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1. HME HA JEKAPCTBEHH# NPOAYKT \

Kpamka Xap

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

-----
..........
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--------

Kum Pea. (&

Nperabun 75 mg Teppi kancysy L 56f 7
Pregabin 75 mg capsules, hard ' PaupeueHUe Ne o 06 12. NI

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

2. KAYECTBEH H KOJIHYECTBEH CHCTAB

Bcaka Teepna kancyna ceabpika 75 mg nperabanuH (pregabalin.
[loMONEH BENIECTRA ¢ HIBECTHO AelicTBHE:

Begxa TBEpAA Kancyla ceabpika ceiio 17,8 mg 6e3soaHa 1akTos3a.

3a NBIHUA COHCHK Ha NOMOII[HUTE BEINECTBA, BHXKTE Touka 6,1.

3. JEKAPCTBEHA ®OPMA

Tebpna kancyna.
Trspan xenaTHHOBH Kancyny pasMep ,,4“ ¢ HEMpPo3pavHoO OpaHXKeBo Kanade W G410 TANO, IbAHK ¢ O
npax, ¢ HaIMC OT YepHO MACTHIO ,,75% BRPXY TAIOTO,

4. KJIHHHYHH JAHHH

4.1 TepaneRTHINH NOKAZAHHA

Hesponatuuna Goika
[MperabuH e nokasax 3a neueHue Ha nepudepHa ¥ UEHTpATHAa HEBPOMATHYHA GONKa TIPH BB3PACTHH.

Enunencus
TperabuH ¢ nokaszaH Kato A06aBBLYHO NeYEHNE NIPH Bh3PAcTHH ¢ NAPUHATHH NPUCTBIH C MK Ge3
BTOPHYHA reHepau3alHs.

IeHepann3upaHo TPEBOXHO PA3CTPORCTBO
Ilperabun e nokasaHaH 3a NeYeHHE Ha TeHepPAIH3HPaHo TpeBoxHO pascTpoiicTso (I'TP) npu BL3pacTHH.

4.2 [lo3MpoBKa A HAYHH Ha NPHAJOKEHHE

ﬂosnp,gsfca

Ho3oeuar uuTepsan e ot 150 o 600 mg Ha xeH, pasnpeneneHH B 1Ba WIH TPH NpPHEMA.

Hesponamuuna 6oara

Jieuenueto ¢ nperaGanHu MoXe aa 3anodHe ¢ Jo3a of 150 mg Ha aeH, pa3feicHN Ha JBa WIH TPH IpHeMa.
B 3aBHCHMOCT OT HHAWBHAYANHUA TEPANIEBTHYEH OTTOBOP Ha NAHEHTa H NOHOCHMOCTTA, J03aTa MOXeE A2
6pae ypenuueda Ao 300 mg Ha el cnen maTEpBan ot 3 Ao 7 AHY, a 1pH HEOOXOIHMOCT N0 MAKCHMANHA
aosa or 600 mg nHeBHO creR AONBAHATENEH 7-IHEBEH HHTEPBAI.

Enunencun
JleueHueroe ¢ nperabanun Moxke Ja 3anoyde ¢ o3a or 150 mg Ha nieH, pa3felicHH Ha



B 3aBUCHMOCT OT HHAMBHAY&THAS TEPAlCBTHYCH OTrOBOP Ha NMAalHEHTa H NTOHOCHMOCTTA, 03aTa MOXKE 1a
Onae ysennueHa 1o 300 mg Ha Aen cien 1 ceaMuna. Makcumantara aoza ot 600 mg Ha IeH MOXe aa
OBae JoCTHIHATA CiIe/ OlE ¢AHA JOTRIHHTENHA CEAMHLIA.

L enepanusupanc mpeeoncno pascmpoicmeo
Jlo3oBuaT uuTEpBan € ot 150 Ao 600 mg Ha neH, pasnpeneneHd B ABA UK TPH pHEMA.
HeobxomumocTTa oT AcvucHue TpAOBa aa 06/1e NpeleHABAHA PEAOBHO.

JieueHnero ¢ nperadajiMH MOXe Aa 3aN0YHE ¢ J03a 0T 150 mg Ha AeH. B 3aBHCHMOCT GT HHAHBHAY 2THUA
TepaneRTHYEH OTrOBOP HA NALMEKTA H IOHOCHMOCTTA, AHEBHATA 1033 MoXkKe Aa Gbae ypenuuena xo 300
mg - cnen 1 ceamuna. Cnex efiHa AOMBIRKTENHA CEAMHLA J03aTa MOXeE A Obje yBenHyeHa ao 450 mg Ha
aeH. MakcumansaTta A03a ot 600 mg Ha AeH MoXe Aa &bAe JOCTHIHATA clie]] Olue ef{Ha NONbIHHTENHA
ceqMuIa.

IIpekpatarane Ha Je4eHACTO
B crOTBeTCTBHE ¢ HACTOAINATA KNHHHYHA NPAKTHKA, aKO JieYeHHeTo ¢ nperabanid Tpabea aa 6bae

MpeKPaTeHo ce NIPENopLYBa TOBA 1A CTAaHE NIOCTENECHHO B PAMKHTE Ha MHHHMYM | ceIMHUA (BX. TOYKY
4.4 m 4.8).

Croenpanny nonysanun

THayuenmu c 6v6peuno yepexcdane

[Tperafanun ce eTMMEEKpa OT CHCTEMHATA IIHPKYJIALINA TIaBHO ype3 GBOpevHa excKpelna B HeNnpoMeHeH
BHA. Thil KaTO KNHPBHCRT Ha NperaSanki ¢ MPaBONPONOPLUHOHATCH Ha KPEATHRHAOBHA KITHPBHC {BX.
TouKa 5.2), HAMaNSABAHETO HA JI03aTA TPK NalHEHTH ¢ KapyumeHa 6b0pedna dyukuua Tpadsa ga Gbae
HHIMBHIYATH3HPAHO B CHOTBETCTBHE ¢ KpeaTHHAHOBHS KHpBHC (CLcr), KakTo ¢ nocovero B Tabanua 1,
KaTo ¢e Mpunara cneanara gopmyna:

1,23 x ( 140-gw3pacrt (roausn)) x terno (kg)
CLcr(ml/min ) = ( } ( x 0,85 3a wenn)

cepyMeH KpeaTHnuH (umol/])

INperabammy ce OTCTpaHABa edexTHEHO OT NNa3MaTa upes xemonuainsa (50% ot nekapcTBoTo 3a 4 waca).
IMpy manpeHTH Ha XeMOAHanH3a AHEBHATA A03a nperabanus TpaOBa Aa 6bae afanTHPaHa B 3aBHCHMOCT
ot &16peanara Gynxuus. B romsaHenHe KM JHEBHATA /1032 HENOCPEACTBEHO CJieN BCaka 4-4acopa
XeMoauanu3a TpabBa [a ce npueMe AOMBIHATENHA K03a (Bx. TaGmuua 1).

TaGnuna 1 ApanTupane Ha fo3ara Ha nperaGaniu B 3aBHCHMOCT oT OnOpeuHara byHkIHS

KpeaTHHOB KIHPBHC O0ma gHerHa 0o3a Ha nmperadanun * PexnM Ha A03HpAHE
(CL&) (ml/min)
Hauanxa no3a MaxkcuMmanna 103a
(mg/nen) {(mg/nen)
> 60 150 600 JUTH anm TTI
=30 - <60 75 300 JUT w TIL
>15- <30 25-50 150 Enuokparao aaesHo win JITTJT
<15 25 75 EAHOKpaTHO JHEBH
JloiTbAHHTENHA K038 HEMOCPEACTBEHO CIgn XeMoaHanusa { mg) N
125 | 100 | Ennoxparng/#os




TII — Pasnesneny B TpH npaeMa

JI1]1 — PazjiencHn B 1pa mpHeMa

* OGiuilaTa nAHeBHa 03a (ng/Aex) TpaGea Aa 6bAe pasfieneHa, KAKTO € YKa3aHO B peKHMa Ha 103HpaHe, 32
Ja ce ToaydaT mg/nosa

* JIOMBbIHATENHATA 1034 € €HOKPATHA

Ilayuenmu c uepnodpobno yepexcoane
Tlpu nauueHTH ¢ 4epHOAPOGHO YBpEKAAHE He € HeoDXoAKMa MPOMAHA Ha A03aTa (BXK. TOYka 5.2).

Heduampuuna nonyrajus
BesonacuocTra u edexrieHOCTTa Ha [Tperabun npu aena noa 12 - rogHuiHa BB3pacT H HomH (12 -18 -
roJIMIIHA BE3pacT) He ca ycTaHoBeHU. JINNCBAT JaHHH.

Ilayuenmu 8 cmapuecka ge3pacm (Had 65 200unu)
Tlpn namuesTH B CTApIECKa BB3pacT MOXKe /I Ce HAJIOXKM HaMajiiBaHe Ha 103aTa Ha Nperabanuu mopajau
HamalleHa 656peutia pyrxuma (BX. ,JlanuenTs ¢ HapymeHa ou6pedna ynkuua“).

HauMH Ha npunoxeHHe
ITperabun Moxe Aa ce npHeMa ¢ HAR be3 XpaHa.

IIperabus e camo 3a MEPOPaTHO IPHUAOKEHHE.

43 IlporrBomOxa3anHs

CepBXUYYBCTBHTENHOCT KbM Nperafanuy Win KbM HAKoE OT NOMOIIHHTE BelecTsa, H30PoeHH B Touka 6.1,

4.4 Cpenpannn npexynpexaeHns B NpeANa3HA MePKH NPH ynoTpeda

Hayueumu ¢ duabem
B choTBeTCTBHE ¢ HACTOAINATA KIMHHYHA MPAKTHKA MIPH HAKOH MAIHEHTH ¢ AnaleT, KOWTO HAaJIaBaT Ha

TEriao, NpH JCUCHAE C nperaﬁa.nuﬂ | -] H906X0,I[HMO aaalTHpaHe Ha aﬂrmaﬁe'mqnme JIeKapCcTBEHH
NPOAYKTH.

Peaxyuu na ceprxyyscmeumentocm

Or NOCTMAPKETHEIOBHA ONHT HMA CHOGILICHHA 33 PEAKHH Ha CBPbXYYBCTBHTEJHOCT, BKAOYATENBO
CIy9aM HAa aHTHOeeM. AKO BE3HHKHAT CHMIITOMH Ha AHTHOEEM, KaTo NIOAYBAHE Ha NTHLETO 0KOJIO0
YCTATa HIIM Ha FTOPHHTE AMXATEIHH (THTHIE, IEYEHHETo ¢ Nperabanun Tp26sa Ja 6516 NpekpaTeHo
He3abaBHo.

3amaiieane, connugocm, 3a2yba Ha cr3HalUE, ODBLPKRBANE U YMCMBEHO ane

Jleuernero ¢ nperabamin € GHRO CRBP3aHO ChC 3aMaliBaHE H CHHMBOCT, KONTO OHXa MOTJIH Ja yBenH4aT
YeCTOTATa Ha CllyuaiiHo HapaHsBaHe (Majane) NpH NAUUEHTH B CTapuecKa Bp3pacT. MMa v
NOCTMAapKETHHIOBH ¢HODHIeRNA 32 3aryba Ha ch3HaHKe, 00LPKBAHE H YMCTBEHO YRpEeKIaHE.
Cnenoearenio, naguenTHTe TpAOBa Aa OnaaT NochBeTBaHN Aa OBAaT ¢ HOBHIIEHO BHUMAHKE, IOKATO HE
Ce 3an03HaAT ¢ NOTSHUHAMHATE eeKTH OT NIEKAPCTBERHS IPOAYKT.

Echexmy cevpaauy cve spenyemo

ITpH KOHTPONHPAHH H3NHTBAHHA, O-TONAMA YaCT OT NAUMEHTHTE NeKyBaHH ¢ nperabanuH, ca cro0UuIH




rojaMa NpH NalUeHTHTE TEKYBaHH ¢ iperabaiuH, 0TKOIKOTO NPH NalHeHTHTE JieKyBaHH ¢ manebo (Bxk.
TouKa 5.1).

OT1 NOCTMAPRETHHIOBHS ONKT ChHILO Ce ChOGIIABAT HeXeNaHH PeakiiHi IO OTHOIIERN)E HA 3PEHHETO,
BIJIOUMTEIHO 3ary0a HA 3peHHe, 3aMbIIABAHe Ha 3PEHUETO HIH APYIY MPOMEHH B 3PHTENHATA OCTPOTa,
MHOTC OT KOHTO ¢a OlH npexoauu. Cnupadero Ha nperabaiuH MoXe Ja AoBele [0 OTIBY4YaBaHEe HIH
nopoGpaBaHe Ha TE3H IPHTEITHH CHMIITOMH.

Bvbpeuna nedocmamvynocm

Crobmasar ce ciiy4an Ha O50pedna HenoCTaTBYROCT.

Ilpn Baxou cnydYan NPeKpaTsBAHETO Ha NeYeHHeTo ¢ Nperabainn nokassa o6paTHMOCTTA HA TE3M
HEXENAHH JEeKApCTBEHH PeaklHy.

Cnupane npuema ua Convimcmeauy GHMUERUIERMULHY IEKADCINEA

CrluecTBYBaT HEOCTATLYHO JaHHH 34 CIIKPAHETO HA MPHEMa HA ChITbTCTBAINH AHTHEITHIENTHYHH
NleKapCTBa Clel NOCTHraHe Ha KOHTPOJ Ha IpHCTHIMTE ¢ nperabanun kato nobapbina Teparnud, 3a a ce
IpeMHHE HA MOHOTEPANHAA ¢ nperabannH.

Cumnmomu pa omneMane

Habmopagauy ca CHMIOITOMH Ha OTHEMAHE MPH HAKOH MIAUHEHTH Clel CIHPaHe Ha KPaTKOCPOo4HO H
XBITOCPOYHO NeveHue ¢ nperabanui. Creaunte chOnTHA ca il cnomeHat: Oe3chbHHe, rAasobonue,
rajieHe, TPEBOXKHOCT, JHAPHA, rpunonoAo0ul CHMITOMH, HEPBHOCT, Aenpecus, 60J1Ka, KOHBYICKHH,
XHNEpXKAPO3a U 3amafiBane. [lauentuTe TpabBa fa Obaar HHGOPMHPAHH 32 TOBa Y 3alI04BaHe HA
JICYEHHETO.

KOHBYJICHH, BKITIOYHTETHO eNHACHTHYEH CTATYC M FCHEpPANH3HPaHH TOHHYHO-KICHHYHH I'bPIOBE MOXKE
Aa HACTBIAT 10 BpEME HA JICUEHMETO C nperaﬁanun HIIH CKOpPO ¢Nea HErOBOTO NPEKpaTABaNe.

Jlancear AaHHH 3a 4ECTOTATA Y TEXKECTTA Ha CHMITTOMHTE Ha OTHEMaHe B 3aBHCUMOCT OT
IPOABIDKATENHOCTTa Ha yrioTpeba i Jo3aTa Ha NperabanyH Mpy NPeKpaTABaHETO HA ABJITOCPOHHO
lleyeHue.

Jacmoting copoeuna deunocm

Hanvne ca mocTMapkeTHHTOBH ¢hOOLIEHKA 3a 3aCTOHHA ChpPASIHa HEAOCTATHYHOCT IIPH HAKOH NMalHeHTH
nonyyasalliy nperabanud. Tesw peakuud ce HabOAABAT NPEAHMHO NPH NAUMEHTH B CTADYECKA BE3pAcT
CBC CHPIEYHO-CHA0BY YBPEXAAHHS [0 BPEME HA JiedeHde Ha HepponaTui ¢ nperabanmn. [Tperabanun
TpabBa Na ¢e H3NOMN3Ba ¢ BHHMAHKE NPH TE3H nauneHTH. [Ipeycranopasadero Ha nperabainn Moxke fa
ACBEAE N0 OT3BYYABAHE HA PEAKUMATA.

Jlevenue na yenmpana Heeponamud borra e pesyamam Ha PLOHAURG-MOIDUHA MPABMA

Ipu nevenneTo Ha NeHTpaIHa HepponarHa 607IKa B pe3y ITaT Ha rpebHauHo MO3BYHA TpaBMa € Guna
YBEJIHYEHA YeCTOTA Ha HEXeNaHUTe Peakliii KATo LA0 H HA HEXeJIAaHHTE peakllMH CBbP3aHu ¢
IIeHTpANTHATA HEPBHA CHCTeMA ¥ ocobeno curnnBocTTa. ToBa MOXe a ce 00ACHH ¢ aNUTABHAS edekT,
JBJDKALT C€ Ha ChITBTCTRALIHTE IEKAPCTBEHH NPOAYKTH (HAIp. aHTH-CIACTHYHH areHTH) HeobXoAuMH 3a
nevyeHHe Ha ToBa cheTosRRe. ToBa TpabBa ga ce HMa npelBuj, KOraTo nperabanny ¢e Npeanncsa 3a ToBa
CbCTOAHME.

UYUONA Ueayus U Nogedenue
Ipn nauHeHTH, NEKYRAaHH ¢ AHTHEMTANENTHIHHA AekapcTea (AEJ) o pasiuuHH nokalaHHy ca
¢b0OLABAHN CYHLH/HA HACANHA H IOBEACHHE. MeTa-ananus Ha paHIOMH3HpaHH, Mauebo
KOHTpoIBpany npoyysanig 5a AEJ] ¢bino mokassa MarbK, HO NOBHIIEH PHCK OT CYHIIH
noBejieHHe. MexaHu3MbT Ha TO3H PHCK HE € M3BECTEH H CHINECTBYBAIATES JaHHH HE M3
EB3MOXHOCTTA 3a IOBHIICH PHCK HpH nperabanus.




3aropa naupeHTHTE TpIOBa na ObpaT NpocienABany 33 IPH3HAY HA CYHLIHAHA HAEAlHA H NOBCACHHE H
TpabBa a ce npeAnpueMe COTRETHOTO NeycHHe, [TalmeHTHTE (M XOpaTa, KOHTO Ce TPIKAT 32 TAX)
TpA0Ba Aa ObAAT NOCHLBETRAHH /14 IOTHPCAT NEKAPCKY CHBET B Clydaii, ye c¢ MOABAT NPH3HALM Ha
CYHIHAHA HACAUHA H [OBEJICHHE.

Hamanena drvuxyus na 00aHuA 2acmpo-uRINecMuLAner_ mpakm

HMa mocTMapKeTHHTOBH CLOOIIEHNS 33 chOUTHA CBBP3aHN ¢ HaManeHa QyHKIHA Ha JONHHA racTpo-
HHTECTHHAICH TPAKT (HANp. HENPOXOZAMOCT Ha YePBATa, NAPAIHTHYEH HIIEYC, 3aNeK) koraro nperabamuy
€ NPHEMaH 3ae/IHO C IEKAPCTBA, KOUTO MOJKe JI2 IPEAMARAKAT KOHCTHIIALHA — HANPHMED OHOHAHH
aHanretHud. Koraro nperaGanuu ¥ OnMoHAH LIS ce H3MOM3BAT B KoMOHRauuA, TpabBa na ce B3eMar
TIpEBH], MEPKH 32 TIPEAOTEPATABAHE HA KOHCTHTIAUHATA (0co0eH0 P KEeHH H NaueHTH B CTapyecka
BB3pacT).

Bwamooichocm 3a snoynompeba

Crobuasany ca cay4an Ha 3noynorpeba. Heobxoaumo e NOBHINEHO BHHMAHHE NPH NALHEHTH C
aHaMHe3a 3a JoynoTpeda ¢ RelllecTBa H NaMHEHTATE TPAGRa Aa 6baaT HAOMONABAKHK 38 CHMITTOMH HA
3n0ynoTpeHa ¢ nperabainy.

Enyedanonamun
Cro0maBagH ca CIyuan Ha eHlleanonaria npequMHO NPH NATHEHTH ¢ OAJIexAIH 3a00N198aHUA, KOUTO
MOTaT /ia YCKOPSAT PasBHTHETO Ha eHliedanonarTus.

Henornocumocm xwM_ aakmosa

TiperaGuu cbaALpxa Ge3poua NakTo3a . [lanHeHTn ¢ peAKH HACAeACTBEHH NpoOneMH Ha ralakTo3Ha
HEMOHOCHMOCT, Lapp niakTo3eH AepUIMT WM [II0KO30-TanakTo3Ha Manabcopbuua He Tpsbsa na npHeMar
TOBA NEKapCTBO.

4.5 BaamMoneiicTBHe ¢ APYTH N€KAPCTBEHH NPOAYKTH U APYra GopME Ha B3aHMOACHCTEHE

Toit kaTo nperabanuu ce eKCKPETHPA NpeJHMHO B HENPOMEHEH By B YPHHATA, MeTabonu3upa ce
npeHebpexaMo Manko npu xopa (< 2% oT fo3aTa ce yCTaHOBABA B YpHHaTA moj opmara Ha
meTabonnTH), He MHXHOUpa NekapcTReHRd MeTaGONN3BLM int Vifro W He Ce CBBP3BA ¢ IIasMenuTe OenToiuy,
MaJIKO BEPOATHO € TOH Aa pe{u3BHKBA M Ja Y3aCTBa BbB (HapMaKOKHHETHYHH B3aUMONCHCTBHS.

In vive npovyeanun u nonyiauucyen GapmaKoxuHenuen guant3

CBOTBETHO, in vivo MpOYYBaHAA He ca HAOOZABAHH KIIMHHYHO 3HAYMMH (PapMAKOKHHETHIHH
B3aMMozeHicTBNg MexoTy Nperabanun u dennToun, KapbaMasennH, BANpOeBa KHCENHHA, NAMOTPUTHH,
rabaneHTHH, TOpa3enaM, OCKHKO/IOH uiH eraHon. [TonynanuoHeH dapMaKkOKHHETHYEH aHANIM3 TI0KA3Ba,
e NepOpaIHATE 2HTHARABETHYNY CpeAcTha, AByPeTHLHTE, HHCYJIHH, (peHobapOuTas, THarabun u
TOMHPaMaT HAMAaT KNHHATHO 3HAYAM edeKT BpPXy KIMpBHea Ha nperaGalHi.

Hepopannu xonmpayenmusnu cpedcma, HOPeMUCTREPON WY EMUHUT eCIPAOUON

EfHOBpEMEHHOTO MPUIOKEHHE Ha (IperabanyuHd ¥ NepOpaiHHTE KOHTPALENTHBHH CPEACTRA ~
HOPETHCTEPOH H/WIH ETHHII ECTPAAHOI He NORINABA (apMaKOKHHETHKATA IPH CTAHOHAPHO CHCTOAHNE
Ha HHTO €[IHO OT Te3N BEINEecTBa.

Emanon, jopazenam, oxcuxodon
Tperabanus Moxke 1a 3acuni edeKTHTE Ha €TaHON U JiopazenaM. B KOHTPOIHpaHH KIHH
NPOYYBAHAS MHOTOKPATHH TICPOPANHH A03H NperabanuH, NpHAMKEHH THOBPEMEHHO
JopasenaMm HiH €TaHol, He BOAAT AC KITHHHYHO 3HAYMMH edeKTH BEPXY JAINAHETO.




OT noCcTMapKeTUHTOBHA OMHT HMa CHLOOIMICHHA 3a JHXATENHA HEAOCTATEYHOCT B KOMA NPU NalMeHTH
npreMamy nperaGanyk i Apyry Jekapcreenn nponykta noaruckaus [{HC., TperaGanun BepoaTHO HMa
aMTHBHO JcHCTBHE BEPXY HAPYHICHHATA HA MO3HABATE/IHATA H ABHCATENHATA (DYHKIMH, NPHYHHEHH OT
OKCHKOJIOH.

Bsaumooeiicmeus u nayuenmu e cmapyecka ev3pacm
He ca npoBexnans crennHYHY NpoyYBanHud 33 (apMakoHHaMHYHHE B3aHMoZelicTBAS NpH AoGpoBoILH

B cTapyecka Bb3pact. IIpoyuBaniua 3a B3auMOACHCTBUA ca NPOBEACHH CAMO NIPH BE3PACTHH.

4.6 ®@eprTAnHTET, GpeMEHHOCT H KhpMEHE

XKenu c demepoden nomenyuan /Konmpavenyun npu Mvice u sceny

Toit kaTO BE3MOKHHA PHCK [IPH XOpa € HEH3IBECTEH, TIPH JKEHH C JeTepoeH noTeHuHan Tpibea aa ce
H3M0N3Ba eeKTHRHA KOHTPAUEMILHA.

Bpemennocm
Hsama nocraTsuHo AaHiy 3a ynorpebara Ha nperabanuy npH 6peMeHHH.

ITpoyusanuaTa NPH JKHBOTHK €A MOKA3aIH PENpoIyKTHBHA TOKCHYHOCT (Bk.TO4Ka 5.3). [loTeRuuannuar
PHCK fIPH XOpa € HEH3BECTEH,

Iperabun He TpAGBa ha ce H3TON3BA 110 BpeMe HA DpeMeHHOCT, OCBEH B CIydail Ha KaTeropH4IHa
HeoOxonumocT (ako moj3aTa 3a MalikaTa KaTeropHuHO HAAXBHPIA MOTSHLUMATHHA PHCK 32 deTyca).

Kvpmene

He e ycranoseHo Aasik nperabaiun ce eKCKpeTHpa B KbpMaTa, ToH obaue ce yCTaHOBsBA B MaKUHROTO
MIIAKO TIpM ITbXoBe. TOBa € JOCTATLUHO OCHOBAHME 33 12 HE Ce NPeNopBYBa KbPMEHE M0 BpeMe Ha
Jicuenne ¢ nperabauH.

Pepmunumem
Hama xnMHAYHY JasH 33 edeKTHTe HA NperabauH BepXY XKeHCKuA GepTHIHTET.

B xuHIMHE NPOYBaHHA, 32 OUeHKA eexTa Ha nperabaniy BhPXY NOABHKHOCTTA HA CIEPMATO30HHTE,
MIPOBEJICHH ChC 31paBH MBKE ROOPOBONIM eKCIIOHHPAHH ¢ NperabanuH Npu A032 ot 600 mg/ml AHeBHO,
3a IIEPHOJ OT 3 Mecelia, He ¢a YCTaHOBEHH edeKTH BbpXy NOABMKHOCTTA Ha CIIEPMATO30HHTE.

ITpoyusane 2a deprenuTET NPH KEHCKH TUTBXOBE TIOKA3Ba HEXKENaud ePeKTH BupXY PellpoAyKTUBHOCTTA.
[Tpoy4BaHna 3a GepTHNHTET MPH MBXKKH TLTHXOBE MOKA3BA HEXENaHH edeKTH BBPXY penponyKTHEBHOCTTA
H pa3BuTHeTo. KiMHHYHATA 3HAMHMOCT Ha Te3H HAXOAKH € HeusBecTHa (BX. Touka 5.3).

4.7 EdexTs BLpXy ciocobHocTTa 32 modHpaHe # palora ¢ MalERA

Iperabun Moxke Aa NOBIHIE B MAJIKa JO YMEPEHa CTeNeH cliocoDHOCTTA 32 modHpane H paboTa ¢
MaimHHH. [TperabuH e ph3MOXKHO Ja NPHYKMHH 3aMAsHOCT H/MIH CRHITHBOCT, KOSTO MOXKE 4 NOB/IUIC
cnocoGHOCTTA 3a wodupane uiH pabora ¢ mamuuy. Ha nauueHTHTE ce Npenopr4sa Na He wodupar, Aa
He paboTAT CbC CAOKHH MALIMHH HAM Ja Y4acTBaT B APYTH NOTEHIMAIHO PHCKOBH NEHHOCTH, A0KATO Ce
pazbepe nanH TO3H NSKapcTBeH MPOAYKT 3aCATa TAXHATA CIIOCOOHOCT /12 H3BBPIIBAT Te3H AeHHOCTH.

4.8 HexenaHA JEKADCTBERHE PEAKTER




KnrHuuHaTa nporpaMa Ha nperaanuH e BKIOuBana Haa 8900 nanuedT, KORTO ¢a HINOI3BAIH
nperabannd, Hap 5600 0T KOHTO ca B3enH y4acTue B ABoHHO-cNeNmM wianeso KOHTPONHPAHH MPOYYBAHHA.
Haii-yecTo chobmasannTe HekeNaHn peakiHA ca GHIIM 3aMagHOCT ¥ CHHITHBOCT.

Hexenannte peakuun ofuxHoBeHOo ca 6unH nekn Ao ymepeHu no cuna. UectoTara Ha npeKbCcBaHe HA
NEUEHAETO NOPaNH HeXeNaHN PeaKi(HH 32 BCHYKH KOHTPOJAHpaHH NIpoy4BaHAS ¢ Gnna 12% npu nauueHTH
MOTy9YaBaly aperabands M 5% Npy maudeHTH KOAy4dapaily natebo. Hali-uecTre Hexelanl peaklyy,
JAOBEJIH /10 IPEKhCBAHE HA JIEUEHHETO B CPYIH JeKyBaHH ¢ NperabaniH ¢a OHIH 3aMasHOCT H CHHJIMBOCT.

B nonnara Tabnuia ca #30poeHH 0o KNACOBE H YeCTOTA BCHYKH HEXKENAHH NeKapCTBEHH PEaKilMH, KOHTO
Ca HacTBIIHAY ¢ YE€CTOTa, MO-TONAMa OT Iianedo W NPH noBeYe OT ¢AHH NAIHEHT.

Hsnonzpana ¢ KIacHPHKAIHA HA HEKENAHNTE JIEKAPCTBEHH PEAKIIHM [0 YECTOTA H CHCTEMHO-OPTaHHH
xnacoee mo MedDRA xoneeniuara,

Muoro gects (>1/10), yectn (>1/100 a0 <1/10), nevectu (=1/1000 o <1/100), peaxn (=1/10 000 no
<1/1000), maoro peaks (<1/10 000), ¢ Heu3BecTHa YecTOTa (0T HANHMYEHTE JAHHH HE MOjke 12 Obae
HallpPABEHA OLEHKA),

BBEB BCAKO rpyHpake 1o 4ecToTa HexenanuTe eeKTH ¢a NPeACTABeHN B HA3X0AA1l pell 10 OTHOUIEHHE
CEPHOZHOCTTA.

H36poeHnre HexenaHH PeaKiHi MOTAT Aa 6bAaT CRBP3aRH H C MOANEKAMOTO 3200/ABaHe W/HIH
CBHITLTCTBALIH JIEKAPCTBEHH NPOAYKTH.

Ipy nevensero Ha NEHTPaNAa HeBponaTha 60Mka B Pe3ynTaT Ha MPBOHAMHO-MO3BYHA TPaBMa € Ouna
YBEJIM4EHA 9eCTOTATA Ha HEXENaHUTe PEAKUHHA KaTo 10, HeXEaHUTE Peakiiuu oT ctpaHa Ha [IHC u
0c0oBeHO CEHITHEOCTTA (BK. Touka 4.4),

JlombIHHTENHUTE PEAKIHH, ChODIIEHH OT NOCTMAPKETUHI'OBHA OTIMT €A BKIIOMEHH Karo: ,,C HeH3BeCTHa
qecToTa” Ha Jfalic B CIHCHKA NO-LOMTY.

CHeTeMHBO-Opranen Kiac HexellanH JeKapeTBeHH PeaKNHA

Hajexnnn o HupecTanHE
Hevwectn HasogapuuraT

Hapymenas Ra KpbBTA #
JHM(pHATA CHCTEMA

Penxn Heyrponenns

Hapyiienns HA HMYRHATA

cHCTEMA

C Hen3BeCTHA YeCTOTA CapbXuyecmeumenoch, anzuoedem, arepzuina peaxKiyis

Hapywienns Ha MeTaGoaH3MA B

XPAHEHETO

Yecrn JacuiBaHe Ha ANCTHTA

Heuectn AHODEKCHA, XHIOTTHKEMHA

Ilcuxu9nRH HapymeHas

Yectn EydopuvHo HacTpoenne, 00bpKaHOCT, pa3ipasHUTENHOCT,
HAMAJIeHO THOHN0, Ae30pHEHTAIHA, Oe3chHuE

Heuyectn XamounHauyd, TaHHYECcKa aTaka, 0eanokoiicTeo, Pp36yaa,

JETpecHs, MOTHCKAIO HAaCTPOCHHE, MPOMEHH B HACTPOCHHETO,

AeTepcoHanU3alus, TPYAHO HAMHPAHE Ha JiyMH, HATONOIHYHM _

CBHHILE, [TOBHHIEHO AHOHAO, aHOPTasMHA, aaTHy

Peaxu HepszabpxaiocT, IOBHUIEHO HACTPOEHHE




C HeM3BeCTHA 9ecToTa

Azpecun

HapyleBns Ha HePBHATA
CHCTEM2
Muoro secTH

Yect

Heuectu

Peakn

C neM3BecTHa yecToTa

3aManaHOCT, CHHAYBOCT

ATaxcHs, HApyIIeHa KOOpPAHHALHA, TPEMOD, AH3aPTPHA,
HapYIICHHA Ha IAMEeTTa, HAPYIIEeHAA Ha BHAMAHHETO, IAPECTE3HH,
ce/lHpaHe, HapyLIeHO PABHOBECHE, NIETAPTHA, IIapobonue

CHHKOI, CTYNOP, MHOKJIOHYC, IOBHIIEHA NICHXOMOTOPHA
AKTHBHOCT, are3us, JUCKUHE3HA, 3AMagHOCT MDA H3NpaBiHe,
WHTEHHOHECH TPEMOP, HUCTATBM, KOTHHTHBHO PasCTpOACTBO,
rOBOPHO HapymeHHe, XunopedneKkcui, XHNoecTesns, aMHEe3HA,
XHNEpecTe3nd, YyBCTBO Ha NapeHe

XHUNOKHHE3NsA, NAPOCMUN, JHCTpadus

3azyba na ce3Ranue, YMCMEERO YEPENCOaHe, KOREYACUY, 06140
HEPAIRONONCEHUE

Hapynienns Ha 09HTE
Yectn

Heuectu

Peaxu

C Hen3BEeCTHA 4ecToTa

3aMEBrIeHO 3peHNE, AHMIONHS

3pHTeNHO HapylUIEHHe, OTOK Ha OMMTE, AeeKT B 3PHTENHOTO NOJe,
MOHHIKEHA IPHTENHA OCTPOTA, HOJIKH B OUATE, aCTEHOTIHS, CYX0Ta B
OYHTE, MOBHILEHA JIAKPUMAIUs

3aryGa Ha nepndepHO 3peHHE, OCIAIONCHS, HapyIUEHO 3PHTELHO

BB3NPHATHE 32 XLN004YMHA, POTONCHS, ApasHEHE B OYHTE,
MHZpHAa3a, CTpabH3bM, MOBHINEHa ApKOCT Ha obpa3nTe

3azv6a na 3penue, kepamum

Hapymenns Ha YX0TO B
aAabEpuERTa
Yectn

Heuectu

CBeToBLpTeRK

Xulepakysuc

Cupaecunn HapyDI¢HHA
HeuecTn

Penxu

C HeH3BECTHA 4eCToTa

Taxukapins, aTpHOBEeHTPHKYNapen Onok I crenex

CHHYCOBa TAXMKAPAHA, CHHYCOBA OpaluKapAHd, CHHYCOBa
ApUTMHA

3acmoiina cepdeyna HedoCMaMmyUROC, YObANCABAHE H
unmepeana




CnaoBH HApYIICHHS
Heuectu

Penxu

3auepBsABaHe, TOPEIIH BLIHH, XHNOTOHHS, XHIIEPTOHHS

Cryaenu Kpa#HULH

PecnapaTopas, rpuaHA B
MeAHACTHHATHH HAPYIIeHHSA
HevecTn

Penxn

C HeH3BeCTHA YecToTa

JlicneHnsA, cyxoTa B HOCE

EIIHCT&KCHC, CTAT&HE B rpPJIOTO, KAUUTHLR, HA34JIHA KOHTCCTHA,
PHHHT, XBPKaHE

Benodpoben omox

Cromamuo-9peBun
HapymenRs
Yectn

Hewectn

Penkn

C HeH3BeCTHa YecToTa

TMoBpwinaHe, CyX0Ta B YCTaTa, 3anek, ¢natyncHuns

IMonxyeane Ha Kopema, racTpo-e3odareanes peduyke, MOBHLIEHO
CIIOHOOTAENAHE, XHIIOCCTEH3HA HA YCTHATA KyXHHA

AcCUHT, NaHKpeaTHT, THcharud, raicHe

Todysane na eauna, cudpus, zadene

Hapymenny Ha KoxaTa B
HOAKOKHATA ThKAH
Heuectn

Peaxn

C HeM3IBECTHA YeCTOTa

IMamynosex ofpuB, XMNEpXUIpo3a
VPTHKApHS, CTYACHA NOT

Cunopom na Stevens Johnson, copbese

HapymeHEN Ha MYCKYJIHO-
CKeJETHATA CHCTEMA H
CLEAHHHTENHATA ThHKAH
Heuecrn

Penku

MyCKyIHH OTPENBAHUA, IOAYBAHE HA CTABATE, MYCKYJIHH
KPaMIIH, MHANITHS, apTpaarag, Golky B repba, O0IKH B KPaHHHK,
MYCKYJIHA CKOBAHOCT

PaGaoMHONA34, LepBHKANEH Clla3bM, DONKH BbB BpaTa

Hapymenns na 6u0pennte 1
HHKOYHHTEe OHTRINA
Hevectn

Penxn

C Hen3BecTHA YecToTa

VinxoHTHHERIHA Ha YPHHATA, OH3Y pHA
BuOpetna HemoCTATHHHOCT, OMHTYDPHR

Pemenyun na ypunama

Hapymennsg na

BL3IHPOR3IBOAHTETHATA CHCTEMA

H I'bpIATa
YecTh

Epextinna auchyuxius




Hegectn 3abageHa efKynaluHs, CeKCyaTHa JucHyHKIHSA

Pesxu AMenopes, ceKperds OT rbpAaTa, 60K B rbplara, IHCMEHOped,
YroJleMABAHE Ha TLpAHTE

C AEH3BECTHA YeCTOTA Tunexomacmus

O0mu HApYumIeHHA U e(eKTH
HA MACTOTO HA NPHJICKEHHE
Yecmn Hapymena noxoska, 9yBCTEO 32 OIMHSIHCHHE, YMOPAEMOCT,
nepadepHH OTOLM, eIeM

Heuectn [Mapawe, cTarane B repAHTE, ACTCHHA, Kaxkad, 601ka, HeobH4aliHO
ycelase, CTyjeHH TpeOkH

Penxn I'eHepanu3HpaH OTOK, MHPEKCHA

C Heu3BecTHA YeCcToTa Omox na auyemo

Hacnepsanns

YecTn YBerHuaBaHe HA TEMNOTO

Heuectn IMoBHIDeHAe HA KPeaTHHHH (ocgokyHazaTa B KPEBTA, MOBHUICHHE

Ha anaHiH aMBHOTpaHcdepasaTa, OBHIUEHHE Ha acHapTaT
aMuHoTpaHcdepasara, HamaneHue Ha Opod Ha TpoMOOLUTHTE

Penxu [NoBamcHHe Ha KPBEBHATA 3aXap, MOHIDKEHHNE Ha KAIHA B KPhBTA,
[IOHHXKeHHE Ha Opos Ha JTEBKOLMTHTE, TOBHINEHHE HA KPEaTHHHHA
B KPBETa, 3ary0a Ha TenecHo Terno

INpu HAKoH nailieATH ca HaOniofaBaHKM CHMNTOMH Ha OTHEMAaHe Cllefl CIHpaHe Ha KPaTKOCPOYHO H
ABJICOCPOYHO JieueHHe ¢ mperabanuy. CrioMeHaTH ca clieAnnTe peakiun: Oc3chHHe, rMasobolHe, raicHe,
TPEBOKHOCT, NMAPHA, FPHIIEH CHHAPOM, KOHBYJICHH, HEPBHOCT, fenpechs, 6onka, XMnepxuaposa 1
3amaiiBane. [launenTure TpabBa na 6baaT HHPOPMHPAHH 33 TOBA NPH 3aN0YBAHE HA JICUEHHETO.

JlumcBat JAHKEH 33 HECTOTATA H TEKECTTa Ha CHMITOMUTE HA OTHEMAHE, B 3aBHCHMOCT OT
IPOABIDKHTENHOCTTA Ha ynoTpeba ¥ 103aTa Ha nperabauH, TpH pekpaTABaHe HA ABJITCCPOYHO ICUEHHE
C nperadanuy.

Cpobinapatie Ha NONO3NPAHH HEXKENTAHH PeakuH
CroblaBanero Ha NOJO3HPaHHA HEXENaHH Peakiuu Clefl paspelaBaHe 3a ynorpeba Ha nexapcTBeHus

NPOAYKT € Bakno. ToBa mozeoNnssa A2 NPOAEIDKH HAGMIOAEHHETO Ha CHOTHOIIEHUETO [TOI3a/PHCK 34
JEKAPCTBERHA MPOAYKT. Hexenammre peakunu moxe ga Opaar crobienn appexTHo Ha MsmeiaHuTeana
areHusa 1o nexapereara (MAJI):

ya. Jamss I'pyee 8, Codus 1303
Ten. +359 2 8903417

en. noia: bda@bda.bg
yeOcaiiT: www.bda.bg




4.9 Ilpeao3mpane
Ipn npepo3npane Ao 15 g HaMa croBineHHS 32 HeOYAKBAHH HEXEAHH JEKAPCTREHH peaKIHH.

Haii-yecTo ¢hobImapaHuTe HEXelaHy JIEKAPCTBEHH Peakliy OT IOCTMAPKETHHIOBHS ONHT, Habonasanu
NpH Npefo3upade Ha NperaGanyy ca BIIOYBANN CHHIHBOCT, ChCTOAHME HA o0bpKBaHe, BL30yaa H
bBesnokolicTo.

Jleuennero npy npegosvpane Ha nperabanux TpabBa Na BKNKOYBA 00OIA NOAABPKALTA MEPKH H
SBEHTYAIHO XEMOJHAH3A NP HY K Ja (B:K.Touka 4.2 Tabnuua 1),

5. ®APMAKOJOTHYHH CBOMCTBA

5.1 OapMakoAHHAMHTHH CBOHCTBA

DapmakoTepaneRTHIHA Ipyna: AHTHSTMICTITHYHH CPEICTEA, OPYTH aHTHENKAEITHYHH CPEACTRA
ATC xon: NO3AX16

AXTHBHOTO BeMIECTRBO NMperafanny € ananor Ha raMa-aMHHOMac/IeHaTa kucermdsa ((S) -3-(amuHoMeTH)-
S5-METHIIXEKCAHOERA KUCEIHHA).

MexaBn3sM Ha AelicTBHE
IMperabanyd ce cBBP3Ba C NOMBAHMTENHATA CyOeAuHALA (¢t~ 3 6ENTHK) HA BONTAX — 3aBHCUMHTE

KaNi¥eBH KaHAIH B LEHTpaNHATA HEPBHA CHCTEMA.
Knuunuen onut

HepponaTHa 6aka

EdexrusnocTra € nokazana B HINUTBaHUATA Npu AvabeTHA HEBPOATHA, IOCTXSPIETHYHA HEBPANTHA 1
rpp0HA4HO-MO3bYHA TPaBMa. EQEeKTHRHOCTTA He ¢ poyHeHa IPH APYrd MOJENH HA HEBponaTHa 6omka.
Iperabanun e npoydeH B 10 KOHTPOTHPAHH KNTHHHAYHK H3NHTBAHKA ¢ NPOABIDKHTENHOCT 10 13 cenMumn
¢ AByxpateH aHeBeH npueM (JTII) u go 8 cegmunm ¢ TpuKpaTel qHesed npaeM (TI1).

Karo wino, GesonacHocTTa H edexTHBHOCTTA IpH cXemute Ha npunaratie ¢ JITJ 1 TI1 ca 6unu cxonHu.

B xiMHHYHHTE NPOYYBAHKA C NPORKLIKHTERHOCT N0 12 ceIMHIIM KakTo 3a nepadepHa, Taka K 3a
LIEHTPANKa HeBpONaTHYIHa 6oKka, orcnabeane Ha Goakata e Guio HabmoAaBaHO 0 Kpad Ha WBpBaTa
CeAMHIA H Ce e 3amasHiIo NPes OETAd IepUo] Ha JISICHHE.

B KOHTponHpana KIHHHAYHH NPOyYBaHus TpH NepudepBa HepponaTHa 6onka 35% oT mauueHTHTE
JieKyBaHu ¢ nperabanuuy v 18% or naunenTHTe Ha aleGo ca umany nogobpenne ¢ 50% Ha TOuKOBHA
pe3ynTaT 3a oleHka Ha fonkara. Cpeg naunenture 6e3 npossd Ha CHhHIHBOCT TaKOBa NoaoGpersHe € 6110
Habmopasano npu 33% ot nexkysauute ¢ pperabaniy n npn 18% or nanuenTuTe Ha nnauebo. ITpu
NAalMEeHTY ¢ HPOARH Ha CHHIHBOCT TepanNeRTHYHHNT OTroBop ¢ 6un 48% B rpynara ¢ nperabanin 4 16% B
nianebo-rpynara.

B xoHTpONHpano KIHHWYHO NpOYHBaHe IPH NEHTPATHA HesponaTHa Gonka 22% OT MaUMeHTHTe,
NeKyBauy ¢ nperabanuu 1 7% 0T naumesTATE Ha Ianebo ca uManH nogobpenne ¢ 50% ua
pesyaTaT 3a oneHka Ha bonkara.

Ennadencus



g()nmumenﬂa Tepanuda

INperabanuy e Npoy4eH B 3 KOHTPONMPAHH KIAMHHYHHA H3MHTRAHHSA ¢ IPOXLIDKHTENHOCT 12 ceqMHIM ITPH
aeykpateH (JUN) wnn tprkpares (TT1]]) auesen npuem. Karo uano, 6e3onacHocTTa H eeKTHBHOCTTA
NpH cxeMuTe Ba npanarare ¢ JITL u TI1J] ca 6unn cxonHy.

Hamanenne na vectorara Ha nprcThIATe ¢ 610 HabmOAABaHO A0 Kpas HA MEPBaTa CeAMHIA.

MogoTepanus (HOBOIHArHOCTHUHPAHH NAMEHTH)

IlperaGanun e npoy4eH NIpH eJHO KOHTPOIMPAHO KNHEKYHO NPOYYBAHE C MPOXBIDKHTENHOCT 56
CeMHIM, ¢ IPHNOXEHAE ABYKPaTHO aHeBHO (BID). [Iperabanuu He e mokasan No-Majika eeKTHBHOCT
CIpAMO JTAMOTPHIHH MO OTHOWIEHHe Ha Kpadinara Touka — 6 Mecena Oe3 npucThmi. [Iperabanus 1
JMAMOTPHIHH C2 CPaBHHUMH IO OTHOIDCHHE Ha 6e30nacHocT H 706pa NOHOCHMOCT.

I'enepanusupano TPeBoOXKHO PA3CTPOHCTBO

TperaBanu# € npoy4eH B 6 KOHTPONUPAHH KIMHMYHH H3MHTBAHAA ¢ NPOABIDKHTENTHOCT 8 CeAMHIUM K
€1HO FRITOCPOYHO MPOYYBAHE 33 NPESBEHIHA Ha PeLMB ¢ NBOHHO-cIANAa (pa3a Ha NPEBEHIUA Ha
penyuBa C NPOABDKHTENHOCT OT 6 MECeia.

O6bnexuapane Ha cumnTomute Ha I'TP, u3mepeno upez Ckanara Ha XaMHITOH 3a OLCHKA HA
TpepoaHocTTa (HAM-A) e Guno Habmoaasaxe 10 Kpas Ha TEPBATA CEIMHLA.

B KOHTpOnHpany KITHHHYHA H3NHTBaHAA (4-8 ceAMUIM TIPOABDKUTENHOCT) 52% OT MalHeHTHTE,
TeKyBaHH ¢ niperabanuy u 38% ot nauHenTHTe Ha Nanebo ca umany noxe 50% nonobpenve B o6mus
pesyntar no HAM-A oT H3X0ZHOTO HHBO 10 KpaiHATA TOYKA.

Tp1 KOHTPONAPAHK NPOYYRAHKA, TO-TONAMA YACT OT NANMEHTHTE JIeKYBAKH C NperabainH ca choOIuIH
3a 3aMBITICHO 3pEHHE B CPaBHEHHE NAHEHTHTE JIEKYBaHH ¢ Tanefo, KOETo € OT3BYHAJIO B IOBEYETO
CllyqaH NpH NPOIBIKHTENHO NpHaarane. [IposeaeHy ca ofyTATMONOTHYHHN H3CAEABAHNA (BIITIOYHTEHO
H3CNEABAHE HA 3PHTEIHATA OCTPOTA, CTAHJAPTHO U3CHEABAHE HA IPUTEHOTC TONE H Pa3linpeH
(yHIOCKOIICKY Nperied) Npu nosede ot 3 600 NauHeHTH B PAMKHTE Ha KOHTPOJIHPAHH KIHHHYHA
npoyuBaHhi. [IpH Te3u nalMeHTH 3pHTENHATA OCTPOTA ¢ HamManeHa npH 6,5% OT NalHeHTHTE NeKYBaHH C
nperabanun u mpx 4,8% oT NauHenTHTE NIeKyBaHH ¢ rnauebo. [IpoMeHH B 3pHTEHOTO NoNIE Ca
ycraHoBeHH npu 12,4% oT nexyBaHuTe ¢ nperaGaniy u npe 11,7% ot nekysanute ¢ niauefo nauueHTH.
QyHIOCKONCKH NpOMenH c¢a Habmoaaeauu npu 1,7% ot nexysauuTe ¢ nperabanun u 1pu 1,2% ot
NeKyBaHATe ¢ nnaneHo naueHTH.,

5.2 QapMakekHBEeTHIRH cBONcTER

CrauuoHnapHuTe hapMaKOKUHETHYHH NOKa3aTeNH Ha nperabanuH ca CXOXHH NPH 3ApaBH A00poBOILH,
NanKBeHTR C ENMUICIICHA nonyqasamn AHTHSTIHICITHYHH ICKAPCTBA ¥ MALMEHTH C XpOEHYHA Sonka.

Abcopbius

Iperabanus ce pesopbrpa GBP30 NpH NPHIOKEHHE HA [AATHO ¢ THKOBH NIa3MEHH KOHLCHTPalH,

HACTBHIBAINH B PAMKHMTE Ha eBH Yac KaKTo Cllefl eIHOKPATHO Taka | CIEA MHOTOKPATHO TIpHiaraHe.
NepopannaTa SHOHANMYHOCT Ha Nperabanun ce ouaksa Aa € >90% u e HesapHcHMA OT Jo3ata.Clex

MHOTOKpaTHO mpyiaraHe CTAHOHAPHO ChCTOAHHKE Ce JOCTHIA B paMxute Ha 24 no 48 waca.
CkopocrTa Ha pesopﬁuus Ha niperaGanTiy HaMangBsa NPH NIPAEM C XpaHa, KOETO BOA O IOHHKEHUE Ha

HAMA KITHHUYHO 3HAUNM eeXT BBpXY CTeNneHTa Ha peaopﬁuna Ha nperaﬁa.rmn.

Pasnpenenenne




[peniMHE4HA OpoyYBaHNA IOKA3BAT, Ye MperabanuH npeMHHAaBa Npe3 KPHBHO-MO3BYHATA baprepa Ha
MMIIKH, TIBXOBE H MaliMyHH. [loka3zaHo e, 4ye mperaGanuH npeMHHABA NPe3 MIAUEHTATA NPH IUTBX0BE H
€€ OTKPHBA B MIIAKOTO Ha KEPMEINM IIsXoBe. [Ipy xopa NpHBHIHUA 0beM Ha pasnpelelNeHHe Ha
nperabanyH el nepoparao npunoxkenne € npuémisurenyo 0,56 1/kg . Tperabanus ce CBbp3Ba ¢
finasMEHHTE GenThUMH.

Brno OpMauus

MerabonusmbT Ha nperabaiiH Npu xopa e NpeHebpekHMo Manek, Clien IpHEM Ha 034 PaJMOAKTHBHO
Oenszan nperabannn, npudnnsuTenno 98% OT paJHOAKTHBHOTO BEIIECTBO, YCTAHOBEHO B YPHHATA, €
HenpoMeHeH nperabaiuH. N-MeTHAHPaHHST JcpHBAT Ha nperabanyH, OCHOBHAAT MeTaGonNT Ha
nperabankH, OTKPHT B YpHHATa, cheTapnasa 0,9% or fosara. B npeaxknHHHYHHE MpoyYBaHUs He ca
YCTaHOBeHH JaHHHM 34 palleMalius Ha S— aHaHTHoMepa Ha nperabanin A0 Herobua R- enanTromep.

EnnMunnpane

Ilperabanu# ce eNAMUEEPA OT CHCTEMHOTO KPpBOOOpPbINeHN e MIaBHO Ype3 GuOpeyHa excKpeuus B
HenpoMeHeH BHJ. CpenHMAT eNHMUHAIHOHEH MOdyXHBOT Ha nperabannd € 6,3 yaca. [InasmeHuar H
OB6puHHA KIMPBHC Ha MperabaiuH ca MpaBoNpONOPIHOHANHY HA KPEATHHHHOBHA KIHPBHC (BXK. TOUKa
5.2 Hapymena 61u6pe4na ¢yHxuus).

Ipn naumenTr ¢ RaManena 6p6peuna GyHKUHA WK Ha XeMOZHANH3A € HeoOXONHMO ANaNTHPaHe Ha
nozara (Bx. Touka 4.2, Tabnuua 1).

JluHeliHOCT/HenuueiiHocT

DapMakOKHHETHYHHTE NOKA3aTeNH HA Operabaniy ca IMHeHH B PAMKHTE HA NPenopLYHTETHHA
JHEBEH J1030B AHTep3al. BapuabuinocTTa Ha apMaKoKHHETHKATa Ha mperabainy MEXAY HHAUBHAHKTE €
manka (<20%). ®apmakokHHETHKATA TIPH MHOTOKPATHO NpHJIarane Moxe fa Obae NpeiBUACHA OT
OaHHHTE NPH eQHOKpaTHa no3a. ClefoBaTenHo, He € HeOGX0AUMO PYTHHHO MOHHTOPHpaHe Ha
TUIaZMEHNTE KOHIIEHTPAIMH HA nperabaiun.

DapmMakOKHHETHKA NPH CENHUATHH TPYNH TalHeHTH
ITon

KUMARYHATE NpoyYBaHUA NOKA3BAT, Y€ MOTLT HE 0KA3Ba KIMHEYHO 3HAYHMO BIHAHAE BEPXY MIA3MEHHTE
KOHLIGHTpalKH Ha nmperadaniH.

Bpbpeuno yepexcnane

KnupuHCBT Ha nperaanuu € NPaBonopUHOHANEH HA KPEaTHHHHOBHS KAphHC. OCBeH ToBa nperabanud
ce oTCTpaHABa e)eKTHRHO OT IUIa3MaTa Ypes Xemoauanuza (ciex 4-4acoBo XeMOAHATHIHO JICUeHHE
MNasMEeHHTE KOHUEHTPANyH Ha MperabanuH ce nonuaaear ¢ npudmsaTenHo 50%). Toii xaro
6pOpe4YHoTO enMMAHKPaHe € TTIaBHKA OBT Ha eIMMHHHPaHE, IPH MAlHEeHTH ¢ Hapymena 6b0peuna
dynxuua e HeoOXONHMO HAMANIABAHE HA J103aTa, a CNell XeMOAHANH3a & HeoGX0HM AOITbIHHTENEH [IPHEM
(Bx. Touka 4.2 Tabnuna 1).

YepHoapoOHo yepexkaane

He ca nposexnany cneupannn gapmMakoKMHETHYHH TIPOYYBaHHA NPH MALMEHTH C Hap
qepHOApoORa dyHkuHa. T kaTo nperabaiuu He NPeTHPIABA 3HAYHM MeTaboNu3b
NpeAHMHO B HENPOMEHEH BHJI B YPHHATA, HapyIleHaTa YepHoApoOHa (hyHKIHA He
NpOMEeHs 3HaTHMO NJIa3MEeHUTE KOHLEHTPaLliK Ha nperabanny.



INanwenTH B cTapyecka BB3pacT (Haa 65 rogHHH)

ChlnecTByBa TCHACHUMA 32 HAMANABAHE HA KITUPBHCA HA NperafantH ¢ HapaCTBaHe Ha Bb3pacTTa. Toea
HaMmalleHHe Ha NepopaHKiA KIHPBHC Ha MperabandH ChOTBETCTBA Ha NOHHKEHHETO Ha KIMPbHCA Ha
KpeaTHHHHA, CEBP3aHO ¢ HaNpeABaHe Ha BB3pacTTa. [Ipy nanMesTH ¢ Bb3pacToBO 00YCIOBEHO
HapyweHue Ha Gs0peunata QyHKIHA MOXeE []a C€ HANOXKHA HAMAIABaHEe Ha N03aTa Ha nperabaiiH (Bx.
to4ka 4.2 Tabanua 1).

53 IlpeaxnAHEHEYHA ZAHHH 32 Ge3omacHOCT

B konBeHuonanuy HapMakoNoOruvHHA POYYBaHHA 3a 6€30NaCHOCT NPH XKUBOTHH Mperabanus e nokasan
Jo0pa NOHOCHMOCT B J03H CBOTBETCTRAINM HA KJTHHHYHO MPHIAraHATe. B mpoy4YBaHHs 32 TOKCHYHOCT C
MHOTOKpaTHO TpHIIarane, NPOBELEHH IIPH MTBX0BE H MaliMyHH, ca Guin HabnoaBaHH eQekTH BbpXY
LIHC, srntounTe o XHNoakTHBHOCT, XHNEPAKTHBHOCT H arakchs. Cies NpoAb/DKHTENHA eKCIIO3HIHA Ha
nperabanuy, CHOTBETCTEAINA Ha €KCIIO3MLIHA Ha nperabanud >5 NbTH NO-To/AMa OT CPeAHATa
eKCHO3HLHA IPH XOpa, MPH MAaKCHMATHATA NPENoPhYBaHa KIHKHYHA [03a, ¢& HAONMO0AaRa NOBKILEHA
YecToTa Ha arpodus Ha peTHHATa, 06¥yaiiHO HabMOAABaNA IPH IUTEXOBE aNOHHOCH B CTApYECka Bb3PacT.

[Iperabanun He e TepaToreHeH MpH MUILIKH, IUTEXO0Be # 3afii. PeTanHa TOKCHYHOCT OpH IUTHX0BE H
3afiny € HaCTHIMJIA CAMO MPH EKCIIO3HLAH HaAXBLPIALNIM 3HAMHTENHO Te3H NPH X0pa.

B npeHaTaTHW/NOCTHATAIHH HPOYYBaHHA 32 TOKCHYHOCT nIperabaand e Nopes A0 MOABA Ha TOKCHYHH
edhekTH BLPXY Pa3BHTHETO Ha TIOKOJICHHETO NIPH TUThXOBE CI6A €KCHO3HIME >2 IThTH NO-FONEMH OT
MaKCHMAIIHaTa NpeNnopbyYBaHa eKCNO3HIHE [IPH Xopa.

HabnronapaHu ca HexenadH e(ekTd BbpXy QepTHINTETa NPH MBKKH H )KeHCKH ITBXO0BE CaMO NpH
€KCMO3ULHA HAAXBLP/IHIHK AOCTATHYHO TEPANEBTHYHATA ekcnosuuus. Hexenannute edextu BpXy
MBKKHTE PeNpPOAyKTHEHH OPraiH B MapaMeTPHTE Ha criepMaTa ca 61iiH 0OpaTHMH H €a HACTBRUAH CaMo
IPH €KCTIO3HIMH HAAXBBDIHNH AOCTATEYHO TEPANEBTHYHATA EKCTIO3HIHA WIH ¢4 OHIIM CBBP3aHH ChC
CIIOHTAHHH HEr€HEPATHBHH NPOLECH B MLXXKUTE PETIPOAYKTHBHH OPraHH Ha ILTEbX4. HOPEI,I[H TOBa C€
cHHTa, 4 edeKTHTE HMaT MATKA HITH HAMAT KITHHUYHA 3HAYHMOCT.

ITperabanHH He € reHOTOKCHYEH Bb3 OCHOBA HA PE3YJITATH OT CEPHA in vitro U in Vive npoyYBaHHA.

TIpH NursXoBe ¥ MUK ca OUIW NpoBeAeH: ABYTOAHIIHY POYYBaHuA ¢ NperabainH 3a KapLHHOTEHHOCT.
Tipu nirbXoBe He ca HaDMOJABAHA TYMOPH ClIe]] EKCIO3HIUHH 10 24 hTH MO-TONEMH OT CPelHaTA
eKCNO3ULKA IPH XOpa MPH MAKCHMANHaTa [IPeNophYHTeNHa KIHHHYHA 032 0T 600 mg/nen.

Hpu Muinku He e GuAa HAOMOAaBaHa MOBUINEHA YECTOTA HAa TYMOPHTE PK SKCIO3HUHH, Noao6HH Ha
CpeaHaTa eKCIO3HIHA NPH XOpa, HO TPH NMO-BHCOKH eKCIIO3HIMH e Ouna HabiioaBaHa MOBHIIEHa YeCTOTa
HA XEMaHrHOCapkoM. HereHOTOKCHYHHAT MEXaHH3BM Ha HHAYLMPAHOTO OT nperabanuH obpa3yBaHe Ha
TYMOPH NPH MEINKH BKJHO4BA IPOMEHH B TPOMGOLMTHTE H NpoaHdepanus Ha CHAOTEHE KIeTKH. Takusa
TpoMOOMTHA POMEHN He ¢a GHIN YCTAHOBEHH TIPH IUTEXOBE HIIH NPH XOpa Bb3 0CHOBA Ha
KPATKOCPOYHH H OrpaHHYEHH ABLITOCPOYHYM KIIHHHYHM KIMHUYHH AaHHH. JIHNCBAT JOKA3aTeNCTEA
OpeANONAraLM PHCK IPH XOpa.

IIpH MIaAH MIBXOBE BHAOBETE TOKCHYHOCT HE CE Pa3NiYaBaT KaueCTBEHO OT Te3H, HabmoaBaHu npu
3pend wIsxose. MnaanTe nsxose, obave, ca Mo-4yBCTBUTENHH. ITpH TepaneBTHYHH €KCTIO3MLNA Ca
GuH yCTAHOBEHH KNHHHYHH NposeH oT LTHC kaTo XHIepaKTHBHOCT H CKbpIaHe ChC 350H H H3BECTHH
MPOMEHH B pacTexka (NpeXxofHo NOTHCKAaHE Ha HaJIaRaHeTo Ha Terno). EdexTd popxy uH =
pasrosBaHe ca 6m1H HabMI0aBaHHA NPH EKCHO3HIHA HANXBLPIAIIA 5 IbTH Ta3H NPH X0
OTroBOP KbM BHE3alleH 3BYKOB CTHMYJI e HabmozasaH npu MAafH nurexose 1-2 ceam
€KCITIO3HLHA MPH >2 IThTH NO-TONAMA OT TEPANeBTHYHATA eKCTIO3HIHA NpH Xopa. e
€KCTIO3HLMA To3H eekT He ce Habnoaaga.




6. DOAPMALEBTHYHH JAHHH

6.1 Cnpchbk HA DOMOIIEHTE BeMECTRA

KancynHo ChIBPKUMO
Be3soaHa naxro3a

Hapesruno HEIECTE
Tank
Konoupnen 6e3p0AeH CHIMIHER JHOKCHI

ChCTaB Ha KancyJaTa
Kenatun

Turaunos gaokcuz (E 171)

IIpeurcrena Boaa

Yepner xeneseH oxcun (E172)

6.2 HechLEMEeCTHMOCTH

He e npunoxxumo.

63 Cpox Ba roanocr

2 roouHu

6.4 CpenHa/HHE yCJ0BHS Ha ChXpaHeHHe
Ja ce crxpaHaBa npu Temneparypa noa 25 C.
[a ce cpxpaHABa Ha MACTO, HEAOCTHIIHO 34 [AEIA.

Ja ce cpXpansBa B OPHTHHANHATA ONAKOBKA.

He nznonspaiite ToBa jlekapcTBO Cieq CPOKa HA POJHOCT, 0TGN 3aH BBPXY KAPTOHEHATA ONAKOBKA.
CpoKBT Ha roAHOCT OTreBAPA HA MOCNEAHHS A€H OT NOCOYeHHs Mecell.

He HZXB'LPHHﬁTe nexapcrna'ra B KAHAJIW34AllHATA HIIH B KOHTeﬁHepa 3a AOMAIIHH OTIIAABIIH.

INMonurafite Bawus gapmaneBr kak f1a H3XBLPAATE NEKAPCTBATa, KOHTO Bede He W3Non3pare. T€3H MEPKH
1€ CTIOMOrHAT 3a ONa3sBaHe Ha OKOJIHATA Cpefa.

6.5 BuaH chabpAKaHHE HA OOAKOBKATA

Henpospauen PVC/ PE/PVDC anymurnes Onuctep chabpxkaii 14 6pos kancysi.

BunoBe omakoBku:

Onaxkopxa ¢ 14 xancynu, ceabpxaina 1 Gnucrep.

Onaxopxa ¢ 56 kancyiu, chIbpxauia 4 6nucrepa.

6.6 Cnenuansm npegnasAA MepKkH NPH H3XBBLPIAHE

HeH3non3paHHaT NEKapCTBEH NPOAYKT AW OTNARLYHKTE MATEPHAJIH OT HEro TpAOBa
CBOTBETCTBHE C MECTHHTE H3HCKBAHHA.



7. NPHTEXATEJ HA PAIPEIIEHHETO 3A YIIOTPEBA
HOBEJI PAPMA EOOJ

v, QxonoppreTeH neT Ne 36

Codmn 1415, Bearapus

tel. +359 2 962 62 80
fax. +359 2 962 90 36

e-mail: info@nobelpharma.bg

8. HOMEP HA PASPENIEHHETO 3A YIIOTPEBA
Per. Ne 20160056

9. JATA HA ITbPBO PA3PELIABAHE

Jlata Ba mepBo paspemasane: 12.02.2016 1.
Jlata na nognossasane: 29.01.2021 r.

10. JATA HA AKTYAJINIUPAHE HA TEKCTA
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