICUSHHETO W/ HIH Ha 3a60N1aBaHeTO.

Ot npyra cTpaHa, e(peKTHBHOTO JIEYCHHE HA EMMAJIETICHATA He TpAOBa fa ObAe PEeKbCBAHO, Thil KATO
BIOLIABAHETO Ha D0NecTTa € BpeIHO KaKTO 3a MaiKaTa, Taka H 3a IUioja.

Puck, cevpaan ¢ naxozamud

HaMa noctaThuHO NaHHHM OTHOCHO ynoTpedara Ha lakozamuz npH OpemeHHH xeHH. [1poyuBannaTa npu
HBOTH#H HE MOKA3BAT HHKAKBH TEPATOTCHHH e(heKTH MPH TUTLXOBE MM 3akIK, HO € HabmoaasaHa
eMOPHOTOKCHYHOCT TPH TUTEXOBE H 3aiIlM [IPH TOKCHYHM 34 MaiiKaTa J03# {BIkTe Touka 5.3).
IToTeHLManHKAT puck NpH Xopa HE € yCTaHOBEH.

JlakozaMun He TpsaOBa 1a ce mpuiara npu 6peMeHHOCT, OCBEH B CiTyuail Ha abCoMOTHA HEOOXOAMMOCT
(aKO NOJI3aTa 332 MAKaTa KaTeropMYHO HaAXBBLPIA MOTEHUHATHHS PHCK 32 1U10Aa). B cimy4al ue JKeHHuTe
XKeIaaT Aa 3abpeMeHear, ynotpebaTa Ha TO3H NPOAYKT TPAOBAa BHHMATETHO J1a C€ MPEOLICHH.

KtpMene
Jlaxo3zaMH]1 ce eKCKpeTHpa B 4OBeINKaTa kbpMa. He Moxke na ¢e M3KIKUH PHCK 3a

HOBOPOACHHTe/KbpMaueTara. [IpenopruBa ce 110 BpeMe Ha JIeUYeHHETO ¢ JIAKO3AMHKJ KbpME
MPEYCTAHOBEHO. i




DepruamuTeT

He ca HabmonaBaHH He)KeTaHH PEaKIHH 110 OTHOIIEHHE HA MBIKKHA HIIH JKeHCKH (PepTHIHTET WIH
PENPOAYKTHEHOCTT2 APH TUTHXOBE NIPK 03H, BOASIA 40O wiasMeHa excniosnua {AUC) no
NMPHOIM3HTEHO 2 MBTH masMeHata AUC npH Xopa npy MaKCHMallHaTa MpenopbYHTEHA A03a 33 X0pa

(MILAX).

4.7 EdexTH BLpXY cIoc0OHOCTTA 32 MOPHpaAHE H paboTa ¢ MAIIKHH

Jlaxo3aMKA NORIIMABA B MallKa 0 yMepeHa CTENeH CnocoOHOCTTA 3a o(pupaHe H paboTa ¢ MalMHM.
JleueHHeTO € IaKO3aMHUJI c€ CBBP3Ba ChC 3aMASHOCT HIIH 33MBITICHO 3pEHHE.

B croTBEeTCTBHE ¢ TORA NALMEHTHTE TPpAOBa Aa ObAAT MOCHBETBAHH A3 He modHpar wniu paborar ¢ Apyra
MOTCHIMAIHO OTTACHHM MALITHHHE JOKATO HE C€ 3aN03HAIT ¢ e(eKTHTE Ha NaKO3aMK] BEPXY CIIOCOOHOCTTa
HM J1a H3BBPINBAT TAKHBA NCHHOCTH.

4.8 Hexe/IaHH J1eKapCTBEHA PeaAKIHH

O6o6menne Ha npoduia Ha He3onacHoOCT

B13 ocHOBa Ha aHamu3 Ha cOOpHH MIaneto KOHPONIHPaHH KIHHHYHH NPOYYRAHAA KATO JOITHIBAIIA
Tepanud Iipa | 308 nauveHTH ¢ napimanau npucThny, obmo 61,9% or nauuenTHTe, pAHIOMH3UPAHH Ha
NaKo3aMHuZ, 4 35,2% OT nauMeHTHTe, paHAOMH3HPaHK Ha rauedo ca choOIH NoHe 1 HeXxenaHa
nekapcTBeHa peaxumsi. Hafi-gecTo cr00mapaHiTe Hexxenanu ieKapcTBeHH peakiiu (>10%) npu neuerine
¢ JTaKO3aMM/I Ca 3aMagHOCT, I1aBo0oIHe, rajieHe H gurutonua. OOuyaiHo Te ca OWIH JeKH 10 yYMEPEHH
110 KHTEH3HuTeT. HAkon ca OMIH J0303aBHCHMH H Ca NOJIEXATH HA OONEKYCHHE [TPH ITOHHKABAHE Ha
no3ata. HecTorara ¥ TexecTTa Ha HeKEaHUTE JIEKAPCTBEHH peeakliMH OT CTpaHa Ha LICHTpalHaTa
HepBHa cucTeMa (LTHC) u racrponnTrecTnanimg Tpakt ([ T) 06HKHOBEHO ca HAMANEH C BpEMETO.

BB BCHUKH T€3H KOHTPOJIMPAHH KIHHHIHK MPOYYBAHHA YECTOTAaTa Ha MpeycTaHOBABAHE Ha JICUEHHETO
nopajy HeXeJIaHH JIEKapCTBEHH peakiui € Ouna 12,2% 3a nanpeHTH, panAOMH3HPaHH Ha JIako3aMHj, H
1,6% 3a nanmeHTH, pangoMH3MpaHd Ha mianeGo. Haif-uecraTa HekenaHa peakuus, BOACLIA [0
[IPEYCTaHOBABAHE Ha JIEUEHUETO ¢ JIAKo3aMHUA € Omna 3aMasHOCT.

YecToTara Ha HEKeNaHH JIeKapCTBeHH peakuH oT cTpana Ha LH{HC karo zamsuocT MoXe aa 6ba€e no-
BHCOKa Clle MPHIaraHe Ha HATOBAapBamla 103a.

B3 ocHOBA Ha aHaNK3a Ha JAHHH OT HEHH(EPHOPHO KIHHHYHO NPOYYBaHe 3a MOHOTEpAIlHs,
CPaBHSBAILO TAKO3aMH ¥ kKapbaMazenuu ¢ KORTposiupaHo ocBoboxnasaHe (controlled release - CR),
HaH-4ecTOo ChOOLIABAHHTE HEXXENaHH JIEKapCTBEHH peakiiH (> 10%) rmpu nakozamua ca OMnH
rinasobosnue H cBeToBbpTexX. [IponeHThT Ha OTNagaHe OT NeveHHe NopaaH HexKkeNnaHH peakiuy € 10,6%
NpH NalHEHTHTE, JIEKYBaHH ¢ Jako3aMus, H 15,6% npu nauueHTHTE, JJeKyRaHH ¢ kapbamazenuH CR.

IIpodureT Ha GezonacHoCT Ha Tako3aMH, CHOOIIEH B NPoyYBaHe, MPOBEACHO BHPXY NAalleHTH Ha 4-
rOIHIITHA BB3PACcT WIHM MO-TONIEMH € FeHepali3ipaHa HAHONMATHYHA CMHICTICHA C TbPBHYHO
reHEPATH3HPaHH TOHUYHO-KIOHWYHH npucThii (III'TKII), crenaaa ¢ mpoguna Ha 6€30MacHoCT,
¢HOOIIEH OT cOOpHH Nnanebo-KOHTPOIHpaHH KITMHHYHH NMPOYYBAHNS BHPXY MAPUHAIIHH [IPUCTHIIH.
JOIMBIHHTENHN HeXeNaHH peakuyt, cbobmeHu npH nauuentH ¢ I TKIT ca MHOKIIOHHYHA eNTHIENCHA
(2,5% npu rpynara, nexkyBaHa ¢ JgakosaMua H 0% npu mianeGo rpynara) 1 arakcus (3,3% opu rpynara,
JieKyBaHa ¢ nakozamia 1 0% npu mnanebo rpynara). Haii-yecTute He)XenaHH JIEKAPCTBEHH peakilMH ca
3aMafHOCT H CbHIHBOCT. HaM-yecTuTe HEXKENaHU PEakilHH, BOZELH A0 NMPEyCTAHOBABAHE HA JICUCHHETO
C JIaKO3aMH /I, Ca 3aMagHOCT H CYHUMAHA Haeauua. YecToTaTa Ha NMIPEYCTAHOBABAHE HA JICYEHHETO
Nopaay HeKelaHu peakiuu € 9,1% B rpynarta, fekypaHa ¢ jiakozaMuz, 1B 4,1% B mnaiedo rpynara.

TabnuueH CIINCHK HAa HeXKeTaHUTE NEKAPCTBEHH PEaKLHK
B tabnnuara no-nomy e npeAcTaBeHa 4eCTOTATa Ha HeXKEJIAHKHTE JIEKAPCTBEHH PEaKUMH, CHOOILCHH 110
BpEME HA KJIHHHYHHTE MPOY4YBaHUA H B IOCTMAPKETHHIOBHA ONMHUT. YecToTara € aepuHupana K
cJieABa: MHOTO uecTH (= 1/10), wectnn (= 1/100 no < 1/10), neuecta (= 1/1 000 no < 1/100) n ¢
HEH3BECTHA YECTOTa (YeCcToTaTa He MOKe Aa Ob/ie olleHeHa oT HalnuuHKTe JaHH| ). 1Ipn Bes
10 Y€CTOTA HEXKEAHHUTE JICKAPCTBEHH PEaKLMH ¢a MIPSACTABSHH B HU3XOAALI Pel 10 OTHOII
TAXHATA CEPHO3HOCT




E:c'rema opram Muoro uectn [UecT HegecTn IC HeH3BECTHA
ac MecToTA
apymenHs Ha Arpanynouurosa‘’
PHBTA H
umdHATA CHCTEMA
Hapymenus na JlekapcTBeHa peakuus
MMYHHATA CHCTEMA JlexapcTBeHa Ic €O3MHOPIIHA U
CBPBXYYBCTBHTENHOCT  [CHCTEMHH CHMITOMH
DRESS)
IcaxBann enpecHs Arpecust!
HAPYIICHHAA LCTOAHME Ha  [BB36yaa®
OBpKAHOCT Eydoprano
Gescphue! HactpoeHue!!
[IcHxXOoTHYHO
ascrpoiicreo'!)
ITHT 3a camoybuiicTeo™
YHLMJIHA HOcaLys
aAOUHHALHH
Hapymenns ua  BaMasHoct  (MuokioHuuns |Cuaxon @ KoHByscHH
HepBHATA CHcTema ([ 1aBoConue  [npHcThnu'® Hapyuiena xoopanHaLms
ATaKCHA JlucKuHesus
HapyieHo
PaBHOBECHE
Y BpeKIaHe Ha
maMeTTa
KorHiTuBHH
Elzapymeﬂua
BHIIABOCT
Tpemop
Hucrarem
Xunoecresus
PTPHS
apyiieHHe Ha
HHUMaHHETO
apecTe3us
Hapymenus HA TI[mmonHa BamrbrieHo
lounTE BPEHHE
PYII¢HASA HA Beprturo
0TO H JaOHPHATA THHHTYC
bpACYHH ATpUMOBEHTpHKY/IapeH  [BeHTpukynapna
HAPYMECHAS Enok? Taxuapurmust’
Bpaauxapzus!-?
IIpeacypano
Mbxaene(-?
[IpencepaHo
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ICToMamro-apeBnn [ anene [ToBpplane
[HAPYIIHHA anex
NaTyIEHLMA
@HCHGHCHH
yXOTa B YCTaTa
UTuapus




XenarTofunuapun OHEHMA B
HAPYMIEHHS €3yJITATHTE OT
NeNBaHe Ha
epHorpobHara
yHKIS®
OBULIIEHH YepHOOPOOHH
H3HMH
> 2x ULN)Y
Hapymenns Ha IIpypHryc Anruoeaem'! MH/IPOM Ha
t:mlmam H O6pus) Vprukapus( tuebHC-JxonchH"
OAIKOKHATA ThKAH OKCHYHA
4aepMaiHa
exponusal
Hapymenns na MycKynHH
MYCKY/IHO- KnasMu
CKeneTHATA
CHCTEMA B
ChLeAHHHATEHATA
ThKAH
IE HAPYIICHHuS HapyumieHue na
Eeq:em HA MoxoAaKaTa
2CTOTO HA AcTeHMs
MPHIOKCHHE YMmopa
Pazapa3HuTen-
HOCT
UyBCTBO Ha
OIHAHEHHE
paHABAHHANA, [lanane
TPABAHHA H KoxxHa
CJI0KHEHHS, jlatepanms
LIAAKHAJIA B KOHTY3HA
€3y/ITAT HA
HTePBeHIHHA

Y Hesxenanu nexapcTBeHH peakiiy, ChoGILEHH B IOCTMaPKETHHTOBHSA OIHT.

9 Buakre Onucanue Ha H36paHH HeKeNTaHH PEaKLMH.
®) Crobuienu B npoyusanus Ha IITTKIL.

OnucaHHe Ha U30paHy HEXCIIAHH PEAKIIHH
VYnorpebara Ha ako3amifjl Ce aCOLMUPa ¢ 10303aBUCHMO YAb/DKeHHe Ha PR uarepeana. Moxe ja ce

NOOABAT HEXKEJIAHH peaklHH, CBbP3aHH ¢ yap/DKaBaHe Ha PR uHTepBana (HampuMep aTpHOBEHTPUKY/IApEH
Onok, cHHkON, OpanuKap/us).

[Ipn nomeiBamy KIHHAYHY NPYYBaHHS MPH NALHEHTH ¢ €MMIIENCHS YECTOTaTa HA ChoOUIaBaHe Ha ITbpBa
crene’ AV 6nok e HeuecTa H e coTBeTHO 0,7%, 0%, 0,5% u 0% 3a saxo3amuy 200 mg, 400 mg, 600 mg
1 nnanedo. IIpH Te3u npoyusanms He € HabnoaaBan AV 610K BTOpa WM MO-BUCOKA CTelieH. Buipekn
TOBA, CJTy42H Ha BTOPA HJIH MIO-BHCOKA cTeneH AV 610K, CBbP3aHM ¢ NEHEHME ¢ TAKO3AMH]I ca
CBOOIIABAHH B [IOCTMAPKETUHTOBHS OIIHT.

[1pH KITHHHYHO NPOYYBaHE KATO MOHOTEpANHA, CPaBHABALIO JIAKO3aMHA ¢ kapbamaszenuH CR, creneHTa
Ha yap/DkaBaHe Ha PR vHTepBana € cpaBHUMAa MeXTy TaKo3aMHI B KapbaMazenHH.

HosBaTa Ha CHHKOI, KOATO ¢€ choOIIaBa 0T COOPHH KIIHHMYHHA NPOYYBaHHS 3a JOTBJIBAINA TEPanus Ce

(0,1%) 1 maumenTHTe ¢ emuiencus (n=364), nekysauu ¢ rutauedo (0,3%).

B KNMHHHYHOTO Npoy4YBaHE 3a MOHOTEpAaIlHs, CPABHABAIIO JIaKO3aMHJ ¢ KapOamazenuH C _
cpobiasa npu 7/444 (1,6%) nanyenTH Ha nakosamun B 1/442 (0,2%) nanHeHTH Ha Kapﬁah |
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IIpeaACHpAHO MBKAEHE HITHA TPENTEHE HE ¢a ChoOINaBaHH NPH KPATKOCPOYHHTE KITHHHYHH POYYBaHHS.
BrrpekH ToBa, M ABeTe ca chOOIIABaHH PH OTBOPEHM MPOYUBAHHS HA €ITHIIETICHS H B
[TOCTMAPKETHHIOBHA OITHT.,

Omxnonenus 8 1abopamopHume noxazament

OTKIOHEHHS B H3CNEABAHHATA Ha YepHOAPoOHaTa (pyHKuMs ca HabmoxaBaHu npH niauebo
KOHTPOIHPaHH KIMHHYHH NPOYYBAHHA ¢ JAKO3aMH IIPY BL3PACTHH NMALHEHTH C NAPLHATHH MPHCTEITH,
KOHTO Ca NpHEeMAITH €THOBPEMEHHO 1 10 3 aHTHENWICTITHYHH JIEKAPCTBEHH NMpoAyKTa. IlIoBHIIeHHE Ha
ALT no >3 x ULN e Habmozgapano npu 0,7% (7/935) ot naumeHTHTE Ha Nako3aMu H pu 0% (0/356) ot
NANHEHTHTE Ha anedo.

Myrmuopzaunu peaxyuu na cepvxuyscmeumennocm

MyrTHOpraHHE peaklliH Ha CBPBXYYBCTBUTENHOCT ([IO3HATH KATO JIEKAPCTBEHA PEaKUNA C €03HHODHITHA
H CHCTeMHH cHMIITOMH, DRESS) ca crobimaBaHH rpH nNanHeHTH, ICKYBaHH ¢ AHTHCITHICIITHIHH
JICKapCTBEHH NpOAYKTH. Tesu peakuuu ca ¢ pasHooOpa3sHa NMpoABa, HO THIWYHO CE ChIPOBOKIAT OT
BHCOKa TeMNneparypa H OOpHB W MOraT Jia C€ acOLMHMPAT ChC 3aCATAHETO Ha PazIMYHN OPraHHH CHCTEMM.
AKo ce nofo3upa My ITHOPraHHA PeaKkis Ha CBPBbXYYBCTBUTEIIHOCT, JIEYEHHETO € JIaKo3aMu TpAOBa Ja
ce NpeyCTaHOBH.

IlenHaTpyysa nomynanus
IIpodwreT Ha Ge30MaCHOCT Ha Nako3aMUA B TUTale6o-koHTponupand (255 naimeHTH Ha BB3pacT oT |

Mecel 10 noj 4 rogHHH ¥ 343 nauMeHTH Ha B3pacT oT 4 roauHH Ao o 17 rogMHn) U B OTKPHTH
KITHHHYHH 1poyuBaHHA (847 nauHeHTH Ha Bb3pacT ot 1 Mecen Ao 18 rogunHn) Ha AOMTBABANIA TEPANHA
Np#H NEIHATPHYHY NALMEHTH C NapLUHAIHA NPHCTHIH € B CHOTBETCTBHE ¢ Npoduna 3a Oe3omacHocT,
HabmonaBaH npH Bb3pacTHU. Thif KATO AAHHMTE 32 NEAHATPHYHH NALMEHTH N0 2-TOAHIIHA BB3PACT ca
OrpaHUYCHH, NAKO3aAMHI] HE € NOKA3aH 3a TO3M Bb3pacTOB AHANA30H.

JombeHATENHO HAOMIOAABaHUTE HEXEIaHU PEAKIHHA B NeAHAaTPHYHATA OIYJALUA ca THPEKCHS,
Ha30(papHUHTHT, (GapAHTHT, HAMAJIEH ANETHT, a0HOPMHO TIOBeAeHHE H JieTaprusa. COMHOJICHTHOCT Ce
cpo0l1laBa o-4ecTo NMpH NeHaTpUYHaTa momyaams (> 1/10) B cpaBHeHHe ¢ BB3pacTHATA MOMyIaLAsA
& 1/100 mo < 1/10). |

IlauHeHTH B cTap4yecka Bb3pacT

B npoyusaneTo 3a MOHOTEpaMIA, CpaBHABALIQO JIAKO3aMuJ ¢ kapOaMasenud CR, RBUABT HEXENAHH
PeaKifH, CBBP3aHH € AAKO3aMUJ MPH NMAIMEHTH B CTapyecKka BH3pacT (= 65 roqdHu) € CXOMEH C TO3H,
HabnoaaBaH NpH NALMEHTH Ha BB3pacT noj 65 rogquuu. BrrnpekH ToBa, Mo-BHCOKA YECTOTa (pa3/iHKa
>5%) Ha najane, THAPHS H TPEMOP ca CHOOIIEHH NPH NALMEHTH B CTAPYECKA Bh3pacT CIPAMO To-
MJ1aZK BB3pAaCTHH nauHeHTH. Hal-yecTaTa CBBp3aHa ChC CHPIETO HEKENaHa peaKlHA B CTapyecka
BB3PacT CIIPAMO MO-MNAZIH Bb3PACTHH NoIyalua € AV OJI0K ibpBa CTETIEH.

T ce cpobinasa npu 4,8% (3/62) npu nalHeHTHTE Ha 1aK03aMK/ B CTapuecKa BB3pacT cnpamo 1,6%
(6/382) npn no-MnagH BB3pacTHH NauueHTH. [IpeKBCBaHe HA IEIEHHETO MOPAAH HEXKEIIAHH PEaKLHH,
Habmonaeanu c nako3amun € 21,0% (13/62) npu natMeHTH B cTapuecka BB3pact crpamo 9,2% (35/382)
NPH AIO-MJIAJWTE BB3PACTHH NALMEHTH. Te3d paziInKK MeKAY NAlMEHTH B CTAPYCCKA BB3PacT H M0-
MM BB3PacTHH NallHEHTH ca CXOAHH ¢ Te3H, HAOMOoNaBaHH NPK AKTHBHATA IrpyTia 3a CPaBHEHHE,

Chobmapane Ha NOJIO3HPAHH HEKETAHH PEAKLIMA
CoobmasaHero Ha MOAO3HPaHH HeXeTaHH PeaKkLMH clell paspelliaBase 3a ynorpeba Ha JIEKapCTBEHMA

NPOAYKT € BakHO. TOBA NO3BOJIABA Aa [IPOXBDKH HabMIONEHHETO HA ChOTHOIMEHHETO MOT3a/PHICK 33
NEKapCTBEHUA NMPOAYKT. OT MEAUIMHCKITE CHOCIIMANNCTH ¢& HAUCKBA A ChOOLIABAT BCAKA NOAOZMpPaHA
HEKETIaHA peaKliyg Ype3 HALOHAJIHATA CHCTEMA 3a ChoOIIaBaHe:
Hs3neinnTENHA areH1MA no IeKapeTBaTa

yi. ,,JdamMaH ['pyes” Ne 8

1303 Codns

Ten.: +359 28903417

yebcaiiT: www.bda.bg
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CumnromuTe, HabmoaaBaHu ciref, ciy4aifHO WIH NpeaHaMepeHo NPedo3HpaHe Ha TaKO3aMHUA Ca
cBbp3anH raaeHo ¢ ITHC » croMamHo-dpeBHa CHCTEMA. -

-  BuaoBeTe HexkeNnaHH peakiyi, HaONOAaBaH| NpH TAUHEHTH, Iprenn ao3u Haa 400 mg ao 800
mg, He ¢a OMIH KIMHHYHO pa3IMYHU OT TE3H NPH NAlMEHTH, IPHEMAIH NIPENOPBYHTENIHATE
JIO3H JIAKO3aMH]I,

- Peaxumm, chobmienn cnen npueM Ha Hag 800 mg ca 3amagHOCT, rajieHe, NOBpbILAHE,
NpHNAagbLM {reHepaNTi3UPaHH TOHUIHO-KIOHHYHH TIPHNAABLM, CTATYC eMAIENITHKYC).
HapymeHus Ha chpAeuHaTa NPOBOAMMOCT, IIOK W KOMA ChIIo ca Ounn Habmonasany. CMBPTHH
ClTydad ca CbOOIIaBaHH NpH MALHEHTH Clle]l OCTPO €AHOKPATHO NpeO3HpaHe ¢ HAKOJIKO rpaMa
NaKO3aMH]

OrnangpaHe

Hsama cnerMHYeH aHTHIOT NpH npejio3upaHe ¢ nako3aMu. JIedeHHeTo Ha npeao3upaHte ¢ 1aKo3aMH/
Tp4A0Ba Na ¢ CHCTOM OT ODLIH NOAXBPAKAILIN MEPKH H MOXKE []a BKIIOYBa XEMOAHAIN3A NTPH
HEOOXOAUMOCT (BIDKTE TOUYKA 5.2).

5, OAPMAKOJIOTHUYHHA CBOHCTBA

3.1 PapMaAKOJHHAMHYHHA CBOiicTBA
PapMaKoTEpPaneBTHYHA I'PYTIa: aHTHEITAIENTHLH, Apyrd anTHenunenTuH, ATC koa: NO3AX18
MexaHnsbpM Ha ASHCTBHE

AKTHBHOTO BEIECTBO JakozaMua (R-2-alleTaMH10-N-OeH31-3-METOKCHIIPONHOHAMU) €
dyHKIMOHANN3HPaHA AaMHHOKHCEIMHA.

TounuAT MEXaAHHUIBM, 1T0 KOHTO JIAKO3AMHJI OKa3Ba aHTHEITHIENTHYHAA CH €EKT MPH X0pPa BCE OIIIE He €
HAITBJIHO H3ACHEH.

In vitro eneKTpodU3HONOrHYHH NPOYYBaHKA ITOKA3IBAT, Y€ JIAKO3aMHJ| CEIEKTHBHO MOBHIIaBa HaBHOTO
WHAKTHBHPAHE Ha BOJITAX-3aBHCHMHTE HATPHEBH KaHAIH, KOETO BOIH JO CTaOWIH3HpaHe Ha
CBPBEXBB30YANMMTE HEBPOHAIHH MeMOpaHH.

dapMakorHHAMUYHY edeKkTH

JlakozaMn NnpeOTBpAaTABa NOABATA HA IPUCTHLIH B ODLIHPEH AMANA30H OT XKMBOTHHCKY MOJICNTH Ha
NapuMaTHH ¥ TbPBHYHO MeHEPATM3HPAHH NMPUHCTHNH H 3a0aBd pa3BUTHETO HA OTHHUILETO HA
CBPBXBB30YAMMOCT.

Ilo BpeMe Ha HEKTHHHYHH €KCMIEPUMEHTATHH NMPOYyYBaHHMA 1aK0o3aMHJ B KOMOHHaIMA ¢ NEeBHTHpALICTaM,
xapbaMaseruH, PEHHTONH, BaJIMPOAT, TOMAPAMaT MM rabaneHTHH NMOKa3Ba CHHEPrHYHY HIH aAMTHBHH
e(peKTH Ha ARTHKOHBYJICAHT.

Knunuuna egukacHOCT M Oe30macHoCT (IAPIMATHH IPHUCTHIIN)

Ilonynaimg 3a BE3pacTHH
Monomepanus

EpukacHOCTTa Ha NAKO3aMUA KaTO MOHOTEPANHS € YCTAHOBEHA B IBOWHOCIANO, MapalesHO IPYIOoRO,
CpaBHEHHE 33 HeHHGepHopHOCT ¢ kapbamazenuH CR npH 886 naipeHTH Ha Bb3pacT 16 HiIH noBeYe
TOAWHH C HOBOTIOSABWIA C€ WJIH HACKOPO JHAFHOCTHLMpaHa emuwiencud. HanmenTure e Tpadeano na
ObaaT c HelpeAW3BHUKAHH MAPUHANHK NPHCTHIIH, Che WK 6e3 BropHyHa reHepanuzaums. [lanpentnre
ca paHJIOMU3HpaHH Ha kapbaMazenuu CR WM nakoszamua, non ¢popMmaTa Ha TabneTky, B CHOTHOIIICHHE
1:1. MlozaTa e 6uia onpeaeneHa OT 3aBHCHMOCTTA /103a-0TTOBOP M Bapupa Mexay 400-1200 mg /acH 3a
xapbamazenH CR # 200-600 mg /nen 3a nakozamuz. ITpoabDKMTEIHOCTTA Ha edeHHeTO € 10 121
CE/IMHKLIH B 3aBHCUMOCT OT OTI'OBOpA.

JInrnca Ha npHCTBIH 33 6 Mecela ce oneHaABa NpH 89,8% OT maupeHTHTE MPUEMAIH MTaKO3aMHJL, B TIPH
91,1% oT nalmeHTHTE NpHEMAIlld KapOaMa3enuH, KaTo ce H3MOJI3Ba METOABT 32 aHAJIH3 Ha
npexuegeMoctra rmo Kaplan-Meier. Kopurupanara abGconioTHaTa pa3iidKa MeXy JICUCHHATA €
(95% CI: -5,5, 2,8). Ouenennre pesyrrari no Kaplan-Meier 3a Hica Ha PHCTBIIH 33 MEPHOJ
Mecena ca 77,8% npu nauueHTHTE, NeKyBaHH ¢ Jako3aMu H 82,7% npyu nauMeHTHTE, JIEKYB
kapbamasenun CR.
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Jluncara Ha npUcTHIH 3a 6 Mecella NpH MallHENTH B CTApYECKa BB3pacT Ha 65 ¥ NoBede roAuHH (62
NMauMeHTH Ha JJaKo3aMH/ 4 57 nauuenTn Ha kapbamaszenuH CR) e Ouna cpapHHMa MexAy ABETE rpynu
Ha sicueHHe. Huparta cuio ca OMnH cpaBHHMH ¢ Te3u, HabmoaasanH B o0imara nomynauus. B
CTApUECKATa NONyNaiiig, NOATbPXKAIIATA f03a Nakozamua ¢ 200 mg /neH npu 55 nanuenTn (88,7%),

400 mg /neH npu 6 nauueHTH (9,7%), KaTo Ao3ara ¢ nosuircHa 20 Hag 400 mg /aeH npu 1 nanueHt
(1,6%)

IIpemunaeare xem Monomepanus

EdukacHocTTa H 6€30MmacHOCTTa Ha flako3aMU TIPH NMPEMUHABAHE KbM MOHOTEpAIHA ca OWNH OLIEHEHH
B HCTOPHYECKH-KOHTPOJIMPAHO, MHOTOLIEHTPOBO, ABOMHOC/IAINO, PAHAOMH3HPAHO Npoy4ysaHe. B ToBa
npoy4paHe, 425 nalgeHTH Ha BB3pacT oT 16 10 70 rogusy ¢ HEKOHTPOJHPAHH IApLHAIHH NPHCTHIY,
IPHEMAIIY NIOCTOSHHHU 03K OT | WM 2 pa3pelleHH 3a ynoTpeda aHTHENWIEITTHLIM ca 61
PaHAOMH3HPAHH a NPpEMHHAT Ha MOHOTepanus ¢ nakozaMua (wm 400 mg/nen vnu 300 mg/neH B
cvoTHOIIEHKE 3: 1). IIpH lexyBaHMUTE NaleHTH, NPEMUBANH Npe3 THTPHPAHE M 3alI0YHATH A CIIHPAT
aHTUENHICNITHLIUTE (CBOTBETHO 284 W 99) e noaxbpaaHa MoHOTepamua npu 71,5% u 70,7% ot
NauHEHTHTE, ChOTBETHO 3a 57-105 nuu (MenHaHa 71 aum), B eJIeBUs Nepuoa Ha Habmonenue 70 IHU.

Lonwasatyo neyenue

EdexruBHOCTTa Ha JaKO3aMIf] KaTO IONTBJIBAINA TEpallis NpH NpenopbunTelHA 403K (200 mg nuesHO,
400 mg AHEBHO) € YCTAaHOBEHA NPH 3 MHOTOLIEHTPOBH, PaHIOMH3HPAHH, Ialeb0 KOTPOIUpaHH
KIHHAYHH Npoy4BaHus ¢ 12-cenMuved nmopaspxam nepuon. Jlakozamng 600 mg AHEBHO CHILO MOKa3Ba
e(eKTHBHOCT NPpH KOHTPOAHPaHH MpOYYBAHMA KATO JOIMBJIBAINA Tepanus, HO €pHKACHOCTTA My € CXOAHA
¢ TasH Ha 400 mg AHEeBHO H NALIHCHTHTE NO-TPYAHO MOHACAT Ta3H [103a, TIOpaJH [POABATa Ha HEXKCTAHH
peakumH, cabpp3adH ¢ LIHC u racrpounTecTHHantns Tpakr. Ilopaam Toa aosza ot 600 mg 1HEBHO HE C€
npenopbuBa. Makcumansa npenopbuMreniya 1o03a € 400 mg anesHo. Te3u npoyyBaHus, BIoUBaimy |
308 nauueHT CHC CpeaHa NPOIBDKHTEHOCT HA NAPLHAIHHTE [IPHCTHIH 23 roJHHH ca paspaboTeHH Ja
OLICHAT e(pHMKACHOCTTA ¥ HE20MIACHOCTTA Ha JIAKO3aMH]I, KOTaTO Ce MPHEMa eAHOBPEMEHHO ¢ 1 10 3
AHTHEITWICTITHYHH JIEKapCTBEHH NMPOAYKTA NPH NALKHCHTH ¢ HEKOHTPONMPAaHH NAPIHAIHH I'BbPUYOBE CBC
HnH 0e3 BTOpHYHa reHepatuzalips. QOLoTo CLOTHOLICHHE Ha NalueHTHTe ¢ 50% HamaneHHe Ha
4yecToTaTa Ha npucrbiute € 23%, 34% n 40% cworBeTHO 3a wauedo, nakozamug 200 mg nHEBHO H
naxosaMu 400 mg nuepHO.

®apMaKOKHHETHKATa H 0e3011acHOCTTa Ha ¢IHHHYHA HATOBApBalla 0332 OT HHTPaBEHO3HO ITPHJIOKEH
JaK03aMM]] Ca OfpeaeseHH B MHOTOLIEHTPORBO, OTBOPEHO NpOY4BaHe, TUIaHUPAHO Ja OLCHH
Ge3onacHoOCTTa H MOHOCHMOCTTA Ha OBP30TO BBBEXKAAHE HA JIAKO3AMMA Upe3 €ZHHHYHA HaTOBapBallla
i.v. no3a (creToaua ce oT 200 mg), nocneABaHa OT [iBa ITbTH AHEBHO NEPOPATTHO MPHIIOKEHHE
(EKBHBAJICHTHO Ha HHTPABEHO3HATA JI03a) KATO CHITETCTBAIlla TEPAITHA [PH Bh3PACTHH MNALMEHTH OT 16
A0 60 ToAHHH C NIPHNAABLUH C NApLUHATHO HAYAO.

IlenuaTpudHa nonynamus
IIppmanasiyTe ¢ napuyMan{o Ha4ajao HMaT NoAobHa NaToQHIHONOTHA H KITHHHYHA H35ABa IIPH Je1a,
HABBPILUKIH 2-TOJHIIHA BE3PAcT H NPH BhL3PACTHH.

E¢drracHOCTTa Ha Nako3aMM TIPH Jeila, HaBBPIUIMNH 2-roJHIIHA Bb3PacT € eKCTPanolupaHa oT JaHHH
34 IOHOILIK M Bh3PacTHH ¢ NMPUNAABUH ¢ MaPLHAJIHO Hayano, 332 KOHTO CE O4aKBa NnoAcOeH OTIOROD,
TIpHEMaHKH, Y€ aJaITHPAHETO HA TeQHATPHYHATA 1033 € YCTAHOBEHO (BIXTe ToUKa 4.2) 1
De30macHOCTTa € AeMOHTpHpaHa (BHXkTe ToUKa 4.8).

Ed#kacHOCTTa, NoAKpeneHa OT ropenocoueHHs MPHHIIMN HA eKCTPanoJialis, ce NOTBbp)KIaBa OT
JABOHHOCJIATIO, PAaHAOMH3HPAHO, Naledo-KOHTPOJIMpaHo npoy4Base. [IpoyuBanero BKmoyBa 8-
ceAMHY€EH 6a30B NIEpHOA, NOCTIEABaH OT 6-CEAMHYEH NepHO Ha THTpHpaHe. IIpHroAHMTE NALMEHTH Che
cTabuiIHa CXeMa Ha mpuiarase ot | Ao < 3 aHTHeNMIENTHYHH JIEKAPCTBEHH MPOAYKTH, KOHTO BCE OLIE
Ca HMAJIM NOHE 2 NapHyUaliHH NPHCTHIA pe3 Neproaa oT 4 CeAMHLM NpeaH CKpHHHHIa ¢ dasa,
CBOOOAHA OT NPHCTHITM, HE NO-AKJra oT 21 AHM npe3 §-CeAMHYHUA NEPHO NpeaH HaBIu3aHe B 6a3
NEePHOJ, Ca PAHIOMH3HPAHU Aa NMody4YasaT Wi nnauedo (n=172), win nakozamua (n=171).
[Ipunaranero e 3ano4Hano B Jo3a ot 2 mg/kg/nen npu yyacTHUIM ¢ Terno moa 50 kg wiu 1
NIPH YYaCTHHLM ¢ Terio 50 kg unu noseue, B 2 pasaeneHd Ao3H. I1o BpeMe Ha nepHoAa Ha
JO3HTE JIAKO3aMHK] ca OHIM KOpHrupaHu ¢ yBemuenue ot | win 2 mg/kg/nen npx yllacmxf"
noa 50 kg win 50 wnn 100 mg Ha men nipu yuacTHULM ¢ rerto S0 kg Win noBeye Ha CEMHTIN
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HHTEPBAITH, 32 Ja C€ NOCTUTHE AO30BMAT JHAIA30H Ha HEJNCBHUS [IEPHO] HA NOAXBPIKAHE.
YuacTauuuTe TpAOBA A3 ¢a MOCTUrHANY MHHHMANHATA LIENIEBA 4033 33 KATCrOpHATa CH HA TENECHO
TETJIO 3a MOCAeAHNTE 3 AHH OT NEPHOAa Ha THTPYBaHe, 3a Aa ObAaT JonmycHaTH 3a Bim3aHe B 10-
CEAMHYHHS NEepHO HA NOLIbPXKALIO JICUCHUE. YYaCTHHIIHTE TpsOBa 1a OCTaHaT Ha cTabwiHa no3a
JaKO3aMHJ Npe3 LEeHA IICPHO Ha MOAXBPKALLO JICUCHHE WM 1a ca DI M3TErJIeHH W BKJIIOYEHH B
3acJIeNICHHd [IEPHO Ha HaMaJIABaHe Ha J03aTa.

Mexny rpynaTa Ha nako3aMug M rpynara Ha naueto e sabmonarano CTaTHCTHUECKH 3HAYUMO {p =
0,0003) ¥ K THHHYHO 3HAYHUMO HAMAJICHHE HA YECTOTATA HA NMPHCTHIIHTE ¢ MAPLHATHO HAYAIO 33 28 aHH
oT 6a30BOTO HUBO A0 NIEPHOAA HA NOAXBPKALLO JeueHHe. [IpoLeHTHOTO HaMaJICHHE CpAMO MuTalebo
BE3 OCHOBA Ha aHAJIH3 Ha KoBapHalpaTa ¢ 6uno 31,72% (95% JAH: 16,342, 44,277).

KaTo wino npoueHTLT Ha YYaCTHHIUTE ¢ Haki-Manko 50% HaMaJieHHe Ha YeCTOTaTa Ha MPHCTHINTE ¢
NApLUMAITHO HAYANO 32 28 AHHW OT 6a30B0OTC HUEC A0 NEPHOAA Ha NOATHPKAMO NeueHue € Oun 52,9% s
rpyrnara Ha Jako3aMHnz B cpaBHeHMe ¢ 33,3% B rpynaTta Ha niauedo.

KadecTBOTO Ha ’KHMBOT, OLIGHEHO 110 HHJEKCA 3a Ka4eCTBO Ha xuBot npu geua (Pediatric Quality of Life
Inventory), nokassa, Ye MalHEHTHTE OT rpynaTa Ha Jako3aMHJI H T€3H Ha ranebo uMaT nmoZobHo U
cTaOWIHO Ka4eCcTBO Ha )KMBOT, CBBP3aHO ChC 3/IPABRETO, NPe3 LENs NEPHOA Ha JIEICHHUE.

KixHuyHa e(HKacHOCT ¢ 6€30naCHOCT (TbPBHYHO MeHEPATH3UPAHH TOHHYHO-KIIOHHYHH NPHCTHIIH)

EduxacrHocTTa Ha Tako3aMHj] KaTo JONB/IBAILNA TEPANTHA NIPH NALMEeHTH HAa 4-TOAHINHA BB3PACT UAH 10-
rolIEMH, ¢ TeHepaJTH3MpaHa HAHOTIATHYHA eMAIENICHA, C POABH Ha ITbPBHYHO MeHEPaIH3HPaHH
TOHMYHO-KNNOHWYHHE NpucThIH (III'TKII) ¢ ycranoseHa B 24-ce AMHYHO JBOHHO-CIIANIO,
PAHAOMH3IUPAHO, NAUCOO-KOHTPONMPAHO, NAPANSAHO-FPYTIORC, MHOTOLIEHTPORBO KIMHUUHO IPOYUBANE.
[IpoyusaHeTo ce € cheToANo OT 12-CeAMHYEH MEPHO HA HCTOPHUYSCKO H3XOAHO HUBO, 4-CEIMHYEH
MEPHOJ HA NPOCNIEKTUBHO H3XOAHO HUBO H 24-CeMHYEH MEPHOT Ha JeueHue (KOHTO € BIUIIOYBAI
THTPHpaHe B NPOABLIDKEHHE Ha 6-ceAMHYEH nepauoa v 18-ceqMuYen noaapexam nepHoa).
OTropapAiMTe Ha YCIOBHATA NALHEHTH, ¢ HA3HAYEHA YCTAHOBEHa A03a OT 1 1o 3 anTueNHIENTHYHH
NEeKapCTBa, nomydasawi none 3 aoxymentipandu [N TKIT no speMe Ha 16-ceamuunng U3XOACH NEPHOA
HA THTPHpaHe, ¢& PaHIOMH3HPAHH B CHOTHOIIEHHE | KbM 1 /1a moJydapart J1Jako3aMH HiIH IUianebo
(naupenTH B Habopa 3a MbIeH aHanu3: nakosamua n=118, wianebo n=121: or Tax 8 nayHeHT™ B
rpynara Ha > 4 10 <12-roguiunna Bb3pact U 16 naumMenTn B rpynara > 12 g0 <18-roauiiHa BL3pacT ca
NEKYBaHM € JIako3aMil, a 9 ¥ 16 naipeHTH — ChOTBETHO ¢ TUIaNEedo).

TNauMeHTHTE ca TUTPUPaHKA A0 LENeBa A03a 38 NOAALPKamKA nepuox ot 12 mg/kg/nen NpH nanuenTy ¢
terno noa 30 kg, 8 mg/kg/nen npu nanmentH ¢ Terno ot 30 no no-manko ot 50 kg win 400 mg/nen npn
nanHeHTH ¢ Terno 50 kg u noreye.

[IpoMeHnHBa e(PHKACHOCT IInane6o N=121 Jlako3zamun N=118
[TapameTsp

Bpeme g0 eropu [H TKII

MeamaHna (aan) 77,0 -

93% CI 49,0, 128,0 -

Jakosamuy — [Inaue6Go

CHOTHOLIEHWS HA PUCK 0,540

95% CI 0,377, 0,774

P-CTOHHOCT < (0,001

OTCBRCTBHE HA IPUCTHIIH

Ouenka no Metona Ha Kaplan-Meier 17,2 31,3
(Yo)

05% CI 10,4, 24,0 22,8, 39,9

Jlakozamuyz - I[naueto 14,1

95% CI 3,2,25,1

P-CTOMHOCT 0,011

3abenexka: 3a rpynarta, JIEKyBaHa C JJaKO3aMH, CpeAHoTO BpeMe Ao noasara Ha BropH HII'TKII ne

noiry4uny sropu III'TKII no aen 166.

HaxoakHTe B meAHaTpHYHATa MOArPYIa CbOTBETCTBAT Ha PE3YNTATHTE OT LIOCTHATA M0

NBPBUYHHTE, BTOPHYHHUTE H IPYTH KPaiHA TOYKH 33 e(PHKACHOCTTA.
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3.2 PDapMAKOKAHETHYIHH CBOHCTBA

Abco

Jlaxo3amug ce abcopOupa 6bp30 W BW3AI0 cltept nepopaneH npuem. IlepopanHara GHOHATHYHOCT Ha
naxko3amuj TabseTkH e npubnmsurento 100%. Cnen nepopaneH npHeM IUia3MeHaTa KOHLIEHTPAllHA Ha
HETIPOMEHEH JIAKO3aMHA HapacTBa Obp30 M poctura Cp,;, okono 0,5 no 4 uaca cne npueM. TabneTkure H

NEPOPATIHHAT Pa3TBOP JIaK0o3aMHJI ca OHOEKBHBAJIGHTHH. XpaHaTa He MOBJIHABA CTENCHTa H CKOPOCTTA Ha
abcopbiusa.

Paznpenenenue
ObembT Ha pasnpeacneHye ¢ npubausurento 0,6 L/kg. JlakozaMHp ¢e CBbpP3Ba C IUIa3MEHHUTE NPOTEHHH
no-manko ot 15%.

buotrpancdopMarps

95% ot nosara ce eCKpeTHpa B ypHHATA KaTo nako3aMuz B MeTabomuTi. MeTaGo/IH3MBT Ha JIaKO3aMHB
HE € H3LIAIO XapaKTepH3HpaH.

OCHOBHHTE BelECTBa, OTAE/IEHH C YPUHATA Ca HENMpOMeHeH NnakosaMua (mpubausurento 40% or nosara)
M HETOBHAT MeTabonut O-ae3meTin no-manko ot 30%.

Ionaphara Qpakiins, 3a KOATO Ce MPEAINONara, Ye € ChCTaBeHa OT CEPHHOBH NPOM3BOIHM B YPHHATA
BB3H3a Ha npHOIusHTenHo 20%, HO € YCTAHOBEHA CaMO B ManKH kojindecTea (0-2%) B ia3Mara Ha
HAKOM MHAuBRAY. Mankn xonuuectsa (0,5-2%) ot apyru MeTabonuTH ca OTKpHTH B YpUHaTa.

In vitro nannwvre nokasear, ye CYP2C9, CYP2C19 u CYP3A4 Morar Aa kaTanM3dpar (OpMHPAHETO Ha
meTabonuTa O-ae3MeTIIN, HO OCHOBHUAT JOTIPHHACALI H30€H3HM HeE € MOTBbpIeH in vivo. He e
HaDmoAaBaHa KIHHHYHO 3HaYHMA pa3jIHKa B €KCTIOZHITHATA Ha JIAKO3aMH [TPH CPaBHABAHETO Ha
¢rapMaKOKHHETHKATa NpH eKcTeH3UBHH MeTaboma3atopy (EM ¢ dpyrxumonanen CYP2C19) i cnabu
metabonuzaropi (CM 6e3 pynximonanen CYP2C19). OcBeH ToBa, NPOYYBAHE 32 B3aUMOJEHCTBHE ©
omenpason (CYP2C19-uuxuburop) He nokazpa KIIMHAYHO 3HAYHMM [IPOMEHH B ILTA3MEHHTE
KOHLICHTPaLMH Ha JIaKo3aMHJl, KOETO TMIOKA3Ba, Y€ 3HAYEHHETO Ha TO3M METabONHUTEH IThT €
He3HaunTenHo, IlnasMenata xoHuenTpaums Ha O-ae3MeTWI-aKko3aMA € npuonuzuTenHo 15% or
KOHICHTpAaLMATa Ha JIAKO3aMH]l B I1a3MaTa. To3H ocHOBeH MeTaboNMT HAMA H3BECTHA (papMaKoJlorHiHa
aKTHBHOCT.

EneMHHupate
Jlako3aMMJ ce ETHMHHHPA OT CHCTEMHOTO KpBBOOOpaleHHe OCHOBHO dpe3 OnOpeuHa ekcKpeilns 1

Suorpanchopmaiva. Cnea nepopanel M MHTpaBeHO3EH NIPHEM Ha PaIMOaKTHBHO DenAsaH J1aKo3aMHj,
npuOIU3HTENHO 95% OT paIHOaKTHBHOCTTA C€ YCTAHOBABA B YPHHATA M 110-Maiiko ot (,5% B
H3MNPaOKHEHNATA. ENMMHHAUHOHHHAT NOY>KHBOT Ha JIAKO3aAMH] € IpHOIH3HTenHO 13 Yaca.
(dapMaKOKHHETHKATA € MIPONIOPLHOHAIHA Ha I03aTa M KOHCTAHTHA BBB BPEMETO, C HHCKA HHTPa- H
WHTEPHHAUBHYAJIHA BapHaOwiHocT. Ilpn posupaHe ABa nbTH JHEBHO CTALHOHAPHH TLIa3MEHH
KOHIIEHTPALIMH CE€ MTOCTHIAT cliex 3-7IHeBeH nepHoA. [InasMeHara koHIEeHTpalys ce NOBHLIABA MIPH
aKyMyJalHOHEH GaKTop OT OKOMO 2,

KoHLIEHTpauuATa B CTALIMOHAPHO CHCTOSHHE Ha AWHHYHA HaToBappalla fo3a 200 mg e
ITPHOIH3ATEITHO €IHAKBa Ha Ta3H MpH IepopaiHo npuiokeHHe Ha 100 mg Apa MbTH AHEBHO.

GapMaKOKUHETHKA IPH CIISUMANHY (PYNH NANUEHTH

Ilon
KnunuyHuTe npoyuBaHHa NOKa3Bar, Ye NOITBT HAMA KITHHHYHO 3HAYMMO BITHSAHHE BBPXY MIIa3MEHUTe
KOHLIIEHTPALHHE Ha JIaKO3aMH,

bvbpeuno yepexcoane
AUC Ha naxo3aMuiA € nosHieH ¢ npuoamsuTento 30% npH ManMeHTH C AEKO 10 YMEPEHO Y, __
60% npH NMalHeHTH ¢ TEXKO YBPEKAAHE H TepMUHANIHA ObOpeyHa HEAOCTATHEYHOCT, H3HC
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XCMOAHAJIN34, B CPAaBHCHHE CEC 3IPaBH NMaHCHTH, JOKATO Cmax OCTaBa HEMPOMECHCHA.

Jlako3aMua eeKTHRHO Ce OTCTPAHABA OT IIA3MATA upez XxeMoHanusa. Cnep 4-4acoBa XxemMoauanusa
AUC Ha nako3aMHa Hamamsiea ¢ npubausutento 50%. CreAoBaTeNHO ce NpenopbiBa A0OaBAHE Ha 1032
cnel xemoauanysa (Brxkre Touxa 4.2). Ekcnosuumsara Ha MeTabGoanTta O-1€3MeTH € MTOBHIIEHA HAKOJIKO
ITBTH NPH NALAEHTH ¢ YMEPEHO U Texko O0s0peuno yepexaade. [Ipy nunca Ha Xxemoauanusa rmpH
NALMEHTH ¢ TepMUHaIHA Ob0OpedHa HEZOCTAaTPYHOCT HUBATA C€ MOBHIIABAT H MPOJAKIDKHTEIHO PAcTar 1o
BpeMe Ha 24-yacoBus Mozen. He € H3BecTHO nanii NoBMIICHAaTa EKCNO3MIMA Ha METaDONHTa NPH
MAaLHEHTH C TepMHHANHA O6bpOpedHa HemOCTaTHYHOCT MOraT Ja NIOBUILIAT MPOSBATA Ha HEXKENAHH
peakLiH, HO apMaKONOrHYHa AKTHBHOCT Ha MeTabonuTa He € YCTAHOBEHA.

Yeproopobro yspeocoane

Tpu nauueHT! ¢ yMepeHo uepHoapobHo yepexaaHe (Child-Pugh B) ca nabnonasanu no-BHCOKH
Nna3sMEHH KOHLIEHTpauKH Ha jgako3amua (npubnusurento 50% no-sucoka AUCnorm). Ilo-Bucokata
eKCIIO3HLMA OT YaCTH C€ AWDKY Ha MOHKWKeHatra 6p0peuna pyHkuus Ha cyOeKTUTE B IIPOYIBAHETO.
[NonwxenneTo Ha HeOBOpedHHS KAHPBHC MPH NAUMEHTHTE B NpOy4BaHeTo BOAM 110 20% MOBHIIEHHE HA
AUC na nakozamug,. @apMaKkOKHHETHKATA Ha JIaKO3aMKJL HE € NPOYYBaHa MPH MalHEHTH € TEXKO
yepHOIpPOOHO yBpeXKaaHe (BIDKTE TOUKa 4.2).

Hayuenmu ¢ cmapyecka evapacm (Hao 65 200unu)

B npoyuBaHe npH MBKe H KSHH B CTap4ecKa Bb3PacT, BKIIOYHTENHO 4 MalUeHTa Haj 75-TOAMIIHA
Bb3pact, AUC e nosuitieHa croTseTHo ¢ 30% y 50% B cpapHeHue ¢ MAaaX Xopa. Tosa € CBBp3ano
OTHACTH C [IO-HHCKOTO TeNiecHo Terno. OGHuaiiHaTa pasiiuKa B TErJIOTO € CHOTBETHO 26 M 23%,
Habionasana e cblIO NOBHINEHA BAPHAGHIIHOCT B €KCNO3ULMATA. BHOpeUHHAT KIHPBHC Ha JIRKO3aMHA €
CaMo JICKO MOHMMKEH [PH NALMEHTH B CTAPUECKA Bb3PAcT [IPH TOBA MIPOYYBAHE.,

ODOHKHOBEHO HE C€ HANIATA MIOHMXKABAHE HA JJO3aTa, OCBEH aKO TO HE € MOKA3aHO NMopajy NOHWXKEHA
61Opeuna pyHKUMA (BHKTE Touka 4.2).

HHeouampuuna nonynayus

[leanaTpuunmaT ¢apMakOKHHETHYEH NTPOPK HA JIaKO3aMHA € OnpeseneH B NOMyJaluoHeH
dapMaKOKHHETHYEH aHaIW3 C H3MON3BaHe HAa PEAKY JaHHH 32 [U1a3MEHA KOHLICHTpAIs, NOYUYCHH B
1ecT niaaneto KOHTPOJIIHPAHH paHOAOMH3HPaHH KIIHHUYHH NPOYUYBaHHA H IICT OTBOPCHH TIPOYUBAHUS
npu 1655 pb3pacTHH ¥ NEAHATPHYHH NALIREHTH C eMUTIETICHA Ha Bb3pacT oT 1 mecen ao 17 roauHm.
Tpu oT TE3: NpoyHBaHKA ca NMPOBEACHH C Bb3PACTHH, 7 ¢ NCAMATPUYHY NALKMEHTH U | CBC CMECEHa
nomyaauua. [Ipunaranute 1031 1ako3amun Bapupar ot 2 1o 17,8 mg/kg/neH npu npueM IBa NbTH
aHeBHO 6e3 Aa HaaBuimapar 600 mg/aeH.

TvnHuHKMAT M1a3MeR KIHpBHC € oueHed Ha 0,46 1/h, 0,81 1/h, 1,03 h 1 1,34 'h 3a neqraTpu4Hu
MauHEHTH ¢roTBeTHO ¢ Terno 10 kg, 20 kg, 30 kg u 50 kg. 3a cpaBHeHHe, NA3MEHUAT KITHPBHC €
oneHeH Ha 1,74 /h npu sp3apactru (70 kg TenecHo Terno).

TonynaumoHen JapMakOKUHETHUCH aHANU3, M3GON3BAIL Peakn PaAPpMaKOKWHETHYHH Npodu o1
npoyuBane Ha Il TK11, nokassa nogodna ekcrozvisa npy naumenTy ¢ HI'TKIT w npy nauMeHTH ¢
NapuHaIHA NPUCTBITH.

33 HpenxknaHAYHE NanH#H 32 6e300aCHOCT

[Tpn NpoyuyBaHMUATA 32 TOKCHYHOCT MOMYYEHHTE TUIa3MEHH KOHIICHTPAIMM Ha JTako3aMU/l ¢a oo00HH
HJIH HECHILIECTBEHO TTOBUIICHH B CPABHEHHE ¢ Te3H HAOJI0AaBaHy NPH NAUHUEHTH, Opagy KOeTo
FpaHHLHTE Ha eKCTIO3ULIMATA NPU XOpa ¢a HHCKH WIH HECHIIECTBYBALIIH.

[IpoyuBane 3a nexap<cTBeHa O€30MaCHOCT HA MHTPABEHO3HO MPUWIOKEHHE HA JIAKO3aMH], NPH
aHeCTE3HPAHH Ky4eTa NMoKa3Ba BPEMEHHO yBenu4eHHe Ha PR HHTepBana u NpobHKMTETHOCTTA Ha QRS

KOMILIEKCa, KAKTO H IOHIKEHHE HA KPEBHOTO HAATAHE BEPOATHO NOpaIM KapAHOAENPECHBHOTO, =~ R
MaKCHMAJTHO OPENOPbYHTENHOTO KIMHUYHO A03HpaHe. [lpu aHeCTe3MpaHu KyUeTa ! Maumy 31 POR DN
Cynomolgus npu uHTpaBeHo3HM N03H OT 15-60 mg/kg ca nabmozapanH 3abaBsHe Ha NpeAGHP. e N
KaMepHaTa NMPOBOXHMOCT, AaTPHOBEHTPUKYAapEH OOK U aTPHOBSHTPUKYJIapHA .uncouﬂaum‘
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IIpx npoy4yBaHHATA 32 TOKCHYHOCT IIPH MHOTOKPATHO JO3HPaHE [PH TUTBXOBE ¢a HaO/MI0JaBaHH JICKH
oOpaTuMH 4epHOAPOOHH NMPOMEHH, 3an0YBalliH MPH HUBA 3 ITHTH HaA KIMHHYHATA €KCHo3ULua. Tesn
MPOMEHH BKIIIOYBAT HOBHIIECHO TETNO Ha OpraHa, XHNepTpodHs Ha XENATOLMTHTE, NIOBUILEHH CEPYMHH
KOHLICHTPAlLHH Ha YEPHOAPOOHHUTE SH3UMH H MOBHLIEHHE Ha O0IIMA XOIECTEPOI H TPHITIHUEPHINTE.
OcBeH xHnepTpodHATa Ha XeNaTOLMTHTE He ca HabmoJaBaHu JAPYrH XHCTONATOJNOTHYHH NPOMEHH.

I1pn npoy4BaHnATa 33 PENPOAYKTHEBHA TOKCHYHOCT H TOKCUYHOCT TIPH Pa3BUTHETO NPH MPH3ayH H
ILTBXOBE He ca HAbNIoaaBaHU TepaToreHHH eEKTH, HO € YCTAHOBEH NOBHILIEH 6poil HA MBPTBOPOACHH
NOTOMLIY H MOYMHATIA CKOPO CJIEA PAXLAHETO, KaKTo U cnabo NOHWKeHHe B Opos HA NOTOMCTBOTO H
TETJIOTO HA HOBOPOACHHTE NPH MPWIAraHEe Ha TOKCHYHM 3a MalikaTa JO3H NIPH IUTEXOBE, OTroBapslliH Ha
HHBa HA CHCTEMHA €KCTIO3ULIMSA CXOHH ¢ O4aKBAHATA €KCIIO3HLMS PH KIMHWYHO NpriokeHne. Thi
KaTO NO-BHCOKH HHBA Ha €KCHIO3HMIMSA NPH AMBOTHH HE MOTAT Aa ObAaT u3cneaABaHH NOPaAH# TOKCHYHOCT
33 MalKaTa, HATHYHHTE JaHHH ¢4 HEAOCTATHYHH 3a [ThJIHA OlIEHKa Ha eMOpUOdeTOTOKCHUHHSA H
TEPATOreHHHA MOTECHIMAT Ha IAKO3aMH/,

IIpoyuBanusTa NpH IITbXOBE MOKA3BAT, Y€ JIAKO3AMH ¥/ WIH HETOBHTE METAa0O0/MTH JIECHO NPEMHHABAT
IJlaueHTapHaTa 6apuepa.

IlpH MIaau IDTEXORE H KYMETa BHAORETE TOKCHYHOCT HE CE Pa3/IHYaBaT KaYeCTBEHO OT TE3H,
HabGmonaBaHH NPH Bb3PacTHH xKUBOTHH. [TpH MIaam IWIbXoBe ce HabMroJaBa HaMaleHO TEJIECHO TEMIO
[pY HUBA HA CHCTEMHA CKCIIO3HIIMSA, KOMTO ¢a NMOAOOHM Ha OYAaKBAHATA KIWHHYHA eKcItO3HLHA. [Ipu
MIaaH KydeTa NIPEXOAHH H CBBP3aHH ¢ A03aTa KITHHHYHH npH3HaiM Ha LIHC 3anousar fa ce
HaOII0RaBAaT MPH HHBA HA CHCTEMHA EKCTIO3HIHA TIOA OYAKBAHATA KITHHHYHA €KCTIO3HLIMA.

6. GAPMAIIEBTHYHHA AAHHHA
6.1 CoAchbk Ha NIOMOIIBATE BelIECTBA

Anpo na rabneTkara

MukpokpucrtanHa uenynosa

XHAPOKCHIPONHILICTY 033 ¢ HHCKA CTENeH Ha 3aMeCcTBaHe
KpocnosunoHn (Tun A)

XHRPOKCHIIPOITHIILIETYI03a

KonouaeH Ge3B0ACH CHIHIIHEB JHOKCH

MaruesueB creapat

QDWIMOBO NOKPUTHE
IToMMBHHUIOB aNKOXON

TwrasoB auokcua (E171)

Maxporon (3350)

Tank

HMuauro xapmun anyMHuues nak (E132) (50 mg & 200 mg dumMupans TabneTkH)
Yepeen xenezen okcna (E172) (50 mg & 150 mg punmupanu TabieTkn)
Yepen xenesen oxkeua (E172) (100 mg & 150 mg drnmupanu TabneTkn)
XKrart sxenesen oxcua (E172) (100 mg & 150 mg draMuapanm TabneTkn)
6.2 HechbBMECTHMOCTH

Henpmioxumo

6.3 Cpok Ha roasocT

3 roaMHu

6.4 CneHHaJIBH YCIOBHS HA ChXpaHEHHE

To3H IeKapCTBEH NMPOLYKT HE M3HCKBa CNICLIMAJIHKM YCI0BHS HA ChXPAHCHHE.
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6.5  BujaHcbabpkKaHHEe HA ONAKOBKATA

PVC/PVDC bnHeTepH, 3ane4aTaHy ¢ aTyMHUHHEBO (POTHO

KAHWJIAJ] ce npeanara B onakoekH ot 7, 14, 28, 56 u 168 ¢punmupanu Tabnerk.
He BcHuxm BHAOBE ONaKOBKHM MOTaT Aa OBJAaT IMYCHATH B NpoAaxoa.

6.6 Cnensannn npeAna3HH MepPKH NPH H3XBbPJISHE

Hama cneumaniyi H3HCKBAHHA 33 H3XBHPIAHE.

7. HNPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Medochemie Ltd, 1-10 Constantinoupoleos Str., 3011 Limassol, Kunsp

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

KAHHWJIAJ 50 mg:
Per. Ne: 20170350

KAHHWIAJ 100 mg:
Per. Neo: 20170351

KAHWJIAJ 150 mg:
Per. Ne: 20170352
KAHWIA/J 200 mg:
Per. Ne: 20170353

9. JATA HA ITBPBO PASPEMIABAHE/ IIOAHOBSABAHE HA PASPEIIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mspBO paspemiaBaHe: 21 HoemBpH 2017 r.
JlaTa Ha nocneaHoO noAHOBABaHe: 9 Maii 2022 r.

10. JATA HA AKTYAJM3AITAS HA TEKCTA

(09/2022
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