KPATKA XAPAKTEPUCTHKA HA IIPOAYKTA



1. HME HA JIEKAPCTBEHUS IPOAYKT

Honnaza kodtpon 20 mg cromatiiHo-ycTOH4HBH Tabner:
Nolpaza control 20 mg gastro-resistant tablets

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

A3NBHATENHA ATEHLUAS FO NEKAPCTRATA |

KpaimKa Xapakmepucmuxa Ha npogyxma Npuagxerue 1

9&9/30 770

KoM Pez, Ne ......
,g &/ A7 /7/ S 2 7 7
a3peiuenue M ..
2 3 02 2022
Oaoperue N2 ...

Besika cTomanino-yctoifuuBa TabneTka chabpka 20 mg naHTonpason (pantoprazole) (kato

NAHTONPAa30J1 HATPHER CECKHXHPAT).

TlomMoniHy seliecTa ¢ M3BECTHO JEHCTRHE:
- copbuton (E420): 18 mg/rabnetxa

3a UBAHMSA CUMCHK HA TIOMOUHWTE BellieCTRa, BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

CromalnHo-ycToiiunBa TabneTka.

CromauHo-ycToiuHBKTe TAONETKH Ca CBETIIO XK BITEHHKaBO-KadeBH, OBAITHH (3 mm x 9 mm), nexo

NBOHMHOH3NBKHAIH (PHAMHPAHH Tab/eTKH.

4. KINAAYHH JAHHH

4.1 TepanepruYHHu NOKAIAHAL

KpaTkocpoyHO NedeHHe Ha CHMIITOMH Ha peduTyKe (Hanp. KHCEIMHH B CTOMAXa, KMCEIMHHA

PETYPrUTAIMS) NP Bb3PACTHA.

4.2 [o3spoBKa H HAYAH HA HPH/IOXKEeHAHE

,EOBHEOBKH

Ilpenopbumrennata no3a e 20 mg nanronpalon (equa TabneTka) Ha AEH.

Moxke na € He0DX0aHMO Aa ce npreMar TabNeTKUTE B PAMKHTE Ha 2-3 NOC/IE/IOBATENIHH 1HH, 32 1A ce
nocturue noaobpenHe Ha cimnromute. CieNl KaTo HACTBIH MLTHO 00/ICK4YaBaHe HA CHMITTOMHTE,
NedeHueTo TpAGERa 1a ce mpeycTaHoBH. JledeHHeTo He TpadEa A2 HaeHIAaBa 4 ceamuuy Oe3

KOHCYNITAHHA C JicKap.

AKko He ce momy4y obnekyeHHe Ha CHMITTOMHTE B PAMKHTE Ha 2 ceAMHLIM Ha HENPEKBCHATO JICHEHHE,
(anMeHTHT TPAOBa na Obae HHCTPYKTHPAH A3 Ce KOHCYJITHPa C JieKap.

Creyuaanuy nonyaayuu

He ce Hanara KOpeKLHs Ha 103aTa IpH NAauHCHTH B HallpeaAHa1a Bb3pacT HiH IIPH TE3H ¢ HApYyICHA

60peuna wiH yepHoapobHa GyHKLHA.

lleduampuyna nonyrayus

Honmaza koHTpos He ce npenopnusa 3a ynotpeba npu acua U roHoww nol 18-ro
TIOpaJH HeAOCTATbYHO JaHHH 3a 6e30nacHOCTTa M epMKacHOCTTa.

Hauun Ha npunoxeHue

"'\..




Honnasa konrpon 20 mg cromamyo-ycToifuuHn TabneTkd He Tpabsa 0a ce XLBYAT HAK
qynsaT ¥ Tabnerkara TpaGBa Aa ce NperTbila LA ¢ TEHHOCT, Peld XPaHEHE.

4.3 IIpoTHBONOKA3AHHA

CBPBXYYBCTBHTENIHOCT KbM AKTHRHOTO BEILECTBO WIH KbM HAKOE OT [IOMOLIHATE BEIECTRA,
n30poeHH B Touka 6.1,

EanoBpeMeHHO MpHiIOKeHHe HA TAHTONPA30Jl He ce nmpenopbiea ¢ HIV nporeasHu
HAXHOUTOPH, 3a KOUTO abcopOnHaATa 3aBHCH OT KHCENIO BETpelnHocTomaindo pH karo
arasaHaBHp, HENGUHABHD, TOPAIH 3HAYH TETHO HAMATABAHE Ha TAXHATA OHOHATMYHOCT (BX.
Touka 4.5).

4.4 Cpennaanu npegynpexaends H NpeAua3HA MepKH NpH ynorpeta

[MaunenTure TpaORa Aa GbAAT HHCTPYKTUPAHH [1a C& KOHCYNTHPAT ¢ fleKap, ako:

- HMAT HerpefHamMepeHa 3aryba Ha Terio, aHeMHs, CTOMALLIHO-YPEBHO KbPBEHE, AUCharns,
NPOXLJKHTENHO NOBPBLUAHE HIIH TIOBPBILAHE C KPBB, Thii KATO MAHTONPA30N MOXE Jia 001eKIH
CHMINTOMHTE H /1a 336aBH AMArHOCTHLMPAHETO Ha TEXKO cheTogHHe. [1pH TesH cmydau Tpadsa
Na Obae U3KIIOYEHO ATOKAYECTBEHO 3abonsBaHe,

- Ca UManH NpeuIeCTBAIlA CTOMALIHA H3B3 WAW CTOMAIIHO-YPERHA ONEpaLis,

- ¢4 Ha NMPOXBL/KUTENHO CHMITTOMATHYHO JIeHeHHe 3a HapyLIEHO XPAHOCMHJIAHE HIIH KHCEIMHH B
CTOMaxa 3a 4 CeIMHLIH HIH NOBeYe,

- HMaT JKBJITEHHLA, YePHOAPOGHO yBpexkKaaHe WIH YepHoapobHo 3abonseaxe,

- HMaT ApYTH CEPHO3HH 3a00NABAHMA, 3ACATALIH OBLIOTO 35PABOCIOBHO CHCTOAHHE,

- Ca Ha BB3PAcT HaZl 55 POAMHH, ¢ HOBH HJIH HACKOPO MPOMEHEHH CHMITTOMH.

TTatiHEHTH, ¢ NPOIL/IKHTENHH TOBTAPALIH C€ CHMITTOMH HA HAPYLICHO XPAHOCMHIAHE WIH KHCEeTHHH
B CTOMaxa, TpAOBa 1a nocewaBaT peaosHo cBoA ekap. OcoGeHO NAUNEHTH Had 55 ro/iHIlIHA BE3pacT,
NPHEMALLIH eXKeAHEBHO IeKapcTEa 0e3 JIeKapcko NMpeanHcaHue, NPOTHB HapyLIeHO XPaHOCMHMNAHE HilH
KHCEHHH B CTOMaxa, Tpa0sa Ja HHOOPMHPAT TeXHUs ieKap WIH (hapMaueBT.

[NauneHTHTE He TPAGBa Na NPHEMAT €IHOBPEMEHHO APYri HHXWOHTOPH Ha MPOTOHHATA nomna Wik Hz
AHTArOHHCTH.

[MaunenTHTE TPAGRA N3 CE KOHCYNTHUPAT CBC CBOA JieKap NIPEaH Aa NPHEMAT TO3H JICKAPCTBEH
NpPOAYKT, ako TpAOBa Na NMPOBEAAT EHAOCKOIHA HIIH YpeeH TECT Ha ABbXa.

Maunenture Tpabea aa 6baar nHpopmupanH, ue TabneTKuTe He ca MPEAHAIHAYCHH 3a OCHTYpABAHE
Ha nezabapno obnexvueHHe.

TaumeHTHTe MOXKe Ja 3aMoYHaT Aa YyBCTBAT OONEKYeHHe Ha CHMIITOMHTE NPUOIH3HTENHO eIHH ACH
CTie]l 3aM04BaHe ICYEHHeE C MaHTONpPAazoJ, KATO MOKe Aa Obe HeoGXoNMMO Ja IpHEMAT NpoaykTa 7
IIHH, 33 IOCTHraHEe HA [THJHO NOBIHABAHE HA KHCENMHHUTE B cTOMaxa. IlauneHTHTe He TpAOBa 1a
MpHEMAT [IAHTOMNPa307 KaTo NPOQHAAKTHYEH JIEKAPCTBEH NPOAYKT.

CromMamHo-upeBHH HH(eKUHHY, TpHYHHEHH OT DakTepuH

[ToHHXKeHaTa CTOMALIHA KMCETHHHOCT, IOPaJH BCAKAKBY CPEACTRA - BKIIOYHTENHO HHXHOHTODH Ha
TIPOTOHHATA [IOMIIA - YBe/lu4aBa Opos na GakTepunte, KOHTO OOWKHOBCHO MPHCHCTRAT B CTOMAIITHO-
4pEBHUA TPAKT. JleueHUeTo leKapcTBeHH NPOAYKTH, NOHIKABALIH OTACTAHETO Ha CTOMAIIHA

Campylobacter unu Clostridium difficile.

Cyb H KOMWEH ¢ epurematonec (SCLE
HMuxubuTopuTe Ha NPOTOHHATA MOMIA ca CBHP3aHKA ¢ MHOTO pexku ciryyan Ha SC[{EE
ne3uu, 0cobEHO B YHaCTBUM OT KOMKATa, H3NOKEHH HA CITbHYEBH JTb4H, H aKO T¢ ca @
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Oonku B cTapyTE, MAUHCHTHT TPAOBa He3abaBHO Ja NOTHLPCH MEJIMIIMHCKA NOMOLI H MEAHITHHCKHAT
CTIELMANIHCT clle/[Ba Aa OOMHCITH cnupaHe Ha mpueMa Ha Honnaza konrpon. SCLE, vactsnun caen
MPEeNXO/HO NIEYEHHE ¢ HHXHOUTOP Ha MPOTOHHATA MOMIA, MOXE fia yBeaH4H pucka oT SCLE npu
ynotpeba Ha APYrd HHXHOWTOPH Ha IPOTOHHATA NOMMA.

[lonusBane Ha nabopaTopHHTE pe3yTard

HoruwenoTo HHBO Ha XpomorpaHuH A (CgA) MoxKe fa MOBJIMAE HA H3CJICABAHHUATA 32
HEBPOEHOKPUHHH TyMOpH. 3a Ja ce n3berse ToBa B3auMoneiicTene, neyennero ¢ Hommnaza KonTpoa
TpAOBa Na ce Clpe BPeMEHHO Hali-Masiko 38 5 AHU npeau onpegensHero Ha CgA (Bx. Touka 5.1). Ako
HHBaTa Ha CgA M racTpHHa He ca Ce Bb3CTAHOBWIH B pe()ePEHTHHTE CH IPaHHLIH CNIE HAYalTHOTO
ofpefenaHe, W3MepeaHeTo TPpAdRa Ja Obe MOBTOpeHO 14 HU Clie/ CIMPAaNe Ha NEHeHUETO C
HHXHOMTOp Ha NMPOTOHHATA IOMIA.

To3u nexapcTBeH MPOXYKT € NPEAHA3HAUCH CaMO 3a KpaTKOCpoyHa ynoTpeda (10 4 ceamuin) (Bx.
Touka 4.2). [TauneHTHTe TpabBa 2 6BAaT NpeAyNpeaeHH 3a TOMBIHHTENHH PHCKOBE MIPH
NPOXLILKMTENHA YHoTpeOa Ha feXapeTBeHMTe NpoayKTH K Tpadsa na ce Habnerne Ha
HEeoOXOOUMOCTTa OT NpedIuCBaHe.

CnenHHTe IOMBIHHUTENHKM PUCKOBE TPAOBa 1a ce OBCHLAAT MPH IBArOCPOYHa yroTpeba:

Buaneiicrane Bbpxy abco siTa Ha BuraMun B2

INanTonpazon, KaTo BCHYKH ONIOKHpaly CEeKPEHHATa Ha CTOMALLIHA KHCENHHA JIEKAPCTRA, MOXKE Ja
HaManH pezopOupaTa Ha BUTAMHH B 12 (uHankobantMHH) nopaai Xuno-HiH axjaopxuapus. Toea
TPAGBA [a ce MMa IPeIBHI, NIPH NALMEHTH ¢ HAMATEHH TEICCHH 3aNIacH HITH PUCKOBH (aKTOpPH 3a
noHmkeHa aGcopGuus Ha BuraMun B12, npn npogsmkyTeHa TepamiA KM ako ce Habnopasar
CHOTBETHHTE KJIHHHYHH CHMIITOMH.

DpakTypy HA KOCTH

Huxuburopure Ha NpoToHHaTa BOMNA, 0COOEHO KO ce HINOI3BAT BhB BUCOKH JIO3H NMPOIBIDKHTENHO
speMe (Haa | roauna) moxe ciabo na nosHIuar prcka ot pakTypa Ha G€APOTO, KHTKATA HITH
rpEOHaYHHA ¢TI0, Npeolianarallli NpH NALMEHTH B HANPEAHANa BL3PacT HWIH B IPHCHCTBHETO HA
Apyr#é puckosH ¢akTopu. [TonpobHH H3menBaHHA, NOKABAT, Y¢ HHXHOHUTOPUTE HA MPOTOHHATA NOMIIA,
MOraT Jja MOBHIIAT oOLMAT pHCK OT dpakTypH ¢ 10-40%. HacT o1 ToBa NOBHIIABaHE MOXKeE 1a ce
JBJDKH Ha ApYTH pHCKoBM dakropu. [TaupeHTH, pHCKOBH 3a OCTEONOpOo3a, TpAGBa a MOYar, Crnopea,
CbBPEMEHHHTE KJIMHHYHH HACOKH, A5EKBATCH PHEM Ha BUTAMHH D H KaLMiA.

XHNoMarHezeMHs

Ilpn nauneHTH, NEKyBaHH ¢ HHXHOMTOPH Ha ApoToHHata nomna (MITI), kato naHronpason g
TIPOOB/KEHHE HAa HAH-Manko TPH MECeNa, a B IOBEYETO CAyYaH B HA €JHA FOAWHA, BMa PALKO
C'BOSI.[IBHHSI 34 TEXKa XHIMOMAIHE3HEMHAA. Cepnosﬂn MpoABH Ha XHNOMArHC3HCMHA Karo ymopa,
TETaHHA, ACTHPHYM, KOHBYIICHH, 33aMAAHOCT H KAMEpHA 8PHTMHA MOTaT J1a CE NMPOABAT, HO Te MoraT aa
3amovHaT He3abend3ano u aa Ovaar npeHedpernatd. XHoMarHesneMHATa Moxe aa 10BeIe 10
XHMMOKaNUHeMHs H/WiK XxunokainHeMus (Bx. Touka 4.8). [Tpu noseuero 3acerHaTi NalHeHTH
XHNOMAarHe3HEMHATa (M CBBP3aHATA C XHIIOMArHE3HEMHA XMITOKAJIMEMHA H/ UK XHITOKATHEMHS )
NpeMHHABA CNIEA NPHEM HA MATHE3HEBH J0OARKM M MpexpaTABaHe Ha nevenHero ¢ UI1IL.

3a mauMeHTH, 33 KOHTO Ce 04aKBa, ye e 6bAAT Ha MpOTh/DKHTEINA TEPAITHS, HIIH KOHTO MpHeMaT
HIIII ¢ AMroKCHH WITH JIeKapcTBa, KOMTO MOTAT [a NPHYMHST XHIOMATHE3eMHEA (Hanp. AMYpPeTHLH), €
HEOOX0JMMO MENHLIMHCKHTE CISLIATHCTH Ja B3EMAT 01 NPEABHA H3MEPBARHETO HA MarHe3HeBHTe
HHEA Npeay 3anousade nevenreto ¢ UIII, KakTo v nepHOIMUHO 110 BPEME HA TEPANHATA.

Honnasa koHTpon cbabp&a cOpOUTON H HATPHE.

Toga nekapereo cbhabpxa 18 mg copburon BbB Beaka TabeTka.

Tosa nexapcteo ChaABpIKa No-Manko or 1 mmol HaTpuii (23 mg) Ha Tabnerka, T.e. M,
y€ NPAKTHYECKH HE ChABPKA HATPHIA,

4.5 BaammojJeiicTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH H ApYrA GOpME Ha



JlekapcTBeny npoaykTH ¢be 2aBHckMa o1 pH dapmakokuHeTrka Ha abcopbruara

Honnaza xoHtpon moxe na peayuupa abcopOunara Ha aKTHBHH BELLECTBA, YHATO GHOHAIHYHOCT
3aBHCH OT HHBOTO Ha pH B ¢cTOMaxa (Hanp. keTokoHazon).

HIV nporeazns HHXHOHTOpH
EnxospeMeHHO NpUIOKEHHE Ha TAHTONPa3oN He ce npenopbyea ¢ HIV nporeasiH HEXHOHTODH, npu

KoMTO abcopbunsTa 2aBMCH OT HHBOTO Ha KHCEJIHHHOCT Ha BbTpecTOMaillHOTO pH, xaTo aTasaHaBHp,
nopajii 3HAUMTEIHOTO HAMaISBaHe Ha TAXHaTa GHOHANHYHOCT (BXK. TOUKa 4.3).

KyMapHHOBH aHTHKkoarynanTH (dennpokymon niu sapdapun)

Burpeky, 4e npu KIMHHYHHTE (PApMAKOKHHETHYHH NIPOYYBAHHA, [PH €JHOBPEMEHHO MpUIarate ¢
dennpokymon H Bapdapus, He ca HaGnmoAaBaHK B3aHMONEHCTBHS, ITPH HAKOH OTAENHH CITyYaH ca
JoKJIaiBaHK NpoMeHH B International Normalised Ratio (INR) npH cpABTCTBAmIO JICUEHHE B TI0CT-
MapKeTHHroBHa neproj. [lopaau TOBa NpH NALHEHTH, IEKYBaHH C KYMAapHHOBH aHTHKOATYJIaHTH
(Hamp. deHNpokymMoH unu sapdapiH), ce npenopbLyBa Npocnenssale Ha NpoTpoMOHHOBOTO
speme/INR cnex Hauanoro u kpas Ha MpHeMa, KaKTO W 10 BPEME HA HEPEAOBHO NPHEMAHE Ha
MaHTOMPa3oll.

MeroTtpekcar

EnnoBpeMenHaTa yniotpeGa Ha BHCOKH J03H MeTOTpekcaT (Hamp. 300 mg) u uuxHOUTOpH Ha
APOTOHHATA MOMIA, [IOBHIABA HUBATA HA METOTPEKCAT NPH HAkoi NauueHTH. [lopaau Tosa, npu
ChCTOSAHMA, MPH KOHTO € HEOGXOAUMO NIPWIOAKESHHE HA BHCOKH 103H METOTPEKCAT, HAIIPHMED MPH
pakoBu 3abonaBanHus M ncopHaskc, TpaGBa fa ce oGMHCIM BpEMEHHO MPEKPATABAHE HA TEPANHATA C
NaHTONpason.

JIpyry npoyysaHMA Ha B3aUMOJEHCTBHATA

TNaxTonpason ce Metabonu3npa B 4epHuA Apod nocpeacTBoM HTOXpoM P4530 eHsuMHara cuctema.
He MOxe 1a ce H3KMO4H B3aMMOASHCTBME HA NAHTOMPA30I ¢ APYCH BELIECTBa, MeTaboNH3HPaLIM ce
OT ChLIATA EH3HMHA cHeTeMa. Bee mak, HaMa HaboAaRaHH KIHHHYHO 3HAYHMH B3aUMO/CHCTBUA MPH
crielMpHUYHHTE TECTOBE C kapbaMasenHH, KodeHH, auasenam, JTUKIOPEHaK, THIOKCHH, €TaHO,
rUGEHKIIAMHTT, METONPOIION, HAPOKCEH, HHeIHH, PEHHTOUH, THPOKCHKAM, TEODHIHH H
MEPOPAIHH KOHTPALENTHEH, ChALPXKALIH ISBOHOPIeCTPeN H €THHHI €CTPagHON.

He ca Gunm ycraHOBeHH B3aHMOAEHCTBHA TIPH CHITBTCTBALIO NPHICKEHHE Ha AHTHALIMAK.

4.6 DepTHAHTET, SPeMeRHOCT H KbpMeEHe

bpementocT
Hama nocrarsyno nanHw 3a ynorpefara Ha naHTONpasos npH 6peMeHHH keHH. [IpoyyisanusTa npH

MHBOTHH [I0KA3BaT peNpOAyKTHBHA TOKCHYHOCT. [IpeAknMHMYHH NpOYYBaHHA HE MOKa3BaT
yBpEXAane Ha pepTraNTeTa LIH HAJTMYME Ha TepaToreHHH edekTs. (B, Touka 5.3). IloTeHunanuuar
PHCK MPH XOpa HE € HIBeCTEH.

INanTonpason He TpabBa Aa ce U3NOA3Ba MO BpeMe Ha GpeMeHHOCT.

KbpMmene
[anTonpazon/ MeraGonuru ca ycraHoBeHH B kKbpmara. He e n3pecten edexra Ha na

HOBOpoAeHH/ kbpMaueTa. Honmnasa koHTpon He TpabBa [1a ce H3NOI3BA MO BPEME H

GepTHavTeT
Hsama naHnu 3a yspexxaaHe Ha QEPTHIHTETA CHE IPHIOKEHHETO Ha MIAHTOIpPa3



EbPXY KHBOTHH (BaK TOuKa 5.3).

4.7 EdexTn pppxy cnocofHocTTa 3a WogHpane H padoTa ¢ MAIIHAK

Honna3a HaMa HIH HMa HE3HAYHTEHO BAKAHKE BLPXY criocoGHOCTTa 32 modApaHe H pabora ¢
matuuHu. BrnpexkH ToBa Moxe na ce HabMmoaaBaT HexkenaH! PeakLMH KaTo 3aMaiBaHe H HAPYUICHHA
Ha 3petinero (Bx. Touka 4.8). Ako ca 3acernatu, nauuenrure He TpaGsa aa wodHpar Wid Ja
H3MON3EAT MALIHHH.

4.8 Hexenann /JIeKAPCTBEHH peakIHA

Q06obieHre Ha npod#aa Ha Ge30MmacHoCT
[MpubauznaTenHo 5% MOraT a OYaKBar Ja NoTyYaT HEXKENaHH PeaKLnH.

Tabnuued codchbK Ha HEXKENAHHTE JICKAPDCTBEHH pEaKIIHH
CJIEI[HHTC HEXKeNaHH JICKAPCTBCHH peaKkLiMH ca ounm ACKNAIBaHH IpHA ynmpeﬁa Ha rTaHTonpa3oJl.

B cnensainara rabiHia, HexkelaHHTE JIEKAPCTBEHH PeakLiuy ca KIacH(HIMpanH upes
knacudukanmsTa 3a sectora no MedDRA:

- Muoro gecth (= 1/10);

- Yectu (= 1/100 mo <1/10);

- Heuectu (= 1/1 000 go <1/100);

- Penku (= 1/10 000 no <1/1 000},

- Mmnoro peaku (<1/10 000),

- C HeH3BeCTHA 4eCTOTa (OT HAJTMYHHTE NaHHH He MOXKe Na Ob/ie HanpaBeHa OLEHKA).

!'Ipﬂ BCAKO PYNMHpaHE B 3aBUCHMOCT QT YECTOTATA, HCXKCTIAHHTE NEKAPCTBEHH PCAKLIHH CC H36])0$[BaT
B HH3XO0AA10 pea mo OTHOIHCHHWE Ha TAXHATA CEPHO3HOCT.

Tabauya 1. Hexcenawnu nexapcmeeny peaxyu npu NPULONCERUemo Ha NRAHMOonpazon #pu KIUHUYHU
RPOYHEGHUR U NOCM-MAPKEMUH2060 HAOOOEH e

Yecroralectn [Heuecrn Penxn Mmuoro C neHiBeCTHA 9€CTOTA
HCTEMA PeaKH
praHvd
acoBe
apyuienus na Arpanynountos [TpombouuT
bEma U a o-
numpna FIeHHS;
cricmema UlerKkoneHHs
TManusTOMmE
HAA
Hapyuenuz na CBPBXYYBCTBUT
UMYHHAMA e- HOCT (BKJI.
cucmema AHAQHIAKTHYHY
PEAKLMH H
AHAUIAKTHYEH
LIOK)
\Hapyuenun na X nnepnunuzem XunoHaTpHeMHSA
memaboruzma u HH X Hr1oMarHe3HeMHs
xparenemo |1 noBMLIABAHE XunokanumemMus),
Ha TAmHaHTe
(TpUrnuuepun,
XOIECTEPO);
[TpoMeHH B




[TerIoTo
I Icuxuunu Hapywenns |[[lenpecus (1 [[lesopuen- [XamouuHaLKH;
HApYMeHus Ha CHHS BCHYKH Tauus 00 bpKBaHe( No-CIEHHAITHO MpH
arpaBaLMH) (M BCMMKH  [IALIMEHTH C [IPeAHCNIO3HLUMA
ArpaBaLgu) KaKTo #
llwomanal-le Ha
CHLIECTBYBALLH
CHMIITOMH )}
Hapywenua na [masobonne; [HapyiueHusa na IMapecTesns
HEPEHAMA Famafipane [BKYCa
cucmema
Hapywenus na Hapyinenus B
lovume BPEHHETO/3aMBI
I1e-HO 3peHne
Cmomawno-  [[lomunu é[uapm]; [MHKPOCKOTICKH KOIHT
MpesHU Ha anexe/
Hapyuienus INBHOTO [OBPbILAHE;
(pyHayc [Pazayeane Ha
) Ha opeMa H
oMaxa E"(asone;
nobpok [3anex;
- CyxoTa B
€CTBEH [ycTara;
H) [Kopemuu
GONKH U
lnHckomdopr
Xenamo- TMoBHwasane [[loBHILaBaHe HA X emaTouenynapHi
bunuapru Ha OHIUpYOHHA yBPEHKIAHKSA;
Hapyuenus HMEePHONPOOHH DKBnTenuua;
T€ CH3HMH X enaToueTyJiapHa
(Tpatc- HEZOCTATHYHOCT
AMHHA3H, -
GT)
Hapywenus na KoxxeH Y pTHEKapus;, Cunpnpom Ha Stevens-Johnson;
oxcama u oOpus/ AHrHoeaeM 1.yell cunapom; Epurema
FIOOKOJICHAMA eK3aHTEM/ MyJITHQOPME;
MBKGH EPYIIHH; PoTovyBCTBHTENHOCT,JIeKkapeT
[pypuTyc [BEHA peakiys ¢ e03HHOpHIHA
H CHCTEMHH CHMNTOMH
(DRESS),
CyGakyTen KOXeH Tymyc
eputeMaroniec (Bx. Touka 4.4)
Hapyuwenus na KDpaxTypa Ha |ApTpanrHs;
MYCK)YIHO- [KHTKATA, Muanrus
CreaemHama BeapoTo U
cucmema u rpbOHauHUS
CLeuHUmMenHam CTB0
7
moran
Hapywenua na
GvOpeyume u
nuKouHUme
A
Hapyuienua na "'aHeKOMacTAs
penpodyxmusHa
yma cucmema u




Eopoume

Obugu AcTeHus, TloBuinasaye Ha
apyuienua u yMopa H rejiecHaTa
dhexmu na He pas3ooKe [TeMIeparypa;

Macmomo na FHHE Meprudepri

npUIoJIceHUe oM

(I XunokampieMHa W/WTH XHIOKATHEMHS MOTAT 1a GbJaT CBLP3aHHM C NOABATA HA XHIOMATHE3HEMHS
(Bxk. TOuKa 4.4).

CrobuiaBaHe Ha MOAO3MPAHH HEXETAHH PEAKLHM
ChobLIaBaHeTo Ha nOM03HpaHK HeXXeNnaHk Peakumy cie paspelasaHe 3a ynorpeba Ha NeKkapeTBEHHS

npoaykT e BaxkHo. Tosa No3BoNARa 12 NPOABILKH HAGNIOOEHHETO HA ChOTHOWIEHHETO TOJI33/PHCK 32
JIGKAPCTBEHHA MPOIyKT. OT MEJHUMHCKHTE CTICIHAIHCTH ¢€ H3HCKBa Aa choblllaBaT Beaka
MOAO3MPAHA HEXKeNlaHa PeaKLMs upes:

HzanbIHHTENHA areHLMaA N0 JeKapcTBaTa

vi. ,,Jlamsd I'pyes” Ne 8,

1303 Codus,

Ten.: +35 928903417,

yebcakiT: www.bda.bg.

4.9 IIpenosupane
Hosu Haa 240 mg, NprioKeHH HHTPABEHO3HO, B TEYEHHE Ha 2 MHHYTH ca GHn noneceHn nobpe.
Tbit KATO NAHTONPAZ0/ CE CBLP3BA B FOAAMA CTENIeH C IPOTEHHHTE, TOH He Ce AMATTH3HPA JIECHO.

ITpa cmyvail Ha npenosHpaHe, ¢ KIHHUYHA JAHHH 33 MHHTOKCHKAUHA, He MOXKE 44 Ce aanar
crietiMpHYHH MPEeNOPBHKH H3BRBH CHMITOMATHYHO H NOLTBPKALIO NeYeHHe.

5. ®APMAKOJOI'HYMHH CBOHCTBA
5.1 <PapmakoIHHAMHYHH CBOHCTBA

dapMakoTepaneBTUMHA MPyIa: IEKAPCTBA CPELLy KMCENINHHH HAPYLNEHUA, HHXHOMTOPH Ha
npoToHHarta noMna, ATC koa: A02ZBC02

MexaRU3BM Ha AcicTBHE
[MaHTonpazon e cybeTHTYHpal GeH3HMHAA30, KOHTO HHXHOHPA CEKPELMATA HA COIHA KHCENMHA B

CTOMaxa upe3 C]'IEI.I,HQ)PI'-IH& 6J101ca,ua Ha NpOTOHHATA NOMIIA HA NAPHECTAIIHATE KIETKH.

TanTonpazon ce KOHBEPTHPa B HeroBaTa aKTHBHa Gopma, UMKITHYEH cyndoHAMHA, B KHCEnaTa cpeaa
HA NAPHETATHUTE KJIETKH, KbieTo nuxubipa H+, K+ AT®aza edsumure, T. e. PHHATHHA CTaIHi OT
NPOAYKUMATA HA CONNHA KUCETHHA B CTOMEXA.

Huxnbupanero e n10303aB1CHMO 1 3acara KakTo 6a3zanHara, Taka M CTHMY/IMPaHAaTa KHCENIHHHA
cekpeuns. IIpH noBeyeTo NaLMeHTH NPeMaxBaHETO HA CHMATOMHTE Ha pedykca ce nocTura 3a |
ceamuua. [anTonpason peaylMpa KMCETHHHOCTTA B CTOMAxa M 10 TO3H Ha4MH NOBHILAEa HHBOTO HA
racTpHHa, NPONOPLHOHATHO HA PEIYKUHATA HA KHCEMMHHOCTTA. [ToBHINAaBAHETO HA HMBOTO Ha
racTpuHa ¢ obpaTumo. Thid KaTo naHTONMpPas30. ce CBBLP3BA € CHIUMHTE JHCTATHO OT PELENITOPHOTO
HHUBO, TOH MOKE J1a HHXHOHpA CEeKpeLMATA Ha COJIHA KHCENHHA, HE3aBHCUMO OT CTUMYJIHPAHETO H OT

AKTHBHOTO BELIECTBO CE NpHAra nepopaHO HITH HHTPABEHO3HO.

HusaTa Ha racTpHHa Ha rajiHO Ce MOBMLIABAT OT NanTonpasoi. [pu kpaTkocpoue
MOBEYETO Coy4aH T€ HE HAZXBBPJIAT rOpHaTa rpaHHlia Ha Hopmara. Ilpu npoxbi
HHBATA HA FacTPHHA ce YABOABAT [IPH MOBEYETO cAyYaH. EkcnecHBHO HapacTsaHe



OTAENHH cydad. Karo pe3yarar, npy npoAbDKUTENHO AEUSHHE TIPH MAIKa YacT OT clyuaute, ce
Habioasa, ieKo 1o cpe/THO nosuuiasade 6pos Ha cneluduunnTe enaokpunnu (ECL) ktetku B
cromaxa (0OMKHOBEHHA A0 aIcHOMATOM IHA XHuniepia3us ). Bee nak, cernacHo Mpoy4YBaHHATa
[IPOBEACHH /10 MOMEHTA, (POPMUPAHETO HA KAHLIEPOKAHH TIPEKYPCOPH (aTHNHYHA XHMNEPNa3HA) HITH
CTOMAILHH KaHLEPOMIH, KAKBUTO ca OUIH OTKPHTH MPH ONHTHTE C JKMBOTHH (BX. Touka 5.3), He ca
HabMmOAABAHH MPH X0pa.

Tlo BpeMe Ha NeyeHHe ¢ AHTHCEKPETOPHH JICKApCTBEHH NIPOAYKTH racTpHHA B CepyMa C¢ NOBHLIABA B
OTrOBOP Ha MOHHKEHATA KMCENHHHA cexpertua. B pesyarar Ha HaMalleHaTa CTOMAIllHA KHCETHHHOCT
ce nopuuiaea ¥ HHBoTo Ha CgA. TTorHweHOTO HHBO Ha CgA MoXe Aa MOB/THAES HA H3CIeABaHATA 32
HEBPOEHIOKPHHHEH TYMOPH.

Hanuuanre myOiimkyBaHy JaHHU NOKAIBAT, Y€ MpHIaraHeTo Ha HHXHONTOPY Ha NpOTOHHATA foMmna
Tpa6Ba Aa ce NpeycTaHOBK MeXAy 5 qHA M 2 ceamuuy npedl H3MepsaHe Ha CgA. Tosa ce npasu ¢
uen HeEBaTa Ha CgA, KOHTO MOraT 1a ca JTbAUTHBO NMoeHileHH caen neuenne ¢ UM, na ce
BB3CTAHOBAT A0 pe()ePEHTHHTE CH INPAHHLIH.

Knubandna edukacHoct B 6e3onacHocTt

[Mpu peTpocnekTHREH aHamH3 Ha 17 npoydBaHHA npu 5960 nauneHTr ¢ racTpo-¢3ogareanta
pednykcHa Gosect (TEPB) nexyBanu ¢ 20 mg naHTonpasol kaTe MOHOTEparHis, CHMITOMHTS
ACOLMHPAHH C KHCEJTWHHHA Ped)TyKC, HAND. KHCEITHHH M KHCEITMHHHA PerypruTalis, ca O1in oueHeHH
CBIJIACHO CTaHAAPTH3HPAHaTa MeTononork. [poyysaHHaTa ca CENEKTHPAaHH Ja BMAT HaH-MaIKO
€/IHH CHMITTOM HA KHCE/TMHHHA peduiykc, npocnendsan 2 ceamuuu. Juaraosara Ha IEPb nips Tesu
Apoy4BaHKA ce € Ha3upana Ha eHIOCKONCKA OLHKA, ¢ H3KIIOYECHHE HA €/IHO MPOY4BaHe, NPH KOETo,
BK/IO4BAHETO HA NanHEHTHTE ce e 6a3MpaI0 CamMo Ha OLIEHKA HA CHMITTOMMTE.

ITpu Te3H npoyuBaHuA, NPOLEHTHT HA NALMEHTHTE, TIONYYFIH ITBJIHO 06/1eK4aBaHe Ha KHCE/IHHUTE B
cTomaxa cnesl 7 anu e 6un mexay 54,0% u 80,6% npu rpynara JekyBaHa ¢ nasronpason. Caen 14 no
28 nHu, TLIHO 06NeKYaBaHE HA KHCEIMHATE B CTOMAXa e IIOCTHrHaTo npu 62,9% no 88,6% u 68,1%
0 92,3% oT nauMeHTHTE, PECTIEKTHBHO.

3a nbaHo 00NeKYaBaHe HA KMCETMHHHTE OpHIBaHHs ca HaONIOnaBAHH Pe3Y.ITATH, IONOOHH Ha TE3H,
NpH KUCeAUHHTE B cToMaxa. Ciieal 7 Any, NPOUEHTHT HA NALHEHTHTE, MOIYYHIH ITbJIHO obNeK4aBaHe
HA KHCETHHHHTE OpPHTBaHuA € Oun Mexay 61,5% u 84,4%, cinen 14 nuu mexay 67,7% n 90,4%, n
cnex 28 auu Mexay 75,2% H 94,5%, pecriekTHBHO.

INanrompason ¢ nokaszan no-100pu pezynTatH ot nnauedo u H2 peuenropHyTe aHTaroHACTH H HE MO-
Manka epeKTHRHOCT OT APYTHTE UHXWOGHTOPH Ha MPoToHHATa noMna. YectoTara Ha ob/ieK4yaBaHe Ha
CHMITOMHTE € 3aBHCENA B ronaMa crened ot craaus Ha [EPB.

5.2 <PapmakoknHeTHIHH CBOlicTBa

(DapMaKOKHHETHKATA HE BapHpa cleA €JHOKPaTHO WITH NOBTOPHO npuiaraHe. B zo3oBua uaTepBai ot
10 no 80 mg nia3meHara KMHETHKA HA IAHTOINPA30) € JIMHEAPHA CIe/l EPOPATHO I HHTPABEHO3HO
NPHIOKEHHE.

Abcopbuns
INarTonpason nameaHo 1 61p30 ce pesopbupa criex nepopajHo NpwiokeHHe. AbconroTHara

OHOHANMYHOCT OT TabneTHaTa dopma e okoio 77 %. O6uuaiino, okono 2,0 h - 2,5 h cnen

MPHIOKEHHETO (tnax) HA €AHOKPATHA NMepopanHa ao3a 20 mg, ¢e JOCTHra MakcHManHa cepyMHa
KoHueHTpaLUHA (Cua) oxouio 1-1,5 pg/ml, ¥ Te3u HHBA OCTABAT NOCTOSHHH, CJIEN MHOTOKP.
npHiarade. EAHOBpeMEHHHAT NpHeM Ha XpaHa He noenHaea GuosanuuHocTra (AUC
noBHIIaBa BapuabunnoctTa Ha lag ¢azata (tig).

PaznpeneneHue
ObembT Ha pasnpeaenenne € okono 0,15 1/kg 1 cebp3BaHETO CHC CEPpYMHHTE NPOTE



BuoTtpadcihopmanms
HaHTONpa301 MOYTH HAMB/IHO c& MeTaboIH3Hpa B YepHHA Apo6.

EnuMHHKpaHe
Knupterwt e okono 0,1 1/h/kg, 4 TepMunanuust noayxneor (1.,) oko:io 1 h. Mma nakonko ciyuas na

cyfekTH cbe 3abaBeHa enumMutaund. [Topany cneunduyHOTO CBBP3BAHE HA NAHTONPA30N ¢
NPOTOHHAT2 MOMIIA B MAPUETATHHTE KJICTKY, CTMMHHAIIHOHHMAT MOTYXHBOT HE KOpenHpa ¢ MHOTO
N0-AbJIraTa NPOABLIKHTETHOCT Ha AeHcTBHe (HHXHOHpaHe Ha KHCENTMHHATA CEKpeLHA).

Bp6peuHoTo enMMuHApane NpeacTaBiABa OCHOBHHAT NbT 32 ekckpeuns (okono 80%) 3a
MeTabOTHTHTE Ha NAHTOIPA30; OCTAHATIATA YACT ce eKCKpeTrpa ¢ peueca. OCHOBHUAT METabOMMT B
CepyMa ¥ YPHHATA € NECMETHANAHTONPa30N, KOHTO € cyadaTHO KOHIOrupaH. T1omyXHBOTET Ha
ocHoBHHA MeTabomuT (okono 1,5 h) He € MHOTO NO-ABJTBI OT TO3H HA MAHTONPa3ol.

CrieyuMaTHH noMynaiyH

bvbpeuno yepescoane

He ce npenopbuBa HamaniaBaHe Ha J03aTa, KOraTo NAHTONPA30J C€ MPHIAra NpH NaLHeHTH ¢
HapyweHa 0n0peuHa GyHKIHA (BIUTIOYHTEIHO NALHEHTH Ha HATH3a, KOATO OTCTpaHABA CaMo
HE3HAYMTEIHH KOJHYecTBa nanTonpason). Kakro npu 30pasy HHAWBHAH €NTAMHHALAOHHHAT
NONY)KHBOT HA MAHTONPA30J] € KpaThk. HesaBHCHMO, ye¢ OCHOBHHUAT MeTabo/MHT HMa NO-AbJIBI
nostyxuBoT (2-3h), exckpeuuara e Bee Taka OBp3a, U NOPATH TOBA HE HACTHIBA AKYMY AU,

Heproopobuo yspexcoane

Cnez npunarane Ha NaHTOMPa30J HA TALKEHTH, ¢ YepHoapobuo yspexaare (A, B u C knac no Child-
Pugh), nonyxuBoOTHT ce yabbkara A0 Mexay 3 H 7 h, a aueara va AUC ce yBenauaBaT ¢ KOEQHIUHCHT
oT 3-6, 10KaTO Crax C€ NIOBHILIABA CAMO HE3HAYMTENHO C KOSDHLUHEHT 1,3, B CPaBHEHHE CHC 3APABH
HHOHBHIH.

Cmapyecka evipacm
Jekoro nosumenne Ha AUC 1 Crax IpH f06poBO/LM B CTAPYECKA BB3PACT, B CPABHEHHE C TI0-MIIAJH
HHAMBHIIM, He € OMI0 KIMHHYHO 3HAYHMO.

53 IlpeakavHAAYHE JAHHE 3a Ge30DacCHOCT

[IpeasxnuununyTe fanay, Oa3upans Ha KOHBEHIMOHAIHHTE (papMaKONOTHYHE TIPOYUBAHHA 32
Be30MacHOCT, TOKCHYHOCT NPH MHOTOKPATHO MPHIAraHEe U reHOTOKCHYHOCT, HE HOKA3BaT 0CODEH
PHCK 32 Xopara.

Ipy 2-roguuiHo NpoyYBaHe 3a KaHLIEPOTeHE3a MPH MTbXOBE ca GHIM OTKPHTH HEBPOCHIOKPHHHH
HeomnasMi. B 1onbaHeHHe, CKRAMO3HO-KIETHYHH NAMMIOMH ca OHIH OTKPHTH B NPeACTOMaxa Ha
TUILXOBE NPU eHO Ipoy4BaHe. MexauH3MsbT, Bodeln A0 opMHpaHE Ha CTOMALIIHH KAPUHHOHAH OT
cyOeTUTYMpannTe DeH3NMIAA30MH € O BHHMATENIHO MPOYYEH M € AOCTHIHATO A0 H3BO/A, 4YC TORA €
BTOPHYHA peakiHA HA CHITHO MOBHLIEHHTE CEPYMHH HHBA HA racTPHHA, HACTHIBAIIH MPH MUTLXOBE N0
BpEMe Ha XPOHHYHO NIeYeHHE ¢ BHCOKH JIO3H,

INpu 2-roauiiny npoyuBaHus BbPXY PH3aUM € YCTAHOBEH yBesM49eH Opoil Ha yepHoA0pOOHH TYMOPH
MpH MTBXOBE {CAMO MPH €HO NPOY4BaHE NPH TUIBXOBE) H KEHCKH MHILKHA, KOETO € HHTEPIIPCTHPaHO
KATO Clle[ICTBHE Ha BUCOKATA CTENMEH Ha MeTa0OMHILM Ha MAHTONPA30I B 4EPHAS Apob.

Cnabo yBeHueHHE HA YeCTOTATA HA HEOTUIACTHYHHTE H3MEHEHHHA HA LIMTOBHAHATA KI1€3a ¢
YCTaHOBEHO [IpH IPYNATa [UTBXOBE, TPETHPAHH C Haii-sicoka ao3a (200 mg/kg) npu e
npoyusane. HajHunero Ha Te3u HOBOOOpazyBanHs e CRLP3aHO C MTPEAH3BHKAHHTE OT/HY
NPOMEHH B KaTabo/IM3Ma HA THPOKCHHA B YepHUA 1pol Ha rTexa. Thil KaTo npH 4ok
HHCKa, HE C& OUAKBAT HEXEAaHH peaKLHH OT CTPaHa Ha LMTOBHAHATA Xe3a.




B nepu-nocTHaTano NpoyyeaHe 3a penpoayKUMA Ha IUTbX, [IPeIHA3HAYCHO a OLEHH PA3BHTHETO Ha
KOCTHTE, c€ HabIoAaBaT NpH3HaUM Ha TOKCHYHOCT 34 NIOTOMCTBOTO (CMBPTHOCT, MO-HHCKO CPETHO
TENECHO TErno, NO-HUCKO CPEAHO YBEIHUCHHE HA TENECHOTO TeTNI0 H HAMAIEH KOCTEH PacTek) MpH
eKcnoauLy {(Cmax) npubIn3uTeIHO 2 TETH OT KIHHHAYHATA eKcrno3uuya npu xopa. [lo kpas Ha
(i)aaaTa Ha BH3CTAHOBABAHE, KOCTHHTIC NAapaMeTpPH €a CXOIHH B PA3TTHYHHTE I'PyTH H TENAECHOTO TCrno
CBLIC UMA TEHJESHUHA KbM 0OpaTHMOCT clleq MepHOA Ha Bh3CTaHOBABaHe €3 1eKapCTBOTO.
[ToBHIICHaTa CMBPTHOCT Ce ChOGLIABA CAMO MPH NPEKACBPEMEHHO OTONTH Go3aeuM WIbXoRe (Ha
Bb3PACT 710 21 JIHK), KOATO CE& OLEHABa KATO CHOTBETCTBAINA HA KbPMAyeTa Ha Bb3pacT A0 2 MOAHHH.
3HaueHHeTO HA Ta3H HAXO/Ka 33 NeJHATPHYHATA NOITY/12LHA € HeACHO. [1peAnINHO NePH-BOCTHATAIHO
(POYUBaHE MPH IUTHXOBE MPH MATKO MO-HUCKH J03M HE YCTAHOBH HexxenaHH edekTH npH 3 mg/kg B
CPaBHEHME € HACKA 1033 ot 5 mg/kg B ToBa npoyuBaHe.

[poBeeHHTe U3CAeABAHUS HE OTKPUBAT 0XA3aTeNICTBA 3a YBpEXK/AaHe HAa QepPTHIMTETA KK
TepaToreHHH e(PeKTH.

TIpoHukBaneTo npes MnaueHTaTa € NpoyYEHO NOPH MIBXOBE H € YCTAHOBEHO, He CE YBCIHYARA C
HanpeagaHe Ha OpeMeHHOCTTa. B pe3ynTaT Ha TOBa, KOHIEHTPALHATA HA NAHTOMNPA30 B MI04A Ce
YBENHMHABA HENOCPEACTBEHO NPeay PAsKAAHETO.

6. PDPAPMAIIEBTHYRY JAHHH
6.1 CoHchbx HA DOMOIIHMTE BEUIECTBA

Anpo Ha TabneTkara:
MaHHTON
KpOCnoRKAoH (tun B)
Hatpuer kapGonar
copouton (E420)
KaJILIHEB CTEapaT

OuaMoBo nokpHTHe:
XHNpoMeno3a

MOBHAOH

THTaHoB AuokcHA (E 171)

Wenezer oxcua, xuar (B 172)

NPOMHISHTTHKOA

CBIOJIMMED HA METAKPHIOBA KHCeNHHa-eTHNakphaat (1:1), 30 npotieHTHa AUCNepCHs
HaTpHEB Jaypwicyndar

nonucopdar 80

makporo 6000

TalK

6.2 HechBMecTEMOCTH
Henpunoxumo

6.3 Cpox na roanocr
5 roguHu

6.4 CoenHaanH ycl0BHS HA ChXpaHCHHE

Ja ce chxpanssa B OPUrMHANNATA ONAKOBKA, 32 13 Ce NPEANA3H OT BJlara.
To3u nexapcTBes NPOIYKT HE M3HCKBA CHIELMATHH TEMIIEPATYPHH YCIOBHA 3a ChXPaHE,

6.5 BoaH cbABPKAHHE HA 0NAKOBKATA



Baucrepna onakoska (OPA/AI/PVC-Al donuo): 7 cromaiuHo-yctoituneu tabnerku (1 6aucrepra
ONaKoBKa cbC 7 TAOAETKH), B KYTHA.

Brucrepha onakoeka (OPA/AI/PVC-Al donuo): 14 cromawno-yctoitunbu Tabnetku (2 Gnucrepru
OMaKoBKH cbe 7 TabneTkn uiu | GaucrepHa onakoBka ¢ 14 tabneTku), B KyTHs.

He BCcHUKM BUAOBM ONMakoBKHM Morat jaa Obaar nycHaTH Ha nasapa.

6.6 Cneunna/jHH NpeInasHH MEPKH NPH H3XBbPJsiHE

Hsama cneunanHu H3MCKBaHHA 3a H3XBbpJIAHE.

T. HNPHTEXATEJI HA PASPELHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje§ka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

Per. Ne: 20130442

9. JATA HA ITbPBO PA3PEIIABAHE/TIOJAHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jara Ha nbpBo paspewasane: 06.12.2013
Jata Ha nocneaHo noaHosssane: 01.07.2019

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

13 ®despyapu 2022




