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[Mperaramma 150 mg TBLpAN KanCyIH s N g
Pregagamma 150 capsules, hard

2. KAYECTBEH H KOJHYECTBEH ChCTAB
Besika Tespaa kacityna csaepka 150 mg nperaGanun (pregabalin)

IToMmonIHO BemiecTBO ¢ H3RECTHO NelicTBHE:
Bcesxa Teppaa kancyna chxepaxa ¢sio 16,50 mg nakTosa MOHOXHJIPAT.
3a MEIHHA CNHCHK HA NMOMOIHHTE BeieCTBa BIDKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
TeBpAa Kancyna.

Teepau kancyny, pasmep 4, c 6ano kanage 1 6410 TAN0, MAPKUpPaHH ¢ ,,150% BBEPXY TANOTO Ha Kancynara ¢
qepHo MacTino. Kancynure csaepaar 641 Ao noarn 6an mpax.

4. KIAHAYHHA JAHHHA
4.1 TepanesTAYHH NOKAZAHES

Hegponamna bonxa

IIperaramMma € nokasaHa 3a JieueHHe Ha nepudepHa H LieHTpaiHa Heporaria §o/ka pH BE3PaCTHH.

Enunencus | .
[TperaramMMa e NoOKa3aHa KaTo NOGaBBYHO JIeYSHHE NP BHE3PACTHH C IAPIHANHY MPHCTHIN ChC WK 6e3

BTOpHMHAE NeHepATH3ALINA.

H €80ACHO MpPoUCMeo
[IperaraMMa ¢ Noka3aHa 3a JIeYeHHe HE N'EHCPATHIHPAHO TPEBOXKHO pazcTpolcTBo (I'TP) mpu BL3pacTHH.

4.2 JoinpoBKka H HAYHH HA OPHJIOKEHBE

O3UPOBKA
JosoBusaT unrepsain ¢ ot 150 no 600 mg Ha AeH, pasnpenescHH B Aba WIH TPH NpHEMA.

ﬂeaganmnng @zxg

Jleuennero ¢ nperabanun Moxke Aa 3amodse ¢ K03a oT 150 mg Ha AeH, pa3fencHa Ha ABA WIH TpH Npuema, B
3aBHCMMOCT OT MHAUBHAYAIHHA TEPANICBTHYSH OTTOBOP HA MAlUHEHTa U MOHOCHMOCTTA 103aTa MOXe Aa Onae
yBenuuera a0 300 mg Ha aeH cnex METEPBA OT 3 0 7 JHH, 2 NpH HEOOXOAHMOCT A0 MAKCHMANIHA 034 OT
600 mg AHeBRHO CNeA NOITBIHUTENESH 7-THEBECH HHTEpBAl.,

Entnencun

Jleuenneto ¢ nperaGanux Moxe Ja 3amo9He ¢ [03a oT 150 mg Ha neH, pa3feieHa Ha JIBs
3aBHCHMOCT OT HHAMBHIYAITHHY TEPANEBTUYEH OTrOBOP Ha MAIMEHTa H MOHOCHMOCTT

AOCTHTHATA CJIEA ONIe €MHa AOIThIHATE/IHA CeAMHLIA.
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Tenepanuzupano Ipecodcno Pazcmpoticmeo
Hososuar uarepsan € ot 150 no 600 mg Ha aeH, pasnpezeneHy B ABa Wid Tpu npueMa. Heobxogumoctra ot
nedenve Tpadea aa 0bae NpeolieHABaHa PeaOBHO.

JleweHueTo ¢ nperabanuH Moxe Aa 3anovHe ¢ Jo3a oT 150 mg Ha aeH. B 3aBHCHMOCT OT HHAHBHAY AJIHHA
TepalleBTHYEH OTFOBOP HAa NMAIHSHTA H MOHOCHMOCTTA A03aTa Moxe aa 0bae yrennuena ao 300 mg Ha feH
cen 1 ceamuna. Cnex enHa NONMBMHATENHA CEAMHLA 103aTa MOXe Aa Obe yBenudyeHa ao 450 mg Ha fieH.
Makcumansara 1o3a ot 600 mg Ha aeH Moxke fa Obje AOCTUrHATA ClIe]l OLIE €OHa AOMLIHATENHA CeIMHLA.

llpexpamasane Ha nevernuemo ¢ npezabaiun
B choTBercTBHE ¢ HACTOAMATA KJIMHHYHA TIPAKTHKA, AKO JIeYeHHeTO ¢ nMperadaiuH Tpsadsa na ovae

npexpaTeHo, ¢¢ NpernopbyYBa TOBA f1a CTAHE MOCTENEHHO B paMKHTEe MHHMMYM Ha 1 ceaMuIla HE3aBUCHMO OT
rokasaHuero {(Bx. Touxy 4.4 1 4.8).

Hayuenmu ¢ Ov6peyno vepexcoane

[TperaanuH ce enHMHHHpPAa OT CHCTEMHATAa LIMPKYNALIHA TJ1aBHO "pe3 Ob0peyHa excKpenys B HEMPOMEHEH
Bz, Twit KaTo KIHPBHCET Ha NperaGanyH € TPaso NPONOPLMOHANIEH Ha KpeaTHHHHOBHUS KIIMPBHC (BXK.
TOYKa 5.2), HAMaMIBaHETO Ha J03aTa MpH NAlEeHTH ¢ HapyeHa 656peuHa QyHkuua Tpadsa na 6sae
HHIHBHAYANUIUPAHO B CHOTBETCTBHE ¢ KpeaTHHHHOBHS KiupbHC (CLcr), kakTo e nocoueHo B Tabnuua 1,
KaTo ce TIpHJIara cjeAHaTa (popMyJia:

(’ ™
1.23 x [140 — pe3pact (roauuu)] x Terno (kg

CL{ml/min) = (x 0.85 32 xkeHH)

cepyMeH KpeaTHHHH (pmol/l)
- A

ITperabanuu ce oTcTpaHaBa e(eKTHBHO OT IUIa3Mara upes xemoauanusa (50% ot nekapcrsoro 32 4 yaca).
IIpu naiyeHTH Ha XeMoiMajin3a JHeBHATA A03a nmperabanux Tpa6Ra fa Ob/1e afanTupaHa B 3aBHCHMOCT OT
On0peunara ¢pyHxnua. B nomenHeHMe KBM JHEBHATA JI034 HEMIOCPEACTBEHO CNIEH BCAKaA 4-4acoBa
XeMOJHaJH3a TpaOBa Aa ObAe daneHa AOBIHUTENHA fo3a (Bx, Tabmmua 1).

Tabmuna 1. Aganrupane Ha xo3ara Ha nperaGaauH B 3aBHCHMOCT OT OBOpeyHaTa pyHKLIMSA

KpeaTHHHHOB KIHPBHC
(CL,) (ml/min) O6ma gaeBHa xo3a nperabammm * PexxuM Ha 103UpaHe
Hauanna nosa MaxcuMaiiHa Jo3a
(mg/neH) (mg/day)
> 60 150 600 I wnu TIIA
>30-<60 75 300 I woma TTIXX,
>15-<30 25-50 150 EQHOXpaTHO QHEBHO WIH
A
<15 25 75 EHOKpaTHO JTHEBHO
ROmBJIHATEIHA 1032 HENOCPEACTREHO ClIe XeMogHaNIH3a (mg)
25 100 Enxokpatha fiosa

TIL] = Pasnenesy B TpH NpHeMa
JII1J1 = PazneneHy B Ba NpHeMa

* Obmara nHeBHA no3a (mg/nen) Tpabaa na 6p4e pagencHa, KakTO € YKa3aHo B PesKMMa Ha N03HpaHe, 3a Ja

¢e noaydaT mg/oosa

+ JlompMHMTENHATA 03a € €JHOKpaTHa

Hayuenmu c yeproopobno yepescoane

ITpu nauueHTH ¢ YepHOAPOOHO yBpeXkaaHe He € HeOOX0MMA NPpoMAHA Ha N03aTa (BXK. TOY

Ieduampuuna nonyaayus




BezonacrocTra M epuKacHocTTa Ha [IperaraMma npu neua noa 12-roaviuHa Bs3pacT M roHomH (12-17-
FOMIIHA BB3pacT) He €a ycTaHOBeHU. HanuuHuTe KXbM MOMEHTA aHHH Ca ONMCAHH B TOYKM 4.8, 5.1 1
5.2, HO He MOXe [a C€ JaaaT NPEenopbKH 3a JO3HPOBKATA.

Cmapyecka nonyaayua (nad 635 20dunu)

ITp# nagueHTH B CTAPYECKa BB3PAacT MOXKE Ja C€ HaJIOXKH HAMA/IMBAHS Ha J03aTa Ha nperabanun nopajgu
Hamanena Os0peuna dyuximsa (Bxk. “Hayuenmu c napyuena 6vbpevna Qynxyus”).

HauuH Ha npuioxeHue
[Iperaramma Mo3ke Aa ce MpHeMa ¢hC HiIH 6e3 XpaHa.

IIperaramma € caMo 3a nepopamTHO NPHIOKEHHE.,

43 IlporuBonokazanns

CB]}'I:K']}'BCTBHTGJIHOGT KBM AKTHBHOTO BEIECTBO WIK KBM HAKOS OT NNOMOIIHHATE BCILICCTRA, HSGPOGHH B
TOUKAa 6.1.

4.4 ChnenuaJHH nNpeaynpexaAcHHS H NIPeANA3HE MEPKH NPH ynoTpeda

Hayuenmu ¢ Ouabem
B CHOTBETCTBHE ¢ HACTOAIATA KIIHHKHYHA MPAKTHKA TIPH HAKOH NALHEHTH ¢ Auader, KOMTO HaqnaBaT
Ha TETJIO NPH JICUEHHE ¢ nperabanyi, € HeoOXOOMMO afjanTHpaHe Ha aHTHAHAOEeTHHTE IeKapCTBEHH

MPOXYKTH.

Peaxyuu na cepvxuyecmeumennocm

OT NMOCTMapKETHHIOBHA ONHT HMa CHOOIUEHHA 32 PeaKLMU HA CBPBXYYBCTBUTENHOCT, BKMOYHTEIHO
CI[yMaH Ha aHTHOSAECM. AKO Bb3HHKHAT CHMITTOMH Ha aHIHOCEM, KaTO [OJyBaHe Ha JIMLISTO, OKOMO
YCTaTa WIH Ha NOPHUTE JHXATENHH [TBTHINA, nperabanud TpaOpa na ce crpe He3abaBHo,

Jamanieane, CoHAUBOCH, 3a2y0a HA CHIHAHUE, OOBLDKEAHE U YMCMIBEHO yepeicoare

Jleuenuero ¢ nperaGanud e 6HIO CBBP3aHO CHC 3aMaliBaHe U CHHIIMBOCT, KOMTO OHXa MOIJIH ia yBeJIH4aT
YecToTaTa Ha cyvaliHo HapaussaHe (MaAaHe) NpH MAMEHTH B cTapuecka Bb3pacT. Ma u

MOCTMAPKETHHI'OBH CLOOIIEHH 3a 3ary0a Ha ¢h3HaHHe, 00BpKBAHE M YMCTBEHO YBpexaaHe. CneioraTesHO,
nayueHTHTe TpAbBa Ja OBAAT MOCHBETBaHK 1a GBIAT ¢ OBHMIIICHO BHHMAHHE, J0KATO HE CE 3all03HaAT ¢

HOTECHIHANTHHTC E(bBKTH OT JICKApPCTBCHHA NIPOAYKT.

Edbexmu cevpzanu cbc 3peHuemo

ITpH KOHTPOJMPAHH M3NHTBAHMSA, [TO-I'0ONAMA YacT OT MALHEHTHTE, JISKyBaHM ¢ nperabanus, ca cvobnuany 3a
3aMEITICHO 3pSHHE, B CPABHEHHUE ¢ MALIMEHTHTE, JICKYBaHH C I11alle00, KOETO € OT3BYYANO B NIOBEYETO CITyYaH
MpH MPOABDKUTENHO npuaarane. [Ipu KIWHHYHATE NPOYYBAHHA, KBACTO €A MPOBSACHH 0QTaIMONOrHYHY
H3CIeABAHNA, YECTOTATA HA HAMAJIIBAHE Ha 3PUTENHATA OCTPOTA H MPOMEHH B 3PHTENIHOTO ONE € NOo-
ro/sma MnpH NalHeHTHTe, JeKyYBAaHH C [perabaiiH, OTKONKOTO NPH NALMEHTHTE, JIKYBaHH ¢ 1aledo;
qecTOTaTa Ha HYHAOCKONICKMTE MPOMEHH € NO-TONAMA NPH NAlMEHTHTE, JIEKYBaHH ¢ naanefo (Bxk. TOUKa
5.1).

OT nO0CTMAPKETHHTORKHS OTIHT CHIIO ¢ CHOoONIABAT HeXENIaHH peaklUH 10 OTHOMEHHE Ha 3peHHETO,
BKJITIOYMTEITHO 3ary0a Ha 3peHue, 3aMBIVIABaHE Ha 3PeHUETO HITH APYTH HPOMEHH B 3pHTE/IHATA OCTPOTA,
MHOTO OT KOHTO ca Ounu npexoaHyu. CrnHpaHeTo Ha nperabaJnH MOJKe Ja JoBeJe A0 OT3IBYYaBAHE HIIH
nonoOpABaHe HA TE3H 3PHTEIHH CHMITTOMH.

bvbpeuna nedocmamuvynocm
Copobmagar ce ciydan Ha 0B0pedHa HeJOCTATBLYHOCT, MPH HAKOH CIIyYaH NMPEeKpaTABAHETO Ha

noka3sa oOpaTHMOCTTa Ha T3y HeXellaHa JIEKapCTBEeHa peaKLHs.

CHII He npuemMa Hd CenuIncing U QHMUenaenMmudHu jexapemed
C’blll,ECTB}'BaT HEHOCTATREYHO JAHHH 34 le]JaHETO Ha MIpHCMa Ha CBITHETCTBALIIM AaHTH
NeKapcTBa Clief] MOCTHraHe Ha KOHTPOI Ha NPHCTBIATE ¢ nperabanuy KaTo 100aBbyK
e MPEeMHHE Ha MOHOTEPAIHA ¢ NperabanuH. '




Cumnmomu na omueMane

HabmopaBanyu ca CHMNTOMH Ha OTHEMAHE IMPH HAKOH NMAalMEeHTH Cle)] CHHPAHE Ha KPaTKOCPOYHO H
OBJITOCPOUHO JleueHHe ¢ nperabanun. Cnexnure cr0MTHA ca OMMK coMeHaTH: 6e3chHEE, IaBobonue,
raficHe, TPeBOXHOCT, JIHApUs, FPUIIEH CHHAPOM, HEPBHOCT, AeNpecHd, 00NKa, KOHBYJICHH, XUIIEPXUAPO3A H
3aMaifBaHe, MOKA3aTe/IHH 3a (hu3Hiecka 3apucumoct. [Tannenture Tpabea na 6saar HHGOPMHpaHH 3a TOBA
IIPH 3aIlI09BaHE HA JICUCHUETO.

KoHBY/ICHH, BIUTIOUUTENIHO ENMWICNITHYEH CTATYC H FCHEPaNM3MPaAHH TOHHYHO-KIOHHYHH I'bPUOBE, MOXKE Jia
HACTBILT JI0 BpeMe Ha JICUEHHETO ¢ NperabaiH WIH CKOPO CAEH HETOBOTO NPEKPATABAHE,

JaHHHUTE 3a nNpeKpaTABaHEe Ha XBATOCPOYHOTO JICUSHHE ¢ niperadaiuy noKa3raT, ¥ YeCTOTaTa M TEXKeCTTa Ha
CHUMIJTOMHUTE Ha OTHeMaHe OHMxa MOrJH aa 6baaT 40303aBHCHMA.

Jacmoiina copoeuna HedocmambyuHocm

Hanmie ca nocTMapKkeTHHTOBH ChOOIIEHHA 3a 3aCTOHHa ChpAeYHa HEAOCTATHYHOCT NPH HAKON NALMCHTH,
nomy4aBany nperadanuH. Te3n peakuuu ce HabmoOAaBaT MpeAHMHO IIPH NTALKEHTH B CTAPYECKa BH3pacT Che
CHPACYHO-CHAOBH YBPEXAAHHUA N0 BpeMe Ha JiedeHne Ha HeBpomnaThi ¢ nperadamiH. [Tperabanus Tpabsa na
ce U3MOJI3Ba ¢ BHUMaHHKE NpH Te3m nauneHTy. [lpeycranopasaneTo Ha nperabaiia MOKe Aa toBene A0
OT3BYYaBaHS HA peaKLMATA.

Jlevenue ua yeumpanna negponamua b6oaxa 8 peayrmam Ha 2poOHAYHOMOIBYHA MPACMA

[Ipn neueHyeTo Ha NEHTpaNHA HEBpONaTHA GOJIKa B pe3yiTar Ha Irph0HaYHOMO3BYHA TpaBMa € Omna
YBEMHYECHA YECTOTATa HAa HEXENAHATE PEaklMK KaToO L0, HEKENIAHUTE PEaKLHMH OT CTpaHa Ha
LICHTpaJIHATA HEPBHA CHCTEMa M 0C0oOeHO CPHIIHBOCTTA. 10Ba MOXKe Ja €€ OTAa[e Ha aANTHBEH eeKT,
ABJDKAIL Ce Ha CHITBTCTBAUIMTE JIEKAPCTBCHH NPOAYKTH (Hanp. aHTH-CITAaCTHMHH ar€HTH), HeoOXoMHMH

3a TOBA CHCTOAHHKE. ToBa TpAOBa Na ce HMa NpeBUI, Koraro nperadanuH ce MpejIucea 3a TOBa CHCTOSHHE.

Cyuyudna udeayus u nogedexue

[Tpx nauKeHTH, JIeKyBaHH ¢ aHTHeTnenTHYHH jiekapcTsa (AEJ]) no paminuHu nokasaHus, ca choOIaBaHH
CYHIMIHA HOCALHA H noBencHKe. MeTa-aHain3 Ha paHIOMH3MpaHH, LTauebo KOHTPONUPaHH IpOyYBaHMs
Ha AEJ] culo noka3ea MaseK, HO NIOBHILEH PHUCK OT CYMUMAHA HAealHA U NoBeJeHHe. MeXaHH3MET Ha TO3H
PHCK HE € H3BECTEH H ChIUECCTBYBAIHTE JAHHH HE H3KMIOYBAT B3MOKHOCTTA 32 MOBHIIEH PHCK IIpY
nperabaiuy.

3aroBa nauueHTHTE TpAGBa Ja ObAAT NMpoCcIe IBaHH 32 IPH3HAITY Ha CYMLMHA HASAHA H HOBSACHHE H
Tpa6Ba Ja ce npeAnpHeMe ChOTBETHOTO NeveHHe. [lanpeHTHTe (M XOpaTa, KOHTO ce IpHKaT 3a TAX) TpabBa
Ja GBAAT NOCHBETBAHU Ja NOTHPCAT JIEKAPCKH CHBET B ClIydald, Uue ce [OABAT NpH3HALIM Ha CYHLIHAHA
HJCALHA H IOBENCHHE.

Hamanena ynxyua na 00mHus 20CmpouHmecmunaner mpaxm

MMa nocTMapKETHHTOBH CHOOIIE A 32 CHOMTHS, CRhP3aHH ¢ HAMAJISHa (PYHKLIMA HA JOJIHHA
racTpOMHTECTHHAJICH TPaKT (Hamp. HETIPOXOAUMOCT HA YepraTa, NapaTHTHYEH HIIEYC, 3aN€K), KOTaTo
nperabaiiH € NpHUeMaH 3aeIHO ¢ JIeKapcTBa, KOMTO MOXE Aa NpPeAU3BUKAT KOHCTHIIALMA - HalpUMeEp
ONMUOMAHH aHanTeTHUH. Korato nperabaniH 4 OIMHOMIHX Mie ¢ M3MON3BaT B kKoMOHHaLs, TpAOBa na
Ce B3eMaT MpPeABHA MEPKH 3a NPeOTBPATABAHE HA KOHCTUNAIMATA (0COOEHO NpH XKEeHH H MAlHEHTH B
CTap4ecKa BB3PacT).

Henpasunna ynompeba, nomenyuan 3a 3noynompeda uay 3asucumocm

Crpo0bimapaHH ca CliydaH Ha HenpaBmIHaA ynoTpeOa, 3noynorpeba u sapucamoct. Heobxoaumo € NOBHIIEHO
BHHMAaHHE NPU NAIMEHTH C 4aHAMHE3A 3a 3J10yTIoTpeda ¢ BelllecTsa U nauueHTHTe Tpabsa na 6vpar

HabmoZaBaHM 32 CHMIITOMM HA HEMPABKITHA YNIOTpeDa, anoynorpeta HiIN 3aBUCHMOCT OT [IPETEQ 41u .
(cro0iaBa ce 3a pa3BHMBAHE HA TONIEPAHTHOCT, IOBHLIIABAHE Ha A03aTa, IOBEACHHUE 32 Haf ) Ehp e

JIEKapCTBOTO). 1S/ g
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KOHTO MOTAT lia YCKOPAT Pa3BUTHUETO Ha eHuedanonarus.

Henonocumocm xvM aakmosq

IIperaraMma chpaBpKa JJaKTO3a MOHOXHApAT. ITaLHeHTH ¢ peiKH HacaeACTBEHU MPo6aeMH Ha rajlakTo3Ha
HEMOHOCUMOCT, Lapp fakTazeH aeduuHT WIH IMIOKO30-raNakTo3Ha Manabeopbuma He TpsOBa z1a
[IPHEMAT TOBA JIEKAPCTBO,

4.5 BianumojeiicTBHE ¢ APYIH JeKAPCTBEHH HPOAYKTH H ApYrE GopMu HA B3IAEMOICHCTBHE

Twil xaTo nperabanuH ce eXCKpeTHpa NpeHMHO B HEIPOMEHEH BUJ B YpUHATA, METa00MU3Hpa ce
npeHebpexxuMo MaKO npH xopa (<2 % OT Ko3aTa ce YCTAHOBARA B YpHHaTa noj ¢opmara Ha MetabonuTh),

He UHXHMOHpAa JIeKapCTBEHHA MeTabOJIH3BM iR Vifro M He Ce CBBP3BA C IUIA3MEHHTE OENTEIH, MAJIKO BEPOATHO

€ TOH Aa TipeAN3BHKBA HJIH ia MAcTBa BbB (papMaKOKHMHETHYHA B3aHMOACHCTBHA.

In vivo npovueanua u nonyiauyonen apMaxoKunemuien aHanis

CHOTBETHO, B in Vivo NpOyYBaHHA He ¢a HAOMOAaBaHH KJIMHUYHO 3HAYUMM (hapMAKOKHMHETHYHH
B3AHMOIEHCTRIA MexXTY nperaGanuH U ¢eHuTONH, KapbaMazelHH, BaanpocBa KUCEIHHA, IAMOTPHUIHH,
raGanedTHH, opa3enaM, OCKMKOAOH HiH eTaHoI. [TomynauuoHeH GpapMakKOKHHETHHUCH aHAIIH3 TTOKa3Ba, e
nepopanuuTe anTuaHabeTHH CpeAcTRa, AMYpeTHIHTe, HHCYNHH, GpeHoOapOHTan, THarabHH M TonupaMar
HAMAT KJIHHAYHO 3HAYHM e(eKT BbpXY KIHPBHCA Ha nperabanuy.

Ilepopanny kormpayenmueny cpedcmed, HOPenuCmepoH WUnY emunua ecmpacuon

EnHOBpeMEeHHOTO NPHIOKEHHE Ha nperabadiH U NepopaJHUTE KOHTPALICIITHBHH CPEACTBA HOPETHCTCPOH
H/MNH ©THHHII €CTPaaHoI He NMOBNHABA (apMaKOKHHETHKATA NPH CTALMOHAPHO CHCTOSHHE HA HHTO €HO OT
TE3H BEIIECTEA.

Jlexapcmeenyu npeoykmu, NOGAUACAUIU YEHMPATHAMA HEPEHA CuUcmema

[Tperabamun moxe Aa 3aCIH €(EKTHTE Ha €TAHOM H JiopasenaM. B KOHTpOIHpaHH KITHHAYHH NPOYYBaHHs
MHOTOKPATHH NEePOPATTHH A03H NMperabanuiH, NIPHICKEHH IHOBPEMEHHO ¢ OKCHKO/ICH, JIOpa3enaM HiIH
€TaHOJI, HE BOAAT R0 KIMHMYHO 3HAYMMH ¢EKTH BbpXY AUaHeTo. OT NOCTMapKETHHIOBHA OMAT HMA
chODLIEHUS 32 QHXATSIIHA HEZOCTATHYHOCT H KOMA TIPH NMAaLHEHTH, pHeMamy nperaGanun u Apyry
JICKAPCTBEHH NPOXYKTH, NOATHCKAIH [leHTpanHaTa HepeHa cicreMa (I{HC). [Tperabanun BepoaTHo HMa
AANTHBHO Ne/iCTBHE BLPXY HAPYIICHHATA HA [O3HABATETHATA U ABHraTeNHaTa GyHKUHS, NPHIHHEHH OT
OKCHKOAOH.

Baaumoodeiicmeua u nayuenmu 8 cmapyecka ev3pacm
He ca nposexaany cnenudgudaHy npoydsaHus 3a GapMakoJHHaAMHYHHA B3aUMOEHCTBHA NMPH A0OPOBONILH B

CTap4ecKa Bb3pacT. [IpoyuBaHuA 3a B3aUMOACHCTBUA Ca NPOREIASHH CaMO IPH BB3PACTHH.

4.6 @epruanrer, 6PpeMEeHHOCT H KbpMEHe

HKenu ¢ oemepoden nomenyuay/Konmpayenyus npu Mvice 1 Jicenu
Toit KaTO BB3IMOXHHAT PUCK TIPH XOpa € HEHM3BECTEH, NPH AKEHH ¢ AeTepoAeH NoTeHuHan Tpiabpa aa ce

H3I10/138a e()eKTHBHA KOHTPALIeNIHA.

bpemennocm
Hsama AocraTsuHo AaHHH 3a ynoTpebara Ha niperabanuy npu GpeMeHHM.

[Ipoy4yBaHHMATA IPH KHBOTHK Ca TOKA3ATH PENPOYKTHBHA TOKCHYHOCT (BXK. TO4Ka 3.3). IloTeHIManHuAT
PHCK IPH XOpa € HCHM3BECTEH.

I[peraramma ne TpaOBa Aa OBJe H3ANOI3BAHA IO BpeMe Ha OpeMEHHOCT, OCBEH B CITYYe /.
HeoOXOMHMOCT (aKo IMOJI3aTa 3a MaMKATa KaTerOpHIHO HAAXBHP/IA NOTCHLIMAIHEA DY

L

Kvpmene
[IperaGanun ce excKpeTHpa B KbpMata (BK. Touka 5.2). E¢exrsT Ha nperabanun




HOBOPOAECHH/KbPMAYETA He € u3BecTeR. TpabBa a ce B3eMe pelliCHHE AN 4a ¢e IIPeyCTaHOBH KbPMEHETO
HJIH J1a ce NpeyCTAHOBH TepanuATa ¢ nperabanui, KaTo ce B3eMAT NMPEeABUA [IONI3aTa OT KbPMEHETD 33 ACTETO
H [10JI3aTa OT TEPAITHATA 32 XKCHATA.

Qepmunumem
Hama xuHHYHA XaHHH 33 eeKTHTEe Ha NperabanuH BEpXY KEHCKHS PEepTHIIMTET.

B winrMIHN npoyuBaRUA 3a olleHKa edekra Ha mperabaiiH BhPXY NNOABHXKHOCTTA HA CTIEPMATO30HIHTE,
3APaBH MBxke JOOPOBOJILM ca eKCNOHHpanu Ha nperabanun npu Ao3a ot 600 mg/ml anesHo. Cnexn 3 Meceua
fICYCHHE, He € UMANO edeKTH BPXY NMOJBIKHOCTTA Ha CTICPMaTO30NIMTE.

[TpoyuBaHe 3a )epTHIIHTET MPH XKEHCKH ILTEXOBE [I0KA3Ba HEXXeNaHH €(EeKTH BEPXY PENpPOyKTHBHOCTTA.
[Tpoyusanus 3a GepTHUIMTET NPH MBKKH ILTEXOBE MOKA3Ba HEXKEJIAHH eeKTH BHPXY PENPOAYKTHBHOCTTA H
pa3BHTHeTO. KNIMHHYHATA 3HAYMMOCT HAa TE3H HAXOAKH € HEH3BeCTHA (BX. TO4Ka J.3).

4.7 EdexTn Bbpxy cnocofHOCTTA 32 modupane H paboTa ¢ MAIHNH

IIperaraMma MoXe Aa MOBJIHMAE B MAJIKA A0 YMEPEHa cTeneH cnocoOHOCTTa 3a modupaHe u pabora ¢
MmalltHHHA, [IperaramMma Moxke ga MPHYHHH 3aMasHOCT M CHHIIHBOCT H CAEAOBATE/IHO MOXE Aa MOBIIHAC
crniocobHOCTTA 32 WothHpaHe Wik pabora ¢ MammHH, Ha manyeHTHTE ce penophyBa Aa He wWodHpaT, fa He
paboTAT ChC CHOKHH MAIIMHY WK A3 YIACTRAT B APYTH NOTSHIMATHO PUCKORH ACHHOCTH, XOKATO ¢¢
pazbepe nany TO3H JeKapCcTBEeH NPOAYKT 3acAra TAXHATA CIIOCOOHOCT 2 H3BBPLIBAT TE3H

JIEHHOCTH.

4.8 Hexenann JeKapcTBeHN PEaKIHH

KimnnunaTa mporpaMa Ha nperadanus e snoysana Haa 8 900 manpeHTH, KOMTO ¢a H3NON3BaIH
nperabanuH, Hax 5 600 oT XOMTO ca B3eIH YYacTHE B ABOHHO-CIIENH IUTale60 KOHTPONHPAHH NPOYYBAHHA.
Haii-4ecTo chobmaBpaHHTe HeXeENaHH peakiiy ca OHIH 3aMastHOCT ¥ ChHIMBOCT. HekenanuTe peakiHu
OOHKHOBEHO ca Ounu nexu no yMepeHH no cuna. Hecrorara Ha NpeKbCBaHE Ha JICYEHHETO NTopaiH HeXeNaHH
PeaKLiM 33 BCHYKH KOHTPOJIMPaHH NMpoy4BaHHd € Ouna 12% npu nanpeHTH, nojiydaBauiy nperabanqs, 1 5%
IPH NalHeRTH, oydaBany naaleto. Hali-uecTHTe HeXelTaHM PeakiiM, JOBEIH IO NPEeKbCBaHe Ha
JISYEHUETO, B I'PYTH, JIEKYBaHH ¢ nperabanug, ca HWIH 3aMagHOCT M CBHJIHBOCT.

B Tabnuua 2 no-mony ca u3bpoeHH No Kiaacose | dectota (MHoro dectu (= 1/10); wectu (= 1/100 no

< 1/10); reuect (= 1/1 000 no < 1/100); pexxn (= 1/10 000 go < 1/1 000); mHOroO peaxu (< 1/10 000), ¢
HEHM3BECTHA YeCTOTA (OT HAIMYHMTE JAAHHH HEe MOXe J1a OB/le HANpaBeHa OLICHKA) BCHUKH HEXKeNNaHH
AEKAPCTBEHHU PeaKiiy, KOMTO 2 HACTBIWIHN C YeCTOTa, NO-ToMiAMa OT 1anedo 1 IpH noseye OT e/1nH
naireHT. BB BCAKO rpynHpaHe 110 YeCTOTa HesKEIaHUTe e(heKTH ca NPEACTABEHH B HU3XOOAIL Pl o
OTHOLICHHE CePHO3HOCTTA.

H36poernre HekenaHn peaklMi MOraT a 6b4aT CBbpP3aHH H ¢ IO/UIeXKaIloTo 3a00NaBaHe W/ HIH
CHITETCTBALIH ICKAPCTBEHH TIPOAYKTH.

[Ipu neueHHeTO HA LICHTpaaHa HeBponarHa 6onka B pesyirar Ha rpbOHaAYHOMO3BYHA TPaBMa ¢ 61na
yBEJIHUEHA YECTOTATA Ha HEXETAHHTE PeaKiHK KaTOo LiA10, HEXKEIAHNUTE peakidi oT ctpaHa Ha LHC

11 ocobeHo crHANBOCTTA {BXK. TOUKA 4.4).

JOIMENHUTETHHTE PEaKIliH, CHOOWIEHH OT MOCTMAPKETHHIOBHSA OIUAT Ca MapKupaHu B [talic B cnivcbka
no-AoJiy.

Tabauna 2. Hekenanu JieKAPCTBEHH peakiiy, NPeAH3IBHKAHH OT Operafannn

CucTeMo-0prases Kjaac HexelanH Je€KAPCTBEHH PCAKIHH
Hudexunun u HEdecTannH

YectH Hasodapunrut

Hapymenus Ha KPbBTa H JAM(DHATA CHCTEeMA




HedecTH HeyTponenus
_Hapymenns Ha HMYHHATA CHCTEMA
Heuectn Cepvxuyecmeumenrocm
Peaxu Anzuoedem, arepausna peaxyus

Hapymienns Ha MeTa001H3Ma R XpaHEeHETO

Yecn 3aciiBaHe Ha aneTHTa

HeuecTH AHOpEKCHS, XHIOTTHKEMHUA

IIcHXWYHH HAPYINCHHAN

Yectn EydopHiHo HacTpoeHHe 00BPKAHOCT, pa3Apa3HHMOCT,
Je30pHeHTaLA, Oe3cEHIe, HaMalleHo THOUAO

HeuectH XamouuHauua, NaHHYecKa aTaka, 6e3nokKo#icTso, Br30yaa,
Aerpecys, MOTHCHATO HACTPOCHUE, MIPHIIOBIMTHATO HACTPOCHHE,
azpecus, IPOMEHH B HACTPOEHHETO, ACTICPCOHANH3AIHAA, TPYIHO
HaMHpaHe Ha OyMH, NATOJIOTHYHH ChHMAINA, TOBHUILIEHO NHOHAO,
AHOprasMus, anaTHA

Penku Hepm3aspikaHocT

Hapymenns Ha HepBHATAa CHCTEMA

MuOro 9ecTH

3aMasHOCT, CHHJIMBOCT, I71aBO0OANE

YecTH

ATaxcus, HapyHUICHAa KOOPAMHALHA, TPEMOp, AU3apTpus,
AMHE3MA, HapyIEeHUA Ha aMeTTa, HapyIlCHUA HA BHUMAHHETO,
MapecTe3uy, XHIIOECTE3MA, CEAHpaHe, HAPYHUICHO paBHOBECHE,
neTaprus

Heuectnn

CHHKOIL, CTYTIOP, MHOKIOHYC, 3a2y0a Ha Cb3xaHue, MOBHIIEHA
[ICHXOMOTOPHA aKTHBHOCT, AUCKHHE3H s, 3aAMagHOCT NIPH
H3NpPaBgHe, HHTCHIHOHEH TPEMOP, HUCTArbM, KOTHUTHBHO
PasCTPOHCTBO, YMCMBEHO YBPEdCOaHe, TOBOPHO HapyLICHHE,
XHNopedIeKCHA, XHIIEPECTE3MA, YYBCTBO Ha MApeHe, arcims,
0010 HepaznoIoHCeHUe

YecTH

I'vpuoee, NApOCMHA, XHITOKHHE3HA, JUcrpadHs

HapymweHug Ha ouHTE

Yeot

3aMBINIEHO 3PCHME, MILIONNS

HedgectH

3ary6a Ha nepH¢pepHO 3peHHE, 3PUTEITHO HapylIeHHe, OTOK Ha
O4HTE, AcdeKT B 3PUTETHOTO I10JIE, MIOHMKEHA 3PHTENIHA
OCTpOTa, OOKH B OYHTE, aCTEHONHA, GOTONCHS, CYX0Ta B OYHTE,

Penxu

MOBHIICHA NaKPHMALHA, IPA3HEHE B OUHTE

3azyba na 3penue, xepamum, OCLNIONICHA, HAPYIIICHO 3PHTENHO
BBE3MPUATHE 3a ABIO0OYHHA, MHIpHA3a, CTPabH3BM, IOBHIICHA
APKOCT Ha obpa3ure

HapymweHus HA YX0T0 H Ja0HpHHTA

YectH

CBETOBBPTEN

HeudectH

XHIepaKy3Hc

CobpaevBn HApYLIeHHA

HeyecTnt

Taxwkapans, arpuoBeHTpHKY/IapeH Onok 1 cTereH, cMHycoBa
OpanHKapaHsa, KOH2ECIMUBHA ChPOeUHA HEOOCMAMBUHOCH]

Penxu

Vovaocasane ua QT-unmepeana, CHEyCOB2 TaXHUKapAUs,
CHHYCOBA apHTMHS

Crnaosn Hapymenus

Heuvectu

XHUIIOTOHHS, XHITEPTOHHA, FOPELIH BBIHH, 3a¥epBiBaHe, CTYICHH
KpainHHLH

P&CIIHERTBPHH, 'PEOHH H MEAHACTHHAJINE HAPDYHICHHAR

Heuect JlucnHes, enuCTAKCHC, KAlUTHLA, Ha3aHA KOHIeCTHA, PH
XBpKaHe, CYXOTa B Hoca |
Penxu benodpoben omox, cTarade B I'bplOTO

CromMaiIno-9peBHE HAPYIICHHS

YecTH

IToBpbimane, zadewe, 3anek, ouapus, (iaTyNIeHIH, N0

Ha KOpeMa, CYXOTa B YCTaTa Nl
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Heuect lactpoesodareanen pedayke, MOBHILIEHO CIIOHOOTACTAHE,
XUIMOECTe3HA Ha YCTHaTa KyXHHA
Penxu ACHT, NAHKPEATHT, nodyeane Ha e3uxa, AHcharus




HapymeHns Ha KOXATa A NOAKOKHATE ThKAK

HeuecTu

Penxu

ITaynoseH 00pHB, YPTHKAPHA, XHIIEPXUAPO3A, Npypumyc

Cundpom na Stevens-Johnson, CTyAeHa 0T

Hapymienns Ha MYCKYJIHO-CKeJIeTHATA CHCTEMA H CheTHHHTEIHATA THKAH

YecTH MYyCKYJIHH KpaMITH, aprpanrus, 6onku B rep0ba, 60NkH B KpaiiHHK,
LCPBUKANCH CHIA3HM

Heuectn IToaysaHe Ha CTABHTE, MHANTHA, MYCKYJIHH IOTPENBaHHA, HOIKH
BBEB BpaTa, MYCKYJIHa CKOBAHOCT

Peaku PabgomMuonusa

Hapymwenns 5a 0n0penure B NHKOTHHTE NBTHINA

HeyecTH

MHKOHTHHEHLIMA Ha YPHHaTa, AH3YpHA

Penkn

BrOpeuHa HEAOCTATEIHOCT, QIIMIYPHA, peMeENYLUR HA YpuHa

HapyunieEHsS HA BL3NPON3BOAHTEIHATA CHCTEMA H IbPJATA

Yectn EpexTHiiHa JHCYHKLMA

HeuectH CexcyanHa qucdyHKLHA, 3a0aBEHA eAKynailis, JUCMSHOpe,
Oonkxu B repHarTa

Penxu AMeHopes, CeKpeLya OT IbpAaTa, YrojleMABaHe Ha TEPAMTE,

cUHEKOMaCmun

O0mu napymenns 4 edeKTH HA MACTOTO HA HPHIOKEHHE

Yectr IlepuidepHd 0TOUH, eEM, HapYIlICHa NTOXO/Ka, NaJaHe, YyBCTBO
33 ONMMAHEHHE, HeoOHYaiHO yCelllaHe, YMOPAEMOCT

Heuectn I'eHepanu3HUpaH OTOK, OMOK HA UYEmo, CTATAHE B TEPAHTE,
OoJixa, TpecKa, KaKa, CTYAEHH TPBIIKH, aCTeHHA

Hacnenpanus

YectH YBenmaasaHe Ha TEJISCHOTO TETIO

Hevectn IorunieHue Ha KpeaTHHUH GHOCHOKHHA3ATA B KPHBTA,
NOBHILEHNE HA AIAHMH aAMHHOTPaHCPepasaTa, MOBHUICHHE HA
acraprar aMHHOTpaHc(epas3aTa, IOBHILIEHUE Ha KPBBHATA 3aXap,
HaManeHHe Ha Opos Ha TpoMOOLMTHTE, MOBHIICHHUE HA
KpEeaTHHHHA B KPBBTA, IOHIDKEHHE Ha Kalusa B KPBBTa, 3aryda Ha
TEACCHO Trso

Penku TToHrxkenue Ha Opos Ha JIEBKOLATHTE _

IMpy HAKOW NanueHT! ca HabMoONaBaHH CHMITTOMH HAa OTHEMAaHE C/IEJ CITHPaHe HA KPATKOCPOYHO H

ABATOCPOUHO JedeHue ¢ mperabanun. CrenHuTe peakLuM, NOKAa3aTeIHH 3a PH3HYECKA 3aBHCHMOCT Ca
OWIH crioMeHaTH: Ge3cbHHe, rMaBo0oIHe, rafieHe, TPEBOXKHOCT, JHAPHA, I'PHIIEH CHHAPOM, KOHBYJICHH,
HEPBHOCT, fenpecHs, Gonka, Xunepxuapo3a M 3amaiisane. [TaupenTure TpaGea na GbaaT HHGOpMHUpPaHH 33

TOBa MPH 3ano4YBaHC Ha NCYCHHETO.,

JI[aHHKTe 3a MpeKpaTABaNe HA JHJATOCPOUHOTO NeUeHHe ¢ NnperabayIHH 1MoKaspar, 4€ 9eCToTara u
TEXECTTa Ha CHMIITOMHTE Ha OTHeMaHe OMxa MOTJIH Ja OpJaT Jo303aBUCHMA,

Heduampuuna nonyiayus

[IpodmmeT Ha Oe3omacHocT Ha nperabanyH, HabmomasaH Py ABE MEAUATPHYHY HIITHTBAHHA
(wanuTBaHe 32 PapMAKOKHHETHKA H HOHOCHMOCT, n=65; 1-roqHImHO OTKPHTO H3NHTBAHE 3
npocnengsade Ha Ge3onacHoCTTa, n=>54) e noxobeH Ha TO3H, HaOMORABAH NPH H3ITUTBAHUATA NIPU
BB3pacTHH (BX. ToukH 4.2, 5.1 1 5.2).

CrolilaBaHe Ha MOA03HPAHN HEXKEIAHH PeaKIIHH

MoAO03npaHa HEXEIaHa peaKluA Mpe3 HallHOHA/IHA CHCTCMA 3a cmoﬁmanauc:

bbarapus




HansnHuTe Ha areHUKs 110 JIeKapcTRaTa
yi. ,,Jlaman I'pyes” Ne 8

1303 Codux

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 Ilpeno3upane

Haiji-uecTo chOOIIABAHHTE HEKCIIAHH JIEKAPCTBEHH PEAKLMM OT MOCTMAPKETHHIOBHS OMNUT,
HabnoRaBaHH TIPH MpefO3NpaHe Ha perabaaMH ca BRIIOYBAIH CHHIHBOCT, ChCTOSHHE HA 00BPKBAHe,
8b36yAa 1 Ge3nokoiicTBo. [lomyduenu ca chOOIEHHA H 38 IIPHIABIH.

B peaxu cirydad ca noKiIaJBaHH CIy4aH Ha KOMa.

JleyeHueTO NpU NpeAo3upaHe Ha MperaGanuH TpaOea da BKIOYBA OONIH NOMTBPKALNA MEPKH H

EBEHTYAITHO XeMOAMaMm3a npy Hyxa (Bx. Touka 4.2 Tabnuna 1).

5, GAPMAKOJJOI'NMYHH CBOUCTBA

5.1 PapmakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA IPyna: AHTHETWICNTHYHE CPEICTSa, APYTH aHTHEIWICITHYHH CPEe/ICTBa,
ATC xom: NO3AX16

AKTHBHOTO BEIECTBO MperaGajiMH € aHAIOT Ha raMa-aMHHOMACIeHaTa KicenuHa [(S)-3-(ampmoMeTHN)-5-
METHJIXEKCAHOEBA KHCEIMHA)],

MexaHW3BM Ha JEHCTBUE
[Iperafanun ce CBBP3Ba C JOTBIHHTENHATA CyOenuHENa (02-0 6€MTHK) Ha BONTAXK-32BHCHMHTE KaNUMEBH

KaH2UIH B IICHTPAJITHATA HCPBHA CHCTEMA.

Knunnuna e@ukacHocT ¥ 6e3onacHOCT

Hesponamna 6onxa

EdeKkTHBHOCTTA € JOKa3aHa B M3MMTBAHMA NPH AHabeTHAa HEBPOITATHS, IIOCTXCPNICTHYHA HEBPAITHA H
rppOHaYHOMO3bYHa TpasMa. EQeKTHBHOCTTa HE ¢ npoyUeHa MpH ApYTH MOACTH Ha HEBPONIATHA
6orka.

TIperaGanuH e npoyueH B 10 KOHTPONMpPaHH KIMHAMHH H3MUTBAHAA C TIPOABLIDKHTENHOCT A0 13 ceIMALHM C

AByKpaTeH qHeseH npuemM (JII1M) u no 8 ceamunm ¢ Tpuxpares AucseH npueM (TI1/). Karo wino,
6e3omacHOCTTa H epeKTHBHOCTTA IpH cxeMuTe Ha npunarade ¢ JTTJ 1 TII ca 61 cxoaxu.

B KJIMHUYHMTE NPOYYBAHKSA ¢ NIPOT/KMTENHOCT 10 12 ceqMHLIM KaKTO 3a nepHdepHa, Taka U 3a LEHTpaIHa
HeBponaTHa Honka, orcnabeaHe Ha Gonkara e Ouno HabmozaBaHO N0 KpasA HA ITbpPBaTa CEIMHMLA H CE €
3aMA3KII0 TIpe3 LEHA NEPHO Ha JICUEHHE.

B KOHTpOJIHpaHH KITHHHYHH IIPOyYBaHKs NpH nepHdepHa HeBponaTHa Gonka 35% OT nanmeHTHTe,
nexypamu ¢ nperabamit, 1 18% ot nauueHTHTE Ha IUTalie60 ca Manu nofodpenue ¢ 50% Ha TOUKOBHA
pe3yNTaT 3a OLEHKa Ha Gonkara. Cpea nauuenTuTe 663 possK Ha CHHIHBOCT TakoBa noaobperue € 610
naGmonarano npu 33% or nexysanuTe ¢ nperaGanus v npu 18% ot nauuenTHTe Ha niauebo. Ipu
[ALMEHTH C IPOABH Ha CHHJIMBOCT TEPaneBTHUHUAT OTroBop e 611 48% B rpynara ¢ nperaGaiuH ¥ 162
mnauebo-rpynara.

B konTpoaupaHo KTHHHYHO MPOYyYBaHE MPH LEHTPaIHa HEBponaTHa OoJika 22% ot naume
nperabamuy, ¥ 7% OT nanMeHTHTe Ha manebo ca umany nogobpenne ¢ 50% Ha TOUKOBHS P
OLIeHKa Ha foJKara.
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Enwencus

JonmsnHuTEHA Tepanys

[peraanuu & poydeH B 3 KOHTPONMPAHY KIMHIYHK UINHTBAHHSA ¢ NPOABILKUTENHOCT 12 ceaMMiK NpH
JITH wnu TIIX npreM. Kato wsano, 6ezonacHocTTa M eheKTHBHOCTTA NPH cXeMuTe Ha npHiarade ¢ AI1J] #
TILJ] ca OMIH cXOHH.

HamaneHHe Ha 4ecTOT4aTa Ha MPHCTHIHTE ¢ Ko HaGMIoxaBaHo O Kpas Ha IMhpBaTa ceaMHLA.

IHeduampuuna nonyrayus
EdukacrocTTa M 6e30macHOCTTa Ha nperabaMuy Karo AOITbJIHUTE/IHA TEpAIKA 3a eMHIIeIICHA NPH

NeAHATPHYHHE NAUHSHTH oA 12-rofMIIHA BB3PAcT H IIPH IOHOLIH HE ¢a ycTaHOBeHH. Hexenanwure cuburns,
HabMoAaBaHK NMPH W3NWTBAHETO 3a PapMAKOKHHETHKA U MTOHOCHMOCT, KOSTO € BIIIOYBAJIO NIAMEHTH OT 3-
MecewHa A0 16-roaniHa Be3pactT (n=65), ca moaobHH Ha Te3H, Hab/MOKaBaHM MpH BB3PACTHH. PesynTature
OT 1-rOHIIHOTO OTKPHTO H3MUTBaHE 3a 6e30MacHOCT NpH 54 negUATPHYHH NALHEHTH OT 3-MecedHa Ao 16-
rOJUILIHA BBE3PAcT C eNMIENCHs MOKa3BaT, 4¢ HeXkeNnaHuTte chOuTnd Ha deSpunureT 1 HHPEKIMHA Ha TOPHHTE
JAXaTeJHY IMBTHINA ce HabaIoNaBaT mo-4ecTo, OTKONKOTO B H3NMHTBAHUATA IIPH Bb3pacTHH (BX. TOUKH 4.2,
4.8 u 5.2).

MoHoTepanus (HOBOXHArHOCTULIMPAHH MALKCHTH)

[IperabanuH ¢ npoyueH IMpH €HO KOHTPOJIUPAHO KITHHHYHO MPOYYBAHE ¢ MPOABKUTENHOCT 56 ceaMuIy, ¢
npuioxenne JILI.

[Iperabanuu He € Mokazan no-Manka eGeKTHBHOCT CIPAMO JIAMOTPHIHMH 110 OTHOIICHHE Ha KpaHHaTa TOYKa -
6 Mecena O6e3 npucThni. [Iperabamis n TaMOTPUIHH ca CPaBHHUMM MO OTHOIISHHE HA 0e30MacHOCT U AoOpa
NMOHOCHMOCT.

Fenepanuzupano Tpesooicro Pazcmpoiicmeo |
ITperaGanuH e npoyyeH B 6 KOHTPOJMPaHH KAHHHYHH H3THTBAHHA C [IPOABIDKUTENHOCT 4-6 CeAMHLH, €HO

MPoy4BaHe NPH NaLMEHTH B CTaApYeCKa BBb3pacT € MPOAB/DKATEITHOCT 8 CeIMHUIM H €JHO JBJITOCPOYHO
MpOYYBaHE 33 MPEBEHLINA HA peLAMB ¢ ABOHHO-CNANA (paza HA NPEBEHLIMS HA pEeNHINBA C
NPOABL/DKUTEIAHOCT OT 6 Mecela,

O6nekueHne Ha cumnmroMuTe Ha I TP, naMepeHo upe3 CkanaTta Ha XaMIITOH 3a olieHka Ha TPEBOKHOCTTA
(HAM-A), e 6110 BaOAI0OAaBaHO A0 Kpas HA ITHPBaTa CeIMMIIA.

B KOHTpOIHpaHH KIMHAYHHA H3MHTBaHHSA (4-8 ceAMMM NPOABIDKUTEAHOCT) 52% OT NAHEHTHTE, JIEKYBaHH
¢ nperaGanun u 38% ot nauMenTIYe Ha I1anedo ca uManu none 50% nopoOpenue B 061KA pe3yNTAT 11O
HAM-A oT #3X0aHOTO HHBO O KpaiHaTa TOYKa.

[Ip¥ KOHTPOMMPAHH MPOYHBaHHA, TIO-FOIAMA YaCT OT MALIUSHTHTE, ICKYBaHH ¢ nperabaiu, ca crobnmny 3a
3aMbIJICHO 3pEHHE, B CpaBHECHHE MALMEHTHTE, JICKYBaHH ¢ Iuianedo, KOETO € OT3BYHaNO B [TOBEUETO CAYUaH
NpH NPOALIKHTENHO npunarare. [TposeaeHH ca opTATMONOrMYHH H3CIESABAHHS {BUIIOYHTETHO M3CNCABAHE
HA 3PUTENHA OCTPOTA, CTABAAPTHO HACJEABAHE HA 3PUTETHOTO NONE M PAsIIMPEH (PYHACCKONICKH NPEryen)
npH nose4de ot 3 600 maMeHTH B pAMKHATE HA KOHTPOJIMPAHHM KNMHHYHH npoyuBaHui. [1pA T¢3H naupeHTH
1PUTEJIHATA OCTPOTA € HaMasleHa npu 6,5% oT nanWeHTHTe, IeKyBaHH ¢ nperabanuH u npH 4,8% ot
NALMEHTATE, JIEKyBaHH C Iane6o. ITpoMeHH B 3pHTENHOTO M10J1e Ca YCTAaHOBEHH HpH 12,4% OT NeKyBaHHTE
¢ nperaGanuH U 11,7% ot nexypanuTe ¢ mwiauedo naumenTn. GyHROCKONCKHA MPOMEHH ¢4 HAOMIOAABAHHM TTIPU
1,7% ot nexyBauuTe ¢ riperabanuH u 2,1% oT nekypanuTe ¢ wianebo NaLUeHTH.

52 PapmakoKHHETHAYHH CBOHCTBA

CraupoHapuuTe (apMaKOKMHETHYHY NOKA3aTeNH Ha mperabanun ca CXOMHH NpH 3Apasu AoOposony,
NaLHEHTH ¢ ENMIENCHA, MOMyYaBalili AHTHETHISNTHYHA JIEKAPCTBA, H MALMEHTH ¢ XpOHHYHA Gonka.

Abcopbumsa s

[Tperabanuu ce pesopOupa 6Bp30 NMpH NPHIIOKCHHE HA MTAKHO C MHKOBY IUTA3MEHM KOHUEHTPAARY, /~ sfm
HACTBIIBALLM B PAMKHTE HA S/IUH YaC KAKTO C/IE/{ SAHOKPATHO Taka i CIe/l MHOTOKPaTHO MPUIArRHE, 2. L
[lepopaitaTa GHORATWHHOCT Ha nperabanui ce Ouaksa fa € >90 % | ¢ ue3aBucHMa ot ao3aty. &
MHOIOKPATHO NPUIATaHe CTALMOHAPHO CECTOSHHE Ce JOCTHra B paMKHTE Ha 24 10 48 uaca. *'
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CkopocTra Ha pe3opOuua Ha nperabanvH HAMANARA NIPH IPHEM ¢ XpaHa, KOETO BOAH KO MOHIDKEHHE Ha
Cmax ¢ okono 25-30% u 3a6asaHe Ha tmax a0 npubmmzurenHo 2,5 vaca. [IpueMsT Ha nperabanuH ¢ XpaHa,
obaye, HAMA KIIMHHYHO 3HAYMM e(eKT BPXY CTENeHTa Ha pe3opdLiud Ha nperabamyH.

Pasnpezenenue |
[IpeaxHHUYHE IPOYIBAHKA MOKA3BAT, Y€ nperabanyuy npeMHHaBa npe3 KPBBHO-MO3bYHATa fapHepa Ha

MHHIKH, [LTBXOBE U MaiimMyHH. JlokasaHo €, 9e nperabanuHd npeMUHaBa Nnpe3 IaleHTaTa NPH INILX0BE H Ce
OTKPHBA B MIMKOTO Ha KEpMeEIIH IUrbXxoBe. [IpH Xopa npHBHAHUAT 0OeM Ha pasnpeneneHue Ha nperabainH
clie]] nepopanHo npunoxenne e nputmasurento 0,56 Vkg. IlperaGanu He ce CBBP3Ba ¢ IVIA3IMEHHTE
benrnim.

buorpaHcdopmang

MeTtaComu3MET Ha niperabainH npH xopa € nperebperxuMo Mairek. Cnell TpHeM Ha J103a paTHOAKTHBHO
Gennzan nperaGanus npubamsurenuo 98% OT PATHOAKTHBHOTO BEIECTBO, YCTAHOBEHO B ypHUHATa, € O1iIo
HelTpoMeHeH nperabanuy. N-MeTHIHPaHHAT JXEePHBAT Ha NMperabaiuH, OCHOBHHAT MeTabonuT Ha
nperabanuy, OTKPUT B YPHHATA, cheTaBlaBa 0,9% or nosara. B npeaxnHHUYHY NpoyYysaHHs He Ca
YCTaHOBEHH JAHHM 33 palieMu3aliid Ha S-eHaHTHOMEpa Ha nperabanus Ao Heroeusa R-eHaHTHOMED.

EnnMuaupase
ITperaGanuH ce eIMMEENpA OT CHCTEMHOTO KphBooGpallieHHe IIaBHO Ype3 OpOpetHa eKcKpelua B

HenpoMeHeH BAA. CpeaHHAT eMTHMHAHALMOHEH NOIYXHUBOT Ha nperabaiuH e 6,3 daca. [Inasmenusar n
6B0peYHHAT KIHPBHC Ha nperabanuy ca NpaBo NPONOPLMOHATHH HA KPSATHHHHOBHS KIHPBHC (BX.
Touka 5.2 brbpedHo yBpexxnane).

ITpu naupeHTH ¢ HaMalleHa GrOpeyna GyHKIMA WIH HA XeMOAMANK3a € HeoOXOANMO ajanTupate Ha
noszara (Bx. Touka 4.2, Tabmuna 1).

JuHeliHocT/HeMUHSHHOCT

®apMakOKHHETHYHHTE NMOKA3aTEIH HAa nperabalIHH ca IHHEHHH B PAMKHTE HA [PENOopbYMTEAHHI JHEBEH
no30B HHTepBa. BapuabunHocTra Ha dhapMakOKHHETHKATa Ha MperabalHe MEXIY HHAMBHIHTE ¢ MaJka

(< 20%). DapMaKOKHHETHKATA IIPH MHOT'OKPATHO TpUiaraHe Moxe jaa 6b/e npeasnaeHa OT JAaHHKTE MPH
eAHOKpaTHa Jo3a. CliefoBaTeNHo, He € HeOOX0AMMO PYTHHHO MOHHUTOPHPAHE Ha IU1a3MEeHHTE KOHLUCHTPAlMH
Ha nperabaJlHH.

Ilon
KIHHHYHHTE NpoyYBaHHMA MOKA3BaT, 9€ MOIBT HE OKA3Ba KIHHHYHO 3HAYHMO BIIHAHHE BHPXY IUIa3MEHHUTE
KOHIIEHTPALHK Ha mperadaiuH.

b16peuno yBpexaane
KnupbHCHT Ha nperaGainH e npaBoIpONOPIMOHANIEH HA KPpeaTHHUHOBHA XumMpbHe. OcBeH ToBa nperabaiuy

Ce OTCTpaHABa e()eKTHBHO OT IU1a3MaTa Upe3 XeMOAHaNH3a (caen 4-94ac0BO XeMOAHAIH3HO JICUCHHES
IIA3MEHUTe KOHLEHTpAIMH Ha nperabaniH ce noHmkasat ¢ npubnxaurenno 50%). Tui kaTo 6B6peuHoOTO
€/TMMHHHpPAHE € INIABHHAT BT Ha eMMUHMpPaHe, MpH NalMeHTH ¢ HapylmeHa 050peana GyHKuus ¢
HeoOXoQHMO HaMaNdBaHe Ha [[03aTa, a CIe] XeMOAHAIN3a ¢ HeoOX0MUM JOMBIHHTE/IEH MMPHEM (BXK. TOUKA
4.2 Tabnuua 1).

YepHoapoOHO yBpexkaaHe
He ca npoBekaHH CIIELMATHH (hapMAKOKHHETHYHH MPOY'BaHHUA NPH MALHEHTH ¢ HapyllleHa YepHOApoOHa

dyukma. Tei kaTo nperabainH He MpeTHPIIBA 3HAYUM METabOIH3IBM H CC CKCKPETHPA NMPEIHMHO B
HEMpOMEHEH BHJ B YPUHATA, HapyIueHara 4epHoApoOHa ¢yHkims He OH TPAOBAIO Aa MPOMEHS 3HAYHMO
IU1a3MeHydTe KOHIIEHTpalHK Ha nperabaiyH.

[eanaTpuyHa NomyIaIs ,/: R
DapMaKOKUHETHKATA Ha NperaGaliH e oleHeHa TIPH NeTMATPUIHH NALHEHTH ¢ emaneneg(ibapactidim, .
rpyns: 1 go 23 Mecena, 2 Ao 6 roguuay, 7 10 11 roguam # 12 1o 16 rogdHH) IMPH A030) 2 2l %
mg/kg/nen npy NINUTBaHe 3a papMaKkOKHHETHKA H IIOHOCHMOCT. T j“f 8
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JOCTHTaHe Ha MAKCHMAJTHH TWIA3MEHH KOHUEHTPALMH 110 IIPHHLAI € CXOJHO NMpH YYaCTHHLNTE B LlaTa
Bb3pacToOBa rpyna U Hacteea 0,5 yaca qo 2 yaca ciiefl npyeMa Ha f03ara.

[TapamerpHTe Cmax 1 AUC 32 nperabaiun HapacTBaT JHHESHHO ¢ MOBHINABaHe Ha A03aTa B paMKHTE Ha
BCAKa efHa oT Bb3pacTtoBHTe rpym. AUC ¢ ¢ 30% no-mManka npH eAHATPHYHHUTE MallHEHTH € TEJIECHO
terno nox 30 kg mopaaH no-BUCOKHA, KOPHTHPAH 3a TEJIECHO Teri1o KpbHC oT 43% NpH Te3H NnauueHTH B
CpaBHEHHE C MALMEHTHTE, KOUTO HMAT TenecHo Terio >30 kg,

TepMHHATHUAT MOTYKHBOT Ha nperabaiuH JOCTHTa CPeHO OKOJIO 3 10 4 yaca NpH MEAHATPHYHH NALMEHTH
Ao 6-roaMiHa BB3pacT H 4 1o 6 4aca NpH NALMEHTHTE Ha B HaZ 7-TOJHIIIHA BB3PacT.

[MomynaipoHEUAT papMaKOKHHETHYISH aHAIH3 NOKA3Ba, Me KpeaTHHHHOBHAT KAHPBHC ¢ 3HaUMMa KoBapHaTta
Ha KJIMpBHCA Ha nperabanul cien nepopaiHo MPHIOKEHHE, TEJIECHOTO TEr/IO € 3HaYMMa KOBapnarTa Ha
NpUBUAHKA 00eM Ha painpeAeneHue Ha Nperabaiuy cien NepopaTHo NPAIOKEHNE 1 Te3H 3aBUCHMOCTH Ca
CXOHH NpH NeAUaTPHYHH X BB3PACTHHA NALMEHTH.

(DapMakoKUHETHKATA Ha nperabalnuH MpH MalHeHTH 110]1 3-MecedHa BE3pacT He € NMpoyueHa (BiX.
To4kH 4.2, 4.8 1 5.1).

TlaupeHTH B cTapuecka BB3PacT (Had 65 ropuum)

ChllecTBYBa TEHACHINA 3a HAMATIIBAHE Ha KIMphHCA Ha IperaGajiH ¢ BapacTBaHe Ha Bb3pacTTa. ToBa
HAMAJICHHE Ha NepopaiHMA KIMHPHHC Ha nperabaiiH CHOTBETCTBA Ha MIOHIDKEHHETO HA KIKPHHCA Ha
KpEaTHHHHA, CBHP3aHO C HANPEABaHe Ha Br3pacTTa. [IpH nauHeHT! ¢ BB3pacToBo 00YCA0BEHO HapyIIeHHe
Ha 6p6peunaTa GyHKIMSA MOXKE /1A C& HATOKHM HAMAIMBAaHE Ha J03aTa Ha nperaGaiuH (Bx. TOUKA 4.2
Tabnnua 1).

KupMauku
HanpaseHa e oneHka Ha (hapMakokuHeTHKata Ha 150 mg nperaGanun, npuiarad npes 12 yaca (aHesHa n03a

300 mg) npy 10 xeHu B IepHOA HA JIaKTaHA Hal-Maiko 12 ceIMHIM Cnex paKaaHeTo. BiHAHHETO Ha
NAKTAaLHATA BEPXY PapMaKOKHHETHKATa Ha nperabanuH ¢ 6wio MaJIKo WIH H3061I0 € JIUICBANo.
[IperabanuH ce eKCKPeTHpa B KbPMATa B CPeIHH CTALMOHAPHH KOHLIEHTPALMH, NMPHOMH3NTENHO paBHH Ha
76% oT KOHLEHTpaIHHTe B MaliYnHaTa ru1asMa. M3uncnenaTa ao3a 3a KbpMa4eTo, NoeTa ¢ KbpMa
(mpHeMaiiky, Y€ cpeHaTa JHEBHA KOHCyMalHd Ha kbpma e 150 ml/kg/nen) ot xenH, npuematid 300 mg/nen
MM MaKCHMATHATA AHEBHA A03a or 600 mg/neH 61 6una cxorseto 0,31 unn 0,62 mg/kg/nen. H3uucnennre
H03H ca npuOnM3uTeNnHo 7% oT ofuiaTa AHeBHA A03a Ha Matikata, H3pa3ceHa B mg/kg.

§.3 IIpeaxnuuuuHH JaHHH 32 Ge30NMaCHOCT

B KOHBEHLKOHANHH JapMAKOIOTHYHH MPOYYBAHHA 3a.5€30MacHOCT ITPH AKHUBOTHH NMperabanuH ¢ nokasan
A0Gpa NOHOCHMOCT B JH03H, CHOTBETCTBAIIH HA KITHHHYHO NpWiaraHuTe. B npoyusaHHs 32 TOKCHIHOCT €
MHOTOKpaTHO MpHIaraHe, MPpOBEAEHH MPH NJILXOBE H MAAMYHH, ca GwiH HaGmonasann edexru brpxy LIHC,
BIUTIOYHTENHO XHIIOAKTHBHOCT, XUIIEPAKTHBHOCT H aTakcui. Cie/l NPOAB/DKHATEIHA €KCIIO3HLIMA Ha
nperabajivH, ChOTBETCTBAINA Ha EKCITO3HIMA 2> 5 ITBTH HO-ro/isMAa OT CpeiHaTa €KCMO3HLIMA MPU XOpa MpH
MaKCHMAJIHATA MPEeNnoOpbYBaHA KIMHHYHA K033, ce HalmoAasa nNoBHIlIEHa YecToTa Ha aTpodHa Ha peTHHATa,
oOukalino sadniofaBaHa NpH IWIbX0oBe an0MHOCKH B CTAPYECKA BB3PACT.

[Iperabanuy He € TepaToreHeH NMPH MHILIKH, TUTbXOBE HIH 3aild, PeTanHa TOKCHUHOCT MPH MIBXOBE H
3alij¥ € HACTBITHIA CaMO MPH €KCNO3MIKH, HAAXBBPIAIIM 3HAYHTEIHO TA3H IpH xopa. B

MpeHaTATHHW NOCTHATATHA NPOY4YBaHHS 33 TOKCHIHOCT NperabaivH € JIOBEIT 0 NOABA HA TOKCHYHH e(eKTH
BBPXY PasBUTHETO Ha MOKOJIEHHETO NPH [UTBXOBE CHE/ eKCNO3HUHH > 2 ITbTH NO-ToJAEMH OT MaKCHMAJIHATA
NPETNOPBEYBAHA EKCTIOZHIMS TIPH Xopa. R

Ha6ntonaBann ca HeXxeNaHH eeKTH BBPXY (hepTHIIMTETa IPH MBAKKH H XKEHCKH IUTBXO
€KCIIO3HUHH HAMXBHIWIN AOCTATHYHO TEpaNeBTHYHATA eKcro3uiid. Hexxenanure eg
PENPONYKTHBHH OPraHH M MapaMeTpHTe Ha criepMara ca OuinH oOpaTHMH H ca HACTBII FAAS
eKCIIO3HLHH HaIXBHP/IMIK AOCTATHYHO TEpaNeBTHIHATA CKCIO3MLMSA WK ¢a GHId cﬂﬂp@ﬁﬂ cw cn hras
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IereHepATHBHU MpPOLIECH B MBbKKHTE PENpPORYKTHBHM OPraHH Ha Iurexa. ITopaau Topa ce CUHTa, ue eeKTHTe
MMaT Ma/IKa WIH HAMAT KIHMHHYHA 3HaYHMOCT,

[IperaGanuH He € TeHOTOKCHYEH BE3 OCHOBA Ha PE3YJITATH OT CepHA OT in vitro M in vivo NIpOyYBaHHA.

ITpy nmbX0BE H MHIIKH ca OWIM NPOBEACHH ABYTOAMIIHH IpoyaBaHHs ¢ rperabamuH 3a KapUHHOTCHHOCT.
Tlpe wrsXxoBe He ca HabGmoMaBaHA TYMOPH CJiel €KCIO3HIMH 40 24 IBTH NO-TOJIEMH OT CPeiHATa
eKCMO3MIMA [PH XOpa NPH MAKCHMAJIHATA NpeNopbuBaHa KIMHUYMHA fo3a ot 600 mg/neH. [lpy Muiky He ¢
Oua HaOMoJaBaHa NMOBMINIEHA YeCTOTa HA TYMOPHTE NMPH €KCMO3HLHH, TOJ0OHH Ha CpeaHaTa eKCNo3uLis
NpH Xopa, HO MPH NMO-BHCOKH eKCTO3MIIAN ¢ Ouiia HabmiofaBaHa [TOBHIIIEHA Y€CTOTa H& XEMaHIHOCAPKOM.
HereHoTOKCHIHHAT MEXaHHIbM Ha UHIYLMPAHOTO OT NperabanuH o6pa3zyBaHe Ha TYMOPH NPH MHEILIKH
BKJIOYEBA [IPOMEHH B TpOMOOLITUTE H npoHdepalis Ha eHIoTeTHH KIeTkH. Takusa TpoMOOLHMTHH
NpoMeHH He ca OMTH YCTAHOBEHH MPH IUTEXOBE HIH NPH XOpa Bb3 OCHOBA HA KPATKOCPOUHH W OTpaHuHCHH
OBJIFOCPOYHU KNHHAYHH JaHHH. JIMTICBAT JOKA34TE/ICTRA, IPEANONarailldH pyCcK npu Xopa.

Tp1 MNIa/IM IUTEXOBE BHAOBETE TOKCHYHOCT HE CE pa3jIduaBar Ka4yeCTBEHO OT Te3H, HabuIronaBaHu npH
3penu mIbXxoBe. Mnajgure nirexose, obaue, ca no-uyscTeuTenHN. IIpH TEpaneRTHYHH CKCNO3HIMM Ca OWITH
ycraHoBeHH KMHHHYHM nipoasH oT HIHC karo XunepakrHBHOCT B CKBPLAHE CBC 350H M M3BECTHH NMPOMEHH B
pacTeka (MpexoAHO NOTHCKAHe Ha HaAAaBaHeTO Ha Terno). EdexTy BLPXY IIMKBNA Ha pa3rOHBaHEe ¢a OWH
HabmoAaBaHl NPH €KCIO3HUHA, HANXBHPIAMIA 5 ITBTH Ta3H NpH Xopa. PeaylHpan oTTOBOp KbM BHE3aTCH
3BYKOB CTHMYJI € HaOMoaasaH NpH MIaJH IUTEX0BE 1-2 CeAMHIH Clel €KCHO3MLIAR [IPH > 2 ITBTH MO-ro/iAMa
OT TepaneBTHYHATA eKCIIO3HLIHA IPH Xopa. JleBeT CeMHLM Clefi CKCIO3HLHA TO3H eekT He e Habmoaaea,

6. @®APMAINEBTHUHYHHN JAHHH

6.1 CuoBEchbK HA NOMOIMHHTE BEIIECTBA

Kancyano cvovpicumo:
JlaxTo3a MOHOXMApAT
Ilapesuyno HMILIECTE

Tank (E553b)

Cwcmas Ha xancyaama.
XKenatus
Turanos ouoxcun (E171)

Ilevamuo Macmuno.

Hlennax

XKenesen okcup, uepeH (E172)
[IporuneHr KON

Kanues xHApOKCU

6.2 HecbBMeCTHMOCTH
Henpunoxumo

6.3 Cpoxk Ha roanocT

3 roauHA

6.4 CrenuajJHR YCI0BHA HA ChHXpPaHeHNe

To3H NeKapcTBEH MPOAYKT HE H3HCKBA CNCIHAJIHA YCIIOBHA Ha ChbXPaHEHHE,

6.5 Buam cpabpikaHue Ha ONAKOBKATA
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PVC/anymuanern Onmuctepy, cuaspxanm 10,14, 20, 21, 28, 30, 56, 60, 84, 90, 100 unn 84 (crcrannn
ONaKoBkH: 2 X 42 ), 112 (ceeTaBHH onaxoBky: 2 X 56), 120 (cecraBHy onakoBkH: 2 X 60), 200 (cwcTapHH
onakoBgH: 2 X 100) TBEpAN Kancynw.

He BCHUYKM BHAOBE ONAaKOBKH MOraT Aa ObaaT IycHaTH B npojakoa.

6.6 Croenuanng npegnazHH MEPKH IPR R3IXBbLPISHE

Hama cnetqaniiy H3SHCKBAHUA 3a H3XBBPISHE,

7. IIPHTEXATEJ HA PAZPEIMEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Calwer Strafle 7,

71034 Boblingen

['epManua

8. HOMEP(A) HA PAZPEIMIEHHETO 3A YIIOTPEBA

20150242

9. JATA HA IIBPBO PASPEIIABAHETIONHOBSBAHE HA PASPEINNEHHUETO 3A
YIIOTPEEA

Jara Ha mepBo paspemasane: 16 FOmu 2016 r.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

12/2016

15




