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2, KAYECTBEH H KOTHYECTBEH CbCTAB

Beska cToMalmHo-yeTolunBa TabneTka cpappia 22,56 mg nasTonpason HaTpHi CecCKUXHApaT
(pantoprazole sodium sesquihydrate), exsupanented Ha 20 mg nauronpason (pantoprazole).

3a NBIHKA CIMCHK Ha MOMOLIHHTE BelecTBA BHXXTe TOMKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Cromaino-ycroiiuusa Tabnerxa

[Tanpazon Korrpon 20 mg ca CBETIOKBITH, OBAJIHH, ABOHHOM3ITEKHANH, CTOMALNHO-YCTOHYHBH
TabneTky, ¢ qHaMeTsp 4,2 x 8,2 mm.,

4, KINHAYHH JAHHH
4.1 TepaneBTHUHE NOKA3ZAHAN

KpaTkocpouso neueHHe Ha ractpoesodareaneH pediykc H CBbP3aHHTE ¢ HEIO CUMITTOMH.

4.2 Jo3upoBKa H HAYEH HA HPHIOKeHHE

O3UPOBKA
lIpenopvyumenna 003uposKa.

Bw3pacmuu u jonowu na 12 u noseve 200unu

Jevenue na nexa gopma na zacmpoesodazeanen peryxc u cevpianume ¢ ne2o cumnmomu (Karo
CTOMAIIIHY KUCETHUHH, KHCeMHeH pediykc, 60/IKa NpH IMperybLaHe):

I[IpenopbuMTeHATA NpepopalHa AHEBHA 1034 € eJHa CTOMALIHO-ycToiuMBa TabneTka I1aHpason
Kourpon ot 20 mg. ObuxHOBEHO o0llekuaBaHe Ha CHMITTOMHTE ¢€ [TIOCTHTA B PAMKHTE Ha MEPHOA OT
2 ceaAMHIH. AKO 3a TO3H IEPHOA HE CE TIOCTHIHE JOCTAThUEH TEPaNeBTHYCH €(PEKT, ChCTOAHUETO
TpAOBa Z1a ce IPEOLICHH OT JICKap.

OcofeHn rpyiin DANHAEHTH;:

Heya nod 12-z00wmuna ev3pacm:

Hanpason Kosrpon 20 mg He ce npenopbuea 3a ynorpeda NpH Aewa noa 12-roadinHa Be3pacT,
TIOpaJH OrpaHHYueHH JaHHH 34 0€30macHOCT H ePUKACHOCT APH Ta3H BB3pacTORA IPyma.

Ueproopobro yapeoicOane
JlHeBHaTa no3a ot 20 mg maHToNpaso He TpAOBa 1a ce NpeBHIIaBa ITPH NALHMEHTH

YepHOAPoOHa HEAOCTATHYHOCT (BiK. TOUKa 4.4).




bvbpeuno yepeocoane
He ce Hanara xopekis Ha 1032874 IPH NatuedT! ¢ yepeicHa O1Opeutia dynxims.

- Ilayuenmu 6 cmapuecka év3pacm
He ce Hanara KOpekuMa Ha A03aTa MPH MNAHEeHTH B CTapUYECKa BH3pPAacT.

HauyHH Ha NpUI0KEHHE
CromamHo-ycToiunsHiTe TabNeTkH He TpAOBa Ja ce NBBYAT MM HATPOLIABAT, a TpAOBa Aa ¢ I'b/ITaT

LeIH ¢ MANKo BOAA, | uac Ipean XpaHeHe.
[Tpu HIHO NOBNMABAHE HA CHMITTOMHTE JICHeHHETO TPAOBA 4a ce NMPeKpaTH.
AKO ¢ Hanara JIYeHHETO Ja OPOABLITKH MOBeUE OT 4 ceAMUIIM C¢ HIHCKBA KOHCYNTAIMA C JICKap.

4.3 IipoTHBONOKA3SHESR

CBpBXUYBCTBHTEIHOCT KbM AKTHBHOTO BEIIIECTBO, CYOCTHTYMpaHH OeH3HMHAA30/AH HITH KbM HAKOE OT
MIOMOIIHKHTE BEINEeCTBa Ha MPOAYKTa, M30poeHM B TouKa 6.1 wirH xkoMOHHaIma OT NOCOYECHOTO.

44 CuoenaajHE DpegyIpexeHNs H OpeANa3dd MePKH OpH ynoTpeba

Yeproopobuo yepecoaue

IIpH MAIHEHTH € TEXKO YEPHOAPOOHO YBPEKIAHE N0 BpeMe Ha ISYCHHETO ¢ NAHTONpPa3oi Tpadea
PENORHO J1a Ce MpoCcaensraT 4epHOAPOOHHTe eH3INMH, 0cO0€HO NpH MPOAR/DKHTEIHA Tepanud. IIpu
NOBHIIABaHE HA YEPHOAPOOHHTE eH3HMH JICUCHHETO TpAOBa Ja ce MpeyCTaHOBH (BXK. TouKa 4.2),

Hanuuue na anapmupauy cumMnmom

IIpy HaJTHYHe HA HAKOM alapMHpall CHMIITOM (HAIp. 3HAYHTE/THA HEXKEIaHa 3aryda Ha TelIeCHO TerJo,
PelLHANBAPAINQ MOBPBIAHE, ANC(hArus, XxeMaTeMesa, aHEMHA WM MEJIEHA) M KOTAaTO € CYCIICKTHA HIIH
HAJTHYHA CTOMAIIHA A3B4a, TPAOBA 13 ¢ H3KIIOMH HATHYHETO HA MaIMTHEHO 3a00/1aBaHe, ThH KaTo
NEeYeHNETO ¢ MMAHTONPA30A MOXKe 1a OONEKMH CHMITTOMHTE M TAKA Aa 3a0aBH JHArHOCTHLIMPAHETO.
Tpabea na ce npoBeaT NOMBIHUTEHH H3CHSABaHHA, AKO CHMIITOMHTE NEPCHCTHPAT, HE3ABICHMO OT
A[CKBATHOTO JCUCHME.

EOnospemenno npuiodNcesue ¢ amaianasup

EnHoBpeMeHHO NPWIOKEHHE Ha aTa3aHaBHp ¢ MHHXHOHTOPH HA MPOTOHHATA MOMIIA HE Ce NpenophYBa
(BK. TOuKa 4.5). AKO KOMOHHALIMATA HA ATA3AHABHP ¢ HHXMOUTOD Ha MPOTOHHATA MOMIIA € NIPHETA 34
Hen30eKHa, Ce NPenopsYBa CTPHKTHO KITHHMYHO HabinoaeHne (Hanp. BUPYCHO HATOBApPBAHE) B
KOMOHHALMS ¢ OBHINEHa 1032 arazaHaBHp a0 400 mg cke 100 mg puronasup. /IHeBnaTa n03a OT

20 mg naHTOMpa3on He TpAOBa Aa ce HaABHIIABA.

Ilognuneane na rabopamoprume pe3yimamu

[ToBHINIEHOTO HHBC Ha XpOoMorpaHHH A (CgA) MOxe a MOBIHAC HE H3CJISABAHUATA 34
HEBPOSHAOKPHIIY TyMOpH. 3a fa ce u3berte ToBa B3aumMozeticTeue, neuenuero ¢ Ilanpason Konrpon
Tpa6Ba Aa ce cripe BpeMeHHO Hali-MaIko 3a 5 IHM npeay onpeaeisHeTo Ha CgA (B, Touka 3.1). Ako
HuBaTa Ha CgA W racTpuHa HeE ca ce Bh3CTAHOBH/IH B peePESHTHHTS CH I'PaHHLIH ClIe] HAYaTHOTO
OnpeAeNaHe, HaMepBaHero TpAdea aa 6bae noBTOpeHo 14 AHM cnea cIMpaHe Ha JISYEHHETO ©
HHXHOMTOP HA TPOTOHHATA TIOMHNA.

Bwv3oeiicmeue evpxy abcopbyusma na eumamun B12

[Mpu naumenTH ¢be cHHApOM Ha Zollinger-Ellison u apyrd NAaTONOrHYHK XHNIEPCEKPETOPHH
CBCTOSHHKA, H3HCKBAIIH ITPOTHDKUTENHO JIeUeHHe, IAHTONPa3o0l, KATO BCHYKH OJIOKHpaly
CEKpELHATA HA CTOMAINHA KHCE/IHHA TEKApCTBA, MOYKE Aa HAMak pe30opOLsTa Ha BHTaMUH B12
(mHaHKo6GaIaMHH) TOpaaH XHIIO- WIH axJiopxuapus. Toa Tpa6Ba Aa ¢& HMa MPEIBH ATIPICH
HAMAJIEHH TeNIeCHM 3aMacH WIH PHCKOBH PakTopH 3a noHwkeHa abcopOuus Ha BHTS
ca Ha NPOABDKHTEITHO ISIeHHEe, WIH ako ce HabmoaaBaT ChOTBETHHTES KITHHWHHH ¢

Ipodvanxcumenno nevenue




TTpH MPOABIKUTENHO NIEYSHHE, OCOOSHO IIPH MPONB/LKHMTEHOCT HOBEYE OT | roAHHA, NAIMEHTHTE
TpabBa Ja ce HAO/MOAABAT PEAOBHO.

Facmpounmecmunanmu ungexyuu, npeoussuxanu om baxmepuu

Moxke aa ce o4akea, 4e MAHTOIPA3O0JL, KAKTO BCHYKM APYTH MHXMOHTOPH Ha MPOTOHHATA MOMIIA,
NoBHAIIAaBa Opos Ha OakTepHUTE, HOPMATHO IIPHCHCTBAINM B TOPHUTE OTAEIH HA XpaHOCMHJIATE/THHNA
Tpakr. Jlenennero ¢ ITanpason Konrpon 20 mg moxe aa qoBeae A0 JIEKO NOBHUINEH PHCK OT
CTOMAUIHO-YpeBHH HHGEKIHY, TPHIHHEHH OT OakTepuH, Kato Salmonella, Campylobacter n

C. difficile.

Xunomaznesuemun

ITpn naLMeHTH, NeKyBaHH C MHXHOHWTOPH Ha NPOTOHHATA ITOMIIA, KATO MAHTONMpPa30Jl, B IPOXLIDKCHHE
Ha HE [0-MANKO OT TPH MECEelia 1 B IOBSUETO CITyuan 3a ¢jHa ToauHa, ¢ HabmozaBana Texkka gopMa
Ha XHNOMarHesueMua. CHMIITOMHTE Ha XMIIOMATHE3UEMHATA, KaTO YMOPA, TeTaHHA, ACTHPHYM,
IbpYOBE, BACHE HA CBAT H KAMEPHA apUTMHA MOraT Aa 6bJaT CepHO3HHM, KATO B HAYAJIOTO MOI'aT Af
OBaar cnabo u3pazeHn U ga ce npeHeOpernar. [lpu Hali-3acerHaTuTe NalMEHTH, XHIIOMArHE3HEMHATA
OT3BYYaBa CJISJ 3aMECTHTe/IHA Tepallia ¢ MarHesuii U pekparapaHe Ha TepanusTa ¢ UIIIL

ITpy nauyeHTH, OPH KOWTO C€ 04AKBA NPOBEXAHE HA MPOABIDKUTEIHO JICYCHHE HIH KOMTO IIPHEMAT
HHXHOHTOPH Ha MPOTOHHATA NOMIIA CAHOBPEMEHHO ¢ AMIOKCHH MJIM JIEKApCTBA, KOMTO MOTaT Aa
MPHYMHAT XHIIOMArHesueMus (Hanp. AUYPETHIIN), MeOULHHCKHAT NepcoHa TpabBa Nia pasriaeaa
BE3MOXKHOCTTA 32 OTIpe/Ie/ITHE CTOMHOCTHTE Ha MarHe3uii npeny 3arnousane Ha neyenue ¢ UM u
NIEPHOAUIHO 110 BpeMe Ha JICUEHHETO.

Iloguuen pucx om ppaxmypu
HHxubuTOpHTE HAa NPOTOHHATA IIOMIIA, OCODEHO aKO C¢ M3MEON3BAT BB BHCOKH JIO3H H 32

MpOABLKHUTENIEH nepro o1 BpeMe (> 1 roamHa), Morar ¢1afo 1a MOBHIIAT PHCKA OT QpakTypH Ha
GepeHaTa KOCT, KOCTHTE Ha KHTKATA U NpeNUicHHTe Ha rpbOHauHHs CTHIO, MPEAMMHO IPH IALHEHTH
B CTAPUECKA BE3PACT WM NPH HATMHUHETO Ha APYTH MPU3HATH pUCKOBH dakTopH. O6cepBallHOHHH
Npoy4YBaHUA [TOKA3BEAT, Y6 HHXHOHTOPHTE Ha NMPOTOHHATA INOMIIa MOTAT A4 ITOBHILAT KaTO LI/IO pMCKa
ot ¢ppakTyp ¢ 10-40%. YacT oT TOBa yBEJIHUCHIHE MOXE JIa C& JHIDKH Ha APYT'H PHCKOBH (PaKTOpPH.
[TamieHTH ¢ IOBHINEH PHCK OT OCTEONOpo3a TpAOBa a OBAaT HAOMIONABAHH H JIEKYBAHH B
CHOTBETCTBHE ¢ HACTOALLMTE KIHHHIHH PHKOBOACTBA U 14 NpueMaT BHTaMuH D 1 Kanupi B
aNCKBATHH JO3H.

Cybaxymen koxcen aynye epumemamodec (SCLE)

HMuxubOuTopyuTe Ha MPOTOHHATA NOMIIA Ca CBEP3aHH ¢ MHOTO peaki crydan Ha SCLE. Axo ce nossaT
ne3uH, 0COOEHO B YUACTBIM OT KOXKATA, HIIOKEHH HA CTHHYCBH JTBYH, H AKO Te ¢a CBIIPOBOACHH C
OOJIKH B CTABUTE, MALMEHTHT TpAOBa He3a0aBHO A3 MOTHPCH MEAHLMHCKA ITOMOL H MEAHIIHHCKHAT
COCMANHCT ClIeaBa [a oOMucIH cmpaHe Ha npueMa Ha [Tanpason Konrposn. SCLE, HacTBHIIHNA cnex
NpeAXoaHO JIeYeHHe ¢ HHXHOMTOP Ha MPOTOHHATA NOMITA, MOXKeE J1a YBeaudH prcka o1 SCLE npu
ynoTpeba Ha Apyrd HHXHOHTOPH Ha IPOTOHHATA MOMIIA,

[TaueHTHTE TpabBa Aa OBAAT HHCTPYKTHPAHU Ja Ce KOHCY/ITHPAT ¢ JIEKap, aKo:

. MMaT HEYMHIIUTEHa 3ary0a Ha TelIECHO TErJo, aHeMHA, CTOMALIHO-YPEBHO KbPBEHE, NHCparHi,

YHOPHTO NOBPBINaHE MK NOBPBHINAHE ¢ KbPBABH NPHMECH;
. ca OTIepHpaHH NOopaaH A3Ba Ha CTOMAaxa MM HMaT JPYTH ONnepaliii Ha raCTPOHHTECTHHATHHA

TPaKT;
. NPOBEXKAAT NPOXEDKUTEIHO CHMIITOMATHYHO JIeYeHHe (3a 4 HIIM MOBEYE CEJIMHLIH) 34

JUCTIENITUYHH CHMITTOMH WIH NapeHe 3a IphAHATA KOCT;
. HMAT CepHO3HO 3afongBane, 3acATae 00IMOTO UM CHCTOSHHE;
. HMAT XBJITCHHLIA WIH TeXKO H3pa3eHO YepHogpoOHo 3abonapane;
. Ca Ha PB3PAcT HAA 55 rOAMHH C BE3HHMKHAINH HOBH HIIH ¢ HACKOPO NMPOMEHEHH CHMITTO) é.iﬁ\'\u”ﬁ P
IlaupeHTHTE C MPOXBIDKUTENHE PeKYPEHTHH AUCTIENTTHYHHM CHMIITOMH WITH CTOMAIITHH KJ J@%ﬂ
Tpabpa peaoBHO Aa 6bAaT HAOMOAABAHM OT JICKYBALIHA T Jiekap. IlannueHTHTE Han 55 i # z ?fﬁ? 2
eXeIHEBHO NPHEeMAT NPOXYKTH Ge3 perienTa 3a MonoopaBaHe HA XPAHOCMHIIAHETO HIIH GTE | AY ;; "; e =
KHCeIHHM Tpsa0Ba fa nHpOpMHpaT cBOA JICKap WK ¢apMaLeBT. \Y %\ % [N
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IlaneHTHTE He TPAOBA Aa NPHEMAT €AHOBPEMEHHO APYrH HHXHOMTOPH Ha NPOTOHHATA MOMIIA HITH
H2 aHTATOHHCTH.

[Ipenu Aa npHeMaT TO3M NEKAPCTBEH MPOAYKT NALIHEHTHTE TPAOBa Ja ¢€ KOHCYITHPAT ChC CBOS
JICKap, aKO HM IPeACTOH €HAOCKONHSA IWIH NPOBEKAAHE Ha YPECH AUXATCICH TECT.

IaimenTrTe TpaGEa A3 6paar uHdopMEpanM, Je TabeTkATe He oblleKkdaBaT He3abaBHO CHMITTOMHTE.
OGnek4yeHye Ha CHMITTOMHTE MOXKE J1a HACTBIIN 1 A¢H cnell 3armoyBane Ha JICUCHHE ¢ TIAHTONPA30, HO
Moske Jia 6p21e HeoOXOAMMO NPONYKTET Ja ce MpHeMa 7 AHH, A0KATO C€ MOCTHIHE TepaleBTHYEH

edexr.
[TanseHTUTE He TPAOBA A2 MPUEMAT TAHTOMPA3QI NPOPUNAKTHYHO.

4.5 BzanmopeiicTBHe ¢ APYIrH JEKAPCTBEHH NPOAYKTH B APYrH GOPMH Ha B3aEMogeHcTBHE

Edexm na nanmonpason ebpxy abcopbyuama ua opyu aekapcmeenu npooyKmu

TTopaau IMIHOTO H NPOABDKHTENHO HHXHOMpPaHe Ha CEKPSHMATa Ha COMTHA KHCETHHA, MAHTONPAa3ol
MOXE 12 HAMaMK pe3opbiara Ha JiexapeTsa Che 3aBHCHMA OT pH Ha croMaxa GMOHATHIHOCT, HATIP.
HSIKOH a30JI0BH aHTHMHKOTHIIH, K4TO KETOKOHA30JI, HTPaKOHAa301, N03aKOHA30/T H APYTH JICKapCTBa
KaTo epJOTHHHO.

Jexapcmaa 3a nevenue na HIV-unghexyua (amazanasup)

ENHOBpEMEHHOTO IIPHIOKEHHE ¢ ATA3aHABHP M APYTH JIEKAPCTEA 3a JedeHHe Ha HIV-uudexims,
gyusaTO pe3opbims e pH 3aBucHMA, ¢ HHXHOHTOPH Ha MPOTOHHATA TIOMMA, MOXKe JIa OBEE B0
3HAYMTENIHO HaMaJIeHHe Ha GHOHAIHIHOCTTA Ha JieKapeTearta 3a neueHde Ha HIV-undeximsa u na
OKasKe BIIHNAHKE BHPXY epMKacHOCTTa Ha Te3! NexapeTea. 1opaam ToBa, CAHOBPEMEHHOTO
NPHIOKEHHE R HHXHOHTOPH HA NPOTOHHATS NOMIIA H aTa3aHABHP He ¢€ Mpenophyra (BX. Tovuxa 4.4).

Kymapunosu anmuxoazyaanmu (pennpoxymon unu eapghapun)
Brnpeks, e npu KIHHAYHATE (PapMaKOKMHETHYHH NPOYYBAHUA NPH €HOBPEMEHHO NMPHIOKOHHE C

¢peHnpoKyMOH HiH BapdapuH He ca HabmogaBaHH B3aUMOREHCTBHS, NP3 IMOCTMAPKETHHIOBHA
nepHOJ ¢a JOKNaABaHH HAKONKO M30JMPaHH CJIy4YaH Ha NpOMEHH Ha MEXKIYHApOAHOTO
HopManu3HpaHo orHomenne (INR) npu eanoepemenno npunoxenue. [lopaan Tosa, PH NAlHEHTH,
IeKyBAHH ¢ KyMapHHOBH 2HTHKOArynanTi (Hanp. geHnpoKyMOoH WiH BapdapHH), e Npenopsyea
KOHTpON Ha npotpomOunoBoTo BpeMe/INR criep zanoupane, NPU NPUICTHOUBAHES H IO BPeMe Ha
NIeYeHUS ¢ IIAHTOMpPA3OL.

Memompexcam
Cro0maea ce, 4ye NpH HAKOH NMALHEHTH NIPH ¢AHOBPEMEHHATA YIIOTPe0a Ha BHCOKH JO03H METOTPEKCAT
(Hanp. 300 mg) 1 HHXHOHTOPH Ha MIPOTOHHATA OMIIA CE¢ NOBHIIABAT KOHLIEHTPAIIMHTE Ha

meToTpexcat. ETo 3amo, mpy ynotpe6a Ha METOTPEKCAT BB BUCOKH JO3M (Hamp. pH KapIiMHOM H
NICOPHA3HC) MOMKE A& C€ HAJIOKH JICHEHUETO ¢ TIAHTOIPA30JI BpEMEHHO A C¢ IPEKPaTH.

Apyzu npoyusanus 3a ezaumodeiicmeurma

ITanTonpazol ce MeTabONMH3HpPa eKCTEH3HBHO B YepHua apob dpes uuroxpoM P450 eHsnmHuaTa
cHcreMa. OCHOBHMAT MeTabonuTeH mbT € JeMeTwipade dpe3s CYP2C19 u apyrast MeTabo/IdTeH OBT
e okcyaaums upes CYP3A4,

TIpy npoyuBanuATA 38 B3aMMOAEHCTBHA ¢ IEKAPCTBA, KOHTO CBHINO ce MeTabom3upar 10 Te3H
METHIIA, KaTo KapOaMalemiH, AuasenaM, rMOeHKnaMm, HupeUImnH # OPaTHH KOHTPALCITUBH,
ChALPAKALIH AEBOHOPIeCTPeN W ETHHIIECTPAHON, He ca HabmoNaBaHH KTHHHYHO 3Hatlnm/1/” N
B3aHMO/ICHCTBIA, /

Pesynrarire, oOXBalalliH IPOYyYBAHMATA 32 B3AHMOACHCTBHE ITOKA3BAT, YE MAHTO DRACRE: - )
BIHABHME BHPXY MeTaboNH3Ma HA AKTHBHHMTE BellecTBa, MeTaGomaupainy ce upes CYP @ (KaTo . 5.0
kotent, Teodmnun), CYP2C9 (xaTo NMpOKCHKaM, AUKIOQEHAK, HATIPOKCEH), (3"1’P2Dé5L PG S
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merortponoit), CYP2E]1 (kato €TaHON) 1 He Ce HAMECBa B P-IIMKOIPOTEHH CBBp3aHaTa abcopOips Ha
JIMTOKCHH,

He ca nabmopapanu B3aMMOAEHCTBUA IPH CHBMECTHO MPIIOKEHHE ¢ AHTHALHAHH ITPOAYKTH.

1IpoBex1aHM ¢a CBHINO [IPOYYBAHHY 33 B3aUMOJCHCTBIE NPH NPHIAraHe Ha NAHTONPa3ol
eJHOBPEMEHHO CBC CHOTBETHHTE AHTHOHOTHIM (KIApHTPOMHIIMH, METPOHHAA30), amoKCHUINH), He
ca YCTAHOBCHH KJIMHHYHO 3HAYHMH B3aUMOIEHCTBHA.

4.6. DepTRAHTET, OpeMEHHOCT H KbpMene

bpeMEHHOCT
Hsama aaeKsaTHi JaHHH 32 YNOTpeOaTa Ha MAHTONpazon NpH OpeMeHHH >xeHH. 11py npoyvBaHH

BBPXY >KHBOTHH HMa IaHHH 3a penpOAYKTHBHA TOKCHYHOCT (BK, TO4Ka 5.3). IloTeHmanHuIT pHCK 34
xoparta ke e mpecten. [Tanpason Konrpon He TpaOea fa ce npuiara o BpeMe Ha 6peMeHHOCT, OCBEH
pM ACHA HEOOXOMHMOCT.

KbpMeHe

[Ipy npoy4BaHHMATA BBPXY XHMBOTHH € YCTAHOBCHO, 4€ MAHTOIPAa30Jl C& EKCKPETHPA B MIHKOTO.
JToxkmaagaHa e eKcKpelms B MAMYUHOTO MIAKC NpH xopa. 1lopaau ToBa pelieHHeTo Jaiy Ja ce
TNPOXBIDKH/IPEKPATH KPMEHETO HITH TIPOL/DKIA/TIPEKPATH JICYEHHETO ¢ IaHTONpason TpAbsa na ce
B3eMe, KaTo ce UMa NpeABH/ 0J3aTa OT KEPMEHETO 33 ACTETO H MO/I34Ta OT JIEYEHHETO ¢
NAHTOIPA30I1 34 Makkara.

4.7. EdexkTn BLpXY cnocobHoCTTA 32 modHpaHe H paboTa ¢ MAINHEEA

Moxxe Aa HACTHIAT HeXeAHH JICKAPCTBEHH PeaKi(iy KarTo 3aMalipaHe H 3pHTC/IHH HapyHIeHHsd (BK.
Touxa 4.8). Axo ca 3acerHarH, ManUeHTHTE He TpAOBa na modupaT WIH paGoTAT ¢ MALIHAHH.

4.8. Hexenanu J1eKapcTBEHH PeAKIEH

ITpubmasurento 5% ot NalHEHTHTe MOTAT 44 OMAKBaT Ja NOIyYaT HeXEIaHH JICKAPCTBEHH PEaKIIHH.
Haii-decTo AOKNAABAHHTE HEXKENaHH JICKAPCTBEHH PeaKLMH ca AHapHs M r1apo0oye, HaCThIBALIH
AapH npubausHTenso 1% oT naluMeHTHTE,

B cnenpamara Tabnuila HeXXelaHHTE JIEKAPCTBCHM PeaKIi[iy, NOKIaABaHH NpH yroTpebaTa Ha
NMaHTOMpPa30Jl, ¢a KnacupHLIHPAHH Ype3 cIeRHATa Knacupuxallig 3a 4ecToTa:

Muoro yectH (>1/10); gectn (>1/100 a0 <1/10); neuecta (>1/1 000 no <1/100); peaxn (=1/10 000 oo
<1/1 000); muoro peaxu (<1/10 000), ¢ HeH3BECTHA YecTOTA (OT HAIMYHHTE JAHHH He MOXe a Onae
HaMpaBeHa OLieHKa). 3a BCHYKH HOKENAHH PeaklMH, AOK/IaABAHH Tpe3 NOCTMAPKETHHI'OBOTO
HaOmoaeHNne, He € BE3MOKHO 4 ce ONPeNciIM Y€CTOTATa Ha HEXETAHHUTE peaKkiiMy, HOpaXy KOeTo T¢
ca NOCOUYCHH ¢ HEMZBECTHA YCCTOTA.

Ilpn BCAKO rpynupasHe B 3aBHCHMOCT OT 4eCTOTATA, HEXCIAHHTE JICKaPCTBEHH PeaklH ¢e H3bpossar
B HH3XOAALI pef IO OTHOIEHHE Ha TAXHATA CEPHO3HOCT.

Tabnuna 1. HexenaHu 1ekapcTBeHH peakiiH IPH OPHICKEHHETO HA TTAHTONPA30J IIPH KIHHHYHH
Npoy4YBaHUA H MOCTMAPKETHHIOBO HabmoaeHHe.

YeeToTA

Cueremo- YeeTH HeuecTn Peaxkn MHoro peaksd
OpraHHH

KaacoBe

Hapywenua

Ha kpvéma u TpoMOoLMTONCHASL
numgprama Arpanynouurosa | JleBKOneH# A,
CUCTNEMT Masronenus




CBpBXYyBCTBHTE~

Hapywenus HOCT (BK.
agadumaKTHIHA
RA UMYHHAMA
cucmema peaKiyv
aHapUIaKTHYCH
TIOK)
XHnepmIeMun XWMOHATPHEMHA
Hapywenus H MOBMINABAHC HA XunoMartHesaeMns
Ha NHIHARTE XHnoxkanimeMus,
memabonuzma (TpUriALEpHAM, CBbP3aHA ¢
u XpaHenemo XONeCTEpOn), XHANOMarne3HeMus;
IIpoMeHH B TErTIOTO XHNOKANHEMHS
XamoumMHaInH,
O0ppranocT (110-
COEL{AANHO NPH
Hcuxuunu Hapymexus gf:gﬁg gfzgﬂg;;m DAHEHTH ¢
HAapyulenus Ha ChHA aTpaams) ) IPEAHCTIO3HIHA,
arpapaliii KaKTO H arpaBUpaHe
HA CHIICCTRYBAIIH
CHMIITOMH)
Hapywenun masoGonue, | Hapyliemns Ha IMapecTesus
Ha nepsrama Jamaiipane BKYyCa
cucmema
3pHTeIHN
Hapywenusn CMYHIECHHA
Ha ovume (zaMBTACHO
3peHHc)
INomum ma | Huapus,
ABHOTO T'anene/
(pynnyca) | nmopomane,
HA AbaomMuHANHA
Cmomamano- | ETOMaxa THCTCH3HA H
upesHu (nobpoxa- | momyeane Ha
Hapywenus YECTBEHH) | KOpeMa,
3anek, Cyxora
B ycTara,
Kopemun
Domkn u
mackoM$opr
[ToBninasane XemaToueNnynapHH
Ha }}'Knpemamm,
Xenamobunua 9epHOAPOOHH- BIITCHALR,
PHU T€ eH3IUMH gﬁm" na XenaroneryiapHa
HApYWeHuA (Tpanc- HEAOCTATHIHOCT
aMHHA3H,
I'TTII)
Cungpom Ha
CTuBBHC-DKOHCHH,
Cunppom Ha
Jladte;
Hapywienun EpuremMa
Ha KoJcama u ?eigﬂzem- VpTukapus, MySTHpOPME
ROOKONCHAMa C YTHE AHTHOEREM DOTOUYRCTRUTETHO
bphex
MHRaH CT
Hapywenus PpakTypH Ha
Ha MYCKYTHO- Oenpenara Aprpanris,
cKenemHama KOCT, KocTHTe | MBaiarud
CUCmema Ha KHTKaTa U




[pemncHATe
Ha
rpeOHaYHMA
CTRIIO (BXK.
T049Ka 4.4)

HarepcTHiinaneH
fﬂapﬂueuun sedhpur (
bvbpeyume u BRIMOoHA
nuxf:'i:ume TpOTpPecHi 10

6p6peuna
St HEJOCTATHIHOCT)
Hapywenus
Ha
8v3INPOU3E00U r

HHEKOMACTHA
mennama
cucmema u
Zepoama
Obuu J::z;?:’ TMosumeHa TeAecHa
HAPYULERUA HEpa3noIoKe TeMIcparypa,
e TlepudepHn OTOUM

CroliaBaHe Ha NOAO3HPAHA HexenaHH peakiiiy
CrobmaBaHeTo Ha MONO3HPAHH HEXKEIAHH PEeaKLIMH CJIeji pa3pelnaBaHe 3a ynorpedba Ha JeKapCTBEHHA

IPOAYKT € BaskHO. ToBa MO3BONABA A3 TPOABIDKH HAOMIONSHHETO Ha CHOTHOUICHHETO NIOJI3a/PHCK 32
REKapCTBERHA MpoaykT. OT MEHIIMHCKHUTE CIICLHANMCTH CE H3MCKBA A3 ¢h0o0IaBaT BeiKa

NIOJIO3HPAHA HEXEAHA peakiia dpe3 U3nb/HHUTeHA areHuus 1o Jiekapersara, yi. ,,Jlaman I'pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeaozmpane

Hsama “3BECTHH CHMITTOMH Ha NPEAO3HPAHE NPH XOpa.

CHCTeMHa eKCTIO3HIMA ¢ X034 A0 240 mg, NpuioXKeHH HHTPABEHO3HO B MPOJ/DKEHHEe Ha 2 min ce
NOHacs nobpe.

TBH KaTO NAHTONPA30J1 ce CBBP3BA B I'OMAMA CTEIMEH C NPOTEHHUTE, TOH He ¢ AMAITH3HPA JISCHO,
IIpu npeaosupane ¢ KIHHHYHH IPH3HALM HA HHTOKCHKALIAA, OCBEH CHMITTOMATHYHO M MOJATBPAKAII0

JeueHUe, He MOTAT Ja ce HATIPABAT CNelMUIHH TepaneBTUYHH NPEerophKH.

5. GOAPMAKOJOIHYHHU CBOMCTBA

5.1 PDapMakoAHHAMHYHH CBOH(TRA

dapmakorepanesTHuHa rpyna: Hinxuburopy Ha nporounaTta nomna, ATC xox A02B C02

MexanH3tM Ha JleACTBUE
[ManTomnpason e cyOcTHTYHpaH OeH3UMHUIA30J, KOMTO HHXMOUpPA ceKpeLuaTa Ha COJIHA KHCe/THHA B

cToMaxa upes creuubuyna Orokaaa Ha IPOTOHHATS [IOMITA HA NapHeTanHuTe KneTku. [lagronpaon
ce KOHBSPTHpA N0 AKTHBHATA CH (opMa B KHCeNaTa CpeAa Ha MapMETaHUTE KIETKH, KBACTO
nHxubupa H+, K+ AT®a3a cHaaMuTe, T. €. GHHATHAAL CTAAHH OT HPOAYKIMATA Ha CONHA KHCETHHA B
croMaxa. HHXHOHpaHETO € 40303aBUCHMO H 3acara Kakto SazanHaTa, Taka U CTHMYJIHPaHATa

NeYEHHETO ¢ MANTONPA30 peayLHpa KHCEIHHHOCTTA B CTOMAXA H 110 TO3H HAYHH IOBH|
HA racTPHHA, NPOTIOPUMCHANHO Ha peAYKIUATA Ha KucennaHocTTa. llopHinasaneTo ua
racTpHHa e oopatimo. Thil KaTO HAHTONPA30i1 C€ CBBP3BA C EHIHMHTE JHCTAIHO OT peLe o ¥
HHBO, TOM MOXe Na HHXHOHpa CeKpelidATa HA COJTHA KHCENIHHA, HE3aBHCHMO OT cmymalpanb:ro ﬁ"nfr *
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APYTH BeIIecTBa (aUeTIWIXOJMHH, XHCTaMHH, racTpuH). EQeKThT € CHIIMAT, He3aBHCHMO JaNH
AXTMBHOTO BEIIeCTBO Ce MPHIIAra NIEPOPATTHO WIM HHTPABEHO3HO.

HupaTa Ha racTpHHa Ha IVIAAHO ce MOBHINABAT OT NanTonpa3on. IIpu KpaTKoCpoYeH IpHeM NpH
TIOBEYETO CITydMaH Te He HAAXBhpIIAT TOPHATA MPaHKLA HAa HopMaTa. L1pH NPOAB/IDKHTENIHO NCYEHHE,
HMBaTa HA FACTPHHA C€ YABOABAT IIPH MOBEYETO Cllydal. EXCLIeCHBHO YBEIHYaBAHE HACTHIIBA [IpH
H30JHpaHH cny4an. [Ipn npoas/DKHTEIHO IeueHHe ITPH MAJIKa 9acT OT CyvanTe ce Habmoaasa Karo
PE3yATAT JIEKO [0 CpeAHO TOBHINABaHe Ha Opos Ha cnetMduanrTe eHAoKpuHHH (ECL) knetku B
croMaxa (00HKHOBeHa JI0 aneHOMAaTOHAHAa Xunepmiasui). Bee nak, ¢brijacHO Npoy4BaHuaTa,
NPOBEACHH 0 MOMEHTa, (POpMUPAHETO HA KAPLMHOMAH NMPEKypeopU (ATHITHYHA XMTIEPIVIA3HA) HIIH
CTOMAIIHH KapLHHOMAH, KAKBHTO ca GHITH OTKPHTH NPH OIMTHTE C AMBOTHH (BXK. TO4Ka 3.3), He ca
HalJ0/1aBaHy IIPU XOpa.

ITo BpeMe Ha ficYeHHe ¢ AHTUCEKPETOPHH EKapCTBEHH MPOAYKTH TACTPHHBT B CEPyMa CC ITOBHINIABA B
OTTOBOP Ha MOHIDKEHATa KHCeIHHHA cekpelms. B peaynrar Ha HaMajleHaTa CTOMalllHA KHCEIMHHOCT
ce nopHINaesa M HUEOTO Ha CgA. TTopumenoTo HuBo Ha CgA MoXKe J1a MOBIMAC HA H3CIeABAHNATA 33

HEBPOECHIOKPHHHM TyMOPH.

Hanmumute nyOnHKyBaHH AAHHH NOKA3BaT, Y€ MPHIAraHeTo Ha HHXHOMTOPH HA MPOTOHHATA NOMIIA
Tpa6Ba fia ce NMPSYCTAHOBH MEXKAY 5 HM K 2 ceaMuLu rpeau usMepsane Ha CgA. Tora ce npasu ¢
1ien uueata Ha CgA, KOHTO MOTaT Jja ca TLUIMBO NoBHLICHH cien nedeHye ¢ U, na ce
B'b3CTAHOBAT 1[0 peepPEHTHUTE CH IPAHULIA.

[Tpensun naHHHTE OT MPOYUBAHMATA NIPH KHBOTHH, P MPOABDKHTEHO JIeYeHHE C TAHTONpPa3ol,
HaJBHINABAIIO €/JHAa FOJHHA, HE MOXKE HAITRIHO J1a C& H3KIIOUM BE3MOXKHOCTTA OT MOBJIHABaHe HA

napaMeTpyUTe Ha (YHKLIMATA HA IHTOBHHATA HJIE3a.

Knunnina eQHxacHoOCT
B perpocnexruBeH aHaus Ha 17 npoy4sanns npH 5960 maumeHTH ¢ racTpoesodareaina pedgnyxcHa

Gonect ('EPDB) nekyBanu ¢ 20 mg naHTONpas3o/1 KaTo MOHOTEPAHs, CHMIITOMHTS CBBP3AHH C
KHCEeNUHHKA pedrryke, Hamp. NapeHe 3a/ MPHAHATA KOCT H KMCeIHHHA PETYPIHTallHy ca OLUCHECH!
CBIVIACHO CTAHAAPTHIHpaHATA METOZONOTHA. [IpoyuBanHaTa ca CENEKTHPAHM Taka, Ye AA HMAT HE Mo-
MaJIKO OT €JTHH CHMITIOM Ha KHCEIHHEH pediykc, npocaensasaH 2 ceamuim. luar#osata Ha FEPb npu
TE3| NMPOYUBAHNA € B3 OCHOBA HA SHAOCKONICKA OLSHKA, ¢ MIKIIOMSHNE Ha ¢IHO NPOYUBAHE, NPH
KOETO BKIIIOYBAHETO HA MAOHEHTUTE € CaMO MO HAJIMYME HA CHMITTOMH.

[1py re3u Mpoy4YBaHHd, NPOLIEHTHT HA MTAIMEHTHTE, MIOXYYMIH IIBJIHO obJieKyaBaHe Ha MapeHeTo 34/
TPLAHATA KOCT ClieR 7 AHA ¢ mexny 54,0% u 80,6% npu rpynara nexysana ¢ nanronpason. Cneza 14
Jo 28 nuu, meJIHO O0NEKUABAHE HA MAPECHETO 3a/] I'PBAHATA KOCT € IOCTHTHATO PECTIEKTHBHO MPH
62,9% no 88,6% u 68,1% no 92,3% ot naugHeHTHTE .

PesyaTaTHTe 3a MEIHO Ob/eKJaBane Ha KMCEHHHATA PerypruTaipis ca nojobay Ha Te3H, NoNy4YeHH
npH obexyapaHe Ha MAPEHETO 3a] rppAHaTa KocT. Crenl 7 AHW, MPOUECHTHT Ha NAIIHCHTHTE,
TOY4HIH ITBIHO 00JIeXYBaHe HA KHCE/IHHHATA perypruTaimse ¢ Mexxy 61,5% u 84,4%, cnen 14 aun
mexnay 67,7% u 90,4%, u cen 28 mu Mexay 75,2% u 94,5%, pecniekTHBHO.

[TanTonpaszon Npepb3xoxaa no eduxacHocT mwianedo 1 H2 penerrropHATe aHTaroOHHCTH H He
OTCTBHIIBA 10 €(PHKACHOCT B CPABHEHHE ¢ IPYTHTEe HHXHOHTOpH HA MPOTOHHATa noMna. CTeneHTa Ha
ofJieKuaBaAHE HA CHMITTOMHTE B I'OJIAMA CTeNeH 3aBHCH OT ctaaua Ha 'EPbD.

5.2 @apMaKOKRHeTHIHH CBOHCTBA

A6copbina

dapMaKOKHHETHYHHTE [IAPAMETPH HE BAPHPAT CJe/] SAHOKPATHO HJIH MHOTOKpPAaTHO MpuioxeHHe. B
0030BH rpaHuuM oT 10 no 80 mg KHHeTHKAaTa HA ITAHTONPA30] € MTHHCHHA CIied NEPOpaIHo K Wfﬁ
HHTPABEHO3HO PHJIOKEHHE. ophE "{"W f?

NpHiIaraHe Ha eAHOKPATHA mepopaiHa A03a ot 20 mg. Cnea npuiarane Ha TabneTka or .
38 okono 2,0-2,5 h ce nocTurar MAKCHMANHE NNA3MEHH KOHIEHTpaipm o okono 1-1,5 pg/ml rarg.. -
Te3u CTOMHOCTH Ce 3aNa3BaT IOCTOAHHM Clie)l MHOTOKPSTHO Npinarane, AGcomoTHata 61 HATTYHOCY /o0 /
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Ha TabeTHata dopMa e oxono 77%. CpBMecCTHHAT NpHEM C XpaHa He nopausasa AUC, MakcumanauTe
I1a3MeHHA KOHLIEHTPALHHH U PeCNEKTUBHO OHORATHYHOCTTA. EAHHCTBEHO NMPONBJLDKHTENHOCTTA Ha
lag-dasaTa Moxke na 6'bae yBEMHYECHA NTPH CEBMECTHO NMTPHEMAHE C XpaHa.

Paznpenenenue
CBBP3BaHETO HA AHTOMNPA30I ¢ IJIasMeHHTe NpoTeuHy € okono 98%. OGeMbT Ha pasnpeacicHHe € OT

okxono 0,15 Vkg.
brotpancdopmarms

JIekapcTBEHOTO BEINECTBO NOYTH HAITBIHO ce MeTabomu3upa B yepHus Apos. I'napunaT MerabonureH
neT & AemeTHamMpaseTo upes CYP2C19 ¢ nocnensamia cyndatHa KoHIoraliis, Apyr MeTaboHTeH 16T

¢ oxcuamnpane upes CYP3A4.

EnuMunupane

TepMHUHATHHAT eNUMHHALMOHEH NONYXHUBOT € OKONO 1 Jac ¥ KiMpeHCET € okono 0,1 Vh/kg,
YCTaHOBEHHM ¢a HAKOJKO CNTydas Ha HHAHBHIM Che 3a6apeHo enmuMHuHMpane. [Topagu crnemuguuanoro
CBBp3BaHe HA NAHTOMPAa30/ ¢ MPOTOHHATE MOMITH Ha NapHETATHUTE KJICTKH, CIMMHHALIHOHHMAT
[OJTYXKHBOT HE KOPEIHPA ¢ MHOTO TIO-EBITATA MPOAE/DKUTENHOCT Ha Aclicreue (umxubupane Ha
KHCETHHHATA CEKpeLvs ).

Bn6pevHOTO NMMHHHPaHE € OCHOBHHAT ITHT HA €KCKpelMa Ha METabOMMTHTE Ha NAHTOMpasoJi (OKOIo
80%), ocTaHANATa YaCT ce EKCKPETHPA ¢ H3npakHeHHATa. OCHOBHHAT MeTa0OIHT, YCTAHOBEH, KAKTO B
cepyMa, TaKa H B YPHHATA, € JAe3METHIMAHTONPA301, Ko#To e cyndarHo koHorspaH. [lepuoasT Ha
NOTY>KMBOT Ha OCHOBHHA MeTabonut (okono 1,5 h) He € MHOTO MO-NPOABHKHTENCH OT TO3H HA
NaHTOIMpa3oJl.

Xapaxmepucmuxu npu CREYUATHY ZpYnu Rayuermu

[Ipubumaurendo npu 3% ot Esponetickata nomynauus nuncea pyaxumonvpary CYP2C19 ensum
Te ¢a HapedeHH c¢1abu MeTabomm3aropu. IIpn Te3u HHMBAIHA MeTabOIH3MET Ha IIAHTOMPA3OII
BepoATHO ce karanuzupa ot CYP3A4. Cnen npunoskeHa enHOKpaTHA Ao3a oT 40 mg naHTonpason,
cpeAHaTa IUION 1o KpHBaTa [UIa3MeHa KOHLIEHTpalua/BpeMe € 6 ITbTH T10-rojisMa pH ciaabuTe
METa0ONH3aTOPH B CpaBHenHe ¢ uuaueuay ¢ dynkumopupam CYP2C19 ensuM (excTeH3MBHU
meraGonusaTopH). CpelHaTa MAKCHMAHA IUIa3MEeHa KOHLICHTpALMA € NoBHIeHa ¢ 0koso 60%. Tezu
dakTH HEIMAT OTHOIICHHE KM JIO3HPAHETO Ha MaHTONPa3oll.

He ce U31UCcKBa NOHDKABAHE HA NO3ATA, KOTATO NAHTONPA30N ¢S NpPUiara nNpy NanveHTy ¢ yBpeacHa
650peuna (HyHKIMA (BKI. NALFIEHTH HA XeMoAnanu3a), [Ipy Te3u nauMeHTH, NOA0OHO Ha NMALMEHTHTE
¢ HHTaKTHa 6B6peuta GyHKIHS, Ia3MEHUAT MOMYXKHBOT Ha TIAHTONPa30ol € KpaTesk. CaMo MHOrO
MAIKA 4acT OT MAaHTOMPa30A MOXe Aa ¢e Juamm3upa. HezaBHCHMO, Y€ NOMYKHUBOTET HA OCHOBHUL
meTabonuT € ymepeHo yampkeH (2-3 h), ekckpelmsara e Bee Taka Obp3a M HE HACTHIIBA KyMy/IalHd.
Benpeky, 4¢ MNpy NaUMEHTH ¢ YepHoapoOHa upposa (knac A 1 B cernacso Child) cien npunarane Ha
1032 ot 20 mg € YCTAHOBEHO YABDKABAHE HA ¢/THMHHALMOHHHA NOTYXUBOT J0 3-6 h u ysenmuenue ¢
(axTop 3-5 Ha croiiHocTTa Ha AUC, HaOmonasaHHTe MAKCHMAIIHH IJIa3MeHH KOHLEHTPALHH ¢a CaMo
1,3 mbTH NO-BHCOKHM OT Te3H MPH 3APaBH HHIMBHIH.

Jlekoto yeenmuenne Ha AUC u Cmax, ycTaHOBEHO ITpu AOOPOBOILIM B CTaPYECKa BH3PACT, B
CPABHEHHE ¢ NO-MJIAAUATE YYACTHHIH CBINO HE € OT KITHHHYHO 3HAYCHHE,

Heya

Cnen mpunaraneTo Ha eIHOKpaTHa nepopaina Ao3a ot 20 wm 40 mg nanToNpason Ha AcHa Ha
pB3pact or 5—16 roguan AUC u Cmax ca B rpaHHMLITE Ha JHANa30Ha, ChOTBETCTRAI Ha CTOHHOCTHTE
NpHU BB3pacTHA.

CreA NPUIArakeTo Ha eHOKPATHA WHTpaBeHo3Ha fosa o1 0,8 wm 1,6 mg/kg nanronpason Ha Aena Ha
BB3pacT 2—16 roiHHH He ce YCTAHOBARA CHLIECTBEHA Bpb3Ka MEXAY KIHPBHHCA Ha MAHTONPa3Oll H

BB3PACTHH.

5.3. IpeAxIAHEYEH JAHHH 33 Ge30mACHOCT




HexnMHHYHHTE JaHHM He TIOKA3BaT 0COOEH pHCK 3a Xopa Ha 6a3aTa Ha KOHBCHIIHOHAJTHHTE
(apMaKkoONOrHyHy Mpoy4uBaHuUs 3a 6€30NMacHOCT, TOKCHYHOCT NPH MHOTOKPAaTHO NpHarase H
PEHOTOKCHYHOCT.

B 2-roasusn npoyYBaHHA 34 KapUHHONCHHOCT, NPOBEAEHH BHPXY IUTEXOBE Ca OTKPHTH
HEBPOSHIOKPHHHH HeoInasMH. JIOIMbIHUTENHO B rOpHATA Y4CT HA CTOMAaxa IpH IUTbXOBE ¢4 OTKPHTH
CKB3MO3IHO-KIEThYIHI NamunoMn . MexanmMeT, Bogen A0 GOpMUpPaHe Ha CTOMAIIHN KAPLMHONAN OT
cybcTHTYHpaHuTS OeH3HMMIA301H € BHHMATEHO MIPOY4YEH H € HaNPaBeHO 3aKIII0YeHHe, Y€ TOBa €
BTOpHMHA PEaKLMA HA CHIHO IOBHIICHUTE CEPYMHH HHBA HA TaCTpHHA, HACTHIBANIH ITPH ILTEXOBE 110
BpeMe Ha XPOHHYHO BHCOKORO30BO TpeTHpaHe. B ABeroAMINHH H3CICABAHHA BBEPXY I'PH3AYH €
YCTAHOBEH yBe/IH4eH OpoH Ha 4epHOAOPOOHHU TYMOPH NPH MLTHXO0BE H XKEHCKH MHIIIKH, KOSTO €
HHTePIPETHPAHO KATO CIEACTBHE HA BHCOKATA CTeNEH Ha MeTabOoMH3bM Ha MAHTONPAa301 B YEPHHA

apob.

B rpynata nmisXxose, TpeTHPaHHM ¢ Hali-BHCOKa A03a (200 mg/kg) e nabmonasano cnabo ypenuieHue
Ha YeCTOTaTa HA HEOIVIACTHIHHTE W3MCHEHHHA Ha INUTOBHRHATA Jie3a. HanHuHeTo Ha Te3H
HOBOOOPA3YBAHHA € CBBP3aHO ¢ NMPESAM3BHKAHMATE OT TAHTONpPa3o)l MPOMEHH B KaTabonuima Ha
TRPOKCHHA B YepHHA Apod HA IubXa. Thi KaTO OpH XOpa TEpaneBTHUHATA 1034 € HHCKA, He ce
OYaKBAaT e(DEKTH Ha YBpESXKJAaHE HA INHTOBMAHATA JKIE3a.

IIpn penpoayKTHBHH IIPOYYBAHHS BBPXY XKHBOTHH ¢ X034 HaZl 5 mg/kg ca HabimoaaBayM MpU3HALM Ha
cnaba PeTOTOKCHMHOCT.

TlpH NOBeAEHUTE H3C/IEABAHHA HE Cé OTKPHBAT AOKA3aTeJICTBA 38 YBpesKAaHe Ha (PepTHIHTETA HIH
TePATOTCHHH eeKTH.

IIpOoHHKBAHETO MIPe3 NAALEHTATA € IPOYYSHO MPH IUThXOBE H € YCTAHOBEHO, Y€ ¢¢ YBeInIaBa ¢
HanpeABaHe Ha OpeMeHHOCTTa. B pesyarar Ha TOBa KOHLICHTPALHATA Ha MAHTONpPasol B U104 ce
YBEJTHYaBa HEMOCPEACTBEHO MPeaH PAKAAHETO.

6. OAPMANEBTHYHHNA JAHHU
6.1 Conrcnhk HAa DOMOIMHHATE BemEeCTRA

Aopo na mabaemxama:

Manwron

bessoneH HaTpues KapOoHar

Hatp#ep HUIIECTeH IITHKONAT
CrrnoIHMep Ha METAKPHJIOBA KHCETHHA

Kamnues creapar

Tabnemuomo noxpumue:

Opadry 6an 0Y-D-7233:
Xunpomenosa

TuTaHOB AUOKCHA

Tank

Maxkporon 400

Harpues saypuicyngar

Cmomautno ycmouuso noxpumue:

Kollicoat MAE 30 DP xwzarr:

ChIIoIHMEp Ha METAKPHIOBA KHCETHHA-eTHIAKpHIaT, 30 IMPOLeHTHA AHCIIEPCHA
IIponuaeHrnuKon

ACBIT KeneseH OKCull

TutanoB AHOKCHA

Tank
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6.2 HecnhBMecTEMOCTH

Henpunoxamo

6.3 Cpox aa roasocr

4 rogunH

64 Chennajan ycJoBHA 32 CHXPAHCHHE

Hama crienmanim yCaOBHA HA ChXpaHeHue,

6.5 BuaHcBIbPXKAHAE HA ONAKOBKATA

[Manpason Konrpoa 20 mg croMauHo-yetofiuusu tabnetku no 10 6pos B 6macep or AVAL, 1o |
OnucTep B KyTHA.

Manpazon Kourpon 20 mg cromaurHo-ycroiuner TabneTkn no 7 wiam no 14 6pos B 6nucrep ot Al/Al,
o 2 6macrepa ¢ no 7 Tabmerkn (2 x 7) win no 1 6nucrep ¢ 14 tadnerku (1 x 14) B kyThs,

6.6 Coenmannu npeaNa3’nE MepkH NPH H3XBLPJIAHE

Hama cnenpasy H3UCKBaHHA.

Heu3no/I3BaHUAT ICKAPCTBEH NPOXYKT MM OTNAFLIHUTE MATCPHAJIH OT Hero TpsA0Ba [a e H3XBBPIAT
B CHOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. HOPHATEXATEJI HA PAJPEIIEHUETO 3A YIIOTPEBA
Actavis Group PTC ehf.
Reykjavikurvegur 76-78

220 Hafnarfjordur
Henanaus

8. HOMEP HA PAZPEHNIEHHETO 3A YIIOTPEBA

Per. Ne 20160082

9., JIATA HA ITBPBO PASPEIMABAHE/MIOJHOBABAHE HA PASPEIIEHHUETO 3A
YHOTPEBA

Jlata Ha mepBO paspemarane: 14.03.2016 .

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

30.03.2017

11




