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1. HME HA JIEKAPCTBEHHA INTPOOYKT N3NbAHWUTENHA ATEHUMA N0 NEXKAPCTBATA

Kpamxs xapaxmapucimuka H& npogimme - [1puaoxenie 1

Kironaca 0,5 mg tabnerku
Clopasa 0.5 mg tablets

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

Paspewenue Me

2. KAUYECTBEH H KOMTAAECTRBEH CBCTABRB B8GMA/MP - 65005/29-03—202L

llllllllllllllllllllllllllllllll

Bcesxa Tabnerka ceappxka 0,3 mg konxuumH (colchicine)

3a 'pIHUA CIIMCBK Ha IIOMOIIHUTE BEIIECTBA BIOKTE Touka 6.1.

3. JIEKAPCTBEHA ®©OPMA

Tabnerxa

benu, Kpbriau, ABOHHOM3IILKHANK Tabnerky, ¢ JeNMTeNHa YepTa.
Henurennara 4epra CIIYKH CaMo, 3a 1a Obac pasacneHa rabnerkara, npy TPYAHOCT Aa 6b/e norsaHaTa
LIANIa, 2 HE 33 pa3Jc/igHe Ha TadlleTKaTa Ha paBHHM TCPANlEBTHIHH JO3H.

4. K/HAHHAYHHA JAHHH
4,1 TepaneBTAYHHE NOKA3AHAS

JleueHne Ha OCTPU NPUCTHIM Ha ITOAAIPA U XPOHHYHA NOAArpa, MpoHIaKTHKA HA OCTPH IIPUCTHITH, IIPH
3aII0YBAHE HA JICYCHUE ¢ APYTH JIEKaPCTBA NOHHKABANIM MMKOYHATA KUCENMHA B KPHBRTA H YPHUHATA WIH IIPH
neyeHue Ha (Pammnna CpeauzeMaoMopeka Tpecka.

JIeuenue nNpH BL3PACTHH HA OCTHP NEPHKAPANAT H PeHHAHBHPALL NEPHKAPANT B KOMONHaIMA C
ALUCTUNCATHLIMIOBA KHCETHHA HIIH APYTH HECTEPOUIHM NpOTUBOBB3INAIMTENHH cpeacTra (HCIIBC).

4.2 [lo3npoBKA H HAYHH Ha MPRIIOKEHHE

KOMXMIMHBT HMa TECEH TePanl€BTHYEH IIPO30PEL] H € HIKIIOYHTENHO TOKCHYEH B ClTy4al Ha [peJo3upaHe.
ITocogenara no-goy 403a HUKOra He TpAdBa 1a ce npeBHilaBa, ThH KaTO MOXE [a Ce oKaxe (paTaiHo.

[IpenopruuTeIHaTa 1032 3aBUCH OT BB3pAacTTa Ha nailpeHra, 0b0peunaTta # 4epHoapodHaTa QyHKIHA H
cAHOBPCMEHHATa ynorpeba Ha ApYyTH NCKapCTBEHH NMPOAYKTH (BX. TOUKU 4.4 u 4.5).

BL3pacTHH

JieueHHe Ha OCTLP NPHCTHI HA MOAArpa

[Ipenopramrennara 103a ¢ 2 TabneTku (1 mg KOJIXHUIMHE) NPH ITSPBHTE MIPH3HALM HA OCTHP MPHCTLHI. AKO He
ce nocTurHe obiiekuapane Ha fonkara, MOXKe 1a C€ MPWIOKAT Omle €/fHa Win JaBe Tabnerku (0,5 no 1 mg
komxuie) 1 wiu 2 4yaca cnex mepBara fo3a. He tpabea na ce npwiaraT go3u no-BACOKH OT 2 mg KOJIXHIHH
3a 24 qaca. Jlo3u, no-BHCOKH OT 2 Mg Ha AeH, C4 [10KA3AIH NOBHUICHH HEXETAaHH ¢PeKTH 0¢3 nonsa no
OTHOLIECHUE HA EPUKACHOCTTA.

Toau pexxuM Ha Jo3HpaHe MOXKE fla ce MpuIara Jo 4 nocaeaoBaTe/HU OHH, ¢ 00Ila KyMynaTHBHA 1034 OT 6
mg KOJIXHUIHH 32 4 AHH. AKO € HeoOX0aMMO, TOpa iy NEpCHCTHPaHe Ha 60NKa, CBhp3aHa ¢ oAarpa,
ONMUCAHMAT NO-TOPE PEXHMM MOXE Ja Ob/Ie MOBTOPEH, cnel 3-AHEBEH MEpUOR Oe3 nmeucHHe.,
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ITpenopranTenHaTa 4034 KaTo MPEBAHTHBHO JCYEHKHE HAa IPUCTHIIH Ha nmoAarpa € 0,5 mg KOJIXULMH BEAHBX
WIH JBA ITBTH JHEBHO, KOETO € eKBHBANICHTHO HA eéHa TabneTka ¢IUH WIH JBa ITETH JHEBHO.

damunna CpeamleMmaomMopcka Tpecka
[IpenopwuuTenyaTa fo3a € oT 1 mg Ao 2 mg KONXHIMH Ha AeH. [IpuemMsT Moxe ga b6bae pasjencH Ha jBe
JHEBHH JO3M HIIH Ja c€ ITpHIIara KaTo €IHOKpaTHaA J03a.

Jledende Ha XpOHHYHA MOJArpa
[Ipenoppuavrensata 4o3a 3a AeacHUE Ha XpOHHYIHA nofdarpa € oT 0,5 mg 10 | mg KOIXHIMH Ha JIeH, KOETOo €
eKBHBAUICHTHO Ha ¢HA TableTKa BEAHBX WIHM ABa ITHTH JHEBHO.

Jlewenue Ha MePHKAP/IHUT:

3a neveHHe HA OCTHP MepHKaApIUT (3 Mecella) ¥ NpH peHMAUBHPAIL nepHkapauT (6 Mecena)
NPEnOPBLYHTENHATA 4033 HA KOJIXHMIMH B JONBIHEHHE KbM allETHICAIHIIMIOBATA KHCEIMHA WIH APYTH
HCIIBC, ce onpenens Bb3 OCHOBA Ha TENECHOTO TEIIO HA MAMEHTA:

e Tenecno rerno 70 kg wmm nopede: 0,5 mg KOMXULKMH, JBa MBTH AHEBHO (1 Mg KOMIXUIMH Ha ACH).
e Tenecuno Terno mox 70 kg: 0,5 mg KomxuuuH, BeaHBX AHECBHO (0,5 mg KOAXHUIMH HA ACH)

Jdena u 100K noa 18 roxunn

OcThLp NpHECTHN HA NOAATPA, NPoPHAAKTAKA HA NPHCTHIIM HA NOAArpa H XpoOHHYHA NoAarpa
HsaMa J0CTaThYHO JJAHHM 33 YCTAHOBABAHE Ha IIPEMOPBKH B Ta3H Bb3pacTOBA IPyma.

®amunna CpexnizemHoMopcka Tpecka
[IpenoppunTeHaTa 0033 NMpH Acua Hax 12 roguuy € ot 1 mg (2 Tabnerxu) no 2 mg (4 TabneTky) Ha aeH.
[TpuembT MOXe Aa OBbAE pasaencH Ha JBE AHEBHM JO3H WM J1a C€ ITPHIAara KaTo €JHOKpaTHa J03a.

Brnopeku 4e MpHIOKEHHETO Ha TO3H JICKAPCTBEH IMPOAYKT HE MO3BOABA NOAXOAAII0 A03UpaHE ITpH Jela
noi 12 roguumn, 3a HHGOPMALIMOHHH 1IeJIM, 03aTa PH Jela Ha Bb3pacT oT 4 0o 6 rogunu me 6va¢e ot 0,3 mo
1,8 mg Ha fen, a go3ara npy Acla Ha Be3pacT ot 6 go 12 roaun me Owae ot 0,9 1o 1,8 mg Ha neH.
ITpueMsT MOXe f1a OBJie pa3fieNieH Ha ABe JHEBHM JO3H MM JIa CE IPUJIara KaTto eIHOKpaTHa J103a.

JleueHHe HA NEPUKAPIHT:
Hsama nasHi OTHOCHO 6€30NaCHOCTTa H €PUKACHOCTTA HAa KOMXUIHUH B NIEAHATPUYHATA MOy NAlHA 32
JICYEHHNE HA NCPHKAPIUT,

bLipeuHa HEAOCTATLIHOCT

He ce Hanara kopurupase Ha [03aTa IIpH NalMeHTH ¢ Jexa 6n0pedHa HeJoCTaThYHOCT (KpeaTHHHHOB
KTHpBHC 50-80 ml/min), BBIOpekH Y€ ¢ NPEIOPHIBa BHUMATEIHO IPOCIcAABaHE IOPAAH BE3MOXKHA NOSARA
Ha HEXKEMAHU peakluH (BK. TOUKH 4.4 1 5.2). AkO ce NOABAT, MOXKE [1a C€ HAJIOXXH HaMalBaHEe Ha J034aTa.

B13MOXHO € 12 C¢ HATOXH HaMaIsABaHe Ha J03aTa HaOJMIOBMHA W/MIIH HHTCPBAIA MEXTY AO3UTE Ja CE
YBENIHYIH ITpH NAIHEHTH ¢ yMepeHa OB0pedHa HeQOCTATHEYHOCT (KpEeaTUHHHOB KIMPBHC 30-50 ml/min).

YnorpebaTa Ha KONXHMIMH € MPOTHBOIIOKA3aHA MMPH NALMEHTH ¢ TEXKA OLOpedHa HEAOCTATHIHOCT
(kpeaTHHHHOB KIMHPEHC < 30 ml/min) (BK. Touka 4.3).

Yeproapobua HeIOCTATHLYHOCT

He ce nanara kopurapase Ha j103aTa [IpH TAHHEHTH C JIEKA WIN yMepeHa YepHOApoOHa HEA0CTaThbYHOCT,
BBLIIPEKH Y€ CE IMPENopbIBAa BHUMATEIHO HabmoJeHHe nopaay Bb3MOXHA I10SBa HA HEXKENTaHH PEAKUMH (BX.
To4KH 4.4 1 5.2). AKO C€ ITIOABAT, BB3MOXHO € [1a CC M3BBLPINHK PEAYLIMPAHE HA A03ATA.

IIanpeHTH B CTAPYECKa BH3PACT H CHeHHANHH NONYJIAIHH Zt T
JIpyry anTepHaTHBHH Tepanuy TpsGBa Ja ce H3MON3BAT MPH MALMEHTH B CTApYecKa Bb3pacT, IpH pAfieeHTn - . " .-

¢ 6p0peunn WK gepHOAPoOHH HapylneHHA. B ciydail, e ce MpHIIOKH KOMXHIUHH [PH TE3H naun,e{ﬂid,ﬁ” -



KyMYJIaTHBHATA /1032 He TpAOBa J1a HAaJBHOIAaBa 3 mg 32 YETHPHIHEBEH [IEPHOX BMECTO 6 mg npH
BB3PAacTHOTO HaceNcHHEe, BMECTO 6 mg IPpH CTaHAapTHaTa Tepanui (BX. Todka 4.2).

4.3 IIpoTHBONMOKA3AHHSA

- CBpBXYYBCTBHTEIHOCT KbM aKTHBHOTO BELISCTBO MM KbM HAKOE OT IOMOLIHMTE BELIECTRA, BKIIIOYEHHU B
To4YkKa 6,

- bpeMeHHOCT;

- Texxka 6B6pedHa HEAOCTATHUHOCT M NMAUMEHTH Ha XEMOAHATH3a,

- Texkka gepHOAPODOHA HEQCTATHIHOCT;

- Texxxu CTOMalIHO-YPEBHU HapyOIEHHS,;

- CroMaIHa 53Ba;

- ChpaieuHM HapyIIcHuUS;

- XeMaTONOrHYHH HAPYIICHHS, KATO KPBBHH AUCKPA3UH;

- B pamxute Ha 14 quu cnex ynorpedara Ha uHxuburopu Ha CYP3A4 w/inu P rioMkonpoTenH.

4.4 ChnenpalHu BpeAYNpexIeHHS ¥ NpeANatHy MepKH NpH ynoTpeba

- B criyyait Ha guapus 1ed4eHneTo TpAOBRa 1a ce NpeyCTAHOBH WM A03aTa Aa C€ KOPUTHpa;

- JleueHHEeTO ¢ KOJIXHIMH IIPH Bb3PACTHHU MMALIMEHTH, AEIA, IAIIMEHTH ¢ HHCKO TEJIECHO TEIr IO WIH IALMEeHTH,
KOHTO JIOYTOTpeOABAT ¢ alIKOX0:, TpAOBa 1a Obe BHUMATEIHO HAONI0aBaHO MOpajH NO-BUCOKHA PMCK OT
KYMYJIATHBHA TOKCHYHOCT NPH TE€3H NONMYJIALMH;

- JleBkoneHust, rPaHyIOLMTONCHHSA, NAHIIMTOIICHHA, AlUTACTUYHA aHEMHA ¥ MHEIOCYIIPECHS €A CBBP3aHH ¢
ynoTpebaTa Ha KOMXHIMH B TEPANEBTHIHH J03H, TaKa 9¢ BH3MOXKHHTE HE)KE/IaHK peakiluy TpaOBa na ce
MPOCNCAABAT M MMALHCHTHTE TPAOBA CTPHKTHO Aa W3BLPIIBAT PEIOBHH KPBBHH U3CIICABAHNA,

- Moxe J1a ce HalnoXKH KOpHIHpaHe Ha 103aTa NPH NalHEeHTH ¢ XenaToOunuapHo U OB0peYHo yBpexkIaHe.
[TanmesTuTe TpabGBa Aa ObAAT BHUMATEMHO HabmoJaBaHHU HO BpeMe Ha JISYSHHETO HA OCTPH NPHCTHITH Ha
nojaarpa, opajgy Bb3MOXKHOCTTA OT ObOpedHO MM XenaroOWIHapHO YBpEXIaHE,

- KOIXHUIUHBT ce eKCKpeTHpa 3HaYMTENHO C YPHHATA MPH KIHHAYHO 3ApaBH NauMedTH. KIMpBHCHT Ha
KOJXHUMH ¢ HaMaJIcH NTpH naiMedTy ¢ 6p0peuno yepexaane. OOLIHAT TeNeCeH KIMPBHC Ha KOJIXHUIUH €
HaMareH ¢ 10 75% npu nauueHTH ¢ 6506pedno 3abonasaxe, OUIOKEHH Ha AMANIH3a (BX. TO4YKa 5.2);

- Thil KaTO KOIXHIMHLT MOXE Ja HE C& eKCKPETHpa NPH NAlHEHTH, ITOAI0XKEHH Ha AUATH3A, yrioTpebara My
01 O11a MpOTHBOIIOKa3aHa (BX. To4Ka 4.3);

- KnupbHCHT Ha KOIXHIMH MoXe A2 Obae 3HAYATEITHO HAMAJICH M HErOBHAT IUTa3MEH ITOIY)KHBOT Aa ce
yYBEJIHIH MPH MAIHECHTH ¢ YepHOoApobHa HeJOCTATBYHOCT,

- IIpu mpOIBIDKUTEIHO JCYSCHHUE B TEPANIEBTUYHH JI03HM ce cho0IIaBa 3a HEBPOMYCKYJIHA TOKCHYHOCT M
pabaomuomnsa. To3m prck MoXe xa Objie MOBHILIEH NTPH NalHeHTH ¢ OB0pedHa HEeOCTATHHHOCT H OPH
X0pa B CTap4ecka Bb3pacT (AopH Te3m 6e3 yepHoapodbHO WiH 6B0peyHO yBpexKaaHe);

- EnHoBpeMeHHara ynoTpeba Ha aTOpBacTaTHH, CHMBARCTaTHH, [IPaBacTaTHH, PIIyBacTaTUH, reMpHOpo3m,
denodpubpart, pecHodubprHOBa KHcenHa HnH 6¢3adubpar (BCHUKM, OT KOKUTO Ca CBBP3aHU ¢
MHOTOKCHYHOCT), TUMOKCHH WIH IMKJIOCIIOPHH C KOJXHIMH MOJKE 1a YBEIHYH PHCKA OT M0fABa Ha
MHOIIATHM (BXK. pa3nen 5). Caen karo JeH4eHHETO ¢ KOJIXHITHH OBe npekpaTeHo, CHMITOMHuTe OOHKHOBECHO
OTITyMSBAT 34 MMEPHOA OT €HA CEAMHLA 10 HAKOIKO Mecella.

4.5 B3auMoJeHCTBHE C IPYIrH JEKAPCTBCHN NPOAYKTH H ApPYTA QOPMH HA B3IaHMOACHCTBHE

MoHHTOPHHIBT TPAOBa Aa ce 3aCHIH, KOraTO KOJIXHUIIHHBT C€ aCOHMHPA ¢ AKTHBHH BEIIECTBA, KOUTO CE
MeTabonu3upar OT WIK B3aHMOJCHCTBAT ChC CHCTEMAaTa Ha IUTOXpoM P450, ocobeHo ¢ n3oensnm CYP3A4
WK P rIIHKOIIpOTEHH.

- Aumuungexyuosnu cpedcmed: TOKCHYHOCTTA HA KOJIXHMIIMH ¢€ YBeJIM4aBa IIpd KOMOMHHMpaHe Ha JIEYeHHE C
KJIAPHTPOMMLUMH, EPUTPOMHLIMH WIH TEAUTPOMULIMH, cyOcTpaTH ¥ uHxubutopu Ha CYP3 A4, ocobeno mpn
MalHEHTH ChC ChINECTBYBAMM Ob0pedrn Hapymerna. Jdpyru uaxuburopu Ha CYP3A4 kaTo HTpakoHas3on,
KETOKOHA30/1, HHANHABUD, HENPHHABUD, PUTOHABHD, CAKBUHABHMP MOTaT Jia IOBUIIAT TOKCHYHOCTTA HA

KOJIXHIIHH, P
- AnmazoHucmu na xaryuegume Kxanaru: BEpanaMuwi H JHITHA3EM; ST
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- Huxnocnopun: KONXHIMH TpaOBa Aa ce U3NOI3B2 C MOBHILEHO BHUMAHUE 3a€IHO ¢ LIHKIOCMIOPHH, TIOpaJH
BL3IMOKEH PUCK OT MOBUIIEHA HEQPOTOKCHUYHOCT U MHOTOKCHYHOCT;

- Bumamunu. abcopbrmsTta Ha BuTamMuH B12 moxe aa 6b4e MoBIMAHA OT XpPOHHYHO NPHIOKEHHE HUITH
BHCOKH J103HM KONXHIMH. [ToTpebHOCTHTE OT BHUTAMHMHHM MOraT Ja ce IIOBHIIaT.

EnnoBpeMeHnHaTa ynotpeba Ha aTOpBacTaTHH, CHMBACTaTHH, NIPaBacTaTuH, (pnysacTaTHH, reMpUOpo3u,
deHopubpar, peHopubpunora kucenuHa wm Oe3apudpar (BCHYKH, OT KOMTO Ca CBbP3aHH C
MHOTOKCHIHOCT) MOXE J1a YBEJIHYH PACKA OT MOsSBaTa Ha MHONATUH. Clle] KaTo JICHCHHETO ¢ KOJIIXHIMH
0bA€¢ NPEKPATEHO, CHMIITOMHTE 0OMKHOBEHO OTIIYMSABAT 3a NEPHO/ OT €JIHA CCAMHUIIA 10 HAKONKO Mecela.

JleveHHeTO ¢ KOMXHIHH HE TpaOBa a ce KOMOMHUpA ¢ ITPUEM Ha COK OT rpeindpyT (MHxubuTop Ha
CYP3A4), Thif KATO TOKCHYHOCTTa Ha KOJMXHIIMH MOXXE J1a C€ YBEITHYH.

4.6 DepTHIAHTET, fPEMEHHOCT H KBPMEHE

BpeMeHHOCT

He ca vabmoxasaun MangopMauny WiH eTaaTHa/HEOHATAaIHA TOKCHYHOCT, ClIe IIPUEM Ha KOIIXHIIHH OT
orpanuucH 6poit 6pemennn xenu ¢ ®Pamunna CpeauzemHoMopeka Tpecka. Benpeku ToBa, Npoy4YBaHHA ¢
KOJIXMIIMH IIPH XXHBOTHH MMOKAa3BaT TEPATOr¢HHH ¢ekTH. CeI0BaTENHO, KaTO Mpe/niazHa MApKa H IOpaIH
JIMIICATa Ha KOHTPOJINPAHH MPOYYBAHHKA IIPH X0pa H cmocoOHOCTTa MY J1a MPEeMHHABA TPe3 IUIALICHTATA, C
NOCHEABAIl PHCK 3a IUIOJA NOpadHd MEXaHH3Ma MY Ha ASHCTBHE, yrioTpebaTa Ha KOJIXHUIHH 1O BpEME Ha
OpeMEeHHOCT € MPOTHBOIIOKAa3aHa (BXK. TO4kH 4.3 U 5.3).

KnLpMeHe

KOIXHIHMHBT C€ €KCKpeTHPa B HOBEIIKATA KbPMa,
IIpenopw4Ba Ce 12 HE CE MpHUara no BPEME Ha KEPMEHE.

DepTHINTET

Hama naHHmM OTHOCHO BB3MOXKHHUTE ¢QEKTH Ha KONMXMIMH BBPXY PepTUNIUTETA,
4.7 EdexTH BLpXY cniocofHoCTTa 3a modHpane H paboTa ¢ MAINMHH

Hama panum T034 TEKapCTREH MPOAYKT Ja 0Ka3Ba BIHAHHE BHPXY ¢nocoOHOCTTA 3a mogHpaHe U paborta ¢
MaIIIMHH.

4.8 Hexe/l1aHH JeKAPCTBEHH peaKIHU

Haii-uecTo cro0ImaBaHNTE HEXENIAHU Peaki[UH BKIIOYBAT TaZicHE, [IOBPBILAHE H KOpeMHa OOJlKa.
BucoxuTte 1034 Morar Ja IMIpHIHHAT TEXKKa JUApHA, CTOMAIIHO-YPEBHO KBPBEHE, KOXEH 0OpuB, OB0peUHH H
qepHOOpoOHHN HapyIncHUA.

I[Monskora ce ¢chobIIaBa 3a nepH()epHa HEBPOMATHA, MHONIATHA, pabJOMHONN32, ANONELMA, A300CTICPMHA H
NPH IPOIHDKHTEIHO JIEUCHHE YBPEXAaHE Ha KOCTHUA MO3BK C HAJIMYHE HA arpaHy/IOLHTO3a,
TPOMOOLIMTOIICHHA M alUIaCTHIHA AHCMHA.

Jleuennero TpsAOBa Oa ce MPEYCTaHOBH IIPH MTOABA Ha TbPBHA CHMITTOM Ha rajicHe, IOBpLIaHe, KOpeMHA
Oonka Wi JUapHa ¥ € HeoOX0AUMO NAUHEHTHT Aa NOTHPCH He3a0aBHA MEANIIHHCKA IOMOIL,

Cropen npoyusanero AGREE (Bx. Todka 3.1), B koeto 185 nanMeHTH ¢ OCTBp NPHCTHII Ha IOAArpa ca
pasnpeencHH B TPH PAa3IMIHU CPYIIH 32 JIeUeHHE, 3 HMEHHO JIeMeHHEe ¢ BHCOKM JO3M KONXULMH [1,2 mg,
nocneasaHo ot 0,6 mg Ha BCEKH Yac B IPOABL/DKEHHE Ha 6 9aca; (00mio: 4,8 mg)], nedeHUEe C HUCKH 03K .
[1,2 mg, nocneasany oT (0,6 mg nmpes cneasamma yac; (obmo: 1,8 mg)] u neuenue ¢ rwianedo, 4ecTor
HeXeJTAaHHTE PEaKlMH B PaIHUHHTE TPYIH € OHna choTBeTHO 76,9%, 36,5% u 27,1%. YecToTara He
YeCTO CHOOIIaBaHUTE HEXEIAHH PEAKIIMH € JafieHa Mo-J0Ty. |
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Jloza Ha KOJIXHIHH CrooTHOowenue Ha mancorere/ OR / (95%
CI)
Bucoko Hucka [Inanebo Bucoka no3a | Hucka go3a | Bucoka no3a
(n=352) (n=174) (n=159) cpely cpenry cpenry
riauebo maue6o HHCKA 1032
HEXENIaHH 40 (76,9) 27 (36,5) 16 (27,1) 9.0 (3,8- 1,5(0,7-3,2) 5,8 (2,6-
| peaKLMH 21,2) 12,9)
CTOMAIITHO- 40 (76,9) 19 (25,7) 12 (20,3) 13.1 (5,3- 1,4 (0,6-3,1) 9,6 (4,2-
9pCBHU 32,3) 22,1)
HEXCJIaHH
_ peaKIIHH
IHapus 40 (76,9) 17 (23,0) 8 (13,6) 21,3 (7,9- 1,9 (0,8-4,8) 11,2 (4,8-
36,9) 25,9)
rajcHe 9(17,3) 3 (4,1) 3(5,1) 3,9 (1,0- 0,8 (0,2-4,1) 5,0 (1,3-
15,3) 19,3)
NOBPBIIAHE 9(17,3) 0 (0) 0 (0) -* -* -*
TEXKH 10 (19,2) 0 (0) 1 (1,7} 13,8 (1,7- -* -*
HEXEJTaHH 112)
| pEaKIHH
AHapni 10 (19,2) 0 (0) 0 (0) _* * ¥
MEICHa 1(1,92) 0 (0) 0 (0) -* * ¥
rajicHe 1(1,92) 0 (0) 0 (0) -* -¥ -¥
nojarpa 0 (0) 0 (0) 1 (1,7) -* -* X

* OR He MOXe 13 ce H3YHCIIH, Thi KaTo HE € HabMmoJaBaHa HEKEIAHA PEAKIIHA B HAKOM I'PYTIHM HA JICUCHHE,

CrobiraBane Ha MOJO3MPAHH HEXEJAHH peaKIHU

Cro011aBaHeTo Ha MOKO3HPAHH HEXKEJIAHH JICKAPCTBEHH PEAKIAN CIIC] pa3peilaBane 3a ynorpeba Ha
IeKapCTBEHH MIPOAYKT € BakHO. ToRa NMo3BOIABA Ja MPOXB/DKH Ha0MOJCHHETO Ha CHOTHOILIEHHETO
TMOJI3a/PHCK 33 NCKAPCTBEHHA MPOAYKT. OT MEIHHHHCKHTE CISHHMATHCTH C€ M3MCKBA Ja ChOOINAaBaT BCAKA
[MOAO3HpaHa HeXelaHa peakiisa Ipes:

M3mreiHHTENIHA ar¢HIMA 110 JIeKapCeTRaTa
ya. ,,Jdamsan I'pyes” No 8

1303 Codus.

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

4.9 IIpeno3upane

KOoIX#AIMHBT HMa TECEH TEPANECBTHYCH MPO30PEL, OPAIH TOBA TOH € M3KIIOYHTEIHO TOKCHYCH B CIy4YaH Ha

mpenosupane. [lanuenture ¢ yepHoApoOHM WK O6B0peYHH HAPYIUEHHS, FACTPOMHTECTHHAIIHHA HIH
KapAMOJIOrUaHM 3ab0IaBaHMs, KAaKTO H IIALMCHTH B PHCKOBH Bb3PAacTOBH I'PYIIH, [TOKA3BAT BUCOK PUCK OT

NpeAO3NpaHe.

T3if xaTO IPeJO3NPAHETO ¢ KOIXHIMH € KOMIUIEKCHO, TpAOBa He3abaBHoO Aa ce HOTHPCH CHBET OT
CHELHAIIUCT C OITHT B [IPEAO3HPAHETO.

TounaTa 1032 KONXHIMH, KOSTO MPUYHHABA 3HAUMTENHA TOKCHYHOCT, HE € U3BeCTHA. JJoknajgBaHu ca
CMBPTHH CJIYYaH IIPH JO3H OT 7 mg 3a NSPpHOJ OT YCTHPH AHH, ZOKATO HMA CIIydan, KOrato HauHeHTHTE ca

oLesIeNnu npy 103u Hag 60 mg.

[Ipernea Ha 150 nanpeHTH ¢ IpeAo3upaHe MOKa3a, 4€ Te3H, nomydasamu Ao3a nox 0,5 mg/kg, ca ouenenu ¢

rno-1eK Ipodri Ha TOKCHIHOCT, JOKATO TE3H, omy4aBamy xo3a mexxay 0,5 u 0,8 mg/kg, ca umama mo- _———= .
TEXKH peaKiMH, BKIOYHTEIHO MHeaocynpecud. CMBPTHOCTTA [TPH [TALIHCHTH, NPHEMALIIH [TOBEYE 0T ,Big NSt
mg/kg, ¢ 100%. ’ o
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Moxe na uMa 3abassre 70 6 yaca B HA4aNOTO HA TOKCHYHOCTTA, 2 HAKOH OT ITPH3HALIHTE MOXKE JOPH A CE
3a0aBAT 3a MoBeve OT eaHa ceAMHKNa. Ilopaax ToBa BCexH NallMeHT CbC CBMHEHHE 3a Npeaosnpaxe TpadBa ja
MOTHPCH HE3a0aBHO ClIenIHAa MEAHLHHCKA ITOMOII, AOPH H MPH JIHNCA Ha BUIUMH IIPH3HALY.

[I5pBUTE NPU3HALIM Ha OCTPa TOKCHYHOCT ¢ KOIXHIIMH 0OMKHOBEHO ce ITOSBABAT OKONO 24 yaca cnen
npunoxeHueTo. Hal-aecTUTe CHMITTOMM BKIIIOYBAT: NAPEHE U AUCKOMPOPT B yCTaTa M I'bPIIOTO; 3aTPYJHEHO
NperbIaHe; XpaHOCMWIATEIHH HApYIIEHHA KATO rajieHe, [I0BpbhIUaHe, AHQY3Ha KOpeMHa 00JIKa, TEHE3MH,
TEXKa JHApHA, KOATO NOHAKOTa MOXe Ja OB/e KbpBaBa U Ja AOBEIAE 10 AcXuapaTauus (MeTaboIMTHA
allH103a) ¥ IIUPKYIaTOPHH HAPYIIEHUA (XUIIOTOHHA ), KOUTO 3a€HHO MOTAT Aa XOBEAAT A0 XHUIIOBOIEMHYEH
mok. [Tonskora ce Habmogasa nepudepHa NEBKOUHTO3A.

ITpu3HALMTE HA TOKCHYHOCT C/Ied DNBPBHTE 24 yaca U A0 7 JHH N0-KBCHO BKIIOYBAT; OOBPKBAHE,; alONEIUs;
ChpIEYHH HApyLIeHHd (BKIIOYUTEIHO apHTMMA H HaMalleH chplieueH aebut); 6n6peyro u 9epHogpobHo
YBPEXKJaHe, pECITHPaTOPEH RUCTPEC; XHIISPITMPEKCHA H MMOITHCKAHE HA KOCTHHA MO3BK. TE€3H NpH3HALM
MOTaT Jia MPOrpecHpar A0 NOJIHOpraHHa HEXOCTAThIHOCT, CBBP3aHa C aIUla3us] Ha KOCTHHA MO3BK,
ToKCHYHOCT Ha I{THC, repuoBe, koMa, xenatouenyaapHO yBpeXxaaHe, pabgoMmuonnsa, pecnupaTopes
JTHCTPEC, OLOpedHO M CHPAEYHO HAPYIIEHHE ¥ JHCEMHHHPAaHA HHTpaBacKyJdapra koarynaims. CMBpTTa
0OMKHOBEHO € PEe3YyJITaT OT KapAHOPECITMPATOPHA AEITPECHH.

[TaneHTH, KOUTO OLIENEAT 7 JHU clel IpeJo3upaHe, MOTaT &3 HMAT ajoneius, pebayH NeBKOLMTO3a U
croMaTuT (okono 10 nHU caeld nmpexosupase).

JIeueHHETO HA NPEIO3UPAHE ¢ KOMXHMIMH TpsOBA /1a BKIOURA yIIOTpedaTa Ha MepopaicH akTUBEH BHITICH 34
NepHOA JI0 €IHH Jac MpH Bh3PACcTHH, KOHTO ca npuemu nosede oT (0,1 mg/kg TesecHO TErno KONXHUIMH H NIpH
Jela, KOUTO Ca IPHEMANTY KAaKBOTO M Aa € Konu4decTBo. [lo-BrucoKa 1032 akTHBEH BBITIEH MOXE 1A 3aCHIH
CHCTEMHOTO €IMMHHHMpaHE H TpAOBa fa ce MMa IIpeABU] NPH NALMEHTH, KOMTO ca mpueMany nosede ot 0,3
mg/kg TENEeCHO Terno.

Hama cenmdyyeH aHTHIOT 33 KOJXULIMH. 32 CIMMUHUPAHE MOXE JIa ¢ MPUIOXHU CTOMALIHA MPOMMBKA.
XeMoauanu3ara H xeMonepdysuara He NOBMINABAT KIUPBHCA Ha KONIXUITHH. JleueHHeTo TpsabBa a BKIIIOYBA
00IIH CHMOTOMATHYHH B NOAIbPXAIHA MEPKH CIOpe]] KIMHHYHOTO ChbCTOAHHE Ha TMALIAEHTA, BKIIOYUTENHO
npocneaaBaHe Ha Xu3HeHHuTe Iokasarenu, EKI', xeMaTonornaum n OMOXMMHYHM TOKA3aTENH, KaKTO H
KOHTpOJIMpaHe Ha AuulaHeTo. Tpsabea aa 6bae BRIYEHO CBIIO NOAABPKAHE HA KPHBHOTO HANIATAHE H
LMPKYJIALUATA, KaKTO H Ja ¢€ KOPUTHpa AHCOANaHChT Ha TEYHOCTHTE U ENIEKTPOIUTHUTE.

Mopdus cyndar 10 mg MoxKe Aa ce IPHIOKK HHTPAMYCKYIHO 3a 00neKkuaBaHe Ha CHWIHA KOpeMHa 6onka.
3a Ja ¢c€ M3BBPIOH OBNAQABaHE Ha 3abaBeHaTa IIoABa HA CHMITTOMUTE, IMAalleHTUTE TPAOBRA qa Obaar
BHUMATEIHO HabmoaaBann Hal-Malko 6 Jaca ciea MPHIOXKEHHETO WIH B Mpoab/DKeHNe Ha 12 gaca, ako ca

ITPHEIIH MMOBCHE OT 0,3 mg/kg Cnen TOBa BpEMC ACHMITTOMATHYHH IN4AlIHCHTH MOrar Ja G’IJJIET H3ITHCaHH CBC
CBBCT J1a C€ BBPHAT, dKO CC MOABAT CTOMALUTHO-YPCBHH CHMIITOMH.

5. ®APMAKOJIOIHYHH CBOUCTBA
5.1 DapmMakoiAMHAMHYHH CBOMCTBA

dapmakoTepaneBTHuHa rpyna; CpeacTsa cpemry nojarpa- CpeACcTBa, KOUTO HE BB3ACHCTBAT BBPXY
MeTabo/H3Ma Ha NMHKOYHATa KHCEIIHHA.

ATC xoo: MO4ACO1

KonxuiuasT ce H3o3ea 3a 00ek9aBane Ha OCTPH MPUCTHIM HA NMOAAIPa M 3a TAXHATa npodpunakTuka,
KonXHMUuHHET € moka3aH ¥ 3a JIeueHHe Ha XpoHH4YHA nojxarpa u damunna CpeauzeMHomopcka Tpecka.

MexaHU3MBT Ha ZEUCTBHE Ha KOJIXHIIHH HE € HAITBJIHO H3ACHCH. KUJ'IXHI.IHH'E:T BCPOATHO IIPCAH3BHKBA

He3abaBeH OTroBOP IMPH MPHCTBIIH Ha NToJarpa, Nopaay HaMaldBaHEe HA Bb3NAINTEIHATA peakiius, e
IIPHYHHEHA OT YPaTHH KpUcTamH. To3H e(peKT BE3HHKBA [1OPaH PAIHYMHH JCHCTBUA, BKIIOUUTENIHO .~ 787"
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KonxXuHHbT HHXHONpa daronHTo3ara Ha YpaTHUTE MEUKPOKPHCTAIH, KaTO 10 TO3H HAYHH HaMalABa
IIPOK3BOJICTBOTO HA MIIEYHA KHCEIHHA H NOJTLPAKA HOPMANTHO nokanno pH. KucenHHHOCTTa 3acHiBa
yTasABaHETO HA YPATHH KPUCTATIH, KOETO € IIPHYHHA 33 IPUCTBIIUTE HA NoJarpa.

KONIXHIMHBT HAMA aHAJITEeTHYHA AKTUBHOCT U HAMA €(PEKT BBPXY IIA3MEHUATE KOHLIEHTPAllMK WA KIHpBHCA
Ha ITHKOYHATA KHCENHHA. [IpodaBsBa ChIIO TaKa H AHTUMHTOTHUYHA AKTHBHOCT {MHXHOMpaHe HIIH
IpeJoTBpaTABaHe Ha KJIETRIHOTO AEICHE B METa- H aHadasuTe).

KOIXHIMHBT NpOABABA U APYTH (papMAKOIOrHYHH aKTHBHOCTH IIPH JKHWBOTHH, KATO HATPHMED YBPEXAa
HEPBHO-MYCKYJIHATa (PYHKLHMSA, 3aCHIBa CTOMAIIHO-IPERBHATA AKTHBHOCT Ype3 HEBPOT€HHA CTHMYJIAINA,
IIOBHIIIABA YYBCTBHTEIHOCTTA KBM LICHTPATHH ACIPECAHTH, 32CHIBA OTTOBOPA KbM CUMITIATHKOMHMETHLIUTE,
[IOTHCKA RMXATEIHHUA EHThD, IIPHIMHABA BA30KOHCTPHKLUNA, [IPHYNHABA XHNIEPTOHHUA Ype3 Ba30OMOTOpPHA
CTUMYJIAIIUA M BOJM 10 IOHIKABAHE HA TEJIECHATA TEMIIEpaTypa.

MynTHLIEHTPOBOTO, ABOHHO-CIANO, IL1anebo-konTpompano npoydsade AGREE (Acute Gout Flare
Receiving Colchicine Evaluation) ouieHsaBa mpolieHTa Ha MAIIMEHTHTE, KOWTO ca OTTOBOPHIH Ha CIEAHHUTE
PEXHMH Ha JIEYEHHUE C KOMXULMH;

* I'pyna 1: Bucoka no3a xkomxmuuH (1,2 mg, nocneapaso ot 0,6 mg/gac 3a 6 gaca [obma no3sa: 4,8 mg))
* I'pyna 2: Hucka fo3a konxuuu (1,2 mg, nocineasano ot 0,6 mg/gac 3a 1 gac [1,8 mg])
* I'pyna 3; [Inanebo

O0mo 184 ranyeHTH ca yJacTBATH B TOBa KIIHHHYHO MpoyasaHe. OCHOBHATa KpaHHa TO4YKa Ha TOBa
NNPOYYBAHE € IIPOLICHTA OTTOBOPUIIM Ha JICYCHUETO, AePHHNPAH KATO BCEKH MMAIIMEHT, KOHTO € nokasan >50%
HaMaJleHHE Ha Bh3npyeMaHaTa 00JIKa B paMKHTE Ha 24 gaca cnel IrepBaTa 7032 JeKapcTro 0e3 cnacuTeHn
nekapctea. Obmo 28 ot 74 nanyeHTH B rpynara ¢ HUCKH no3u (37,8%), 17 ot 52 nauwmenT! 8 rpynara ¢
BHCOKHM 103H (32,7%) u 9 ot 58 mauneHTty B rpynata Ha nmauebo (15,5%) ca OTrOBOpIIM Ha JI€YEHHETO (P
=(,005 1 p=0,034, croreerHO, cnpamo manebdo). [Ipe3 nbpBUTE HAKOIKO Yaca OT JedeHHeTo, 23 (31,1%)
NAaIMENTH B rpynara ¢ HHcku ao3u (p=0,027 cnpamo nmianebo), 18 (34,6%) nauueHTH B rpymnara ¢ BUCOKH
no3u (p=0,103 cpemry mnanedo) u 29 ( 50%) nanueHTH B rpynara Ha wiauedo ce Hy»K1aenu OT CacHTeIHU
nekapcTsa. ['pynara ¢ HUCKH J03H [MOKa3Ba CXOJACH IMpo¢WI Ha HEeXETaHH eEKTH KaTo rpynara Ha ruiaiebo,
¢ oTHoHIeHHe Ha maHcoBeTe (OR) ot 1,5 (95% nosepurenen nrrepran [95% CI] 0,7-3,2). Bucoxara nosa
KOJIXHITHH C¢ CBBP3Ba 3HAYUTCITHO C JHAPHA, NOBPHIIAHE U APYTH HEXEIaHH ChOMTHA, B CPABHCHHUE C
ynotpebaTa Ha HHCKa 1033 KOJIXHMIIMH WIH 11anedo.

YeTHpHaeceT NALHEHTH B IPymnaTa ¢ BHCOKH 103H (76,9%) ca uManu auapua (OR: 21,3; 95% CI 7,9-56,9),
aecer (19,2%) ca nmanu Texka auapus M ome aeser (17,3%) nosprinane. B rpynara ¢ HuckH ao3y, 23% ot
nanyenTure ca uManu auapusa (OR: 1,9; 95% CI 0,8-4,8) s HUKOH He € UMaN HUTO TEXKKA JUaPHA, HATO
MOBpPBILAHE.

Huckure 1030 KOJIXHIUE JABaT CXOAHHM MHKOBH ILIa3MEHH KOHLIEHTPALMH ¥ CTOMHOCTH HA e(pHKACHOCT C
BHCOKHTEC IO3H 32 JIEYECHHE Ha OCTPH MMPUCTHIH Ha Nojarpa, ¢ noaoteH npodun Ha 6e30MacHOCT KaTo
Toraneoo.

CunTa ce, 9¢ KOJXULUHEBT AeHCTBA CpeIly MEPHKAPAHUT TIOPaIH H3BECTHUA MY IPOTHBOBB3NANMTENIEH €(eKT
Omoxkupaki MoMMMEpU3anMaTa Ha TyOyJIMHa, ¢ OCIeABaNlo NpeoTBpaTABaHEe CBBP3BAHETO Ha
MHKpOTYOYIHTE, KOCTO HHXHOHpa 06pa3yBaHETO HA HH(IAMa30oMa H 0CBOOOKIABAHETO HA LIMTOKHHH OT
JICBKOIIMTHTE, 0OCOOEHO IPaHYIIOLMTHTE.

5.2 PDapMakKOKNHETHYHH CBOHCTBA

KonxunuasT ce abcopbupa nepopanHo ¢ npudau3nrenHa OMoHanuuHoOCT ot 45%.

[TIpubmmaurento 39% ce cebp3Ba ¢ andyMuHa, Oe3 IpsAka Bpb3Ka C KOHLIEHTPALUATA.

CBBp3Ba ce ¢ BCHIKH ThKaHH, IIaBHO ¢ YpeBHATa MYK03a, YepHHA apob, 0pOpennTe U qanaka, HO He ¢
MHOKAapZa, CKEJETHUTEC MyCKYIH HiIn Oemure ApoboBe.




JoknaaBaHo e, 4e KOJIXHIHH MPSMHUHARA 1Pe3 NNalleHTaTa, KaTo IJasMEHHTe HABA Ha IUI0ja ca
npubau3zuTenHo 15% or Te3n, OTKpMTH NpH MakkaTa. KoHleHTpaumnsTa, KOATO € OQTKPHTA B YOBEIIKATa
KBpMAa, € MpHOIU3HTEeNHO paBHA HA OTKPUTATa KOHLICHTPALMA B IU1a3MaTa Ha MaHKara.

Cpemnuar o6eM Ha pasnpeaeneHue sapupa ot 2 o 8 Vkg.

KonxuiHeT ce MeTaboId3upa JaCTHYHO B YEpHHA Jpod 4ype3 aeMeTHaMpane 10 ABa OCHOBHM MeTabonuTa:
2-O-neMeTHIKOIXHLUMH H 3-O-ASMETHIKOIXULIHUH, H BTOpocTencHeH MeTabomT: 10-0O-aeMeTHIKOIXHITUH.
CYP3A4 yuactna B MeTabonu3Ma Ha KOIXHIMH, [InasMeHuTe HHBa Ha ABAaTa OCHOBHH MeTabonuTa ca no-
MaJIKO OT 5% OT Te3u Ha KOMXHIMH. PapMakoNOrHyHaTa aKTHBHOCT Ha T¢3U METAaOOIHUTH € HEH3BECTHA.
KonxuuuasT M HErOBUTE META00IUTH CE MO1araT Ha CHTEPOXENaTaIHa LIMPKYIIAIH.

KJIMPBLHCBT € 3HAYHTETHO HAMANEH M MOy KHBOTHT C€ YABDKABA IIPH MAIIMEHTH ¢ TEXKKO YepHOApobHO
yBpeKaaHe. Pe3ynTaTHTe mpH MaWUEHTH C JIEKO 10 YMEPEHO YEPHOAPOOHO YBpEXIaHE TOKA3BaT BUCOKA
BApPHAOHITHOCT MEXIY ITALMEHTMTE.

brOpeuHHST KIHPLHC Ha KOJIXUIMH € oueHeH Ha (0,727 kg npu naumentu ¢ nobpa 6s6peana ¢pyHkums.
BLOpeuHHaT KIMPBHC € HaMaleH CbC 75% npn nauueHTH ¢ Texka HapymeHa O0nOpeana yuxumus. Hama
OAHHH IIPH MAUMCHTH ¢ JICKO 10 YMEPEHO ObOpEUHO yBpEXKAAHE.

KOnXMUuMHBT HE C€ CIMMHHHPA Ype3 XEMOIHUATIH3A.

EnMMMMHAITMOHHHAT MOJTYKHBOT IIPH 3ApaBH A00poBoHK (Ha BBE3pacT MexXay 25 U 28 roANHU), ZOKIaIBaH B
JTHTEpaTyparta, Bapupa oT 26,6 1o 31,2 4aca.

KonxuuesT € cydcTpar HA P-rIMKONpOTEHH.

He ca aoxnaasasu (papMaKOKMHETHYHH pa3iIUKH, OCHOBAHH Ha MOJA.

QapMakOKHHETHKATA NPYU NEAHATPUYHH NALUCHTH HE € OIIHCaHa.

Crnopen npoydsase, MyOnWKyBaHO NMPHK NAIMEHTH B CTAP4YE€CKa Bb3PAaCT, CpeAHATA MHKOBa IUIa3MEHa

kouucHTpanua # AUC ca 6UnH Ch¢ CTOMHOCTH JIBa IBTH IIO-BHCOKHU, B CPABHEHHE ChC CTOHHOCTHTE HPH
MJIaJH HHIMBHOM. Ta3u pa3iHka Moxe Aa ce obacHM ¢ HamaneHa 6b0peyna QyHKIMA B cTap4ecKa Bb3pacT.

5.3 IIpeaxIHHHYHH JAHHH 33 0€30aCHOCT
[TpeaxmTMHUYHHATE JaHHH 3a 6€30MacCHOCT HE ITOKA3BAT PUCKOBE IPH X0pa, Pa3IndHU OT OYaKBaHHTE Nopagu
YCTAHOBEHHUTE YCJIOBHA Ha MPIIOXKEHHE. BBIIpeky TOBA, KOJXULHMHBT € TEPATOrCHEH IIPH KUBOTHHUTE.

6. ©APMAIEBTHYHHU JAHHH

6.1 CHHCHK HA HOMOIEHETE BEIeCTBA

Kanumes xuaporesdocdar quxuapar

MukpoKpHCTaTHA LETYI03a
CuauMnueB TUOKCH, KOJOHIEH Oe3BOIeH

Marsnesues creapat

6.2 HechBMeCTHMOCTH
Henpunoxumo.

6.3 Cpox na roaHocTt

3 rOJIMHH.




6.4 CrnemEajJnH YCJIOBHS HA ChXpPaRcHHE

To3u mekapcTBEH MPOAYKT HE H3MCKBA CIICL{HAIIHN YCIIOBHS Ha cbXpaHeHue. Jla ce ChxpaHsaBa B
OPHIMHA/IHATA OMMAKOBKA, 34 /1a Ce IMpeAla3y OT CBETIIHHA.

6.5 BaAH ChABPXKAHHE HA ONAKOBKATA

PVC/Al 6:mctep. Onakoeku no 20, 25, 30, 40, 50, 60 u 100 TabnerkH.
He BCHYKHM BHIOBE OIAKOBKH MOTaT Aa ObAAT IMyCHATH Ha Ia3apa.

6.6 CroendanHH NpeINna3HH MEpPKH NPH H3IXBLP/AAHE H pafoTa
HaMma crenuaaHi H3HCKBAHHSA.

Heu3non3saHWAT JIEKapCTBEH NMPOMAYKT WIM OTHAXBYHHTE MATEPHaIM OT HEro TpaOBa Ia C€ HW3XBHPIAT B
CHOTBETCTBHE C MECTHUTE H3HUCKBAHHUA,

7. HNPHTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

‘“YarikadbapMa BucokokauectseHuTe Jlekaperpa” AJl
oyn. ,,I".M. Humutpos”Ne 1

rp. Cobmus, 1172, briarapus

ten.: 02/ 962 54 54

daxc: 02/ 960 37 03
e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Per. No: 20220316

9. JATA HA ITBPBO PAZPEHNIABAHE/TIOJHOBABAHE HA PAZPENIEHUETO 3A
YINOTPEBA

Hara Ha mepBo pasperuapane: 24.11.2022
JlaTa Ha NOCNIEAHO NNOAHOBABAHE!

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

Hexemapu, 2023
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