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KPATKA XAPAKTEPHCTHKA HA iPoaykTa & 6 €50

1. UME HA JIEKAPCTBEHUS ITPOAYKT

["abaramma 100 mg TBBpAM KancyJiu
Gabagamma 100 mg capsules, hard

& KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika TBbpaa kancyna cbabpxka 100 mg rabanenTun (gabapentin).

[ToMOLIIHO BELEeCTBO C U3BECTHO J1eHCTBHE
Bcesika tebpaa kancyna ot 100 mg cbabpixka 22,5 mg nakro3sa.

34 N'bJIHHUSA CMTUCHK HA NOMOLIIHUTE BelllecTBa, BHXTE Touyka 6.1.

3. JIJEKAPCTBEHA ®OPMA

TBbpaa kancyna
["abaramma 100 mg TBbpAM KancyJiu: TBbp/Ja KejJaTHHOBA KarcyJa ¢ 04J10 Henpo3pavyHo TAJIO M
Kanave.

4. KJ/IMHHYHH JAHHHU

4.1 TepaneBTHYHH NOKA3AHHUSA

Enunencus

["abanenTuH € nokasaH 3a Jo0aBbyHaA Tepanus NpH JEYEHHE Ha NapuHaJHH MPUCTBIH CbC UK Oe3
BTOPHYHA IreHepain3aliisg NpH Bb3pacTHH U Jela Ha Bb3pacT 6 U noseye roguHu (BxK. Touka 3.1).

['TabaneHTHH € NokKas3aH 3a MOHOTCPAIlIHA 34 JICHCHHC Ha NaplUHaJIHH NPHCTBIIH CbC HJIH 0e3 BTOPHYHA
reHepainsanus npH Bb3paCcTHH H FOHOILIIH HA Bb3pacT 12 1 noBeye NNOAHHH.

Jleyenue Ha nepudepHa HeBponaTHa 00JiKa

[‘[abaneHTHH € noka3aH 3a JjevyeHue Ha nepudepHa HeBponaTHa OoJsika, kato Oojie3HeHa auabeTHa
HEBPOMaTHs U NOCTXEPrNEeTHYHA HEBPAJITUS NTPH Bb3PACTHH.

4.2 Jl03HpoOBKAa H HAYHH HA NPHJIOKEHHE
Jlo3upoBka
=
~ L IAC
B Tabnuua |1 e onucana cxema Ha THTpHpaHeE 3a 3al04YBaHE Ha TePanuATa 3a BCHYKH 1 mﬁﬂﬂﬁﬂ?
Ce npenopb4Ba MNpH Bb3paCTHH H IOHOLLK Ha Bb3pacT 12 ¥ noBeye roAuHH. e\

[Ipu neua Ha Bb3pact noja 12 rouHu ykasaHusiTa 3a JI03MpaHe ca Nnpe/ICTaBeHH B OT
[10-10J1y B Ta3H TOYKA.




Tabnuua |

CxeMma Ha Ho3upane — HayanHo Turpupale
o [er s

300 mg eeanbx aHesHo | 300 mg aBa mbTH 300 mg Tpu MBbTH
NHEBHO

CHHQEHE Ha JleyeHHeTo ¢ rabaneHTHH

B chboTBeTCTBHE ¢ HACTOAILATA KIHHHYHA NPAKTHKE, KOTaTO C€ HaJiara NpeKparsBaHe Ha TEpPalHATa C
rabanenwTHH, ToBa TpAOBA Na Ce HANPABK NOCTENEHHO, 3a NepHoA Hal-Manko | ceaMuLUa, He3aBUCHMO
OT NOKa3aHKeTo.

Ennaencus

[1o MpMHUKN enUAencUaTa U3UCKBA ABArOCPOYHO NeucHue, Jlo3upoBKaTa ce onpeaens OT JieKyBallus
J€Kap, B CbOTBETCTBHE ¢ HHAHBHUIYAHATA NOHOCUMOCT U e(PHKACHOCT.

Bw3pacmuu u wonowu

B xn1HHHYHH npoyuBaHug, eQeKTHBHUAT 20308 HHTepBan e ot 900 mg no 3600 mg akeBHo. Tepanuara
MOXe Ja Obe 3ano4HaTa ¢ THTPHPAHE Ha J03aTa, KAaKTo € onucado B Tabanua 1, nny ypes npuaaraxe
Ha 300 mg tpu nbTH Ha JeH (TIIH) B [len 1. Cnexn ToBa, Bb3 OCHOBA HA HHAWBHIYAJIHHA OTrOBOP H
MOHOCHMOCTTa Ha NaljMeHTa AHeBHaTa J03a MOXe Ja ObJie NOMbJHKUTENHO YBelnyaBaHa Ha CThIIKH No
300 mg/nen npes 2-3 auu go MakcumanHa ao3a ot 3600 mg/nen. I[pn urAMBHRAYATHH NALMEHTH MOXE
Ja € IoaxXoaa1o no-6aBHo THTpHpaHe Ha go3aTta HAa rabdaneHTHH. MHHHUMANHOTO BpeMe 33 AOCTHIaHE
Ha po3a ot 1800 mg/aen e eana ceamuua, 3a aocrurade Ha 2400 mg/nen e obmo 2 ceaMuum, a 3a
nocturane Ha 3600 mg/nex e o610 3 ceamuuy. No3un no 4800 mg/ aeH ca ce noHacsanu nobpe no Bpeme
Ha ABLIATOCPOUYHH OTBOPEHH KNIMHHYHU NpoyuBaHusa. O0lara JHeBHaA n03a Tpsdea na 6bnae paznesela
Ha TPH €IWHWYHH N03H, KATO MAKCUMAJIHUAT WHTEPBAI MEXAY AO3UTE He TpadBa na HajaBHiuapa |2
yaca, 3a 1a ce NpeaOTBpaTH 110ABaTa HA KOHBYJICHH.

Heya na ev3pacm 6 u nogeue 200uHU

Hauannata no3a tpsOea na Bapupa ot 10 no 15 mg/kg/aen u edexruBHaTa mo3a ce AOCTUra 4pes
BBLIXOAALIO THTPHpaHe 3a nepuon ot npubnusurento 3 aHu. EdekTuBHaTa no3a Ha rabaneHTUH npu
Acla Ha 6 ¥ moBeye roauHu e 25 go 35 mg/kg/nen. Mo3u ao 50 mg/kg/nen ca nonacsumn nobpe B
ABIrOCPOYHO KNIHHHYHO npoyuBaHe. O0wara AHeBHA A03a TpaOBa na 6bae pa3aeneHa B TpH € JUHHUYHH
NO3H, MAKCUMAJIHUAT HHTEPBAJ OT BpEME MEeXy A03KTe He TpadBa na Haasuinasa 12 yaca.

He € HeoOX0AMMO MOHUTOpHpPaHE Ha MJIa3MEHUTE KOHLEHTPAUWH Ha rabaneHTHH, 3a Ja C€ ONTHMHU3Upa
TepanuaTa ¢ rabaneHTHH. OcBeH TOBa rabanmeHTHH MOXE 1a C€ Ipuiiara B KOMOMHaUWA ¢ JApyTH
aHTHENWIENTHYHH JIeKapCTBEHH TMPOAYKTH, 0€3 ONaceHHs OTHOCHO MpOMSHA Ha MNJAa3MEHHTe
KOHLEHTpaUUH Ha rabaneHTHH MIH Ha CEpYMHUTE KOHLEHTPaLUHH Ha JPYTrUTe AHTHENHJIENITHYHH
NeKapCTBEHH NPOAYKTH.

[lepudepra HesponatHa 6onka

Bwv3pacmuu




TepanuaTa MoOXe Ja 3anO4He € TUTPUPAHE Ha J03aTa, KakTo € onucaHo B Tabnuua 1. Mpyra
Bb3IMOXKHOCT € HauaiHara 4o3a Aa 6bae 900 mg/nen, npunarana pasaeneHa Ha TpH paBHH A03u. Cnej
TOBa Bb3 OCHOBA Ha MHAMBHIYATHHA OTTOBOP M MOHOCHMOCTTA HAa MALHMEHTA A03aTa MOXe Aa Obae
HOMBAHHTENHO YBennHyaBaHa Ha cTbIKH oT 300 mg/neH npe3 2-3 aHH A0 MakcuManHa no3a ot 3600
mg/neH. [Ipn MHAYMBHAYANHHU NALHEHTH MOXeE Aa € NOAXOAAL0 no-0aBHO TUTpHpaHe Ha AO3ATa Ha
rabaneHTHH. MUHAMANHOTO BpeMe 3a AocTHradHe Ha fo3sa ot 1800 mg/neH € egHa cenmuua, 3a
nocturaie Ha 2400 mg/neH € ob1o 2 ceamMuuy, a 3a gocturade Ha 3600 mg/neH e obulo 3 ceAMHLIH.

EdukacHoctra n Ge3omacHOCTTa NpH JieueHHe HA nepHdepHa HeBponaTtHa Oonka, kato 0ojka npu
AuabeTHa HeBPONATHA M MOCTXEPNETHYHA HEBPANTHA, HE ¢a H3CJEIBAaHH B YCIOBHATA HA KIHHHYHH
NPOY4YBaHUA € TMPOAB/DKHUTENHOCT HA JIEYCHHUETO HAJ S5 Mecela. AKO MpH NauxMeHTa ce Hanara
MpHAOKEHHE 32 CPOK Haa 5 Mecella 3a JieueHHe Ha neprdepHa HeBponaTHa O0nka, JieKyBallHAT JIeKap
TpsabBa sja HANpasHy OlIEHKa Ha KJIHHWYHOTO ChCTOSHHE Ha NALIMEHTA B Ja ONpeacid Aajiu € HeoOXxoanMa

AONMBJIHUTENHA Tepanua.

MHCcTpyKIIMH 33 BCHYKH 001aCTH HA TepaneBTHYHHTE NMOKa3aHUs

[IpM nauMeHTH C BAOMWIEHO 000 3APABOCIIOBHO CBCTOAHHE, T.€. HHCKO TENECHO TErJO, Cle] OpraHHa
TPaHCIIJIAHTALUHA W T.H.,, Ao3ara TpaOBa Ja ce THTpupa no-0aBHO, KAaTO Ce€ H3NMOJI3Ba MO-HHCKAaTa
KOHLEHTPALUSA WIH NMO-TbJTH HHTEPBAIH MEX Yy NMOBHIIABAHHATA HAa JO3HPOBKATA.

Crapvecka Bb3pacT (Haa 65 rOAHHH)

[Ipn nauMeHTH B CTap4yecka Bbh3pacT MOXKE Jla C€ HAIOXKH KOPEKUUS Ha J03aTa nopaayu orciabBaHe Ha
O0bOpeuHaTa pyHKUUA ¢ Bb3pacTTa (BX. Tabnuua 2). [Ipu nauHeHTHTe B CTapvecKa Bb3pacT € Bb3MOXHO
[10-YeCTO JAa Ce MOABABAT COMHONEHTHOCT, NeprudepeH OTOK H acTeHHs.

brOpeuHo yBpexaane

KopekLnsa Ha pao3ara ce npenopbyBa NPU NauxdeHTH ¢ KoMnpoMeTHpaHa ObopeuHa ¢pyHKIHsA, KaKTo €
onucano B Tabnuua 2, n /unK npu nauMeHTH Ha XeMoananusa. ['abanentun 100 mg kancynmn Moxe na
Ce H3NO3BA 3a CMAa3BaHE HA IPENOPBKUTE OTHOCHO 103aTa NPH NALMEHTH ¢ Ob0pevHa HeAOCTATBYHOCT.

Tabnuua 2
HO3UPAHE HA TABAIIEHTUH TIPHU BB3PACTHU B CITOPEJI BbBPEUHATA O YHKLIUSA

KpearuiuHOB KJIHpBLHC (ml/min) ObLua 1HeBHa n03a° (mg/aen)
> 80 900 — 3600

50-79 600 — 1800

30 - 49 300 — 900

15 -29 150° - 600

<15° 150°- 300

*001arta aAHeBHA A03a TpAOBa 1a ce npunara pasaeneHa B TPH PaBHH € JHHHYHH A034. Peayuupanute
LO3HU Ce U3NON3BAT NPH NaLMEHTH ¢ OBbOpeyHo yBpexaaHe (KpeaTHHHHOB KITHPBHC < 79 ml/min).
®IneBnara no3a ot 150 mg na ce npunara xaro 300 mg npes AcH.
"[IpH MalLMEeHTH C KPEaTHHHHOB INHpPbHC <15 ml/min gHeBHara po3a Tpabsa ga ce HaMmaIH
NPONOPLHOHATHO HA KPEaTHHRHHOBHA KIHPBHC (HAmNp. NALMEHTH ¢ KPEATHHUHOB KJIHPBHC 7, 5 ml/mm

KIUpBHC 15 ml/min).

Ynorpeba Npy nauMeHTH Ha XeMORHaaH3a




[lpy aHYpHYHH nNaLMEHTH HA XEMOAHANN3a, KOMTO HHKOra He ca Mojy4aBanud rabameHTHH, ce
npenoppyBa Hatosapsauia 103a o1 300 10 400 mg, cnea Toea ce npuemar 200 no 300 mg rabaneHTHH,
ciaen BCeKH 4 yaca xemoauanusa, B gHuTe 0e3 xeMoamanusa He TpabGBa Ja ce npunara JE4YEHHE ¢
rabaneHTuH.

[lpu nauweHTHTe ¢ yBpelcHa OnOpeyHa ¢yHKUHMA Ha XeMmoAMANK3a, NoALbpXKaulaTa A03a Ha
rabanenTuH Tp#OBa Na € cbhboOpa3eHa ¢ NpenopbKHTE 3a A03HpaHe, npeactaBeHd B Tabauua 2. B
OOMbIHEHHE KbM MOANBPXKALLATA 4032 Ce NPenopbyBa AONBIAHHUTENHO Clle/l BCEKH 4 Yaca XeMOAHANH3a
aa ce npuemart ot 200 a0 300 mg rabaneHTuH.

HayuH Ha IPUITOKEHHE

3a nepopanHo MpHICKEHHE.

["abaneHTHH MOXe Ja ce nmpHaara Cbe MM 0e3 XxpaHa M Kancynara TpsOBa 1a ce NOITbINA Lfna ¢
AOCTATHYHO KOJHYECTBO TEHHOCT (HAMp. ¢ Yalua BOAA).

4.3 I[IpoTHBONOKA3AHUS

CBpbX4YBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO WX KbM HAKOE OT MOMOILHHTE BELIECTBA, H30pOoeHH
B TO4YKa 0.1.

4.4 CnenHaJHH nNpeAYnpeXicHHN H NpeANa3HH MEepKY NPH ynorpeda

Texku KOXHH HexenaHu peakuny (Severe Cutaneous Adverse Reactions, SCARs)

Texkn kKoxkHH HexenaHd peakuun (SCARs), BKNIOUHTENHO CHHAPOM Ha Stevens-Johnson (Stevens-
Johnson Syndrome, SJS), TokcuyHa ennaepmanHa Hekponusa (Toxic Epidermal Necrolysts, TEN) u
nekapcrBeH 06puB ¢ eozuHodHINg ¥ cucremuEn cuMmnToMH (Drug Rash with Eosinophilia and Systemic
Symptoms, DRESS), kouTo M03Ke aa ca )KHBOTO3acTpalllaBalliy WM ¢ JeTalleH H3XO0[, ca CbOOIIeHH
BbBB Bpb3ka ¢ JeueHHeTo ¢ rabanmentud. Ilpu npeanucBaHero mnauveHTHTe TpabBa pa Owbaar
HHGOPMHpAHHK 3a NPH3HALKUTE H CUMITOMHUTE W Aa ObaarT HaOmoJaraHH ¢ MOBHILEHO BHUMAHHE 3a
KOXHHU peakuuy. [1py noasa Ha npH3HaLH H CUMNTOMH, NOKA3aTEHH 3a TE3W peakliMH, NMPUEMBT Ha
rabaneHTHH TpsaOBa He3abaBHO aAa chnpe M Oa ¢ce OOMMCIM ANTEPHATHBHO JiedyeHUe (cnopen
HeoOXOAUMOCTTA).

Ako npu ynorpebara Ha rabaneHTHH nauMeHTHT € pa3sBua cepuo3Ha peakuus xato SJS, TEN unu
DRESS, neuyenuero ¢ rabaneHTHH MPH TO3W NaLEHT HHKOra Ke TpabBa Aa ce nojgHoOBABA.

AHadunakcys

['abaneHTHH MOXe Aa npeau3lBuka aHadpunakcus. [Ipu3HaUUATE H CHMIITOMHTE B 10KNaABAHUTE ClIy4aH
BKJIKOYBAT 3aTPYAHEHO AWLUAHE, MOAYBAHE HA YCTHUTE, MPAOTO H €3MKA M XMIIOTOHHA M M3MCKBAT

CMEeLHO JieyeHHe.
[MaunenTuTe TpaOBa Aa ObAAT HHCTPYKTHPAHK Ja cnipaT NpUuemMa Ha rabaneHTUH U He3a0aBHO Aa
MOTHLPCAT JIEKApPCKa MOMOLL, aKO NMOYYBCTBAT NPH3HALM HAK CUMNTOMH Ha aHadunakcHs (BX. TOYKa

4.8).

CynuuaHa uaeanms 4 nopeaeHue

CpobLiaBaHu ca cynUHAHA HACAUKSA M TOBEACHHE NNPU MALWEHTH, IEKYBAHH ¢ aHTHE
CPEACTBA 33 HAKOJIKO foKa3aHHus. MeTa-aHanu3 Ha paHaoOMH3upaHHi naauebo-koH
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NMpoy4YBaHH] HAa AaHTHEITHIENITHYHY JIEKAPCTBEHH CPEACTRA CHLIOC NNOKA3Ba JIEKO NOBHINABAHE HA PUCKA
OT CYHLMAHA HAealHs H NoBeAcHHe. MeXaHW3MBT Ha TO3H PHCK € Heu3BecTeH. Cnydan Ha CyMUUaHA
HIeal1s U NOBEJAEHHE ca HaOMoaBaHH MO BpeMe Ha MOCTMAPKETHHIOBUS OTUT MPU NaLHEHTH,

JleKyBaHH ¢ rabaneHTHH (BX. Touka 4.8).

[MauuenTuTe (M NMLATA, KOWTO CE€ IpHXKaAT 3a TAX) TpaOBa na ObAAT NOCHLBETBAHH Ja NMOTLPCHT
MeJHUHHCKZ NOMOL] NPH NOABA HA MPH3HALM HA CYMUHMAHA HAeauMs WIH nosefeHue. IlaumeHTHTe
Tp2OBa fa ObaaTt HabnOZaBaHH 3a NPH3HALKM HA CYHUHIHA MACALUs H MOBEACHHA H Aa C€ OOMHCIH
NoAXOAAINO JeyeHHe. B cnyyaii na cymuuana naealns HiH noeeaeHue Tpadbpa na ce obmucny cnupase

Ha Je4eHHeTo ¢ rabaneHTHH.

OcTLD NaHKPEeaTHT
AKO MalHeHTbT pa3BHe OCThbp MAHKPEaTHT MO BpeME Ha JieueHue ¢ rabaneHTuH, TpaOBa Aa ce 0OMHCIH

criHpakle Ha JieyeHHeTo ¢ rabaneHTuH (BX. ToUKa 4.8).

["bpyoBe
Bunpexku, ye HAMa J0KA3ATEACTBA 3a HOBA NMOABA HA IbPUOBE NPH Tepanus ¢ rabaneHTHH, BHE3AMHOTO

NPEKbCBAHE HA AHTHUKOHBYJICAHTHTE TNPH [MAUMEHTH ¢ ETMHJENCHA MOXe JAa OTKAKUYM ,,CTATyC
enWICNTHKYC (BXK. TO4Ka 4.2).

Kakto npu Apyrn aHTHENUIENTHYHM JeKapCTBEHH NPOAYKTH, IIPH JiedeHHe ¢ rabaneHTHH NPH HAKOH
MALHEHTH MOXeE JIa C€ MOBHIUHN YECTOTATA HA MbPYOBETE HIH A4 C€ NOABAT HOB THN IbPHOBE.

KakTo npy apyrn aHTHENMHIENTHYHY JIEKAPCTBEHH NPOAYKTH, ONIUTHTE Aa C& OTTErNIAT €JHOBPEMEHHO
npuHiaraHy aHTHENWIENTUYHH JIEKapCTBA NPH JieyeHHe Ha pedpakTepHH NaUKEeHTH, NpHeMaLllH NoBeYe
OT €1HH AaHTHENHUJIENTHYEH NEKapPCTBEH NPOAYKT, € UeN Ja ¢ce NOCTUIHE MOBOTEepanys ¢ rabaneHTHH, ca
C HUCKa 4eCTOTa Ha yCnex.

CMmaTa ce, ye rabaneHTHH He € eeKTHREH CpeLly MbPBHYHH MeHEPANTM3HPAHH MBPUYOBE, KATO HANIPHMED
abcaHc, H NPH HAKOH NMAaUMEHTH MOXe Ja BNOWH Te3u repuoBe. [lopanu ToBa e HeoOX0AHMO MOBHLIEHO
BHHMaHHE NpH H3MOJA3BaHe Ha rabaneHTHH NpH MAaUUEHTH CbC CMECEHH T'bPYOBE, BKIIOUYHTEIHO

aOcancH.

JleyeHHeTO ¢ radaneHTHH € CBbP3aHO ChC 3aMadHOCT H COMHOJIEHTHOCT, KOUTO O1Xa MOTJIH J1a YBeJHYaT
NosiBATAa HAa WHLMAGHTHO HapaHsBaHe (maaaHe). MMa Cbilo M NOCTMApPKETHHINOBH ChOOUIEHHS 3a
ofbpkBaHe, 3ary0a Ha Cb3HaHHE W YMCTBEHO YBpekKjaHe. 3aTtoBa nauueHture TpabBa ga Obaar
NOCHBETBAHH A NMOAXO0XKIAAT ¢ MOBHIUIEHO BHUMaHHE, JOKATO HEe CBUKHAT ¢ NOTeHUHANHUTE edeKkTH Ha
NIEYEHHETO.,

EnHoBpeMeHHa ynoTpeda ¢ onuonaH ¥ Apyry aenpecanti Ha HHC

[laieHTH, NpH KOHTO C€ H3HCKBA €AHOBPEMCHHO JICYEHHE ¢ ACNPECAHTH HAa LEHTPa/IHATa HEepBHa
cucreMa (LIHC), Bxmounrenro onuoran, Tpadsa ga 6vaar HabnroJaBaHn BHUMATETHO 33 NPU3HAUH Ha
notuckaHe Ha LHHC, kaTo COMHOJNIGHTHOCT, celallHg W pecnupaTopHa aenpecus. [auueHTHTe, KOUTO
pUeMar egHOBpeMeHHO rabanmeHTHH W MOpQHUH, MOXe Oa pa3BHAT NOBULUEHH KOHLUEHTpAlMH Ha
rabanedTyuH. Jlo3zata Ha rabaneHTHH MM €IHOBPEMEHHOTO JcueHUe ¢ JenpecaHtH Ha LIHC,
BKJIIOUHTENIHO onHOUAY, TpaOBa aa Obae noaxondino HamaneHa (BxX. Touka 4.5).

[IpenopbyBa ce NMOBHIIEHO BHHMaHHE NMPK MPEANHCBaHE HA rabaneHTHH €QHOBPEMEH
nopaan puck ot notuckaHe Ha LJHC. B nonynaunonno-6a3upano, obceppannon
CAyuah-KOHTPONa NpH NaLUKEHTH, U3TON3BALLN ONHOUAH, €AHOBPEMEHHOTO Npeani € i doni C,
M rabarneHTHH ce CBbP3Ba C NOBULIEH PHCK OT CMBPT, CBbP3aHA C ONMHOKU, B CPaB  RCANI
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Ha CaMOCTOATeNIHa ynoTpeba Ha onHOHA (KOpUrHpaHo CbOTHOLIEHWE Ha waHcoseTe [aOR ], 1,49 [95%
CI, 1,18 no 1,88, p<0,001]).

PecninpaTopHa aenpecus

["abameHTHH € CBBp3aH C TEXKA pecnuparopHa aenpecus. [lauueHTH ¢ HapylleHa pecnupaTopHa
OyHKLUHNA, pecnUpaTOpPHO HIH HEBPOJOrH4YHO 3abonspane, OLOpeuHO yBpexaaHe, e¢AHOBpeMeHHa
ynotpeba Ha nenpecanTd Ha LJHC ¥ naumeHTH B cTapuecka Bb3pacT MOXKE 13 ¢a HIIOKEHH HA MO-rOIIM
PHCK OT M3MHTBAHE Ha Ta3H TEXKKA HEXeNaHA peakuua. Be3MOXHO € Ja e HanoXH ajanTHpaHe Ha
J03aTa NPH Te3U NALHEHTH.

Crapuecka Bp3pacT (Haa 65 roauHH)

He ca npoBexaaHW CUCTEMHM NpOY4YBaHWA ¢ rabaneHTHH NpY NALMEHTH Ha Bb3pacT 65 u noBeue
rogiHd. B aBoliHocnano npoyusaHe ¢ NauMeHTA ¢ HeBponaTtHa OO/NKa ce yCTAaHOBABA HM3BECTHO
MOBUILABAHE HA NPOLEHTa HA BB3HMKBAHE Ha COMHOJIGHTHOCT, nepudepeH OTOK M ACTEHHS MpH
NalUMECHTH Ha BB3PacT 65 U noseue roAuHH, B CPABHEHHE C NMO-MNaaure nauneHT. C H3KmYeHue Ha
Te3HU pPEe3yATATH, KIHHUYHUTE W3CNEABaHHs B Ta3y Bb3paCTOBA I'PYIa HE NOKa3BaT pa3iuHeH npodun Ha
HeXeNaHHTe ChOHTHA, B CpaBHEHHE ¢ HaOdN04aBaHHA NMPH NO-MJIAJHTE NAUHEHTH.

[leauaTpyu4sa nomyjaaius

Edextute OoT abarocpouyHata tepanus (noseue or 36 ceaAMHLUM) ¢ rabaneHTHH BBPXY YUEHETO,
HHTENIMIEHTHOCTTA U Pa3BUTHETO NPH ACLIA U IOHOLWUH He ¢a fodpe npoyyeHu. [lonsure oT AbArocpoyHa
Tepanua Tpabsa Ja ce NPEeLEHAT BHHMATENHO CNPAMO MOTEHUHATHUTE PHCKOBE.

HenpaBunHa ynorpeba, noTeHuuan 3a 310ynorpeda 4 3aBUCHMOCT

[NabaneHTHH MoOXe Ja NpeAu3BHKa JIEKapCTBEHa 3aBHCHMOCT, KOSATO MOXe Aa CE€ MNOABH NpH
TepaneBTH4HH Ao3u. ChoOluaBaHu ca ciyvyan Ha 3noynotpeba w HenpaBunHa ynorpeba. IauueHTs ¢
aHamMHe3a 3a 3nioynoTpeda ¢ BellleCTBA MOXeE Ja ca ¢ II0-BHCOK PHCK OT HempaBHIIHA ynoTtpeda,
3n0ynoTpeda U 3aBHCHUMOCT OT radaneHTHH U € HeoOX0AMMO NOBUILEHO BHAMaHHe NpY ynoTpedara Ha
raGaneHTHH Tnpd TakuBa nauueHTH. [Ipeau npeanvcBaHe Ha rabaneHTHH PHMCKBT OT HeMNpaBHAHA
ynoTpeoa, anoynorpeda Hnu 3aBHCUMOCT NPH NalyeHTa TpAbBa Aa 6b1e BHUMATENHO OHEHEH.

[lauMeHTHTE, NEKYBaHH C rabaneHTHH, TpadBa Aa ObaaT HaOmoAaBaHM 3a MPHU3HALH H CHMIITOMH Ha
HenpaBuiHa ynotpeba, anoynorpeba WK 3aBUCHMOCT OT rabaneHTHH KaTo pa3BHBaHE Ha TOJEpaHC,
HeoOXoaHMOCT OT MOBHILABAHE HA J03AaTa H NOBECHHE HAa HACOUEHO ThPCEHE Ha JIEKapCTBOTO.

CHMIOTOMH Ha OTHEMaHe

HaGniopaBpanu ca CHMNTOMH Ha OTHEMAHE Clie]] NpeKpaTABaHE Ha KPATKOCPOMHO H ABLATOCPOYHO
neueHe ¢ radaneHTHH. CHMITOMH Ha OTHEMaHe MOraT Zla ¢€ NOABAT CKOPO Cliell MpeKpaTABaHe,
oOHKHOBeHO B paMkuTe Ha 48 uyaca. Haii-yecTo ¢boOliaBaHNTE CHMITOMH BKJIOYBAT TPEBOXHOCT,
be3zcpHMe, rajgeHe, Oonka, M3NOTABaHEe, TPEMOp, AaBoOOJHE, JenpecHs, HEeecTeCTBEHO YCellaHe,
3aMasHOCT H 00HI0 HepasnonoxeHue, [losBata Ha CHMNTOMM Ha OTHEMaHe cliel NpPEeKpaTABaHE Ha
npieMa Ha rabdameHTHH MOXeE€ Ja € NoKasaTeflHa 3a JleKapCcTBeHa 3aBHCHMOCT (BX. Touka 4.8).

rabaneHTHH TpaOBa na ObAe NpekpaTeHo, ce MpenopbyBa TOBAa Ja CE€ HANpaB
npoAb/KeHHe Ha Half-Manko | ceaMuua, HE3aBHCUMO OT NOKA3aHHETO (BXK. TOYKa 4,

JlabopaTopuy M3acneABaHUA ‘( =



Morar ga 6b1at oTHETEHH (haTWHBO TONOKHKTENHH PEIYITATH NPH NONYKOIMYECTBEHO OlNpeeigsHe Ha
o6 6enThK B YpHHATa C TeCT-JIeHTa. [lopaay ToBa ce npenopbysa NOTBbPXKAABAHE HA NONOKHUTEIHHA
pe3yATaT ¢ MEeTOAH, OCHOBABAlllM ce€ HA APYI' AHAJHTUUYEH NMPUHLMI, KaTO HanpuMep Buyperosa npoda,
TYpOHAHUMETPHYHH WIH OLBETHTEHY METOOM, HJIM H3IO/I3BaHE HA ANITEPHATHBHHTE METOAH OT CAMOTO
Ha4ano.

HDMDQJ,HH BELIECTBa C U3BECTHO NeHCTBRHUE:!

["abaramMma TBBpAH KaNCYJH CbAbpXa JakTo3a. [lalMeHTU ¢ pelKH HacIeACTBEHH NpoljeMH Ha
HENOHOCHMOCT KBM FaNlakTo3a, ITbJIEH JlakTa3eH AedUUHT HIH MTIOK030-ranakTo3Ha Manabcopbuus ne

TpaOBa Ja nMpUeMaT TOBA JIEKAPCTRO.
4.5 B3aumoaetlicTBHE ¢ APYTH JIeKAPCTBEHH NPOAYKTH H APYTrH (GOpPMH Ha B3aHMoeHCTBHE

MNMa CNOHTaHHN U NTUTEPAaTYpHM CHOOLIEHHA 32 peCIMpAaTOpPHA AeNpecHd, celaltia U CMBbPT, CBbP3aHH
¢ rabaneHTHH, KOTaTO Ce MpUiara eJHOBpeMEHHO ¢ aAenpecaHTH Ha LIHC, sirounTendo onnouau. B
HAKOH OT T€3H ChOOLIEHHA aBTOPHTE 00PBIIAT CNELHATHO BHHMaHHe Ha KoOMOMHalHATa Ha rabaneHTHH
¢ ONIMOMAHM NpH NMAlLKHEHTH B HeAoOpo OOLLO CHCTOAHHE, MALMEHTH B CTAPYECKA Bb3PACT, NAUHEHTH C
TEXKO MOAJeNall0 pecnupaTopHo 3abonsBaHe, nauueHTH, MPHEMallli MHOXKECTBO JIEKApPCTBa, KakTo
MPH NalAEHTH CbC CHHAPOM Ha 310ynoTpeda ¢ BelecTea.

B npoyusane, BknoyuBallo 3apasi 1o6posoaun (N=12), npn npunarane Ha 60 mg MopguH Karncyna ¢
KOHTpONHpaHo ocBoOOKAABAHE 2 vaca npead npunaraneto Ha 600 mg kancyna rabaneHTHH, cpeaHara
nnoul nox kpusara (AUC) Ha rabanenTuH ce e yBennunna ¢ 44 % cnpsamo rabaneHTuH, npunoxeH 6e3
MopduH. [Topany ToBa NALKWEHTHTE, NPH KOUTO CE€ Halara €eAHOBPEMEHHO JieUeHHE ¢ ONTHOKAH, TpabBa
na Opaatr BHHMATENHO HaOmogaBaHH 3a npu3Haud Ha notHckane Ha LIHC, xato coMHoneHTHOCT,
CelallMA M pecnHparopHa AENpecHhs, kaTo Tpabsa ChbOTBETHO Aa ce HaManu a03ara Ha rabaneHTUH WK
Ha OMHOUAMTE.

He ca ycranoBeHH B3auMOAcHCTBUS Mexay rabaneHTAH H ¢eHobapburan, ¢geHuTOHH, BaInpoesa
KACENnHa UK kapbaMasenuH.

PapMaKOKHHETHKATa Ha rabaneHTHH clel JOCTHraHEe HAa CTALMOHAPHO ChCTOAHUE NPH 3APaBH XOpa €
noAoOHA Ha Ta3H MPHU NAUHEHTH C eNWIENCHA, MONyYaBalli Te3H aHTHENHJICIITHYHH TPOAYKTH.

EnHOBpEMEHHHAT NpHeM Ha rabaneHTHH ¢ nepopaiHk KOHTPALENTHBH, CHABbPKALIM HOPETHHAPOH
H/WNK €THHUJ €CTPaAKoI, He NoBIugBa GapMaKOKWHETHKATa B CTAUHOHAPHO ChCTOAHUE HAa HUTO €Ha
OT CbCTABKHUTE,

EaHoBpeMeHHUAT nipueM Ha rabaneHTHH ¢ aHTHALKWAM, ChbAbPKALLH ATYMUHUHA U Marne3ui, Hamangaea
OnoHanHyHOCTTa Ha radbaneHTHH Ao 24 %. IlpenopbuBa ce rabaneHTHH Ja ce Mpuema Hal-paHO JBa

yaca ciell IpMeM Ha aHTHALIHA.
[Ipobenenna He npomens 6bOpeunara ekckpeums Ha rabaneHTHH.

[lpy enHoBpeMeHEH npHeM Ha rabaneHTHH W LMMETHAMH € HabmozasaHo cnabo HaManeHue Ha

4.6 PepTHAHTET, OPEMERHOCT H KbPMeEHE

BpeMeHHOCT




Puck cevp3an ¢ enunencua u 0bwo c anwmuenurenmuvnume rexapemsea (AEI)

CneuunanHu ChbBeTH OTHOCHO NMOTEHUWANHHA PUCK 3a NNOAA, TPUYHHEH KAKTO OT MbPHOBE, TAKa H OT
aHTHENWIETITHYHO JIeueHUe, TpAOBA Ja Ce JaBaT Ha )KeHH C JeTepojeH NMOTeHLHAT H 0COOEHO Ha XKEHH,
[UIAHUpAUIH OpeMEHHOCT, H KEHH, KOHTO ca OpemeHHH. HeobXxoauMocTTa OT aHTHEMHJIENTHYHO
neyeHHe TpnOBa Ja ce npepasriena, KOraTo XxeHara InjiaHupa na 3abpeMeHee. [1pH xkeHn, ieKyBaHH 3a
enunencHs, He TpAOBa Aa ce MpeanpHeMa pPA3KO NPEKpaTABAHE HA AaHTHENHJIENTUYHATA Tepalud, Thii
KaTO TOBa MOXe ha JoBejJe A0 nofBa Ha rbpyoBe, NOpaJH e(peKT Ha OTHEMAHE Ha NIEYEHHETO, KOHTO
MOTaT Ja HMaT CEPUO3HM MOC/EeANIIH KAKTO 34 MaiiKaTa, Taka u 3a aetero. CaMocToATeNHaTa Teparus
TpsaOBa Ja ce npeAnoYMTa BUHArH, KOraTo € Bb3MOXHO, Thii KaTo Tepanuata ¢ MHoxkecTBo AEJI moxe
aa Obe CBbpP3aHa C MO-BHCOK PHCK OT BPOAEHH MandopMallii, OTKOJIKOTO CaMOCTOATEIHATA Tepann,
B 3aBUCHMOCT OT M3IOJI3BAHHTE aHTHEMUJIENTHLIH.

Pucxoee, cevpianu ¢ 2abanenmun
["abaneHTHH npemuHaBa Npes3 naLeHTaTa.

JlaHHUTe OT CKaHAWHABCKO 00CepBallMOHHO NpoyuBaHe HA noBeye oT 1 700 OpeMeHHOCTH, H3JI0XKEHH
Ha rabaneHTHH npe3 OTbPBHA TPHUMECTbP, HE NOKa3’BaT [10-BHCOK PHCK OT [OJIeMH BpOAEHH
MaadopMauuu Cpel JAeuarta, UoXkeHH Ha rabaneHTUH, B CpaBHEHHE C A€LaTa, KOUTO He ca OMnM
H3N0XKEHH Ha BB3ACHCTBHETO MY, H B CPAaBHEHHUE C AELIATa U3NOXKECHU Ha nperabanuH, JaAMOTPUTHH H
nperabanuH unu aamMOTpUrkl. [lo cbiua Hauuy He € HaDMAaBaH NMOBHILEH PHCK OT HapylIeHHa Ha
HEBPOJNIOTUYHOTO PA3BUTHE NPH ACLA, H3TOKEHH Ha rabaneHTHH MO BpeMe Ha DpeMeHHOCT.

MMa orpaHMu4eHHd A0KA3aTeNCTBA 32 NO-BUCOK PHCK OT HHCKO TErjo NpH paxjaaHe H NpexaeBpeMeHHO
paXAaHe, HO HE H OT MbPTBO paxJiaHe, HECBOTBETCTBHS HAZONY CNPAMO recTALIHOHHATA Bb3pacT, HUCHK
pe3ynTar no Amnrap Ha 5-ta MHHYTa H MHKpouedaius NpH HOBOPOAEHH OT >KEHH, HINOKEHH Ha
rabaneHTHH.

[TpoyuBaHHATa NPU XKUBOTHH NMOKA3BAT PENPOIYKTHBHA TOKCHHHOCT (BX. Touka 5.3),

["abaneHTHH MOXe A2 ce U3NOI3Ba M0 BpEME Ha MbPBHA TPUMECTHP Ha OPEeMEHHOCTTA, aKo € KJIHHHYHO
HEeOOX0AHUMO,

CpoflaBsa ce 3a HEOHATANEH CHHJAPOM Ha OTHEMAaHe NPH HOBOPOJEHH C in utero eKCIIO3HLHSA Ha
rabanedTHH. EqHOBpEMEHHATA eKCHO3HLUMA Ha rabaneHTHH H ONHOUAY NO BpeMe Ha DPeMEHHOCT MOXKe
Ja MOBHIIHA PHUCKa OT HEOHATANEH CHHAPOM Ha oTHeMaHe. HoBopoaeHuTe TpabBa aa ce npocneasapar
BHHUMATENHO,

KbspMmene

["abaneHTHH ce ekckpeTHpa B kbpMaTta, [lopaaM ToBa, uye €exTbT BbPXY KbPMaUYETO € HEeU3IBEeCTEH,
TpsOBa BHMMATENHO A Ce NpeUeHd NPUAAraHeTo Ha JIEKAPCTBEHHA MPOAYKT NPH KbpMellH Makku.
["abanenTHH TpadBa Ja ce H3NON3Ba NPH KbpMeLIH MalKHi, CaMO aKO M0J13aTa KaTeropHuHO HaaBHLLaBa

pucka.

DepTUInTET

Hsma edekt Bbpxy ¢epTHINTETA TPU NPOYUBAHUATA BLPXY XKHBOTHHU (BXK. TOYKa 5.3

4.7 Edextn BLpxy cnocobnocTta 32 modpHpane H padora ¢ MaAlLIHAA
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["abaneHTHH MOBJIMABA B JIEKA HJIK YMEpeHa CTerneH cnocoOHocTTa 3a wodupaHe 1 padoTa ¢ MalllMHH,
["abaneHTHH BJIMs€ BbPXY LUEHTpa/lHATa HEPBHA CUCTEMA U MOXKE Ja NPUYMHH CBHJIMBOCT, 3aMaiiBaHe
WJIH APYrH CBbp3aHW CUMNTOMH. JlopH M 1a ca caMo ¢ JieKa WJIH YMEpPEeHa CTENeH, Te3H HEeXKeJlaHH
peakiu¥ MOXe Jla ca MOTEeHLUAJIHO ONMAaCHHM 3a nauMeHTH npu wodupaHe uimn pabora ¢ MaimmHu. ToBa
€ BaJIMJIHO 0COOEHO B HAYaJI0TO HA JIEYEHHETO W CJie/l MOBHILIABAHE HA J103aTa.

4.8 Hexxes1aHH JIeKAPCTBEHH peakKUHH

HexxenaHute nekapcTBeHUW peaklUuu, HaOM0AaBaHW M0 BpeMe Ha KIMHWYHUTE MPOYy4YBaHMS,
MPOBEEHH NpPH enujencus (JAonbiaBalla H MOHOTepanus) U HeBponaTHa 0oJika, ca NpeJCTaBeHH B
o011 CUCBK MO-A0J1y, IPYNHPAHH MO Kjac U yectoTa: (MHOro 4yectu (= 1/10); wectu (= 1/100 no
<1/10); nevectu (=1/1000 no <1/100); peaku (=1/10 000 go <1/1000); muoro peaku (<1/10 000).
Koraro e HaOnwJaBaHa HeXejlaHa peakuus C pa3jii4yHa 4eCcToTa MNpH pa3jIHYHHUTE KJIMHWUYHH
NpOy4YBaHMA, TA € 3anMcaHa ¢ Haill-BUCcOKaTa OTpa3eHa 4YecToTa.

Ilﬂﬂ'hﬂHHTeﬂHH HCXKCJIAHH PCAKLIHH, 10KJIAABAHH 110 BpEMC Ha NOCTMAPKETHHIOBHA OIIHT, Ca BKJIOYEHH
C HEHU3BECTHa 4e€CTOTAa (OT HAJIHYHHUTEC JAaHHH HC MOXEC Ja 61::,&& HarnpaB€Ha DI.[EHKE[), NnpcaACTaB€CHH C

KYPCHB B CITHCBKaA MO-40J1Y.
ﬂpu BCAKO IrpynupaHeE B 3aBHCHMOCT OT HECTOTATa, HEXKCJIAHHUHTE JIEKAPCTBEHH PEAKILIHH CE H36POH BA4T B

HHU3XO04s1 pEd MO OTHOLIEHHUE HA TAXHATA CCPHO3HOCT.

CucreMo-opraHeHn KJjac HexeslaHa 1ekapcTBeHAa peaKius
Uudexnun n nHpecTanun

— - a0 | - _
MHOro yecTtH 'BUpYCHA HH(peKuus

YecTn MTHEBMOHMS, pecnupaTopHa HH(peKUHs, HHPEeKLHs Ha THKOYHHUTE
MbTHLIlA, OTUTHC Me/Ha

Hapymienns Ha KpbBTa H JHMQHATA CHCTEMA
YectH JICBKONEHUH

C HE’:I:IBBECTHa 4yecToTa mpomboyumonenus
HapymieHns Ha HMYHHATA CHCTEMA

HeuecTn jMEpI‘H'—IHH peakuuM (Hamnp. ypTHKapus) ‘

C Heu3BeCTHa 4ecToTa CUHOPOM HA CEBPBLXYYECMBUMETHOCTM (CUCMEMHA PEeaKyus ¢ l
|

 MPOMEHNIUBYU CUMPMOMU, KOUMO MO2am 0a 6KAI0Y6AmM Mpecka, |
00pus, xenamum, 1umadernonamus, €03UHOPUIUA, KAKMO

NOHAKO2a Opyeu cumnmomu), anagunaxcus (6xc. mouxa 4.4) "

Hapymienns Ha MeTa0o1H3Ma H XpaHEeHETO

Yectu lﬂHDpEl{CHH, NMOBHLLEH ané*m*r

Heuectn XUnepriukemMus (Hali-4yecTo HabJK01aBaHa NPH NMalLMeHTH ¢ Auader) l
Penku I XHIOrIMKeMHUs (Hali-uecTo HabaK01aBaHa NpU NauMeHTu ¢ auaber) |
C HeH3BeCTHa 4ecToTa ;xununampuwuﬂ

IIcHXHYHH HApYLICHHS

- i 1"
F.—-“ .
L e b
.I:II. '_.\
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YectH ' BpaxaeOHOCT, 00bpKBaHE U €eMOLIMOHAJIHA JIa0UJIHOCT, Aenpecus, |
TPEBOKHOCT, HEPBHOCT, ADHOPMHO MHUCJIEHE

— —— —_— — - — - £l

HeuecTn ' Bb30yJa

C Heu3BecTHa 4yecToTa | CYUYUOHA UOeayusl, XanoyuHayuu, 1eKapcmeena 3a8ucumocm

HHP}’I].IEHHH Ha HEPBHaATa CHCTEMA

= = ===

MHoro yecTtu COMHOJICHTHOCT, 3aMAaAHOCT, ATAKCHA |

Yectn KOHBYJICHH, XHIIEPKUHE3HH, IH3APTPHUS, aMHE3UA, TPEMOP,
Oe3cbHMe, rnaBo0oiine, yCcellaHus KaTo napecres3us, Xunecres3us,
!Hapymeﬁa KOOpPAWHALIMA, HUCTArbM, 3aCHJICHH, MOHWKEHH HJIH
JIMTICBALIH pedieKcH

| XHINTOKHHE3HA, YMCTBEHO YBPECKAAHC
. — - - = - —

Penku ‘3aryba Ha Cb3HaHHE

]@p_}’{’u d8ueamenHu Hapyuenus (nanp. xopeoamemosd, OUCKUHE3UA,
oucmonus)

HeuecTH

C Heu3BeCTHa 4yecToTa

HapyuieHnsi Ha OYHTE

YectH | 3PUTESIHH HApYLIEHHUS KaTo aMOJIHONHUS, AUIIONHUS

v ——le

HapyumieHnus Ha yX0TO H JIJaOHpHHTA

Yectn | CBETOBBLPTEK
C Heu3BeCTHa 4yecToTra :muHumyc |
Coupaeunn HapymeHHs | |
HeuecTH naJnuTaluu

Cb10BH HAPYILIEHHS

Yectn XHIEPTOHMUSA, Ba3oAnJiaTalms

PecnupaTopHH, rpbAHH H MEeAHACTHHAJIHH HAPYLIECHHSA

Yectu JAUCTIHEeA, OPOHXHUT, (PAPHUHIUT, KAULJIMLA, PHHHT

Penku | pecnupaTopHa Jenpecus

CToMalIHO-YpeBHH HAPYLIEHHS
e _ [

Yectn MoBpblUaHe, rajeHe, 3b0HH aHOMAJIWH, TMHTUBHUT, JHAPHsA, KOPEMHA |
Oonka, nucnencus, 3anek, Cyxora B ycTaTa UiH rbpJjioTo, |
¢naryneHuus
) |
HeuecTn aucarus |
C Heu3BecTHa 4yecToTa haukpeamum

XenaroOHJIHAPHH HAPYIIEHHSH
C HeusBeCcTHa 4yecToTa xenamum, HCvJameHuya

Hapymiennsi Ha KOXKaTa H NOAKOXKHATA ThKAH
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YecTH

C Heu3BecTHa 4yecToTa

YecTH

C HEH3BCCTHA HECCTOTA

C HEW3BECTHA YeCcToTa

—

HH]]}’IIH’JHHH Ha HBEHPOHSBDHHTEJIHHTH CHCTEMA H l"'l:p,I[HTﬂ

YecTH

—

C HeH3BeCTHA 4ecToTa

Oﬁmn HApyLIeHHS H ec]:»emn Ha MACTOTO HA NPHJIOKEHHE

MHOro 4ecTH

YecTH

HeuecTn

C Heu3BeCTHa 4YyecToTa

UscaenBanus

YecTH
HeuectH

C HeHW3BeCTHa 4YecToTa

HapymeHnus Ha MyCKYJIHO-CKEJIETHATA CHCTEMA H CheAHHHTEJHATA ThKaH

Hapymenml Ha 61.6]1211}11*& H NHKOYHHTE NbTHIIA |

JIMLEB eJ1eM, TypIiypa, YecTO ONMCBaHa KaTo HaThbPTBaHE B ‘
pe3yJTar Ha ¢u3uuecka TpaBma, OOpHB, NPYPHTYC, aKHE

|cuHc)pu_1f na Stevens-Johnson, moxkcuyna enuoepmaina HeKpoausd,
anauoeoem, epumema myamugopme, aroneyus, 1eKapcmeen oopue ¢ |
eo3uHouIus U cucmemHu cumnmomu (axc. mouka 4.4) ‘

‘apTpanrus, Muanarus, 6osika B rbpoa, MyCKyJIHO NOTpernBaHe ‘

; pﬂédmmuﬂu:ia. Muomonyc

ucmpa 61}6}381117!{? HE?@GC???EIFHEHHGCFH HHR’GHWHHEHHM

= e ——

' MMNOTEHTHOCT

'xum.:'pmpnqbuﬂ HA 2bpOamd, 2UHEKOMACMuUs, CeKCyalna
QUChYHKYUA (BKIIOHUMETHO NPOMEHU 6 TUOUOOMO, HADYUIEHUS HA
E.Hh Kyaayusma u anapfumuﬂ)

| |
' YMOpa, Tpecka |
I x :

nepudepeH eaeM, HapyleHa Noxojka, actenus, donka, o010

HEepasnoJiokKeHue, rpunonogo0eH CHHIApPOM
reHepajau3upaH eiaem

| -

peakyuu na omuemane™, 2pvona ooaxa. Cvobwasa ce 3a cayvau Ha |
BHE3ANHA, HEOOACHUMA CMBbPM, KAMO NPUYUHHO-CIE0CMBeHA

BpPBL3KA C JCYEHUCMO C 2aDaneHmum He € YCMAaHo8eHd.

'HamasieH Opoii Oel KpbBHHU KJIETKH(JIEBKOLMTH ), MOKa4YBaHe Ha |
' TEJIECHOTO TErJIo

MOBULLEHH CTOHHOCTH Ha YEPHOAPOOHHTE (PYHKIIHOHAIHH TECTOBE
CI'OT (ACAT), CI'TIT (AJIAT) u OunupyOuH |

1
nosuuiena kpeamut (ocghoxunasza 6 Kkprema

HapansiBanus, OTPABAHHSA H YCJIO0KHEHHS, Bb3HHKHAJIH B Pe3yJITAT HA HHTePBeHIHH

YectH MHUUAECHTHO HapaHsaBaHe, (ppakTypa, abpasus |

HeuecTn rnajaaHe |

* HaOmonaBaHH ca CUMIITOMH Ha OTHEMaHe clie/l NMpeKpaTaiBaHe Ha KPaTKOCPOYHO W ABbJALOEPOYHO
S

nedyeHue ¢ rabaneHTHH. CUMNITOMM Ha OTHEMaHe MOrar Ja ce MNOABAT CKOpO clie e\lﬁgﬂl‘mﬁﬁe\

0OMKHOBEHO B pamkuTe Ha 48 wyaca. Haii-uecto cboOlaBaHUTE CHMIITOMH BKJIIO
Oe3cbHHe, rajieHe, O0osika, M3MOTsABaHE, Tpemop, riaBobosHe, aAenpecHs, Heec

amy Ty,
Q@?ﬂfﬂ“"h ﬂl‘iesu

3aMassHOCT W 0010 HepasnonoxkeHue (Bxk. Touka 4.4). [losBara Ha cumnTomMH ah- Tﬂéﬁqaﬁé cne,u

npeKparsBaHe Ha npHema Ha rabaneHTHH MOXe Jla € MoKa3aTejiHa 3a JIeKapCcTBe
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Touka 4.8). [lauueHTsT TpsOBa 1a ObAC HHOPMHPAH 332 TOBA B HAYAJIOTO HA IEYEHHETO. AKO JICYCHHETO
¢ rabaneHTHH TpsbBa Ja Obae npekpareHo, Ce MpenopbyYBa TOBA Ad CE HAaNpaBH NOCTENEHHO B
NPpOAbJ/DKEHKE HA Hal-Manko 1 ceAMHLA, HE3aBHCUMO OT NOKA3aHHETO (BXK, ToO4Ka 4.2).

[To BpeMe Ha AeueHHETO C rabanenTHd ce cpobuiaBa 2a Clyvyau Ha OCTbp MaHKpeaTHT. Bpbikara ¢
rabarneHTHH e HesAcHa (BXK. Touka 4.4).

[Ipy nmauueHTH Ha XeMoAHanM3a, nNopagd TepMHHanHa ObOpeyYHa HEAOCTAaTBYHOCT ¢€ ChOOLaRa 3a
MHOIMAaTHA ¢ MOBHLICHU HUBA HA KpeaTHHKUHA3aTa.

3a HH{EeKUHH Ha PECITUPATOPHUTE MbTHILA, OTHTHC MEJHA, I'bPUOBE H OPOHXUT ce cbhobillaBa caMo B
KAMHHYHHTE MPOyYBaHHA NPH Jela. B KIHHUYHHTE NPpOyYBaHHA NPH A€lla JOTBAHUTEIIHO ce choOLIaBa
YECTO 33 arpeCHUBHO MOBEAECHHE H XUMEPKHHEIHH.

CrobuiaBane Ha NONO3HUPAHYU HEXENAHH peaklMu
CbobiaBaHeTo Ha MOJO3HPAHH HEXeNaHH peaKUHH Clea pa3peluaBaHe 3a yrnoTpeba Ha iekapCTBeHHA

NPOAYKT € BaxHO. ToBa no3sonaBa Aa NpoABLIKHY HADIIOAEHHETO HA CHOTHOLIEHHETO NMON3a/PHCK 3a
NeKapcTBeHHA Npoaykt. OT MeAMLIMHCKHTE CNELIMANHCTH Ce U3MCKBA Aa choOL1aBaT BCAKA
noJo3MpaHa HeXKeNnaHa peakuus Yypes: U3mbaHUTENHA areHUHA 110 Jekapersara, ya. ,Jamsald ['pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcadit: www.bda.bg.

4.9 Ilpenoznpane

OcTpa, XHBOTO3aCTpAalIABAILA TOKCHYHOCT INpH Nipeao3upane ¢ rabaneHTHH B 403K A0 49 g He e
HabmoaasaHa. CHMOTOMHTE Ha NpeAo3HpaHe ca OMnuM: 3amMasHOCT, ABOHHO BHXKJaHe, HEACHA ped,
CBHNHBOCT, 3aryba Ha ch3HaHMe, NeTaprus M neka gdapud. Becuuky nmauMeHTH ca ¢€ Bb3CTaHOBHWIIH
HaITBJIHO Cje] nojabpxauwa tepands. Hamanenata abcopOuyua Ha rabaneHTHH NPH NpPHEM Ha No-
BHCOKH JI03M MOXe Aa orpaHu4u abcopbumnata npu npenosupaHe, KaTo 1no TakbB HAYHH €€ HaMalsBa

TOKCHYHOCTTA [IPH Mpefo3HpaHe.

[Ipeno3npanero Ha rabanenTHH, ocobeno B koMOnHaumsa ¢ apyru nmotuckamu LIHC nexapcreenu
NPOAYKTH, MOXKE Ja J0BeAe A0 KOMa.

Bbnpeku, ye rabaneHTHH MOXe 1a ObAe OTCTPAHEH OT UMPKYNAUHUATA C XeMOANANN3a, HATHYHHAT OIAT
nokaspa, ye ToBa OOHMKHOBEHO He € HeoOxoauMmo. Brnpexu ToBa obaye, NpM NAUHEHTH C TEXKO
O6b0peuHO yBpexkaHe XeMoauanu3ara Moxe 1a 6bpae nokasaHa.

[lepopanHara netanHa jgo3a Ha rabaneHTHH He € OUna yToMHEHA NP MHULIKHM M IUTbXOBE, KOMTO Ca
nonyyund ao3u po 8000 mg/kg. [IpusHaiiuTe Ha ocTpa TOKCHYHOCT NPH XHBOTHH €A BKIIOYBAIH:
aTakCHs, 3aTPyAHEHO AUlIIaHe, 117034, HaMa/ieHa aKTHBHOCT HJIH Bb30YyJa.

5. ®APMAKOJIOTHYHH CBOHUCTBA

5.1 OapMaKOAHHAMHYHH cBoHicTBA

dapmakoTepaneBTU4yHa rpyna: JIpyrn AHTHENHNENITHLN
ATC xoa: NO2BFO1

MexaHHU3bpM Ha JeHCTBHE
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["abaneHTHH JECHO NPEeMUHABA B MO3bKA U NPEAOTBpaTABA NMPHUINAAbLHK NPH peAHLIA XXHBOTHHCKH
MOAenn Ha enunencud. ['abaneHTHH He npuTexapa apuHuteT kbM GABAA nwnu GABAB
pelenTopuTe, HUTO npoMeHs MetabonusMa Ha GABA. He ce cBbp3Ba ¢ Apyryd HEBPOTPAHCMHTEPHH
pelenTopy B MO3bKa K HE B3aNMOJelcTBa ¢ HaTpUeBHTE KaHanu, ["'abaneHTHH ce CBbP3Ba ¢ BHCOK
apuunTter ¢ 026 (anda-2-genta) cybeAMHHLUATA HA BONTaX-3aBUCHMHTE KaJILMEBH KaHaJIH 4 ce
npeanosara, 4€ CBbpP3BaHeTo ¢ 020 cybeanHuLIaTa MOXE Aa Urpae pois B NPOTHBOIbPHOBHTE edekTH
Ha rabaneHTHH Npy *KHBOTHH. CKPHHHPAHETO HA royIaM 06eM AaHHM He Npeanonara Apyra rnpuuenna
332 MEJIHKAMEHTa CTPYKTYpa, pa3yiiyHa OT a20.

JlaHHHTe OT peanla NPSAKIHHHYHH MOAENH MTOKA3BAT, Y€ PapMaKoNOrM4HaTa AKTHBHOCT Ha
rafaneHTHH MOXe Ja ce MeJHHpa NOCPeACTBOM NOHMXaBaHe Ha OCBOOOXK1aBaHETO HA BH30YAHH
HEBPOTPAHCMHTEPH B YacTH OT LEHTPaJIHAaTa HEpBHA CHCTEMA, Ype3 CBbp3BaHe ¢ a2d. Ta3n akTUBHOCT
MOeE Jla MOJAKperis NPOTHBOTbPYOBOTO AeiicTBHE Ha rabaneHTuH. [IpeacTon na ce H3ACHH
3HaYHMOCTTa Ha ToBa AelicTBNEe Ha rabaneHTHH MO OTHOUIEHHE HA NMPOTHBOIbP4OBHUTE €(EKTH NPH
xopa.

["abaneHTHH noka3Ba edHKACHOCT M NPH peauiia NPeAKIHHHYHH HBOTHHCKH OOIKOBH MOAEH.
[Ipeanonara ce, 4e cnEUHPHIHOTO CBbP3BaHe Ha rabaneHTUH 020 cybearHHLATA BOAH A0 HAKOJKO
pa3iiuHH AcHCTBUA, KOUTO MOXE Ja Ca OTTOBOPHH 32 AHANITETHYHOTO ACHCTBUE NIPH XKHUBOTHHCKH
MOJeNH. AHANreTHYHOTO AcHCTBHE HA rabaneHTHH MOXe 14 IPOU3X0XKAa OT rpbOHAYHHA MO3BK,
KaKTO U OT MO-BHCLIN MO3ZbYHH LIEHTPOBE, 4pe3 B3aUMOASHCTBHA C HU3XOIALIHTE, HHXHOHpaiuy
bonkara mbTHUINA. 3HAUSHHETO HA TE3W NPEeAKIHHUYHYA CBOMCTBA 338 KIMHHYHOTO AeHCTBUE APYU Xopa €
HEHU3BECTHO.

Knunnusa edrxacHocT B H6e3o0nacHOCT

KnuHu4yHO npoyvBaHe KATO AONBJBALlA Teparus 3a MNapUHaNHH NPUCTBIH NPH NEAHATPHYHH
MAHEHTH, YHATO Bb3pacT BapHpa OT 3 A0 12 roauMHu, € noxkasano 4YMc/ieHa, HO HE CTaTHCTHYECKH
3HauYuMa paznuka B 50 % yecTtora Ha OTrOBOPHIIHTE B N10N13a Ha rpynaTa Ha rabaneHTHH B CpaBHEHHE C
nnanebo. JlonbAHUTEHH aHANK3H Clleld 3aBbplUBaHe Ha NMPOYYBAHETO HA YECTOTHTE HA OTTOBOPHJINTE
YYaCTHHLM MO Bb3PACT HE NOKA3BAT CTATHCTHYECKH 3HAUHM €(PEeKT Ha Bb3pacTTa KaTo HEMpPeXbCHATA H
KaTO AUXOTOMHA BelHYMHa (Bb3pacTOBH rpynu 3-3 U 6-12 roaunu). JlaHHHTE OT TO3H JAONbJIHUTENECH
AHA/IK3 CJIC/ 3aBbPIIBAHE HA MPOYYBAHETO Ca NIPEACTABEHH B CleAHATA Ta0aKLa:

Otrorop (2 50% ¢ nopodpeHne) Mo neyeHue 1 BL3PacT
MITT*nonynauuns

Bu3pacToBa kaTeropus [1nauebo

oo e | aom0_[amaien
6 no 12-roannina Be3pact | 17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - MoauduuupaHaTa nonyjaaluua ¢ HaMepeHue 3a JieyeHue e
AeUHNpaHa KaTO BCUYKH [TALMEHTH, PAaHAOMH3HPAHH Ha NPOYYBaHHA MEAHMKAMEHT, KOMTO Ca MMalH
rogHHY 3a olleHKa AHEBHHULH Ha NIPUCTBIINTE, NPpeaocTaBeHH 3a 28 JHH, KaKTo Ha U3XO/[HO HHBO, TAKa H
B ABOiHOCAsnarta ¢a3a.

5.2 PapMaAKOKHHETHYHH CBOMHCTBA

Abcopbuys
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BbpxoBuTe nja3MEeHH KOHLEHTpauuH Ha rabdaneHThH ce HabnopaBatr B paMKuUTe Ha 2-3 vaca ciel
nepopanes npueM. bHORanuuHocTTa Ha rabaneHTMH (4Yact ot abcopbupanara pao3a) nokassa
TEH/IEHLUHA KbM HaMallaBaHe ¢ IMOBHILABaHE Ha No3aTa. AdconmoTHaTa OHOHANTHYHOCT Ha Kancyna ot
300 mg e npubausnrenno 60%. XpaHaTta, BKI. C BHCOKO CbAbpPKAHUE HA Ma3HHHM, HE OKa3Ba
KIHHHYHO 3HaYUM e(deKT BbpXy PapMaKOKMHETHKATA Ha rabaneHTHH.

dapMakokHHeTHKaTa Ha rabancHTHH He ce MTOBJIHABA OT NTOBTAPLl ce MpHeM. Benpeku ue, naazMeHuTe
KOHUEHTpauHd Ha rabarneHTUH B KIWHHYHH IPOYYBaHKUS Ca Ouny oOHKHOBEHO MEXRY 2 pug /ml u 20 pg
/ml, TakHBa KOHLIEHTPALHH HE Ca MOKa3aTeHH 3a 0e30nMacHOCTTa WM e(PHKACHOCTTA.
dapmakokHHETHHHHTE NapaMeTpH ca aaaeHu B Tabnnua 3.

Tabmuna 3

O6061enue Ha cpenHuTe croiinocTH (%CV) Ha papMaKOKHMHETHYHHTE MapaMeTpu Ha
rabaneHTHH B CTALHOHAPHO CHCTOSHME CNea NpHEM Ha BCEKH 8 yaca

300 mg 400 mg 300 mg
(N=17) (N=14) (N=14)

GapMakOKHHETHYCH
napaMeTbp

AUC (0-8) 24,8 34,5 34) |s514 27)

pgehr/ml)
Ae% (%)

(24)

HH HH

I il

YT YN (NN T (N (TR [

o |7 Jw ey Jw o

oo |2 o Jos o Jws e
T T 2

=

Chex = MakcHMaNHa n1a3MeHa KOHUEHTpALUHA NPH CTALUHOHAPHO ChCTOSHHE

tmax = Bpeme 10 aocturane Ha Cuax

Tz = [TonyXUBOT Ha ENUMHHHPAHE

AUC(0-8) = [1nour nox xpusaTta Ha NIa3MeHaTa KOHLEHTPaLA H BPEMETO B CTALlHOHAPHO

cheToaHue 3a BpeMe oT 0 10 8 yaca cnen no3ara

Ae% = [IpoueHT OT [03aTa, EKCKPETHPAHATA B HEMPOMEHEH BUJ B YpHHaTa 3a BpeMe oT O 1o
8 yaca cnen posara

HH = He e nanuuHo

PaznpeneneHue

["abaneHTHH He ce CEbP3Ba C a3MEHHUTE NMPOTEMHHU W HErOBHAT 00eM Ha pasnpeaencHde 57,7 nuTpa.
[Ipy nauueHTH ¢ eNUIENncHA, KOHUCHTpauuuTe Ha rabaneHTHH B rpbOHaYHO-MO3BYMHATA TEMHOCT ca
npubnusutenHo 20% OT CLOTBETHMTE CTAaUWOHApPHH MHHMMAJIHH I1J1a3MEHH KOHUEHTPALMH.
["abaneHTHH ce OTKpHBA B KbPMATA HA KbPMEILH XEHH.

buoTtpancdhopmaLnsg -

HamMa nannn 3a Merabonu3nM Ha rabaneHTHH npu Xopa. ["abaneHTHH He WHIYUUP
OKCHUJa3HH €H3HMH CbC CMeceHa QYHKLHUA, OTFOBOPHH 32 NEKAPCTBEHHUA MeTabonn3b

EnuMHHEKpaHe
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["abaneHTHH ce enMMHHHPA HETIPOMEHEH caMo 4pe3 6ubpeuna ekckpeuns.
[Tony»XHBOTHT HA €IHMUHHPaHE Ha rabaneHTHH He 3aBHCH OT A03aTa M € OKOoJIo 5 10 7 4aca.

[Ipy maieHTH B CTapyecKa Bb3pacT M NPH NAUHEHTH ¢ HapyuleHa ObOpeyHa dyHKUHA, TNA3MEHUAT
INMpBHC Ha rabaneHTUH € HaManeH. KoHCTaHTara Ha CKOPOCTTAa Ha ENHMMHMPaHE, NIa3MEHMST
KIUpbHC H OBOpedyHHs KIHPBHC Ha rabanmeHTHH ¢a NPaBONpONOPLHOHAHH HAa KpeaTHHHHOBHA

KIHPBHC.

["abaneHTHH MOXE Na ObAe OTCTPAaHEH OT nia3Mara ¢ xemoauanusa. [lpenopsyBa ce KOpHrupaHe Ha
A03aTa Mpy NalKHeHTH ¢ KoMnpoMerHpaHa 6bOpeuHa QPyHKUMA WIH NMAllHEHTH Ha XeMoAHanu3a (BX.
Touka 4.2.)

PapMaKOKHHETHKaTa Ha rabaneHTUH NpH Aela e onpeaencHa npk 50 3apaBH HHAMBHIK Ha BB3PAcCT OT
1 Mecert 1o 12 roauuu. Kato usno mia3sMeHUTE KOHLCHTpPALUHMK Ha rabaneHTHH NpH eua Ha BbL3pacT
Hax 5 roauHy ca noJoOHH Ha Te3W Mpu Bb3PACTHH NpH A03UpaHe B me/kg.

Bbe dapMakokHMHEeTHYHO NMpoyuBaHe npH 24 3apaByd neadaTpHUHH HHAMBUAHW Ha Bb3pacT mMexay |
mecell 4 48 mecena ca yctaHoBeHH npubnusurento 30% no-uucka excnosuuus (AUC), no-Hucka Cpax

U NIO-BHCOK KJIMPBHC 32 TEAECHO TErJ10, B CPABHEHHE ¢ HATUMHHUTE ChOOINEHH JaHHH 3a eLia Ha [TIoBeye
OT 5 roauHM.

JIuHeliHoCT/HenuHelHoCT

buonannuHocTTa Ha rabaneHTHH (4acT ot abcopbupaHara J03a) HaMaNndBa ¢ YBeNHM4yaBaHe Ha 103aTa,
KOETO NpUAAaBa HEeJIMHEeH xapakrep Ha (apMaKOKHHEeTHYHHTE NapaMeTpH, BKIHOUBALM NApaMeThpa 3a
buonanwunoct (F), wHanp. Ae%, CL/F, Vd/F. ®apmakokuHeTHKaTa Ha eJHMHHHpaHe
(papMaKOKMHETHYHH napameTpH, KOUTO He Bkmoysar F kato CLr u T1/2) Hailt-nobpe ce onucea upes
NuHelHa ¢apmakokHHeTHKa. CTalMOHApHHTE MIa3MeHH KOHLEHTpallMKM Ha rabaneHTHH morart jaa ce
NpeABUAAT OT AJAHHHTE Cle] €AHOKpaTHA J03a.

5.3 IIpeaxARBHYHHA JAHHH 32 0€30NACHOCT

KapuuporeHBOCT

["abanieHTHH € Nnpuiarad B XxpaHata Ha MUKW B A03H ot 200, 600 n 2000 mg/kg/nen U HA MITBXOBE B
nozu ot 250, 1000 n 2000 mg/kg/neH B npoabaxkeHHe Ha 2 roAMHH. CTaTHCTHYECKH 3HAMHMO
NOBHIIABAHE Ha YECTOTATA HA AMHAPHOKJIEThYHH TYMOPH Ha NaHkpeaca € OMN0 yCTaHOBEHO ¢aMo NEPH
MBbXKHTE IUTBXOBE NMPH HAal-BUCOKATa A03a. MakcHMalHUTE MJia3MeHH KOHLEHTPAallHH Ha JIeKapCTBOTO
npu nnbxoBe 3a Ao3ata or 2000 mg/kg/neH ca Ounu 10 NbTH NO-BHCOKH, OTKOJKOTO MJA3MEHHUTE
KOHLEHTpaU{y B YOBCLIKMA OpraHH3bM MpH Ao3a 3600 mg/nedH. AUMHApPHOKNETHYHUTE TYMOPH Ha
MaHKpeaca TNpPH MbXKKHTE IIbXOBE Ca € HHCKA CTENE€H Ha MAJMTHEHOCT W He TOBJIHABAT
NPEeXKUBAEMOCTTa, He METacTasupaT MM MHBAa3MpaT B OKOJHUTE TbKaHH H c¢a noaoOHH Ha Te3w,
HAOMOAABAHH MPH KOHTPONHHUTE XUBOTHH. Bph3KaTa HA TE3M NAHKPeacHH aLIMHAPHOKNETEYHH TYMOPH
[IPH MBXKHTE INTBXOBE C KAHUEPOTCHHHS PHCK 22 YOBEKA € HEACHA.

MyTareHHoCT

[abameHTHH He NOKa3Ba IeHOTOKCHYEH noreHunan. [abaneHTHH He € MyT
CTaHAAPTHHTE TECTOBE ¢ DakTepuaniH KNEeTKH UK KneTkH oT So3afinuum. N'aba
CTPYKTYPHH XPOMO3OMHH abepalivu B KieTKH oT 603aliHHUKW HMTO in vitr
npeAnu3BrUKa ¢opMHpaHe Ha MUKPOHYKIEYCH B KOCTHHA MO3bK Ha XaMCTEpH.
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HapymieHuns Ha epruanrera

He ca HaOniomaBaHM HexenaHd €(peKTH BbpXy (peprHinTera M penpoAyKTHBHATa cnOCOOHOCT npH
nabxose B 2034 A0 2000 mg/kg (npubin3uTeNHO NEeT TbTH NOBEYE OT MaKCHMAJTHATa AHEBHa 1032 33

XOpa, ollpCac/cHa 34 €IMHHLa TCJI€CHA [IOBBPXHOCT B mg/mz)

TepaToreHHoOCT

["abaneHTHH HE YBENH4aBa YECTOTATa Ha MAIPOPMALIMMTE B CPABHEHHUE C KOHTPOJIHTE B MOTOMCTBOTO
Ha MHILKH, [I'bXOBE WM 3alilid NpH 03U CLOTBETHO S0, 30 ¥ 25 nbTH, NO-BHCOKHM OT JHEBHATA N03a
npH yoBeka oT 3600 mg (CbOTBETHO YETHPH, ITET HAK OCEM ITbTH NOBEYE OT AHEBHATA 1034 ITPH YOBEK,

H3MEpEHa B mg/m?).

["abaneHTHH npHYHHABA 3a0aBsaHEe Ha OCHPUKALMATA HA Yepera, NPEUUIEHUTE, KOCTHTE HA MPEAHUTE U
3alHHTe KpaltHHLK NP rpH3ayH, KOETO € NOKAa3aTeNHO 3a peTapAalliid Ha pacrexa Ha detyca. Tesn
epeKTH ce MnosABABAT, KOTaTo OpeMeHHHM MHLIKY nony4yasaT nepopaiHo o3u otT 1000 wau 3000
mg/Kg/neH B nepnoia Ha OpraHoreHesata H Ha nabLXoBe - 4038 OoT 2000 mg/kg npeau n no Bpeme Ha
nepuosa Ha yndrTocBane ¥ npes uanara OpemMeHHocT. Te3n ao3n ca npubnusurendo 1 g0 5 mbTH no-
BUCOKH OT f0o3aTa NpH xopa ot 3600 mg, usmMepena 3a mg/m?,

He ca 3afenazann yBpexaaHus npu OpeMEeHHH MHLIKH, HA KOHTO ¢ JaBaHa ao3ara ot 500 mg/kg/nex
(okono Y2 ot AHeBHATA 034 3a Xopa B mg/m?).

YBenHyaBaHe HAa 4e€CTOTaTa Ha XHWAPOYPETEP W/HNHK XUIApOHedpo3a € HadmoaaBaHa NMpH NABXOBE, Ha
KOUTO e naeaHa no3a ot 2000 mg/kg/nen B npoyuBaHe BbpXy depTHAHTETA U 00LIATA penpONyKLN,
1500 mg/kg/nen B nmpoyusaHe 3a TteparoreHHocT ¥ 500, 1000 u 2000 mg/kg/nen B nepuHaranHo y
NOCTHATANHO NMPOyUBaHe. 3HAYSHUETO Ha Te3U PE3YNTATH HE € U3ACHEHO, HO Te ca ONJIM CBbP3aHH ChC
3abaBeHo pa3BHTHE. Te€3H AO3H Ca CbUIO NPHOAUSUTENHO | A0 S ITBTH NO-BHCOKH OT YOBELUKATA 1033 OT
3600 mg B mg/m’.

B TepaTonornyHo npoy4BaHe npH 3aliil YBEIHYCHKE HA Y€CTOTATa HA MOCTHMILIAHTALlMOHHATA 3aryba
HA IJIOZ1a € HACTBAUNO Npd OPEMEHHH XEHCKH, npuemany 1034 ot 60, 300 u 1500 mg/kg/neH no ppeme
Ha opraHoreHe3ara. 1e3u 1031 ¢a okono 0,3 10 8 NbTH NO-BUCOKH OT AHEBHATA 1034 NIpH Xopa ot 3600
mg B mg/m?. [paHuunTe Ha 6€30NacCHOCT ca OrpaHHYEHH, 3a Aa Ce H3KIIOYH PHCK OT Noao6HH edexTn
MpH Xopa.

6. ©APMALIEBTHYHHA JAHHH

6.1 CnHcBK HA NOMOILHNTE BeIIleCTBA

Cwovpoicanue Ha kancyaama.
JlakTO3a

LlapeBHYMHO HULLIECTE
Tank

Kancyina obsuska.
Xenatuu
TutanoB avokcua (E 171)

6.2 HecLBMECTHMOCTH
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Henpunoxumo,

6.3 Cpox ra rogHocT
3 roauHH
6.4 CnennaaHR YCJIOBHE HA CLXPaHEeHHE

Ja ce cbxpaHsABa npH Temreparypa noa 25°C.
Ja ce ChbXpaHsABa B OPMTHHAMHATE ONAKOBKA.

6.5 Baa H cLALPKAHAE HA ONAKOBKATA

Baucrep ot PVC/amymunuii ¢ no 10 6pos TBepAH KancyliH.
OmnakoBkH x 20, x 50 1 x 100 TBLPAK KANCYIIN.

He BcHukd BHAOBE ONMAKOBKH Morar aa Obaar [IYCHATH B npo;lamﬁa.

6.6 CnenuaJRH DpeANa3HH MepPKH NpH H3XBLpaAsHe/ B pabora

Hama cnenpaniy H3UCKBaHHA.

7. NPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Boblingen

I'epmaHug

Ten.: +49(0)7031/6204-0

Qakc: +49(0)7031/6204-31

E-mail: info@woerwagpharma.com

8. HOMEP HA PAZPEHIEHHETO 3A YIIOTPEBA

20060711

9. JATA HA ITBPBO PAZPEINIABAHE/ TIOJHOBABAHE HA PAZPEHIEHUETO 3A
YHOTPEBA

Hata Ha msprO pa3pewienue: 08 dekemspn 2006 r.
Jlara Ha nocneaso nogHoBABaKe: 12 Anyapu 2012 r.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

09/2024
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