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l Avogoods

1. UME HA JEKAPCTBEHUS MPOJYKT | Kom Pez. Ne ...

' Paspewerue Ne

| -6 YIAIT )
Poaicyras 20 mg Karicyns, Mex somme- .~ 0. 772 ) 3001 .

Roaccutane 20 mg capsules, soft g T S S

S e

2. KAYECTBEH H KOJITHYECTBEH ChCTAB

Bcsxa Meka kancyna ceaspxka 20 mg H30TpeTHHOHH (isotretinoin).

[ToMOIHY BEIECTBA C H3BECTHO JCHCTBHE:
Craspxa coeBo Macio (pabrHHpaHO, XHAPOrCHHUPAHO B YaCTHYHO XUAPOTCHUPAHO) H COPOHTO

(E420).

3a IBJIHUA CHHCHK HA NOMOIIHHUTE BEIIECTBA BHDKTE TO9Ka 6.1,

3. JIEKAPCTBEHA ®OPMA

Kamncyna, Mexa.

OBanHn, HENMPO3paYHH MEKH KAIICYIH, B Ka(hsaBo-depBeHOo H 010, ¢ gepeH nedar “ROA 207,

4. KJAHNYHHU J1AHHHA
4.1 TepaneBTHYHH NOKA3AHUSA

Texku popmu Ha akHe (KaTO HOAYIAPHO MM KOHQIYHPANIO aKHE, HIIA aKHE C PUCK OT MOCTOSTHHH
Oese3n), pe3HCTEHTHO Ha aICKBaTHH KYPCOBE Ha CTAHJIaPTHO JICMEHNE ChC CHCTEMHH
aHTHOAKTCPHANHH CPEJICTBA MM JIOKAIHA TEPAITHS.

4.2 J0IMpPOBKAa H HAYHH HA NPHIOKCHHE

JO3HpOBKa
H3otpernHonH TpaAdBa 1a Ce mpeanncBa KM A3 ¢ MPHIara caMo oJ KOHTpOJIA Ha JIEKapH ¢ OIIHT B

yrorpe0daTa Ha CHCTCMHH PETHHOH/IH 3a JICICHHUE HAa TEXKKO aKHE, IIPH IBJIHO pa3OHpaHe Ha
PHCKOBCTE IIPH IEICHUE C HIOTPETHHOMH M NPH CHa3BaHe Ha M3UCKBAHMATA 332 Ha0moaBaHe Ha
HALHCHTA.

Kancynure Tpabsa na ce npueMar ¢ XpaHa BEAHBX HJIH [BA ITbTH JHEBHO.

Heduampuuna nonyaayus
Poakyrax He TpabBa a ce npuiiara 3a JieueHAE Ha nNpeXmyOepTETHO aKHE U HE Ce ---. ;e W
yroTpe0a npH Aeua nozx 12-rogmmua BR3pacT MOPaaH JIKUIICa Ha JAHHHA OTHOCHO (¥ et 0
Oe3omacHoCT. ‘




Bwv3pacmuu, exnouumenno ioHowU U NAYUeHMU 8 Cmapyecka 8b3pacm:

Jleuennero ¢ M30TPETHHOMH TPAOBa 1a ce 3ano4He ¢ Ao3a oT 0,5 mg/kg nueBHo. TepaneBTHYHHAT
OTTOBOP KbM H30TPETHHOHH M HAKOH OT HEXKENaHNTE edeKkTH ca J03a-3aBHCHMH H BADHPAT MCKITY
OTAECNHHTE NalMeHTH. TOBa Hamara HHOUMBHYATHO KOPHIHpaHe Ha Jo3aTa [0 BpeMe Ha JICUCHHUCTO.
[Ipn nosewero naumMeHTH Ao3ara Bapupa ot 0,5-1,0 mg'kg nuesHo.

CreneHTa Ha MPOABIKUTENHA PEMHUCHA M Ha pelIHIHBHUpaHE € MO-TACHO CBBp3aHa ¢ o01ara
MPHJIOXKEHA 1033 OTKOJIKOTO ¢ APOILJDKHTETHOCTTA HA JieYeHHE WIH JHEBHATA J03a. JlokasaHo ¢, ue
He MOXKE 3 C€ 09aKBa 3HAYMTEIIHA JOTBIHATEIHA NON13a ClIeJl KyMy/IaTHBHa nede0Ha 1o3a oT 120-
150 mg/kg. [IpoapKHTENHOCTTA HA AICYEHHETO LLE 3aBUCH OT HHAMBHAYANHATa JHEBHA 1034,
OBHKHOBEHO KypC Ha JiedeHHe OT 16-24 cenMHUILIM € A0CTaThYEH 34 JOCTUIaHE HA PEMHCHA.

[Tpu noBeYeTo NaUMEHTH ITHJIHO H3YHCTBAHE Ha aKHETO CE NOMydaBa Cle[ €IHH Kypc Ha nedcHuc. B
C/Iy4aH Ha KaTErOpHYEH PElHAMB MOXE 4a ¢€ MOMHCIIH 32 JOITBIIHHUTENECH KYpC Ha JICYEHHE C
H30TPETHHOMH C M3TOM3BaHE HA ChINaTa JHECRHA M KyMYJIAaTHBHA TCPANeBTHYHA 4034, ThH KaTo
JONMBJIHHTEIHO NONOOpEeHHEe HA aKHETO MOXKe J1a ce HabmoaaBsa 1o 8 ceaAMHIIM CAe NPEyCTaHOBABAHE
Ha JICYCHHETO, HE TPAOBA N1a ce MpEABIKIA APYT KYPC Ha JIEUCHHE IIOHE A0 H3THYAHETO HA TO3H
NEpHOI OT BpEME.

Ilayuenmu c 6vb6peuno yepexcoane

[Ipn manmeHTH © TeXKa 6B0pedHa HEMOCTaTHYHOCT JIeYeHUETO TpaOBa a ce 3arno9He ¢ MO-HHCKa 1034
(nanp. 10 mg/muesno). Cnen ToBa go3ara TpadBa aa ce nopuiM Ao 1 mg/kg/MHEBHO HIN 10
[NONy4aBaHETO HAa MAKCHMAJIHO TMOHOCHMATa OT TallMeHTa Jo3a (BxK. To4Ka 4.4).

ITayuenmu ¢ nenonocumocm

[Ipy manueHTH, MOKa3BallM TEXKa HEMOHOCHMOCT KbM NPEIOPHYHTENHATA 1034, ICYCHHETO MOXKE 12
ce IPOABLJDKH € MO-HHCKA 033, KOETO HMa KaTo NOCAEAMLA N10-TO/IAMA NIPOABLKHTEIHOCT Ha
TEpalUATA U I0-BUCOK PUCK OT peuans. 3a A2 C€ NOCTHIHE MAaKCHMAIHATa Bb3MOXKHA €PHKACHOCT
NpH TE3X NALMEHTH, TPAOBA fa ce NPOIBIXKH C HaH-BHCOKAaTa MIOHOCHMA 1034,

4.3 ILIpoTABOMIOKA3AHHSA
N30TpeTHHONH € NPOTHROIIOKAa3aH NpH OpEMEHHY XKEHH M KbPMAdKH (BX. To4Ka 4.0).

H30TpeTMHONH € NPOTHBONOKA3aH NPHY XEHH C JETEPOACH NOTEHIMAI OCBEH aKO HE Ca CMa3eHH
BCHYKH YCJIOBHS Ha IPOrpaMara 3a IipeAna3paHe oT OpeMeHHOcCT (BX. Touka 4.4).

N30TpeTHHOHH € MPOTHROIOKA3aH CHINO U MPH NAUHEHTH CbC CBPBXIYBCTBHTETHOCT KBM
M30TPETHHOHMH UM KbM HAKOE OT IOMOIIHHTE BeNecTsa, H30poeru B To4ka 6.1. Poaxyran 20 mg
CbABLPXKA COCBO MACJIO, papMHHpaHO; COSBO MACH0, XHAPOTEHMPAHO U COEBO MACNO, YaCTHIHO

xuaporenupaso. [lopagu Tora, Poaxyran 20 mg e npoTHBOIIOKa3aH NPH NAalHEHTH, a1epriYHi KbBM
¢BCTHIM TN COA.

H30TpeTHHOHH € IPOTHBOIMOKA3aH CHINO H IIPU MAUKEHTH:

¢ c 4epHOoApoOHA HEAOCTATHYHOCT,

® C OPEKOMEPHO MOBHILUCHH CTOHHOCTH Ha JIMIIHAHTE B KPDLBTA,
® C XHIOEpPBUTAMHHO3a A;
@

KOHTO C€ JICKYBAT €JHOBPEMEHHO C TCTPALMKIHHH (BX. TO4Ka 4.5).

4.4 Cneunajinu npegynpexieHas H NpelnasHl MEPKH OpH ynoTpeba



PoakyTal ¢ MOIIEH TEPATOTEH MPH Xopa, KOHTO NIPESTU3IBHKBA TEXKKH M )KHBOTO3aCTpalIaBaIlH
BPOJICHH JIEEKTH C BICOKA YSCTOTA.
PoakyTaH € CTPOro IpOTHBONOKA3AH NPH:

- bpeMeHHH XKeHH
-~ JXeHm ¢ aerepocH NOTSHIKAMN, OCBEH aKO HE ca Cla3eHH BCHUKHM YCJIOBHA HA [POrpaMara 3a
npena3sBaHe oT OpeMEeHHOCT.

Hpozpama 3a npeonazeane om bpemennocm
To3u nekapcreen npoavkr ¢ TEPATOI'EHEH.

HSOTPETHHOHH € IIPOTHBOMOKA3aH I[IPH 3KCHH C JCTEPONCH NNOTCHIINATL, OCBCH aK(O HC Ca CIIa3CHH
BCHYKH OT JJICAHRTC YOJIOBHI HA ITPpOTPpaMaTa 34 HpCAIladBaHe OT ﬁpBMeHHOCTZ

¢ JKenara HMa TEKKO akHe (KaTO HOOYNIAPHO MM KOHQIYHPAIIO aKHE, HITH aKHE C PHCK OT
NOCTOAHHY Oee3n), pe3UCTEHTHO Ha aJIcKBaTHH KYPCOBE HA CTAHIAPTHO JICUCHHE CHC
CHCTEMHM aHTHOAKTEPUAIHH CPeACTBA H JIOKaIHA Tepanus (Bx. Todka 4.1,,TepaneBTuaan
MOKA3aHMA ).

BriMox#aOCTTa 3a 3a0peMensiBane TpsaOBa J1a ce OLEHH NPpH BCHYKH NanHCHTKH.

Ta pa3zbupa TepaToreHHHA pHCK.

Ta pasbupa He0OXOAMMOCTTA OT CTPHKTHO MPOCICALBAHE HA TEYCHHETO BCCKH MECEI,

Ta paz6mpa 1 mpueMa He0OXOMMMOCTTA OT e(heKTHBHA KOHTpaenund 6e3 npeKbeBaHe |
MeCel IIPEaH HA4aJIoTO Ha JISYCHHUETO, MO BpeMe Ha NSUCHHETO U | Mecell el Kpad My.
Tpsa0Ba na ce M3MON3Ba NOHE ¢AMH BHCOKO eeKTHBREH METO HA KOHTpauenuHs (T.e. popma,
HE3aBHCEA OT NOTPeOUTEIIA) HIIM ABE JOMBJIBAILY C€, 3aBHCEIHU OT NoTpeOnTE POPMH Ha
KOHTPALETILIHS.

e Oraenawre obcTogarencrea TpadBa 1a Ce OICHABAT IIPH BCEKH OTACIEH COy4YaH, KOTaTo Ce
M30Hpa METO/la Ha KOHTPALENLMA, KaTo NAllMeHTKAaTa y4acTBa B 00CBKIAHETO, 32 Jia CC
rapaHTHpa HEMHOTO AHTaXXKHPaHe U CTIa3BaHEe Ha M3OpaHUTEC MEPKH.

¢ Tiarpabea na cma3pa BCHUKH M3NCKBAaHHA 3a €CKTHBHA KOHTPALICTILHA, JJOPH H aKO € C
aMeHopE.

o Tae uudbopmupana u pazbupa [OTEHIIHAIHHTE TIOCIEAULM IPY OPEMEHHOCT U
HeoOXoMMMOocCTTa OBP30 A3 Ce KOHCYATHPA, aKO MMa PHCK OT OPEMEHHOCT HITH aK0 € BE3MOXHO
na ¢ OpeMeHHa.

e Ty pazbupa He0OXOOHUMOCTTA H MPHEMa Ja TIPAaBH PEAOBHO TECT 33 OPEMEHHOCT IPEAM, B
HJICATHHA CIIy4al BCEKH MecCell IO BpeME Ha JICUCHHETO H 1 MecCell Cae CiiHpaHe Ha
JIEIEHHUETO.

e Ta e norenpamna, ue € pasdpana pUCKOBETE M HEOOXOMHMOCTTA OT IIPEATA3HH MEPKH,

CBbP3aHH ¢ ynorpebdaTa Ha H30TPESTHHOHH,

Teszn YCIOBHA C€ OTHACAT H 34 XXCHH, KONUTO B MOMEHTA HE €A CCKCYATHO AKTHBHH, OCBCH 4KO
NpEeNNHCBALUAT JIEKAP HE NIPSHCHH, Y€ HMa YOCAMTEIHH ZOBOH, KORTO ITOKA3BaT, Y€ HAMa PUCK OT
3a0peMCHABAHE,

[IpeamuacBammsT Nekap TpAOBa fa € CUT'YPEH, He:
* [alMeHTKaTa Cla3Ba YCIOBHMATA 3a NpeAnasBaHe oT OpeMEHHOCT, H30pPOECHH 110-TOpE,
BKJIFQUMTENHO MMOTBBLPKACHHAETC 33 aJIEKBATHOTO HUBO HA pa3OHpaHe OT HEHHA CTPAHA,
®* [ANMCHTKATA € NPHENIa CIIOMEHATHTE II0-TOPS YCIIOBHA; WS g
¢ panMeHTKara pa3bupa, 9c TpaAOBa HEMPEKBECHATO U NIPABHAHO Ja U3I0JI3Ba / L MICote
c(peKTHBEH MeTOI Ha KoHTpauermmud (T.¢. popma, He3aBACema OT NOTPeOHyeH b
TONMBJIBAIH C€, 3aBUCCIIK OT moTpedburensa GopMH Ha KOHTPALENINA B




1 mecern [IPpEAH Ha4YaJIOTO Ha JICHCHHUETO H [a ITPOAB/DKAaBA IIDHNAIrdaHeTO Ha EIIJE:I{TIIBHE

KOHTPpALCIUHA IIpe3 LEMA NCPHO HA JICICHKUETO H [TIOHE | Mecen cien CnupaHe Ha
JIEYEHHETO,

¢ OTPHLATE/IHH PE3YITATH OT TECT 3a OPEMEHHOCT ¢a MOJYYCHH NPEIH, IT0 BPCME Ha ICUCHHETO
H | Mecel cien Kpas Ha JiedeHHeTo. JlaTHTe M pe3yITaTHTE OT TECTOBETE 32 OPEMEHHOCT
TpaOBa Ha ce¢ IOKYMEHTHpAT.

Axo HacTbIM OPEMEHHOCT NPH JXEHa, JICKYBaHa ¢ H30TPETHHOMH, JIeNEHHETO TPAOBa J1a ce crpe
NAIHEHTKATa TpAOBA J1a c€ M3NPATH HA KOHCYJITALMA ChC CICIHAIHCT WK JCKap C ONIUT B
TEPATOJOrHATA 32 IPETJICH U CHBET.

AKO HACTBIH OPEMEHHOCT CIIE CIIHPAaHE Ha JICYCHHETO, OCTaBa PUCK OT TEXKa H CCPHO3HA
mandopmanus Ha deryca. To3u pUCK IEPCUCTHPa 0 MBJIHOTO SMHMHHUpPAHE HAa MPOXYKTA, KOCTO € B
PAMKHTE HA €OHH MECeL cled Kpas Ha JIEUeHHETO.

KoHTpanennus

Ha nauuenTkuTe TpabBa xa ce NpeAOCTaBH H3YepnaTeTHa MH(HOPMAIIHA OTHOCHO MPEAIIa3sBaHETO OT
OpeMeHHOCT H Te TpAOBa 3 ce HACOYAT 3a ChBET 110 BRIPOCHTE HA KOHTPALENIMATa, aKO HE
H3M03BAT €PEKTHBHA KOHTpAanennua. AKO NPEAMMCBAIIKAT JEKap HIMa Bh3MOXKHOCT [a NPEI0CTABH

TaKdBa HH(I)OPM&[IHH, [IAHMCHTKATA TpﬂﬁBa Jla C€ HACOYH 3a KOHCyNTalluAd KbM ChbOTBCTHHA
MCOHIIHHCKH CIICLHAJINCT.

MHHHMAaTHOTO H3HCKBAHE € NAUUECHTKHTE C JETEPOLCH MOTCHLHAN Ja H3NONI3BaT NOHE ¢ANH BHCOKO
eekTHBEH MeTON HA KOHTpaLenuuA (T.e. ¢opMa, He3aBHCeILa OT MOTPeOHTE ) MM BE NOMbIBAILN
ce, 3aBHCEIIH OT noTpebutens Gpopmu Ha KoHTpauenuus. Konrpauenuuara TpabBea Ja MPONBIIXH HaH-
Manko 1 Mecell mpeay 3ano4YBaHe Ha JICYEHHE, NIPE3 LAIOTO NeUSHUE B Aa NPOAB/DKH HaH-Malko 1
MeCEH CIIE CHHPAHE HA JICICHUETO C U30TPETHHOHH, JOPH TIPH NIAIITHEHTKH ¢ aMCHOpes.

Otnenuure obcrosTencTea TpaOBa Aa ce OLEHABAT IIPH BCEKH OTAENEH ClTydaid, KoraTo ce u3bupa
METOJA Ha KOHTPALEIIHA, KaTo NAIMEHTKATa y4yacTBa B 00CHXKAaHETO, 3a Aa CE rapaHTHpa HEHHOTO
aHTAXHUPAHE K CHa3BaHE Ha N30paHHUTE MEPKH.

TecT 3a OpeMeHHOCT

[IpenopbuBa ce H3BBPIIBAHETO HA TECTOBE 338 OPEeMEHHOCT MOA MEAMIHHCKO HabimoacHHE, C
MHHHMAaNHa YYBCTBHTENHOCT 25 mIU/ml, cnopea MecTHaTa NpakTHKa, KakTO CICABA.

IIpedu 3anousane na aevuenuemo

[ToHe equH Mecew CIIel KaTo NaNMEHTKATa € 3a09HaNa Ja H3M013Ba KOHTPaUCIIHs H MANKO (32
NPEANOYHTAHE HAKOJIKO AHH) NPEAH IEPBOTO HPEANHCBAHE NIAIMEHTKATA TPA0Ba 1a HaNMpaBH TECT 3a
OpeMeHHOCT oA MeAMUMHCKO HaOmoaeHue. To3u TecT TpAOBa 1a OKaXKe, 4€ MalHCHTKATa HE €
OpeMeHHa, KOraTo 3armo4ypa ACUCHHAE C H30TPETHHOHH.

Koumponnu npeznedu
KoHTpoNHEK nperneam TpAdBa fa ce H3BbPIIIBAT HA PEIOBHU HHTEPBAIM, B HACATHUA BERK:
Mmecell. HeobxonuMocCTTa OT MOBTOPHH TECTOBE 32 OpEMEHHOCT 10 MEANIIMHCKO HARAIQURS
Mecen TpabdBa xa ce onpeaeNH B CHOTBETCTBHE C MECTHATa IPAKTHKA, BKJIIOT




MEHCTpPYAaLHs, IPOMyCHAaTH LIMKJIM WK aMEHOped) M MeToa Ha KoHTpalennus. Korato € mokasaHo,
KOHTPOJIHHTE TECTOBE 32 OpeMEHHOCT TpaOBa Ja ce M3BBLPIUBAT B ACHA Ha MOCEIICHHETO 32
NPEANHCBAHE HIIH B PAMKHTE Ha 3-Te AHH IIPEAH NTOCCUICHHETO IIpH NPEANTHCRAIINAA JICKap.

Kpati na nevenuemo
1 Mecen cnen cnMpaHe Ha JIEY€HHETO XKEHHUTE TPAOBA J1a HAIPABAT MOCHEAEH TeCT 3a OPEMEHHOCT.

Ol"pﬂllll'lellllil NPH NPEAINIACBAHE H OTIIYCKAHE HA JIEKAPCTBOTO

[leproasT Ha npeanncBade Ha PoakyTaH npH kKeHH C ACTEPOJCH MOTCHIHAN B HACAJIHHA ClIyvan
TpsaOBa 1a ce orpaHuuH no 30 aHK, 33 1a c€ NOANOMOTHE PEAOBHO IIPOCNCASBAHE, BKIFOYUTEIIHO
TECTBAHE 3a OPEMEHHOCT H Ha0moaeHue. B nacannmna cinydai TecTsT 3a OpeMEHHOCT, H3ABAHETO HA
peuenrara H oTimycKkaHeTo Ha PoakyTan TpabBa aa ce ciydar B €1MH B cbiin JeH. OTnyckaHeTo Ha
H3OTPECTHMHOHH TPA0Ba a cTaHe MAKCHMYM 7 HH CNEHX IPEIITUCBAHETO MY.

ToBa exxeMece4yHo [IpoCAcaABaHe 1€ JaJl€ CHTYPHOCT, M€ CC ONpOoBCKIaT pCAOBHH TCCTOBC 3a
GPEMiﬂHHDCT H Haﬁmone:me H 4C MNAalITHCHTKATa HC € 6peMEHHﬂ Opeay Ja NMony4vy clacapamns UKD/
Ha JICYCHHC.

ITanueATH MBXKe

HanvaHuTe JaHHU NPEAIIONarar, 4€ CTENEHTA Ha SKCIIO3HMIIHA HA JKCHATA Ype3 CIIepMaTa Ha ITallMEHTH,
KOMTO ImpueMat PoakyTaH, He € JOCTaTh4YHO BHCOKA, 33 Ja HMa BPb3Ka ¢ TEPATOTCHHUTE eEeKTH Ha
PoakyTaH.

Ha nmauunenTuTe MbXKe TpAOBa Ja ce HAOMHH, Y€ T¢ HE TpAOBA 1a JaRaT JCKApPCTBOTO CH HA XPYTH
JTHIIa, 0CODCHO HA XKEHH.

JONBJHHTENHH NPpeANa3HH MePKH

[TatpenTuTe TpAOBa Ja Ce HHCTPYKTHPAT Aa He JaBaT HUKOTA TO3H JICKAPCTBEH MPOAYKT Ha ApYTH
NIMIA ¥ 13 BbPHAT BCHYKH HEH3MOM3BAHH KaNiCyiii Ha (papMalieBTa B Kpas Ha JICUCHHETO.

[TanmenTHTE HE TPs6Ba Na HapABAT KPBHB N0 BPEME Ha JIeUEHHETO H B IPOABIDKEHHE Ha 1 Mecel ciiel

CIIMpaHe Ha IPHEMa Ha M30TPETHHOUH NMOPAaAH NOTCHUIMAIHHA PHCK 3a (eTyca IpH NpEenuBaHe Ha
KPbB Ha OpeMEHHa )XCHa.

ObyunTesIeH MaTepHa

3a na NOMOrHE Ha MPEANMCBALIMTE JeKapH, (apMaLEBTHTE B NALHCHTHTE 3a u304arBane Ha QeranuHa
€KCTO3HIHA HA H30TPETHHOHH, MPHTEKATEAT Ha Pa3pelICHHUETO 32 yNoTpeba 1ie ocuryps
oOydHTENCH MaTEepHal 3a 3aCHJIBaHE Ha NPEAYNPEKACHHATa OTHOCHO TEPATOreHHOCTTA Ha
H30TPETHHOHH, NPEAOCTABAN] ChbBETH OTHOCHO KOHTpaLCHIMATAE OPEAX 3all0YBaHE HA JICYCHHETO H
yKa3aHHs OTHOCHO HEOOX0AMMOCTTa OT MPOBEXKAAHE Ha TECT 3a GPEMEHHOCT.

Jlexapute TpaOBa Aa xanar Ha BCHYKH NAIMEHTH, KAKTO MBXKE, TAKa H JKE€HH, IThJIHA HHQOpMaLus 34
NauMEeHTa OTHOCHO TePAaTOreHHHA PHUCK M CTPUKTHHTE MEPKH 3a Mpeana3BaHe oT OpEMEHHOCT, KaKTO
ca ONpeesICHH B porpamMara 3a npeana3sane oT OpeMeHHOCT.

IIcuXHYHE pA3CTPOHCTBA

Nma cpobmenna 3a genpecus, BAOMIaBaHe Ha JENPECHs, TPEBOKHOCT, TCHACHIMA Kb)A
POMEHH B HACTPOSHHUETO, [ICHXOTHHY CHUMITOMH H MHOTO PSUIKO CYHIM/IHA HICAIL ;f‘

caMOyOHHCTBO H caMOyOUHCTBO IpH NALMEHTH, IEKYBAHM C H30TPETHHOHH (BXK. TOf




TpsaOBa Ja c€ BHHMAaRa NpPH MaLHEHTH ¢ AHAMHECTHIHH JaHHH 34 JENPECHS, KaTO BCHYKH NalIMEHTH
TpsaOBa na OBAAT MpocaCaABaHU 3a NPHU3HAIM Ha ACNIPECHA H IIPH HYXa Aa ¢€ HACOYBAT 33 ChOTBETHO
neuenue. IIpeycTaHOBABaHETO HA JIEUEHHMETO C M3OTPETHHOHH obade Moxe Aa ObAe HEAOCTATHYHO 32
00neK4yaBaHe Ha CHMIITOMHTE H TIOPaJH TOBa MOXE A3 €€ HAJI0XKH JOITBIHHTEIHA OLCHKA OT
NCHXHATHEP WIH NCHXOJIOT.

HudopMmupaHoCcTTa Ha CeMEMCTBOTO MM NPHATCIMTIC MOXE JAa ObAe OT moj3a 3a OTKPHBAHE Ha
BIOIIABAHE HA MCUXHYHOTO 3/[pase.

HapywmieHHsA Ha KOXaTa M NOJKQOXHATA ThKaH

[lonsikora no BpemMe Ha HaYaJlHHA NepHO € HabaKAaBaHO CHIHO O0OCTpAHE Ha aKHETO, HO TO
OT3BY4YaBa [PH NPONB/DKABaHE Ha JICUECHHETO, 00MKHOBeHO 10 7-10 gHM, KaTo TOBA OOMKHOBCHO HE
M3HCKBA KOPHTHpaHEe Ha J03aTa.

Tpﬂﬁﬂa J1a ¢ N30ArBa H3jlaraHe Ha HHTCH3HBHA CITbHYEBA CBCTJIMHA HIIA HA UV mpun. Koraro ¢

Heo0X0AuMO, TpAOBa 1a ¢ce M3MON3Ba H CABHIE3AMHNTHO CPEACTBO C BHCOK 3allIHTEH (PAaKTOp — HaH-
manko SPF 15.

[Ipyn naumeHTH, NEKYBaHH ¢ M30TPETHHOMH, TPAOBA 1a ce H30ATBA arpeCHBHO XUMHIECKO a0pPa3HBHO
YBpEXAaHEC M TPCTHPAHE HA KOXKATa C J1a3ep 3a IIEpHoa OT 5-6 Mecena cnen Kpas Ha JICYCHHETO
NOpaJy PHCK OT Pa3BUTHE HA XUNEPTPOPHUIHH OeNe3H B ATUIIMYHH YIACTBIH H NO-PAAKO
NOCTHH(IAMATOPHA XHIICP- H XUMIONMUIMEHTALIMA HA TPETHPAHHTE YYacThI{H. I1IpH manHeHTH,
JIEKYBAHH ¢ U30TPETHHOMH, TpsAOBa Ma ce H30ATBa ASHIIAIMA C BOCHK 3a NIEPHOJ OT HaH-MAIKO

6 Mecena cnej JICYCHHETO IIOpaJH BE3MOKHOCT OT U3IMI0IIBAHE HA SIHUACPMHUCA.

Tpabsa na ce n3darsa eaHOBpeMEHHATa ynoTpeda Ha H30TPETHHOHH C JIOKATHH KEPATOIUTHIH HIH

exc(oNHpalH CPEACTBA 3a ICUEHHE Ha AKHE, ThH KATO JIOKATHOTO Apa3HEeHEe MOMKeE Ja ce YCHIH (BX.
TO4dKa 4.5).

[TampenTUTE TPAOBA Na 6BAAT CHBETBAHH a4 H3IIOJI3BAT OBMAKHABAIIA KOXKATA Ma3 HIIH KpEM U
Oancam 3a YCTHH OT Ha4alOTO Ha JIEYEHHETO, ThH KaTO UMa BEPOATHOCT H3OTPECTHHOHH 13
NPCaN3BHKA CYXO0Ta HAa KOXKAaTa M YCTHHTE.

Nma cho0LIeHNR OT NOCTMAPKETHHIOBHA MIEPHOJ 3a TEKKH KOXKHM peakUuMH (Hamp. CpHTEMA
myrtugopme (EM), cuaapom Ha CtuebHC-I[k0HCEH (SJS) H TOKCHYHA eMHACpManta HEKpOJIn3a
(TEN)), cepp3aHH ¢ ynorpebata Ha H30TPEeTHHOHH. Te3u chOuTHA MOXeE Aa ObJaT CEPHO3HM U A
JOBEJAT JO CMBPT, XKHBOTO3ACTpaLABallH CHONTHS, XOCIHTATH3aNM MIH HHBAIMAN3auuA. TbH KaTo
€ Bb3MOXKHO TPYHO JIa Ce HanpaBH Pa3IHKa MEKAY T¢3H CHOMTHA H APYTH KOXHH pEaKiuH, KOUTO
MOJXKE Ja Bb3HHKHAT (BXK. To4Ka 4.8), naunenture TpaOBa 1a 051aT HHCTPYKTHPAHH 334 MPU3HAIIMTE H
CHMIITOMHTE MM H Jia c€ HaO/II0AABAT BHHMATEHO 33 HAJIMIHNE HA TEXKKHA KOKHH peakMH. AKO HMa
CHbMHEHHA 32 TEXKA KOXKHA peakiiyd, JEUCHHUETO ¢ M30TPETHHOMH Tpa0Ba Jla ce MPeyCTaHOBH.

AJTIEPrd4yHH peaKLUHH

Psnko ce crofmara 3a aHapUIAKTHYHH peaKUHMK, B HAKOH CIy4aH CIEH OpeAlIeCTBAIIO IOKAMHO
MpUIOXeHHe Ha peturouan. HedecTo ce cro0maBa 3a anepruvau KoxHH peakuuy. Mma crobienns
33 CEPHO3HH CIIy4aH Ha aJEPruieH BaCKYJIMT, YECTO C MypHypa Ha KpaHHLMTE (KPBBOHACAIAHHA 1
YCpBEHH NETHA) M EKCTPAKYTAHHO 3acarale. TeXKKHTe anepridHy peaKiMH HalaraT NpeKbhCBaHE Ha
ICYEHHUETO M BHUMATEHO IIPOCTICAsABaHe.

HapynieHnd Ha ouHTe
CyxoTarta B 04MTE, [IETHATA HA POrOBHIIATa, HAMAJICHOTO HOIIHO 3PEHHE M KEPATHTD
OT3BYYABAT CJIc] MIPEyCTaHOBSABAaHEe Ha JeueHHueTo. CprobmaBar ce ClIydaH Ha CYXOT
HE OT3BY4YaBaT ClIeA NpeyCTaHOBABaHE Ha TepammaTa. CyXxoTaTa B O4HTE MOXE /12

o



MPHIAraHeTO Ha Ma3 CbC CMa3Ballo JCACTBHE WM Ype3 U3MON3BAHECTO Ha H3KYCTBEHH CHI3H. Moxe
Ja C€ MOABH HEMOHOCHUMOCT KbM KOHTAaKTHHU JIEIIH, KOETO MOXKE 1a HATOXKHA HOCCHCTO Ha O9HIIa OT
NalHCHTA 110 BpEME HA JICICHHETO.

HmMa choOLICHHA 1 332 HAMAJIEHO HOIHO 3PEHME, KAaTO MPH HAKOH NAlMEHTH HA49aJI0To € Oro
BHE3amHO (BX. Touka 4.7). IlamuenTrTe CHC 3aTpYAHEHHA B 3peHHETO TpsaOBa Aa OBAAT HACOIBAHH
KbM 0 TaNIMOMOTHYEH NpeEries oT cnenuanuceT. Moxe a ce HalOXH NPEKECBAHE Ha NEYCHHETO C
H30TPESTHHOMH.

Hapynienus Ha MYCKYIHO-CKENETHATA CHCTEMA H CheIHHUTENHATA ThKaH
MmMa cro0menna 3a MHaITHs, apTpaliTug M TOBHIICHU CTOMHOCTH Ha CEpPyMHATa KpeaTHH

dbochoxunaza npu DaUEHTH, TONYYABALIM H30TPETHHOHH, 0COOEHO MpH rofsaMo GHINISCKOo
HATOBapBaHe (BK. TOuka 4.8). B HAKOM ciTydan TOBa MOXE Ja IIpOrpecHpa 0 NOTCHOHHATHO
’KMBOTO3acTpalllaBama pabnoMuonumsa.

KocTHH npoMeHH, BKTIOYHTEIHO MPEeXIACBPEMEHHO 3aTBapAHE Ha ENU(QH3IUTE, XHIICPOCTO3a H
KaJIIH(PHKALMA Ha CYXOXKHINATa H Bpb3KHTE Ca HA0MI0NaBaHH HAKONKO TOJAMHHM CJI€]] MpWIaraHe Ha
MHOI'Q BHCOKH JI03H 33 JICUCHHE HA HAPYNICHHA Ha KEpaTHHH3alMATa. Jl030BHTE HHBA,
NPOABL/DKUTENHOCTTA Ha JIedeHHE M o6lIaTa KyMy/laTHBHA 1032 [IPH T€3H NAIHEHTH OOMKHOBEHO
Jajied ca HaIXBbPIUUIH NPETIOPHYHTEIHHUTE 32 JICYCHHE Ha aKHE.

C&KPDHHEHT ce CLOoONIIaBa IIPH NaHEHTH, € CKCITO3HIINA Ha H30TPCTHHOHH. 3a Jda ¢C OTTPaHHYH

CAKPOMUJIEHTHT OT OPYIUTE NPHIHHM 3a Oonka B rbpda, IMpH NAUHEHTHTE ¢ KAWMHWYHY MPH3HALH Ha
CAKPOMIEHT, MOXE J1a C€ HAIOKAT JOMBIHUTENHH OLIEHKH, BKIIOYHUTEIHO 0Opa3Ha AMAarHoCTUKa KaTo

AMP. B cnyuan, ch00mIECHN B NOCTMAPKETHHIOBH YCIIOBHS, CAKPOHJICHTRT ce moAo0paBa cnen
IpeycTaHOBABaHE HA POAKYTaH W MOAXOOAIIO I€YEHHE.

JoOpokayecTBeHa HHTPAaKPAHHAJIHA XUIISPTOHNA

Hma cpobiieHns 3a cnydan Ha JO0OpOKavyeCTBEHA HHTPAKpaHHalIHa XHIIEPTOHNA, HAKOH OT KOUTO 110
BpEME Ha eTHOBPEMEHHA yroTpeba Ha TeTpalMKIHHH (BXK. Touka 4.3 u Touka 4.5). lipu3HanuTe n
CUMIOTOMHTE Ha J0OpOKaYeCTBEHATAa HHTPAKPAHHAIHA XHIIEPTOHUA BKIIOYBAT ITABO00IHE, rajieHe 1
NOBPBIIAHE, 3PHTEITHK HAPYIISHHS B OTOK Ha nanuiara. [lanuedTire, KOHTO Pa3BHAT

A00pOKaYeCTBEHAa HHTpaKpaHHAJIHA XHIICPTOHHS, TPAOBA He3abaBHO a NPEYCTAHOBAT JIEYCHHETO C
H30TPETHHOHH.

XenaroOuiIHapHN HAPYIICHHS
[Ipenu neueHuero TpaOBa Aa ce M3CAEABAT YePHOAPOOHHTE €H3MMH, 1 Mecer ClcA Ha9al0TO Ha

IEYEHUETO U CIEA TOBA MPE3 HHTEPBAIH OT 3 MECela OCBEH aKO He € KIMHAYHO HEOOXOIHMO 110-4€CTO
MOHHTOpHpaHe. IMa choOILeHnA 3a NIPEXOAHO H 00paTHMO YBEeNMiIeHHE Ha YePHOIPOOHHTE
TpaHcaMHHa3H. B MHOro ciydan Te3u MpoMeHH ca Ounu B HOpMAJIHHATE IPaHHIH H CTOHHOCTHTE Ca C€
BbPHA/IH KbM H3XOHOTO HHMBO IO BpeMe Ha nedcHueTo. B cny4ail Ha nepCHCTHpaIo KIHHHYHO
3HAYHMO YBEIHYCHHE HA HUBATAa Ha TpPaHCAMHHA3UTE, 0Oage, TpAOBa J1a ce 0OMHCIIH HAaMaJIABAHE HA
103aTa MM [IPEYCTAROBABAHE HA JICICHHETO.

Hapymrenus Ha Ou0peunara dyHkIus

Hapymenusara Ha 656peunara pyakuns # 6b0peunara HEJOCTATHYHOCT HE NOBMHMABAT
fapMakOKHMHETHKAaTa Ha H30TpeTHHOHUH. Ilopaay ToBa H30TPETHHOMH MOXE A CC JIJaBa HA NALIHEHTH C
HapymeHHA B Op0peunara ¢dyukims. Ilpenopbusa ce, o0aye, maMEHTHTE Ja 3al109HAT ¢ HHCKa 71034,
KOATO JIa C€ MIOBHIIABA MOCTENEHHO A0 MAKCHMAITHO [TOHOCHMATA J03a (BX. Touka 4.2).

JlununeH merabonmiznm
CepyMuHTE THNNAH (CTOHHOCTH HA IMAJHO) TPAOBA Ja Ce MPOBEPAT NPEIH JICICHY




Ha9aJIoTO Ha JIEYEHHETO H CNEH TOBA Npe3 HHTEPBAJIN OT 3 MEcela OCBEH aKo HE € KIIHHAYHO
HEOOXOXHMO MO-JECTO MOHUTOpHpaHE. II0OBHILIEHHTE CTOHHOCTH Ha CEPYMHHTE JTHIIHIH OOHKHOBEHO
ce BPBIIAT KbM HOPMATA NPH HAMAJIABaHE Ha 403aTa WM [IpEKpaTABaHEe Ha JIEYCHHETO, KaTO MOXE 1A
OTrOBOPAT H HA JUETHIHH MEPKH.

JIeueHHeTO C H30TPETHROUH € OO CRBP3AHO H ¢ NOBULICHHE HA IUTA3MCHHTE HHBA HA
TpHUrMLepuanTe. [IpHnoxenneTo Ha H30TPETHHOUH TPAOBaA Aa Ce IPCYCTaHOBH, aKO
XHNEPTPUTTHIEPUIAEMHUATA HE MOXKE A4 C& KOHTPOJIMPA HA IPHEMIIHBO HHBO HJIM aKO CC MOABAT
CHMITTOMH Ha MTAHKpeaTHT (BX. To9ka 4.8). Husa, naaxeepmamu 800 mg/d]l unmu 9 mmol/], nonskora
Ca CBbP3aHH ¢ OCThP NAHKPEATHT, KOHTO MOXKE Ja Obje neTanex.

CToManIHO-YpEeBHH HAPYIICHHUSA

H3oTpeTHHOHH € OHJI CBBP3aH ¢ BE3MATHTENHO 3a00/1sBaHe Ha YepBaTa (BKIIIOYHTEIHO PerHOHAJICH
MJICHT) NPH NauHeHTH 0e3 aHaMHe3a 3a YpeBHH HapylcHUS. [lalMeHTHTe, KOHTO NOMY9aT TEKKA
(xeMoparudra) axapus, TpsaOBa He3abaBHO Aa PEKPATAT JEYCHUETO C H3OTPCTHHOHH.

BHCOKODHCKOBH NTAlIHEHTH

[Ipu nanuedTH ¢ qHadeT, 3aTIBCTABAHE, AJIKOXOJIHN3BM WIH HapyLIEHUA HA JIMIUAHUA META00IHIBM,
MOJTOXKEHH Ha JICICHHE C H30TPETHHOHH, MOXe 1a ¢a He0OX0auMH MO-9€CTH MPOBEPKHU HA
CEPYMHMTE CTOMHOCTH Ha JIMIMHAXTE /WK KpbBHaTa 3axap. FiMa cbo0meHns 3a NOBHIICHA KPHBHA
3axap Ha IJIagHO, a [0 BpEME Ha JIE4€HHE C H3OTPETHHOMH ca OHJIM JHarHOCTHLMPAHH HOBH CIIy4aH
Ha auader.

IloMONIHH BEMIECTBA

To3u nexkapcTBeH NpoAYKT Chabpxa 3,20 mg — 4,86 mg copburon (E420) BB BeAxa Kancyna oT

20 mg.

Tpabea na ce HMa nNpeABHA ATUTHBHUAT €deKT HA CHITBTCTBANIO NIPHIIAraHd NPOAYKTH, ChAbPKallH
copburon (mwm gpykrosza), KAKTO M XPaHUTETHHAT NPHEM Ha copOuTon (Wix QPpyKTo3a).
ChabpkaHUETO Ha COPOMTON B JIEKAPCTBEHH NMPOAYKTH 3a NEpOpaIHO NPHI0KEHHE MOXKE Ja NOBJIHAE
OHOHANNMYHOCTTA HA APYTH NEPOPATHH JIEKAPCTBEHH NPOAYKTH, KOHUTO C€ NPHIAraT ChIITbTCTBALIO.

4.5 B3aaMoelicTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYrH (pOPMH HA
B3aHMOJEeHCTBHE

[laupeHTHTE HE TPAOBa Na NpUEMaT BUTaMHH A €IHOBPEMEHHO C H30TPETHHOMH IIOPAAH PHCK OT
pPa3BUTHE HA XHIIEPBHTAMHHO3a A.

Mma crobmienns 3a clydad Ha JoOpoxayecTBeHa HHTpaKpaHHanHa xuneprorus (Pseudotumor
cerebri) IpH €IHOBPEMEHHO MPHIOKEHHE HAa H30TPETHHOHMH M TeTpaunkiued. [lopaau ToBa
eIHOBPEMEHHOTO JICYCHHE ¢ TETPALIMKIMHHE TpsA0Ba Ia ce u3barsa (Bx. Touka 4.3 1 TouKa 4.4).

TpaOea aa ce n30area eqHOBpeMEeHHATa yrioTpeda Ha M30TPETHHOMH C MTOKAJHH KEPATOJIUTHIN HITH

eKc(onMpamu CpeCTRA 3a JICYEHHE Ha aKHE ,ThbH KATO MOXE Ja C€ YCHIIH JIOKAJIHOTO Apa3HeHe (BXK.
Touka 4.4).

4.6 PepTHIATET, OPpEeMEHHOCT H KEPMeEHe

BpemenHOCT

BPEMEHHOQTHI ¢ a0COJIITHO MPpOTHBONIOKA3IAHHE 34 JICYCHHE C H30TPETHHOHH /

Kennre ¢ ACTCPOJACH MOTCHIIHAN TpﬂﬁBa Aa H3TTOJI3BAT E(l)ERTIIBl-Iﬂ KOHTPAIR i/l
Y e

JeYeHHETO H A0 eIHH Mecel ¢l1e]] TOBA. AKO BLIPEKH Te3R NpeJna3sHH MepKE % THR Y,




OpeMeHHOCT MO BpeMe Ha Jedenne ¢ PoaxyTan HiIH npe3 cjleABalHsA Mecell, ChINECTBYBa IOJIAM
PHCK OT MHOTO TeKKH H CepHOo3HH MAIGOpMALIHH HA deTyca.

®eranuure MandopMaLK, CBBP3aHH C EKCTIO3HIHA HA H30TPETUHOHH, BK/IIOYBAT AHOMAIHH Ha
IICHTPAJIHATA HEPBHA CHCTEMa (Xuapouedatnsa, MaT(QopMalMil/aHOMANH Ha MaJIKHA MO3BK,
MHKpoLchanun), THUEB TU3MOPHH3ILM, LIEMHATO HeOlle, aHOMaJIMH Ha BHHIIHOTO YXO (JIMIICa HA
BBEHIIHO YXO0, MaJIKH HUTH JIMIICBAIIH BEHIIHM CIYXOBH KaHAJIM), OYHH aHOMATHH (MHKPOO()TAIMHA),
CBPIACIHOCHIOBH aHOMAIHMH (MandopManuy Karo TeTpatorusrta Ha Fallot, Tpancnosuuus Ha
roJIiEMUTE KPEBOHOCHH ChI0BE, Ae(PEKTH HA CETITYMAa), aHOMaJIMH HA TUMYCHATA K/1e3a H Ha
NapaTHPOHAHMTE HUIE3H. IloBHIICHA € M YecToTaTa Ha CIIOHTaHHHATE abopTH.

HPH YCTaHOBABAHC Hd GpeMCHHOCT IIpH XKC€HA, JICKyBaHa C H30TPCTHHOMH, NCICHNUCTO Tpﬂﬁﬂa Jda CC
CIIPC H IIAITUCHTKATa 'IpﬂﬁBa Ja €€ H3MPaTH HA KOHCYNATALHA ChC CIICIHAJINCT C OIIKMT B TCPATOJIOIrHATA
3a IIpCTIICH 1 ChBCT,

KbnpMene

N30TpeTHHOHMH € CHITHO MMNOQUIICH B TOpafy TOBa NPEMHHABAHETO MY B KbPMAaTa MPH YOBEKa €
MHOT0 BepositHO. [Iopagy noTeHnManHaTa Bb3MOXXHOCT OT HEKEJIAHH PCAKLIHH IPH €KCITOHHPAHO
4pe3 MaHIHHATA KbpMa JieTe, PoakyTaH € MpOTHBOMOKa3aH B NEpHOAA Ha KbPMEHE (BXK. Touka 4.3).

deprunurer

M30TpeTHHOHH B TEPANEBTHYHH /I03H HE NOBMHSABA Opos, MOIBHXKHOCTTa M Mopdonoruira Ha
CIIEpMATO30HINTE H HE H3jlara Ha pHCK 00pa3yBaHETO U Pa3BMTHETO Ha eMOpPHOHA OT CTpaHa Ha
MBKETE, KOHTO IIPHEMAT H30TPCTHHOHH.

4.7 EdexTn BLpxy cnoco6HocTTA 32 IIOhHpane H padoTa ¢ MALIHHHA
Poaxyran 6# MOrbJl MOTEHLHAIHO A3 NOBJIHAE CIOCOOHOCTTA 3a modupane U pabora ¢ MaIKHH.

1o BpeMe Ha ned4eHHe ¢ U30TPETHHOMH Ca BL3HHKBAIH PEAMIA CITy9aH Ha HAMAJICHO HOIIHO BIDKIAHE,
KOETO B PEJIKH CITY4aH € MEPCHCTHPANO M Clel JeueHHETO (BX. Touka 4.4 U Touka 4.8). TsH kaTo npH
HAKOH NAHCHTH HAaYAIOTO € OMI0 BHE3aNHO, NNalHEHTHTE TpaAOBa a 3HAAT 3a TO3H IIOTCHITHAJICH

npobneM H Aa OBIAT NpeaynpexaaBaHi Ja OpaT BHHMATEIIHH, KOraTo modupar WK paboTsiT ¢
MallIHHH.

MHoro paako € Cro0IIaBaHO 3a CHHIHMBOCT, 3aMAsHOCT H 3pHTEAHH HapymieHn. [fainenTuTe Tpadsa
aa ObJAT NpeRYNPEXIaBaHH, e aKO HINHTAT HAKOH OT Te3H e(eKTH, He TpaOBa ga modupar, 1a
paboTAT c MAIMHY MM Aa YYaCTBAT B APYIH JEHHOCTH, KbAETO MOCOYCHHATE CHMIITOMM MOTaT Aa
IOCTABAT NAUMEHTA UM OKONIHHTE B PHCK.

4.8. HexelIaHH JIeKAPCTBEHH PeAKIAH

Pesrome Ha npoduna Ha 6e301IacHOCT
Hsikon OoT HEKEJTaHUTE PEakliiK, CBBP3aHu ¢ ynoTpebara Ha H30TPETHHOVH, €A 103a-3aBHCHMH.
Hexenanure peakuinn oOMKHOBEHO ca 0OpaTHMH ClIe]l KOPEKIHA Ha J03aTa HIH PEKpaTsABaHE Ha
JIeICHHETO, 00a9e HAKOM MOXKeE J1a MEPCHCTHPAT H CJIe] KATO ICYCHHETO € MPUKTIOUno. CienHute
CHMIITOMH Ca HaN-9€CTO CHOOIaBaHUTE HEXKCIIAHH PEAKLIHH TIPH JICMCHUE ¢ H30TPETHHOHH: CYXOTa Ha
KOXXaTa, CyX0Ta Ha IMraBHUHTE, HAIIpP. HA YCTHUTE (XSHIMT), CyX0Ta Ha Ha3a/THATa JIHTABHILIA
(ENHCTAKCHUC) M CYXO0Ta Ha 09HTE (KOHIOHKTHBHT).

TabnuveH CIHCHK HA HEXXENAHUTE PEaKIHH
HecToTara Ha HEXKENAHHUTE PEAKLIMH, H3YHCICHA OT COOPHUTE TaHHH OT KITHHH




BKJIIOYBANIH 824 MallHEHTH, U OT IOCTMAPKETHHTOBUTE JJaHHMY, € MpEACTaBeHa B Tab/NHIaTa no-ao0y.
Hexenanute peakiuu ca u306poeHH no-goay mo cucremo-opraneH knac (COK) mo MedDRA u no
KaTCIOPHATA 33 4ecToTa. KareropuuTe 3a 4eCTOTa ¢¢ ONPEACHaT KaTo: MHOro dectH (21/10), yectn
(=1/100 no <1/10), vewectn (=1/1 000 no <1/100), pexxu (=1/10 000 mo <1/1 000), MHOTO peaKH
(< 1/10 000) u ¢ HensBecTHA YecToTa (OT HAMMIHUTE JAHHH HE MOXeE Ja OBJle HAlIpaBEHA OIIEHKA).

B1B Beaka rpyna no vecrora 1 COK HexenaHHTe peaklHH ca NPEACTABEHI B HH3XOAAI pel 1o
OTHOLISHHE Ha TAXHATA CEPHO3HOCT.

- Tabdaunma 1 Tabiu4en CHACHK HA HeXXeJTAHHTE PeaKHHH IPH DANACHTH, JIEKYBAHH C

H30TPCTHHOHH
CHcreMo- Muaoro uecTn Yecrn Penxn MHOro peaKH C neniBecTHa
OpraHHM yecToTa®
KJIACOBE
Hajexunn I'paM-TION0XHATETEH
(XOXKHO-THTABUYIHH )
OakTepHaTHA
RHEKOHH
Hapymenus Ha Tpombouuroncuus, | Heyrporenna JTuMdaneHOnaTUA
KPBLBTA H AHCMH,
JHM(PHATA TpOMOOLIATO3],
CHCTEMA YCKOPCHO YTagBaHe
Ha YCPBEHHTE
KPEBHH KIICTKH
Hapymenus Ha AHa(puIaKTHIH
HMYHHATA H pCaKIHH,
CHCTEMA CBPBX9IYBCTBHTE
MHOCT,
allepruyvyHa
KOXKHA peaxuus
Hapyimnenuns na 3axapen guader,
mMeTaioaHIMa H XHIIEPYPHKEMHA
XpaHEHeTo
Menxuann Henpecus, CamoybuiicTeo,
HApYUICHHS BIIOIIIABAHE HA OITHT 34
Jenpecus, CaMOyGHICTBO,
CKIIOHHOCT KEM | CYHIHAHA HIOCAIIHA,
arpecus, INCHXOTHYHO
TPEBOXKHOCT, pa3CTpOHCTBO,
TIPOMEHH B ATOJIOTHYHO
HACTPOCHUETO. MOBCACHHE
Hapymenns na ["mapobomue HobpokauecTBeHa
HepBHATA HHTpAKpAHHAITHA
CHCTEMA XHIICPTOHHA,
rbpPIOBE,
CRHIIHBOCT,

3aMalBaHe




CHcTeMoO-
OpraHaHH
K1acoie

Mpnoro decTH

YecTH

Peaxnu

Msuoro peaksa

C HeH3iBeCcTHA
yecToTa™

Hapymenus na
OMHTe

bnedapnr,
KOHIORKTHBHT,
CyX0Ta B 09HTE,
Apa3HeHe B OKOTO

OToOK Ha nmanAjdaTa
(xaTo MpPH3HAK Ha
nobpokagecTecHa
HHTpaKpaHHAJIHA
XHITEPTOHMS ),
KaTapaKTa, [[BeTHA
cCAemoTa
(HapymeHus Ha
[IBETHOTO 3PEHHE),
HETIOHOCHMOCT KBM
KOHTAKTHH JICIIH,
IICTHA 110
POTOBHIIATA,
HAMaNCHO HOIHO
3PCHUE, KEPATHT, -
Ppotododus,
IPHTEIHH
HapYILIEHUHA,
pa3Ma3aHo 3peRHE.

Hapymenns Ha
YXOTO H
JalHpHHTA

YBpeacH ciayx

ConoBu
HAPYIICHUA

Backymmr (darmp.
rpaHyJI0MaTOo3a Ha
Wegener,
aJICPrHYCH
BACKYJIHT)

PecnepaTopnu,
IPHAHH KB
MEAHACTHHAIHH
HAPYINEHHS

Hazodapunrur,
eIMMCTAKCHC,
CYXOTa B HOCA

bpoHxocIazeM
(ocobeHo ipH
MAITMEHTH C aCTMa),
JpEe3raB Iac

CroMamHo-
JpEBRHH
HAPYINEHHA

BB31aauTenHo
3aQ0IABadHe Ha
qJepBaTa, KOJNHT,
HIICHT, IaHKPEaTHT,
CTOMANIHO-YPCBEH
KPHBOH3ITHB,
XeMOparndHa
AYapHA, TalIcHe,
CYXOTa B I'bPJIOTO
(Bk. TOuKa 4.4)

XenaTodunuapH
H HADYICHHH

IloBumicHH
TpaHCAMHHA3HU (BiK.
Touka 4.4)

XernarTur




Cucremo- Muoro yecTs YecTu Peaxu Muoro peaxku C HeH3BecTHA
OpPraHHK JecToTa*
KJIACOBE
Hapytieuus Ha Copbex, Anonenus P yIMHHAHTHO Eputema
KOXKATA B CPUTEMATO3CH aKHe, BIOMIaBaHe HA | MYITH(QOpME,
NOAKOXKHATA oOpHB, AcpMaTHT, aKHETO CHHAPOM H4
ThKAH XEHITHT, CYXOTa Ha (axTHBHZHApaHe Ha CTHBBHC-
KOXara, akne), epureMa (Ha | JDKOHCBH H
NOKanH3HpaHa JIHLETO), EK3aHTEM, | TOKCHYHA
exchomanns, HapyIIeHHE Ha enHIcpMaIHa
PAHHMOCT Ha KOCaTa, HEKPOJTH 34
KOXaTa (pHCK OT XHpP3YTH3bM,
TpaBMa NpH TPHCHE) aucTpodHA Ha
HOKTHTE,
MAPOHHXHA,
peakiHs Ha
GOTOTYBCTRUTEITHO
CT, MHOTEHHA
IpaHylIOMa,
XHTICPITHI MERTALIHA
Ha KOXaTta,
33CHIICHO
H3NOTHBAHE
Hapymenus na ApTpanrus, Aprput, xamHHO3a | Pabaomuomnnsa,
MYCKYJIHO- MHanTHA, bonka B (kKammuHUKALHA Ha | CAKPOHIENT
CKeJIETHATA repba (ocobeno nmpn JIATAMEHTHUTE H
CHCTEMA H NAUMEHTH Rela H CYXOXHIASATA),
CHLeAMHHTEIHATA | IOHOIIH) NpeXACBPEMCHHO
ThKaH 3aTBAPAHC HA
ennPpHINTE,
€K30CTO34,
(xHnmepocTo3a),
HaMalleHa KOCTHA
IUTBTHOCT,
TEHIHHHT
Hapymenua ua I'moMepyIoHSPPHT | YPETPHT
6u6pennTe H
NHKOUHHTE
NbTHLIA
Hapymenns na CekcyanHa
BLINPOHIBOIANRTE MHCPYHKIIHA,
JHATA CHCTEMA H BKITIOYHTEITHO
rLpaaTa epEeKTHIIHA
MUChHYHKUKSA H
HaMAJIEHO
HbH0,
IHHCKOMAacCTHS,
BYTBOBAarnHanmHa
CYXoTa
O6wn ['panynanucHHa
HApYIICHHA H ThKaH {MMOBHIICHO
edexTH HA obpasysane), o610
MACTOTO HA HEPA3IONIOKEHHE
APHI0KEHHE
H3cneaBaHus HoeximeHu ITosumicH TToBHmeHa KpEaTHH
TPUTTTHLUSPHIM B XOJIECTEPON B dochokuHaza B
KpPbBTa, HAMAICHH KPHBTA, KpBBTa
ITHTIOTIPOTCHHH C MOBHIIIEHA
BHCOKA IITBTHOCT TJIIOKO32 B
KPbBTa,
XEMaTypHA,

[IPOTCHHYPHHA




¥ OT HATMMHHTE JaHHK HE MOXKE Aa ObAe HanpaBeHa OLEHKA.

Crobmasane Ha NOAO3IHPAHN HEXKEJIAHH PEAKIMH

CrobIaBaneTo Ha NOJO3MPaHN HEXKENIaHH PEaKMH clell paspeniaBaHe 3a ynorpeda Ha NEKapCTBCHHSA
NPOAYKT € BaxHO. ToBa mo3BoJisiBa Aa NPOABIKH HAOMIOACHHETO HAa ChOTHOMICHHETO M0/13a/PHCK 3a
JIEKapCTBCHHUA MPOAYKT. OT MEAUIIMHCKUTE CIICLIHANIMCTH CE€ H3HCKBa 1A Cho0IaBaT BCAKA
NIOAO3HpaHa HEKEIaHa peaKkuns q4pes: '

H3menHMTENIHA areHIYS 110 JICKapCcTBaTa
yiL. ,,Jlamsan ['pyes” Ne 8
1303 Codus

Ten.: +35 928903417
yebcaliT: www.bda.bg

4.9 Ilpeno3npane

H30TPETHHOHH € IIPOM3BOAHO Ha BUTaMHH A. Bunpekn ge ocTpata TOKCHYHOCT HA H30TPETHHOMH €
HHCKA, IPH CNY9aiHO NPEA03npaHe MOXE Ja Ce MTOABAT NPH3HALM Ha XUNEpBATaMHHO03a A, [IpossHTe
Ha OCTpa TOKCHYHOCT Ha BHTAMHH A BKJIIOYBAT CHIHO IMaBo0OINE, TaACHE HIM [IOBPBINAHE,
CHHJIMBOCT, Pa3apa3sHUTEIHOCT M ¢bpbex. IIpu3HaunTe H CHMITTOMUTE Ha CJTy9alHO HITH
NpEeAHAMEPEHO NPEeA03HpPaHe ¢ H30TPETHHOHH Half-BepoaTHO me ObaaT mogobHu. (Jyaksa ce Te3H
CUMIITOMH A2 ObAaT 00OpaTHMH K Na nIpeMHHAT 06€3 HeoOX0HMOCT OT JIEICHHE.

S. GAPMAKOJOI'HYHHA CBOUCTBA

5.1 OapMAKOAHHAMHAYMHH CBOHCTBA

DapmaxoTepanesTHaHa rpyna: Petnonan 3a neuenne Ha akue, ATC kon: D10B A0l

MexaHHM3bEM Ha AEHCTBHE
H30TpeTHHOHH € cTepeou3oMeEp Ha all-trans-peTnHoeBa kuceMHa (TPETHHOHH). TOTHHAT MEXaAHU3BM

Ha ACHCTBHE HAa H3OTPECTHHOMH OLIE HE € U3ACHEH NOAPOOHO, HO € YCTARHOBEHO, 9€ KITHHHYHOTO
NOAOOPEHHE Ha TEXKKOTO aKHE € CRbP3aHO C NMOTHCKAHE Ha AKTUBHOCTTA HA MACTHHTE HJIE3H H
XHCTOJIOTHYHO JJOKa3aHO HAMAJICHHE Ha pa3Mepa HM. OCBEH TOBa € YCTAHOBECHO JCPMAIIHO
IIPOTHBOBB3NATHTEIHO NEHCTBHE Ha H3OTPSTHHOUH.

KnnavaHa edpHKacHOCT B 6€30MacHOCT

[IpexoMepHOTO KOPHH(HIMPAHE Ha CTUTENHMA COH Ha KOCMCHO-MAaCTHATA SAMHHIA BOIH 1O
OTZEIIIHE HA KOPHEOIHMTH B KAHATYETO H 0 OIOKUpPAHETO My OT KEPAaTHH M H3TUIIBEK Ha MAaCTEH
cekpeT. ToBa ce nocneasa oT odpasyBaHe Ha KOMEJOH M €BEHTYAJIHO OT BBL3MAJIHTCIHH JIE3HH.
H3orpeTHHONH HHXHOHpA nponH(epaHaTa Ha CEOOLMTHTE K U3MIIEKAA ICHCTBA IIPH aKHE Ype3
NOAHOBABAHE HOPMaJIHATa Nnporpama 3a aAundepenimanud. Ce6yMbT € 0CHOBEH CyOCTpaT 3a pacTeika
Ha Propionibacterium acnes, Taka 1¢ HaMAJICHAaTa IPoAyKuusa Ha cebyM HHXHOHpa OaKTEPHATHOTO
KOJIOHM3HPAHE HAa KAHATIETO.

5.2 DapMAKOKHHETHYHH CBOHCTBA

Abcopbuma
AOcopOmmAaTa Ha H30TPCTHHOHH OT CTOMAIIIHO-YPEBHHUA TPAKT BapHpa H € JTHHCHHA, 24033
TEPANEBTHYHHUTE IPaBui. AGCOMIOTHATA OHOHAIHYHOCT HA H3OTPETHHOHUH HE € OffD:Q

KaTO B XyYMaHHaTa MCIOHIIMHA CHCAHHCHHCTO HE CC IIpHJIara NHTPpaBCHO3HO, HO CKY I.“"' O RS
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NAHHWTE OT NPOYYBAHUA BBpPXY KydeTa 10Ka3Ba JOCTa HHCKA H BapUpalla CHCTEMHA OHOHATHIHOCT.
Korarto H30TpETHHOHH C€ NpHEMa ¢ XpaHa, OHOHANHYHOCTTA CE YIBOJABA B CPaBHEHHE C IIDUEMA Ha
TTIAZTHO.

PasnpenencHue

HM30TpeTHHOKH CE CBBP3Ba B I'O/IsIMa CTENEH ¢ MIa3MEHHTE [IPOTEHHH, IPEAUMHO ¢ anbymuH (99,9 %).
O6eMbT Ha pa3npeaeICHHUE Ha H30TPECTHHOUH MIPH YOBEKA HE € ONPEACIIEH, Th KATO H30TPETUHOMH
HE € HAIMYCH B HHTPaBEHO3Ha HopMa 3a MPUIOKEHHE MpH xopata. FiMa Manko HHPOpMAHUs OTHOCHO
Pa3sNpEeacACHUETO HA H30TPETHHOHH B THKAHHTE NPH 9OBCKA. KOHUIEHTPAaLMUTE HA H30TPETHHOUH B
enMaepMHca ca caMo MTONIOBHHATA OT TE3H B cepyMa. [nasMeHUTEe KOHIEHTPAaLHH Ha H30TPETHHOHH Ca
OK0/10 1,7 rbTH NO-TO/IEMH OT TE3H B IIANa KPbB NOpany ¢1adoTo MPOHHKBAHE HA H30TPETHHOHH B
JEPBEHHTE KPBBHH KJICTKH.

buorpanchopmanns

Cren nepopanHo NpHIOKEHHE Ha H30TPETHHOMH Ca YCTAHOBEHH TPH IIaBHH METaDONINTa B 11/1a3MaTa:
4-oxo-isotretinoin, TpeTnHouH (all-trans-peTHOEeBa KHCcenuHa) 1 4-oxo-tretinoin, Tesn MeTabonuTy ca
noKaszanu OMOJIOIrHIHA AKTHBHOCT B HAKOJIKO in vitro TecTa. B ¢qHO KIIMHHYHO NPOYMBAHE € JOKa3aHo,
4ye 4-0X0-isotretinoin AONPHHACA 3HAYHTEIHO 33 AKTHBHOCTTA Ha H30TPCTHHOHH (HAMaJICHHE Ha
CTEIICHTA Ha €KCKpeHA Ha ceOyMa BLIOPEKH JIMIICaTa Ha eQeKT BLPXY IUTA3SMEHHTE HMBA HA
H30TPECTHHOHH M TPETHHOHH). J[IpyrH no-He3HauHTeIHY METabOMHTH BKIIOYBAT IMIOKYPOHOBH
KoHIoratu. I naBeuaT Metabonur 4-0xo-1sofretinoin MMa I1J1a3MEHH KOHLICHTPAllHK B CTallHOHApHO
CbCTOAHHUE, KOMTO C€a 2,5 IIBTH N0-BHCOKH OT TE€3H HA H3XOJHOTO CHCAHHEHHE,

T'pif KaTO M30TPETHHOMH ¥ TpeTuHOUH (all-trans-peTHHOEBa KncennHa) ce OnoTpaHchopMHpaT
oOpaTHMO (B3aMMHO C€ NIPEBpHIIAT), bnoTpanchopMaluiITa Ha TPETHHOUH € CBhP3aHa C Ta3H Ha

n30TpeTHHOHH. M3uncneno e, ge 20-30 % ot n03aTa Ha H30TpeTHHOMH ce OuoTpaHcopMHpa dpe3
H30MEPH3aLInA.

EHTepo-xenarasHaTa LHPKYJIaMs MOXe Ia HTpac 3HAUUTENHA poid 3a (apMaKOKHHCTHKATA HA
M30TPECTHHOHH IIpH 40BeKa. [IpoyuBanuaTa Ha OnoTpanchopMalMATa in vitro €a NoKasalH, 9e
wikonko CYP en3uMa ygacTear B GHoTpaHC(HOPMHPAHETO HA H3OTPETHHOMH A0 4-0X0-isotretinoin H
TpeTHOHH. M3rnexaa HUTO eana n3odopma He urpae npeobnanasaima pons. H30TpeTHHOMH H
HETOBHTE MeTa0ONHTH He NOBMMABAT 3HAMHTENHO aKTHBHOCTTA HA CYP €H3NMHTE.

Enumunnpane

Cnejt HepopaHo NPHIOKEHHE Ha OeNd3ad H30TPETHHOMH NpHOIM3HTENHO paBHH QpaKilHK OT J03aTa
ca OmwIH OTKpHUTH B YpuHata # pekanuure. Cnea nepopajHo NMPUIOXEHHE HA H30TPETHHOMH
TCPMHHAIIHOTO BPEME HA €TMMHHAIIHOHEH MOTYXKHBOT HA HEIIPOMEHEHOTO JIEKApCTBO MPH NalUECHTH C
aKHE € MMaJIO CPEAHa CTOMHOCT OT 19 gaca. TepMHHAnNHOTO BpeMe Ha NMONMYHBOT Ha 4-0X0-
1sotretinoin € No-AbJro, ChC CPeaHa CTOMHOCT OT 29 yaca.

H3oTpeTHHONH € PH3MONOrHYeH PETHHOMA M €HIOTCHHUTE PETHHOMAHH KOHIEHTPALIMH C€ AOCTHTaT
MPUOIH3NUTEIIHO ABE CEAMMLIM CISA Kpas Ha JIEUeHHETO C H30TPETHHOHH.

YephoapoOHo yBpexaaHe
To# KaTO U3OTPETHHOMH € MPOTHBOIOKA3aH NIPH NALMEHTH ¢ YEPHOAPOOHO yBpeKAaHe,

HHPOPMALATA OTHOCHO KHHETHKATa HA H30TPETHHOHH IPH Ta3H 1TONYJARHA NALHCHTH ¢
OIrpaHMYEHA.

brOpedHO yBpEXkaaHE
bx0peunara HeAOCTATLYHOCT HE HAMAIABA 3HAYHMO MIA3MEHHIS KIIMPBHC Ha H30PPE

0X0-1sotretinoin.




5.3 IlpeakIHHAYHEA JAHHK 32 0€30MACHOCT

OcTtpa TOKCHYHOCT

OcTparta nepopaisa TOKCHYHOCT Ha H30TPETHHOMH € OMIIa OIpeAcicHa NIPH Pa3iIMYHH KHBOTHHCKH
BunoBe. LDsp e 61na npubnuszurenno 2 000 mg/kg npu 3aiinm, npubausutenyo 3 000 mg/kg npu
MUIIKHA H Haa 4 000 mg/kg npu mrsxose.

XPOHUYIHA TOKCHYMHOCT

[IpoABHKUTEIIHN NPOYYBAaHMSA NIPH IUTHXOBE 32 NMEPHOA OT HaX 2 FOAHHH (033 Ha H30TPETHHOMH 2, 8
H 32 mg/kg/mHEeBHO) ca MOKa3any 9acTHIHO ONajaHe Ha KOCMUTE H MOBHUIICHH TPHITHIICPH/IH B
na3Mata B IpyNnHTe ¢ NO-BUCOKUTE J03H. CIIEKTHPBT Ha HEXKEJIAHH PEaKIHH HA H30TPETHHOKH IIpH
rpU3adHTe CHIHO HanoAoOgBa TO3M Ha BHTAMMH A, HO HE BKJIIOYBA MACHBHHTE KAIUHMPHKAIMH Ha

THKaHHTE H OPraHuTe, HaOMI0aBaHy ¢ BUTAMHH A NIpH IIbXoReTe. [I[pOMEHHTE B YEpHOAPOOHHTE
KJIETKY, HaOII0JaBaHK C BHTAaMHH A, He ca 0TOeI93aHH ¢ H30TPSTHHOHKH.

Beuvikn HabmonaBaHH HeXXENaHH peaKuMy Ha CHHAPOM Ha XHIIEPBHTAMHHO3a A ca OHJIM CHOHTaHHO
obpaTHMH cliell MPEyCTaHOBABAHE HA H30TPETHHOMH. JlOpH eKCIEPMMEHTAIHHTE XHBOTHH B JIOIIO

0DII0 CHCTOSHUE Ca CE BB3CTAHOBHIIH B I'ONAMA CTEMNEH cnen 1 - 2 CeIMMIIH.

TeparoreHHocT
Kakto npyn Apyrurte NpoM3BOJAHA HAa BATAMHMH A, B OMUTH BbPXY XKHBOTHH € JIOKA3aHO, H¢
H3OTPETHHOMH € TEPAaTOTCHEH H eMOPHOTOKCHYCH.

llopagu TepaTOreHHMsA MOTEHIMAN HA H30TPECTUHONH, MMa TEPANICBTHYHH TIOCICIHLIH 32
NPWIOKECHHUETO NIPHU XKEHH B JICTEPOAHA BBIpacT (BX. Touka 4.3, Touka 4.4 ¥ Touka 4.6).

MyTareHHOCT
B npoy4YBaHMA BbPXY )KMBOTHH CHOTBETHO in Vitro WM in vivo HE € JIOKa3aH MyTarcHeH e(peKT Ha
H30TPETHHOMH.

6. OPAPMAINEBTHYHH TAHHHU
6.1 CnHchLK HA NOMOIUHATE BEIIeCTRA
KancyiaHo cbIbpKHMO:

[[ueneH BOCEHK, XBIT;

CoeBo Macno, papHHUpPaHO;

CO€eBO Macno, XMAPOTCHHPAHO;

CoeBo Macno, 9aCTHYHO XHAPOTEHUPAHO.

Kancyna:

Kenarun,
['nuuepon 85 %;
Kapuon 83, ceaspxam copdburon (E420), MaHHTON, XUAPOTCHUPAHY HHINECTEHH XHIPO
TuranoB nnokcun (E171);
YeppeH xenesed okcun (E172).

MacTHIIO 33 CYX I1€Y4T.
[lennak moxudumMpan,

Yepen xenesen oxcup (E172);




[TpoMMNIEeHTITHKOI.

6.2 HechBMeCTAMOCTH

Henmpunoxumo.

6.3 Cpox Ha roiHOCT

3 TOZIKHH.

6.4 CoenHa/IHH YCIOBHA HA CHXPAHEHHE

Ha ce cexpansasa nog 25°C.
Ja ce cexpaHfABa B OpHTHHAJIHATA OMAKOBKA M ChbXpaHABadTe OMMCTEpa B KAPTOHEHATA KyTHs, 3a 13 CE
[IpeAIIa3H OT Bjlara H CBETIIHHA.

6.5 BHI H CHALPKAHHE HA ONIAKOBKATA

OnaxoekH ¢ 6aHCTEPH OT ABYILIacTOBO donuo (PVC/PVDC) — amyMuHHH, KOHTO CuABpXKaT 30 HiH
100 6pos Meku Kancynm.

He BcHUKM BUAOBE ONIAKOBKH MOTAT Ja OBJAT MyCHATH B ITpojaaxoa.
6.6 CnennaaHn npeAna3Hy MepKH NPH H3XBLpJisiHe H padora
BrpHeTre HeH3non3paHuTe Kancysi PoakyraH Ha papMalleBTa.

HeusnonisaHusT NCKAPCTBCH MMPOAYKT WIIH OTIIAABPYHHTC MATCPHAJIN OT HCTO 'I‘pHGB& Ha CC H3XBBEPIIAT
B CHOTBCTCTBHC C MCCTHHUTC U3HCKBAHHA,

7. IIPUTEXKATEJI HA PAZPEIIEHHETO 3A YHOTPEDBA

Pom benrapua EOO/, ya. ,,Pavo IlerkoB Kazanmkuara™ Ne 2, Codpns 1766, bearapus

8. HOMEP(A) HA PAZPEIIEHHMETO 3A YIIOTPEBA

Pa3spemenne 3a ynorpeda Ne I1I-3761

Perncrpaumoner Ne 20030084

9. JATA HA ITBPBO PAZPENIABAHE/IIOAHOBSIBAHE HA PAIPEIHIEHHUETO 3A
YIIOTPEBA

Jata Ha nbpBO paspemanane; 23.03.1994 r.
IlaTta Ha nocieaHo nogHoBaBaHe: 12.12.2008 r.

10. HATA HA AKTYAJIHZHUPAHE HA TEKCTA

Sayapu 2024 r.




